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CERVICAL CANCER AND HUMAN
PAPILLOMAVIRUS

THURSDAY, MARCH 11, 2004

HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON CRIMINAL JUSTICE, DRUG POLICY AND
HUMAN RESOURCES,
COMMITTEE ON GOVERNMENT REFORM,
Washington, DC.

The subcommittee met, pursuant to notice, at 11:05 a.m., in room
2247, Rayburn House Office Building, Hon. Mark E. Souder (chair-
man of the subcommittee) presiding.

Present: Representatives Souder, Cummings, Waxman, Davis,
Norton, Sanchez, and Ruppersberger.

Staff present: J. Marc Wheat, staff director and chief counsel; Ro-
land Foster, professional staff member; Nicole Garrett, clerk; Phil
Barnett, minority staff director; Sarah Despres and Tony Haywood,
minority counsels; Jean Gosa, minority assistant clerk; and Naomi
Seiler, minority staff assistant.

Mr. SOUDER. Good morning. Thank you for being here.

Today’s hearing will examine the latest medical science regard-
ing cervical cancer and ongoing Federal efforts to treat the disease
and prevent infection from the virus that causes it.

Each year in the United States, over 12,000 women develop cer-
vical cancer and more than 4,000 women die of the disease. By way
of comparison, about the same number of women die from HIV/
AIDS ever year.

In 2001, cervical cancer was estimated to be the 12th most com-
monly new diagnosed cancer among women in the United States.
According to the American Cancer Society, non-invasive cervical
cancer may be four times as widespread as the invasive type.

Experts agree that the infection by certain strains of human
papillomavirus [HPV], is the primary cause of nearly all cervical
cancers. HPV infection is also associated with other cancers and
more than 1 million pre-cancerous lesions.

About 20 million Americans are currently infected with HPV. An
estimated 5.5 million Americans become infected with HPV every
year, and 4.6 million of these are acquired by young Americans be-
tween the ages of 15 and 24.

In 1988, Dr. Stephen Curry from the New England Medical Cen-
ter said HPV “is rampant. If it weren’t for AIDS, stories about it
would be on the front page of every newspaper.”

Fifteen years later, most Americans still have never heard of
HPV, and most are unaware of the dangers the virus can pose or
how to protect themselves against infection, and it is still rampant.
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On Monday of this week, researchers reported that an alarming
one-third of women in a recent study were found to be infected
with a strain of HPV linked to cervical cancer.

In January of this year, the Centers for Disease Control and Pre-
vention issued its first-ever comprehensive HPV prevention report.
The CDC report states: “Because genital HPV infection is most
common in men and women who have had multiple sex partners,
abstaining from sexual activity (i.e., refraining from any genital
contact with another individual) is the surest way to prevent.”

It continued: “For those who choose to be sexually active, a
monogamous relationship with an uninfected partner is the strat-
egy most likely to prevent future genital HPV infections. For those
who choose to be sexually active but who are not in a monogamous
relationship, reducing the number of sexual partners and choosing
a partner less likely to be infected may reduce the risk of genital
HPYV infection.”

The CDC reports that “The available scientific evidence is not
sufficient to recommend condoms as a primary prevention strategy
for the prevention of genital HPV infection.”

The CDC’s findings echo a 2001 report entitled “Scientific Evi-
dence on Condom Effectiveness for Sexually Transmitted Disease
(STD) Prevention” prepared by the National Institute of Allergy
and Infectious Diseases in consultation with the Food and Drug
Administration, the U.S. Agency for International Development,
and CDC, which evaluated all published data on latex condoms and
STD prevention and concluded that “there was no evidence that
condom use reduced the risk of HPV infection.”

These scientific findings are important because Public Law 106—
554, signed by President Clinton on December 21, 2000, requires
the CDC to educate the public and health care professionals about
HPV prevention and directs the FDA to “reexamine existing
condom labels . . . to determine whether the labels are medically
accurate regarding the overall effectiveness or lack of effectiveness
of condoms in preventing sexually transmitted diseases, including
HPV.”

Because of the lack of awareness of HPV, there has been much
confusion about the virus. I would like to emphasize two important
points.

First, not everyone infected with HPV will develop cancer, but
those with persistent, high risk strains of HPV are at increased
risk. And second, while treatment can prevent the progression of
cervical cancer, treatment should not be confused with HPV pre-
vention. Treatment is often invasive, unpleasant, and costly, and
does not include the necessity for additional treatments or adverse
side effects.

Today I look forward to learning what efforts Federal agencies
are taking to protect the public against HPV and cervical cancer,
and, in particular, what actions the CDC is undertaking to promote
the agency’s HPV recommendations.

I also look forward to an update on the status of Federal pro-
grams to diagnose and treat cervical cancer and to develop an effec-
tive HPV vaccine. Congress has passed a number of laws over the
past decade to increase access to testing and treatment. Because
deaths from cervical cancer are largely preventable, it is vitally im-
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portant that women have access to and are routinely screened for
HPV and cervical cancer, and, if necessary, treated.

Finally, I look forward to hearing from the experts on our second
panel, who are on the front lines every day treating patients with
HPV and learning what advice they may have for Federal policy-
makers for improving efforts to educate, prevent, and treat HPV
and cervical cancer.

Thank you all for being here today, and we look forward to your
testimony and insights on this very important issue.

[The prepared statement of Hon. Mark E. Souder follows:]
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Subcommittee on Criminal Justice,
Drug Policy and Human Resources

Opening Statement of Chairman Mark Souder

“Cervical Cancer and HPV”

March 11, 2004

Good morning and thank you all for being
here.

Today’s hearing will examine the latest
medical science regarding cervical cancer and
ongoing federal efforts to treat the disease and
prevent infection from the virus that causes it.

Each year in the United States, over 12,000
women develop cervical cancer and more than
4,000 women die of the disease. By way of
comparison, about the same number of women
die from HIV/AIDS every year.

In 2001, cervical cancer was estimated to be
the 12™ most commonly new diagnosed cancer
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among women in the U.S. According to the
American Cancer Society, non-invasive cervical
cancer may be 4 times as widespread as the
invasive type.

Experts agree that infection by certain
strains of human papillomavirus (HPV) is the
primary cause of nearly all cervical cancers.
HPV infection is also associated with other
cancers and more than one million pre-
cancerous lesions.

About 20 million Americans are currently
infected with HPV. An estimated 5.5 million
Americans become infected with HPV every
year and 4.6 million of these are acquired by
young Americans between the ages of 15 and
24.

In 1988, Dr. Stephen Curry from the New
England Medical Center in Boston said HPV “is
rampant. If it weren’t for AIDS, stories about it
would be on the front page of every newspaper.”

Fifteen years later most Americans still have
never heard of HPV and most are unaware of
the dangers the virus can pose or how to protect
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themselves against infection and it is still
rampant.

On Monday of this week, researchers
reported that an alarming one-third of women in
a recent study were found to be infected with a
strain of HPV linked to cervical cancer.

In January of this year, the Centers for
Disease Control and Prevention issued its first-
ever comprehensive HPV prevention report.
The CDC report states:

“Because genital HPV infection is most
common in men and women who have had
multiple sex partners, abstaining from sexual
activity (i.e. refraining from any genital contact
with another individual) is the surest way to
prevent infection.

“For those who choose to be sexually active,
a monogamous relationship with an uninfected
partner is the strategy most likely to prevent
future genital HPV infections. For those who
choose to be sexually active but who are not in a
monogamous relationship, reducing the number
of sexual partners and choosing a partner less
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likely to be infected may reduce the risk of
genital HPV infection.”

The CDC report notes that “The available
scientific evidence is not sufficient to
recommend condoms as a primary prevention
strategy for the prevention of genital HPV
infection.” ’

The CDC'’s findings echo a 2001 report
entitled “Scientific Evidence on Condom
Effectiveness for Sexually Transmitted Disease
(STD) Prevention” prepared by the National
Institute of Allergy and Infectious Diseases of
the National Institutes of Health in consultation .
with the Food and Drug Administration, the U.S.
Agency for International Development and CDC,
which evaluated all published data on latex
condoms and STD prevention and concluded
that “there was no evidence that condom use
reduced the risk of HPV infection.”

These scientific findings are important
because Public Law 106-554, signed by
President Clinton on December 21, 2000,
requires the CDC to educate the public and
health care professionals about HPV prevention
and directs the FDA to “reexamine existing

4
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condom labels ... to determine whether the
labels are medically accurate regarding the
overall effectiveness or lack of effectiveness of
condoms in preventing sexually transmitted
diseases, including HPV.”

Because of the lack of awareness about
HPV, there has been much confusion about the
virus. | would like to emphasize two important
points.

First, not everyone infected with HPV will
develop cancer, but those with persistent, high
risk strains of HPV are at increased risk.

And second, while treatment can prevent the
progression of cervical cancer, treatment should
not be confused with HPV prevention.

Treatment is often invasive, unpleasant, and
costly and does not preclude the necessity for
additional treatments or adverse side effects.

Today, | look forward to learning what efforts
federal agencies are taking to protect the public
against HPV and cervical cancer, and in
particular, what actions the CDC is undertaking
to promote the agency’s HPV prevention
recommendations.
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| also look forward to an update on the
status of federal programs to diagnose and treat
cervical cancer and to develop an effective HPV
vaccine. Congress has passed a number of
laws over the past decade to increase access to
testing and treatment. Because deaths from
cervical cancer are largely preventable, it is
vitally important that women have access to and
are routinely screened for HPV and cervical
cancer, and, if necessary, treated.

Finally, | look forward to hearing from the
experts on our second panel who are on the
frontlines every day treating patients with HPV
and learning what advice they may have for
federal policy makers for improving efforts to
educate, prevent and treat HPV and cervical
cancer.

Thank you all for being here today. We look
forward to your testimony and insights on this
very important issue.
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Mr. SOUDER. I would now like to yield to our distinguished rank-
ing member, Mr. Cummings.

Mr. CuUMMINGS. I want to thank you, Mr. Chairman, for holding
this hearing today on this women’s health issue, cervical cancer.

Fifty years ago, cervical cancer was a leading cause of cancer
death among women in the United States and around the world.
Thanks to advances in cancer screening and treatment, the threat
of mortality from cervical cancer has been dramatically reduced in
the United States. Still, thousands of women are newly diagnosed
each year and the American Cancer Society estimates that nearly
4,000 women will die from it in 2004.

The risk of illness and death from cervical cancer is spread un-
evenly among women in the United States. Despite improved
screening rates enabled by congressionally authorized CDC screen-
ing programs, unequal access to screening remains a problem that
contributes to significant disparities in cervical cancer rates along
the lines of race, educational level, income, and age.

Women who belong to racial and ethnic minority groups are dis-
proportionately represented among the new cases of cervical can-
cers. Asian, African-American, and Hispanic women have signifi-
cantly higher mortality rates from cervical cancer than White
women; women with less than a high school education are less like-
ly to have testing than more highly educated women; and despite
the peak in incidence of cervical cancer among women 40 to 55
years old, women in this age group are less likely to have been
screened than a younger woman.

As chairman of the Congressional Black Caucus, I am particu-
larly disturbed that African-American women are 60 percent more
likely to have cervical cancer and 33 percent more likely to die
from it as compared to White women.

The great tragedy in the American Cancer Society’s estimates of
thousands of lives that will be lost is that these deaths are indeed
avoidable. The Department of Health and Human Services notes in
its Healthy People 2010 initiative that the likelihood of cervical
cancer survival is nearly 100 percent if early detection is followed
by appropriate treatment and followup. But cost remains a barrier
to access to Pap tests and DNA tests for HPV that, when used to-
gether, can accurately determine whether a woman is or is not at
risk for cervical cancer or precursor conditions.

Any discussion of cervical cancer must involve HPV because geni-
tal HPV infection is a necessary precursor for cervical cancer. But,
too often, discussions about HPV devolve into discussions of the
merits of abstinence-only education. Some of my colleagues believe
abstinence-only education is the answer to transmission of HPV
and STDs in general, despite the lack of evidence that such pro-
grams are effective and the accumulating body of evidence to the
contrary.

I expect that we will hear a lot of discussion today about
condoms and the CDC’s recent report finding that condom use is
not supportable as a primary prevention strategy for genital HPV
transmission. Far more relevant to the lives of women at risk of
cervical cancer is CDC’s finding in the same report that condom
use is effective in reducing the risk of cervical cancer. This finding
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speaks to the bottom line question, which is: How do we effectively
preserve and protect the lives of women?

HPV, when it doesn’t lead to cervical cancer, is not life-threaten-
ing. An estimated 75 to 80 percent of Americans will have an HPV
infection at some time during their lifetime. In the vast majority
of cases the infection will resolve spontaneously. A tiny percentage
will be at risk of developing cervical cancer or pre-cancerous condi-
tions, however. Identifying these women and, where necessary, pro-
viding treatment is critical.

The most important message that can come out of today’s hear-
ing is that cervical cancer can be prevented, detected, treated, and
cured, and that health screening and condom use are essential
components of a sound, realistic public healths strategy for combat-
ing cervical cancer and the spread of sexually transmitted disease.

Until we have done all we can to expand access to screening and
treatment, and until there is evidence that abstinence-only edu-
cation programs are effective, conversations about condom efficacy
for HPV will continue to be an unconstructive sidebar to the impor-
tant matter of erasing the threat of cervical cancer.

Indeed, it is worth keeping in mind that we made enormous
strides in reducing cervical cancer deaths even as the so-called sex-
ual revolution was occurring. Ensuring that cervical cancer death
rates continue to go down for women in all parts of American soci-
ety is what matters most. The only certain way to do that is by de-
voting more resources to what we know works: providing screening
and treatment for women at risk. This should remain the founda-
tion of a public health strategy for cervical cancer that puts health
anld wellness before religious and social ideology, and science before
politics.

Thank you again, Mr. Chairman, for holding a very important
hearing. I sincerely hope that we will have an opportunity to listen
to our witnesses very carefully and make progress with regard to
this illness that affects so many women in our country.

I yield back.

[The prepared statement of Hon. Elijjah E. Cummings follows:]
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Opening Statement of

Representative Elijah E. Cummings, D-Maryland-7
Ranking Minority Member

Subcommittee on Criminal Justice, Drug Policy and Human Resources
Committee on Government Reform
U.S. House of Representatives
108™ Congress

Hearing on “Cervical Cancer and Human Papillomavirus (HPV)”
2247 Rayburn House Office Building

March 11, 2004

Mr. Chairman,

Thank you for holding this hearing on a very important
women’s health issue: cervical cancer.

Fifty years ago, cervical cancer was the leading cause of
cancer death among women in the United States and around the
world. Thanks to advances in cancer screening and treatment,
the threat of mortality from cervical cancer has been
dramatically reduced in the United States. Still, thousands of
women are newly diagnosed each year and the American Cancer
Society estimates that nearly 4,000 women will die from it in
2004.

The risk of illness and death from cervical cancer is spread
unevenly among women in the United States. Despite improved
screening rates enabled by congressionally authorized CDC
screening programs, unequal access to screening remains a
problem that contributes to significant disparities in cervical
cancer death rates along the lines of race, educational level,
income, and age.
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Women who belong to racial and ethnic minority groups
are disproportionately represented among new cases of cervical
cancer; Asian, African American, and Hispanic women have
significantly higher mortality rates from cervical cancer than
white women; women with less than a high school education are
less likely to have testing than more highly-educated women;
and, despite the peak incidence of cervical cancer among women
40-55 years-old, women in this age group are less likely to have
been screened than younger women.

As Chairman of the Congressional Black Caucus, I'm
particularly disturbed that African American women are 60%
more likely to have cervical cancer and 33% more likely to die
from it, as compared to white women.

The great tragedy in the American Cancer Society’s
estimates of thousands of lives that will be lost is that these
deaths are avoidable. The Department of Health and Human
Services notes in its Healthy People 2010 initiative that the
likelihood of cervical cancer survival is nearly 100% if early
detection is followed by appropriate treatment and follow-up.
But cost remains a barrier to access to Pap tests and DNA tests
for HPV that, when used together, can accurately determine
whether a woman is or is not at risk for cervical cancer or
precursor conditions.

Any discussion of cervical cancer must involve HPV
because genital HPV infection is a necessary precursor for
cervical cancer. But, too often, discussions about HPV devolve
into discussions of the merits of abstinence-only education.
Some of my colleagues believe abstinence-only education is the
answer to transmission of HPV and STDs in general, despite the
lack of evidence that such programs are effective and the
accumulating body of evidence to the contrary.

2
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I expect that we will hear a lot of discussion today about
condoms and the CDC’s recent report finding that condom-use
is not supportable as a primary prevention strategy for genital
HPYV transmission. Far more relevant to the lives of women at
risk of cervical cancer is CDC’s finding in the same report that
condom-use is effective in reducing the risk of cervical cancer.
This finding speaks to the bottom line question, which is, how
do we effectively preserve and protect the lives of women?

HPV when it doesn’t lead to cervical cancer is not life-
threatening. An estimated 75 to 80 percent of Americans will
have an HPV infection at some time during their lifetime. In the
vast majority of cases, the infection will resolve spontaneously.
A tiny percentage will be at risk of developing cervical cancer or
pre-cancerous conditions, however. Identifying these women
and, where necessary, providing treatment is critical.

The most important message that can come out of today’s
hearing is that cervical cancer can be prevented, detected,
treated, and cured, and that health screening and condom-use are
essential components of a sound, realistic public health strategy
for combating cervical cancer and the spread of sexually
transmitted diseases.

Until we have done all we can to expand access to
screening and treatment, and until there is evidence that
abstinence-only education programs are effective, conversations
about condom efficacy for HPV will continue to be an
unconstructive sidebar to the important matter of erasing the
threat of cervical cancer.
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Indeed, it is worth keeping in mind that we made enormous
strides in reducing cervical cancer deaths even as the so-called
sexual revolution was occurring. Ensuring that cervical cancer
death rates continue to go down for women in all parts of
American society is what matters most. The only certain way to
do that is by devoting more resources to what we know works:
providing screening and treatment to women at risk. This
should remain the foundation of a public health strategy for
cervical cancer that puts health and wellness before religious
and social ideology, and science before politics.

Thank you, again, Mr. Chairman, for holding a very
important hearing. I sincerely hope that it will lead to further
advances toward eliminating cervical cancer as a cause of illness
and death for women in the United States.
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Mr. SOUDER. Thank you.

I would now like to recognize Mr. Waxman. I was going to recog-
nize you next, because you are the senior ranking member on the
full committee. Then I would go over to this side.

Mr. WaxMAN. Well, you are all very kind to let me proceed with
my opening statement.

I am pleased to be here with the members of this subcommittee.

When it comes to human papillomavirus [HPV], public health
policy must start with a single question: How can we reduce the
rate of cervical cancer in the United States?

And this is a critical question because HPV causes cervical can-
cer and cervical cancer kills nearly 4,000 women in this country
every year.

So I think to address this question we have to look at what
works.

First, evidence demonstrates that the Pap test works. It is a sim-
ple test that can find precancerous lesions, pointing the way for
treatment that can prevent invasive cervical cancer from ever de-
veloping.

It is a tragedy that about half the women with newly diagnosed
cervical cancers have never had a Pap test. Expanding access to
this service is an important public health priority.

Second, evidence demonstrates that condoms work to prevent
cervical cancer. The CDC has found that condom use is associated
with lower rates of cervical cancer. It is critically important that
the public be aware of this potentially life-saving information.

Third, evidence demonstrates that comprehensive education can
reduce sexual risk-taking that may lead to sexually transmitted
diseases like HPV. These education programs typically stress the
importance of abstinence, but also provide information on other op-
tions as well.

It is important to look at the question of how we can reduce the
rate of cervical cancer in this country. I am concerned, however,
that today’s hearing will not focus, as it should, on this question.
Instead, I am concerned that this hearing will, instead pursue a
different question entirely: how the science of HPV can be used to
advance the ideological agenda of abstinence only education.

This is neither a useful question, nor a new one. For years, those
who have argued that teenagers should not be taught about the full
range of options available to prevent unwanted pregnancy and sex-
ually transmitted diseases, including abstinence and the proper use
of condoms, have used the example of HPV to try to undermine
public confidence in any other approach other than abstinence.

The main argument is to point out again and again and again
that condoms are not proven to reduce the number of HPV infec-
tions. Therefore, the argument goes, condoms should carry warning
labels and, ideally, should not be used at all.

Well, it is true that condoms have not been proven to reduce the
risk of HPV infection. However, what is more significant is that
condoms are associated with less cervical cancer, which is, after all,
the key reason we care about HPV infection.

Moreover, and this is very important, condoms, when used con-
sistently and correctly, are very effective in preventing HIV infec-
tion, and can also reduce the risk of transmission of other sexually
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transmitted diseases, such as gonorrhea and chlamydia, as well as
prevent unwanted pregnancies. Anything that undermines the ef-
fectiveness of condoms for these uses will have serious public
health consequences. Are condoms perfect? Of course not. But re-
ality requires us not to measure public health strategies against
perfection, but rather to ask a key question: compared to what?

There are those on this committee and in this Congress who in-
sist that abstinence-only education is the solution to teen preg-
nancy and sexually transmitted diseases because “abstinence works
each time.”

Well, the evidence, however, indicates that abstinence-only edu-
cation works rarely, if at all. Independent reviews have failed to
find any significant impact of abstinence-only education on real
outcomes. And recently, for example, an independent study com-
missioned by the Minnesota Health Department found that sexual
activity doubled among junior high school students who partici-
pated in an abstinence-only program. And earlier this week, a
study of 12,000 teens presented to the National STD Prevention
Conference found that those who pledge to remain virgins until
marriage have the same rate of sexually transmitted diseases as
those who do not take this pledge.

These studies are inconvenient for those who want to argue ex-
clusively for abstinence-only approaches to public health problems,
and I am concerned that we will not hear much about them at the
hearing today.

So I urge my colleagues on this committee and in this Congress
not to let wishful thinking take the place of facts. We must listen
to experts, not try to pressure them to saying what we expect to
hear. We must hear the evidence, not be bound by preconceived
agendas.

And to do all this well, we must start with the right question:
How can we reduce the rate of cervical cancer in the United
States?

I thank you, Mr. Chairman, for this hearing, and I thank the
witnesses particularly for coming and participating, and I look for-
ward to their testimony.

[The prepared statement of Hon. Henry A. Waxman follows:]
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Statement of Rep. Henry A. Waxman, Ranking Minority Member
Committee on Government Reform
Hearing on “Cervical Cancer and Human Papillomavirus (HPV)”

March 11, 2004

When it comes to Human Papillomavirus, known as HPV, public
health policy must start with a single question: How can we reduce the

rate of cervical cancer in the United States?

This is the critical question for HPV because HPV causes cervical
cancer. And cervical cancer still kills nearly 4,000 women in this

country every year.

To address cervical cancer, we must be guided by evidence of what

works.

First, evidence demonstrates that the Pap test works. This simple
test detects precancerous lesions, pointing the way for treatment that
prevents invasive cervical cancer from ever developing. As the CDC
recommended in its report to Congress: “ Regular cervical cancer
screening for all sexually active women and treatment of precancerous

lesions remains the key strategy to prevent cervical cancer.”
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It is a tragedy that about half of the women with newly diagnosed
cervical cancer have never had a Pap test. Expanding access to this

service is a public health priority.

Second, evidence demonstrates that condoms work to prevent
cervical cancer. The CDC has found that condom use is associated with
lower rates of cervical cancer. It is critically important that the public

be aware of this potentially life-saving information.

Third, evidence demonstrates that comprehensive education can
reduce sexual risk-taking that may lead to sexually transmitted diseases
like HPV. These education programs typically stress the importance of
abstinence but also provide information on other options as well. The
CDC, Substance Abuse and Mental Health Services Agency and the
National Campaign to Prevent Teen Pregnancy have reviewed many of

these programs and found them to be effective.

It is important to look at the question of how we can reduce the
rate of cervical cancer in the United States. I am concerned, however,
that today’s hearing will not focus, as it should, on this question.
Instead, I am concerned that this hearing will instead pursue a different
question entirely -- how the science of HPV can be used to advance the

ideological agenda of abstinence-only education.
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This is neither a useful question, nor a new one. For years, those
who have argued that teenagers should not be taught about the full range
of options available to prevent unwanted pregnancy and sexually
transmitted diseases, including abstinence and the proper use of
condoms, have used the example of HPV to try to undermine public

confidence in any other approach besides abstinence.

The main argument is to point out, again and again, that condoms
are not proven to reduce the number of HPV infections. Therefore, the
argument goes, condoms should carry warning labels, and ideally,

should not be used at all.

It is true that condoms have not been proven to reduce the risk of
HPV infection. However, what is more significant is that condoms are
associated with less cervical cancer — which is, after all, the key reason

we care about HPV infection.

Moreover, and this is very important, condoms, when used
consistently and correctly, are very effective in preventing HIV
infection, and can also reduce the risk of transmission of other sexually
transmitted diseases such as gonorrhea and chlamydia as well as prevent
unwanted pregnancies. Anything that undermines the effectiveness of

condoms for these uses will have serious public health consequences
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Are condoms perfect? Of course not. But reality requires us not to
measure public health strategies against perfection, but rather to ask a

key question: compared to what?

There are those on this Committee and in this Congress who insist
that abstinence-only education is the solution to teen pregnancy and

sexually transmitted disease, because “abstinence works each time.”

The evidence, however, indicates that abstinence-only education
works rarely, if at all. Independent reviews have failed to find any
significant impact of abstinence-only education on real outcomes.
Recently, for example, an independent study commissioned by the
Minnesota Health Department found that sexual activity doubled among
junior high school students who participated in an abstinence-only
program. And earlier this week, a study of 12,000 teens presented to the
National STD Prevention Conference found that those who pledge to
remain virgins until marriage have the same rates of sexually transmitted

disease as those who do not take this pledge.

These studies are inconvenient for those who want to argue
exclusively for abstinence-only approaches to public health problems. 1
am concerned that we will not hear much about them at the hearing

today.
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But I urge my colleagues on this Committee and in this Congress
not to let wishful thinking take the place of facts. We must listen to
experts, not try to pressure them into saying what we expect to hear. We

must hear the evidence, not be bound by preconceived agendas.

To do all this well, we must start with the right question: How can

we reduce the rate of cervical cancer in the United States?

I thank the witnesses for coming, and I look forward to their

testimony.
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Mr. SOUDER. Thank you.

Ms. Davis, do you have an opening statement?

Ms. DAvis. Yes, Mr. Chairman. Thank you so much for holding
this hearing on what I think is a very important issue. And you
have already stated, as others have, the statistics of the number
of new cervical cancer cases, and how many women in America die
from cervical cancer. And I will just tell you that the percentage
of women dying in Africa with HPV is even higher than the per-
centage here in the United States, where we sent condoms over to
protect them from AIDS, but don’t bother to tell them they could
die from HPV; and I am really concerned about this alarming
news.

And my colleagues have said that CDC has not proven that
condoms prevent HPV, but they have proven that they might help.
Well, this is not about a social ideology or a religious ideology, it
is about informing women, letting them know. And to let our young
girls and the women think that they are protected from these dis-
eases by saying condoms are fine, go ahead, use them, when truly
the only way they can be protected is abstinence, and that is not
an ideology, it is a fact. And to hear the argument that if we let
the American public know that condoms don’t protect you from
HPV, then people will stop using condoms, to me that explanation
is totally unacceptable. We are still putting women at risk because
we are not letting them know that HPV is a factor, it is a problem.

And I am looking forward to hearing the testimony of the wit-
nesses and trying to get some of the facts, and I really, truly appre-
ciate your having this hearing. Thank you, Mr. Chairman.

Mr. SOUDER. Thank you.

Ms. Norton, thank you for being here. Would you like to make
an opening statement?

Ms. NORTON. Thank you, Mr. Chairman, for shedding light on an
important precursor to cervical cancer. I do want to say to my good
chairman of the Civil Service Subcommittee, I don’t think anybody
here was making or would make the argument that women should
not be informed of their risks that HPV bring, as well as other
risks. My goodness, HPV is very, very common. Eighty percent of
sexually active people show HPV. Obviously, not all HPV leads to
cancer, or we would really have a cancer epidemic on our hands,
but the fact that it is a precursor or means that you could get can-
cer is very important information.

The CDC report that has been referred to here seems to me has
made clear that condoms should not be the major strategy for pre-
venting HPV infection. That is important information to shout from
the hilltops. But the CDC report was also clear that condoms re-
duce cervical cancer. So what we have here is what we have often
in medical science, we have a preventative that doesn’t prevent ev-
erything, and we better tell people about it.

Let me go on record right now as being for a better condom. Per-
haps the first thing we ought to be doing is encouraging research
so you get a condom that people will use and that, in fact, prevents
HPV. And I say so because we all know that condoms are here to
stay; they are one of the oldest, one of the cheapest, and one of the
most effective methods of birth control and of disease prevention.
That is a fact. They ought to be improved, because something so
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cheap and something so generally effective is not going to be wiped
out even by telling people about the risk of HPV, and certainly not
by a very important hearing.

I was impressed with the study that Mr. Waxman referred to
and my staff had brought to my attention, that the teens who
pledged to be abstinent showed the same rate of sexually transmit-
ted diseases as those who did not. These are teens, in good faith,
trying to do what is right. Interestingly, one of the problems, ac-
cording to the study, was the so-called virginity pledgers were less
likely to use condoms. Here we come back to abstinence only and
to the failure to understand what we must do to in fact be where
we want to be. All children, all children should abstain from sex.
And disease is only one of a dozen reasons why no child should be
engaged in sex. This society has failed utterly to make that point,
and I don’t think that anyone believes we will ever be truly suc-
cessful there.

The other point, of course, is that adults should be monogamous.
I regret to say we have failed to make that point as well.

With these two giant failures on our hands, we need to talk
about abstinence, and we need to talk about it clearly so that chil-
dren understand why. That, yes, it is for religious and moral rea-
sons; yes, it is for preserving yourself for a mate; and, yes, it is for
preventing disease, which may have a greater effect than some
other reasons. But all together the information needs to be trans-
mitted.

But if we are going to have a hearing today on cervical cancer,
we certainly must say that whether you abstain or not, every
woman should have a Pap smear. If you want to look at why we
have reduced the incidents of cervical cancer over the last several
years, you will turn to the Pap smear. So we have to have a range
of interests if we are truly interested in cervical cancer.

And I thank you, Mr. Chairman.

Mr. SOUDER. Thank you.

I would now like to ask unanimous consent that all Members
have 5 legislative days to submit written statements and questions
for the hearing record, and that any answers to written questions
provided by the witnesses also be included in the witness. Without
objection, it is so ordered.

I also ask unanimous consent that all exhibits, documents, and
other materials referred to by Members and the witnesses may be
included in the hearing record, and that all Members be permitted
to revise and extend their remarks. Without objection, it is so or-
dered.

Our first panel is composed of our colleague, Dr. Dave Weldon,
a representative from Florida. Welcome home, former member of
this subcommittee.

It is the tradition of this committee to administer an oath, but
we do not do that for Members of Congress, because we already
took the oath.

So you will now be recognized for 5 minutes. Thank you for tak-
ing the time to join us today.
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STATEMENT OF HON. DAVE WELDON, A REPRESENTATIVE IN
CONGRESS FROM THE STATE OF FLORIDA

Mr. WELDON. Thank you very much, Mr. Chairman. It is cer-
tainly a pleasure to be in what was previously, I believe, my hear-
ing room when I was on the committee. And thank you very much
for calling this hearing; it is a very, very important subject. And
I certainly want to thank the ranking member as well, Mr.
Cummings.

Sexually transmitted diseases are one of the most important
health issues facing our Nation today. According to the CDC, 3 mil-
lion new cases of chlamydia, 1 million new cases of herpes, 5 mil-
lion cases of trichomoniasis, and 5.5 million new cases of HPV
occur every year. Unfortunately, women and adolescents seem to
bear disproportionately the burden in this epidemic.

Just recently, the Alan Guttmacher Institute’s perspective on
sexual and reproductive health published data demonstrating that
almost half of all STD infections were among 15 to 24-year-olds;
and HPV, trichomoniasis, and chlamydia accounted for 88 percent
of all these new cases.

What is worse is that our agencies entrusted to protect public
health have been slow to act effectively to prevent further spread
of these costly and harmful infections. After over a decade of in-
creases in HPV incidence, the Centers for Disease Control and Pre-
vention only just recently determined an effective prevention policy
for HPV.

The CDC’s recent report states “Because genital HPV infection is
most common in men and women who have had multiple sexual
partners, abstaining from sexual activity (i.e., refraining from any
genital contact with another individual) is the surest way to pre-
vent infection.” While the CDC is to be commended for promoting
abstinence as a sure means to avoid HPV infection, it has taken
a long time for this common sense and science-based conclusion to
be reached.

Other agencies have been quick to spend some $6 billion on re-
search to advance methods of identifying and treating cervical can-
cer, but little on true primary prevention and risk avoidance. I be-
lieve this inattention to abstinence as a positive public health ap-
proach is only a symptom of a larger, more troubling phenomenon,
a phenomenon that places science behind politics and social agen-
das. That phenomenon I am describing promotes the notion that
technology can effectively mitigate our problems and that individ-
ual behavior is fixed-particularly with respect to sexual activity.

Doctors like myself are great friends of technology because it al-
lows us to help millions who are sick and in need of treatment.
Technology is good medicine because it aids in diagnosis and treat-
ment, and can help reduce risks and costs. Nonetheless, technology
is still no match to that simple ounce of prevention. Eating prop-
erly can stave off obesity and all its consequences like diabetes and
heart disease; not smoking can prevent emphysema and lung can-
cer; and avoiding excessive alcohol can prevent liver disease. An
equally important message today is avoiding sexual promiscuity
can prevent not only unplanned pregnancies, but a host of incur-
able diseases, some of which lead to cancer and death.
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We have known for years that STDs, including HIV/AIDS and
HPV, are closely associated with promiscuous sexual behavior, but
most of our public health approaches have sought to employ inter-
vention modalities that reduce the rate of infection instead of true
preventive strategies. Instead of seeing reductions in HIV and
AIDS, chlamydia and HPV, we have seen significant increases year
after year. In fact, after hundreds of millions of dollars to eliminate
syphilis, an easily preventable and treatable infection, we are now
seeing syphilis incidences on the rise, particularly in many commu-
nities where specific prevention efforts were implemented. This is
because we have not been engaging in true prevention; we have,
in reality, been engaging in risk reduction programs. Unfortunately
for millions of young people, this has resulted in neither prevention
nor risk reduction, as the rate of these STDs has continued to in-
crease.

Certainly, as a physician who has practiced full-time for 15 years
before coming to Congress, and who still sees patients, I have seen
on a personal level the consequences of what we are talking about
today. The heartache of infertility caused by chlamydia scarring of
the fallopian tubes, chronic recurring cycles of pain from herpes,
and even disability and death from HIV and from metastatic cer-
vical cancer due to HPV.

As a policymaker and as a physician, my objective is to see fewer
STD infections. Currently, the predominant method to achieve that
objective is clinical. The clinical approach seeks to screen and coun-
sel as many people as possible, and to provide them with a condom
in the hopes of reducing STD infections. Certainly, many of these
pursuits are worth continuing and expanding aggressively.

However, as a physician, I can only see one patient at a time.
A much better public health approach, particularly for behavioral
risks, is to reduce the need for patients to enter my office in the
first place. That is why education is so important.

My former colleague, Tom Coburn, introduced legislation that be-
came law mandating that the CDC and the FDA educate the public
about the risk of contracting chlamydia and other STDs through
sexual contact. I have seen little evidence to indicate the CDC and
the FDA are in compliance with this important law. Even in the
area of public education, Federal programs are, for the most part,
doing very little to prevent people from coming into my office.

Mr. Chairman, I believe that we need to continue to aggressively
promote accurate information to all young people and adults on the
true efficacy of the condom in preventing the transmission of sexu-
ally transmitted diseases and, as well, the best methods for pre-
venting these diseases in the first place.

I thank you. I will submit my entire written statement for the
record, and I would be very happy to field any questions.

[The prepared statement of Hon. Dave Weldon follows:]
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Testimony of Congressman Dave Weldon
before the Subcommittee on Criminal Justice, Drug Policy and Human Resources
Hearing on Cervical Cancer and Human Papillomavirus (HPV)
March 11, 2004

Thank you Chairman Souder and Ranking Member Cummings for addressing this important
public health issue.

Sexually Transmitted Diseases are one of the most important health issues facing our nation
because our nation is facing an epidemic of STDs. According to the CDC, 3 million new
cases of Chlamydia, 1 million new cases of herpes, S million cases of trichomoniasis, and 5.5
million new cases of HPV occur each year.

Unfortunately, women and adolescents seem to bear a disproportionate share of the STD
epidemic. Just recently, the Alan Guttmacher Institute’s Perspectives on Sexual and
Reproductive Health published data demonstrating that almost half of all STD infections were
among 15-24 year olds and HPV, trichomoniasis and Chlamydia accounted for 88% of all
new cases.

What is worse is that our agencies entrusted to protect public health have been slow to act
effectively to prevent further spread of these costly and harmful infections. After over a
decade of increases in HPV incidence, the Centers for Disease Control and Prevention only
just recently determined an effective prevention policy for HPV.

The CDC’s recent report states: “Because genital HPV infection is most common in men and
women who have had multiple sex partners, abstaining from sexual activity (i.e. refraining
from any genital contact with another individual) is the surest way to prevent infection.”

While the CDC is to be commended for promoting abstinence as a sure means to avoid HPV
infection, it has taken a long time for this common sense and science based conclusion to be
reached. Other agencies have been quick to spend some $6 billion on research to advance
methods of identifying and treating cervical cancer but little on true primary prevention and
risk avoidance.

1 believe that this inattention to abstinence as a positive public health approach is only a
symptom of a larger, more troubling phenomenon. A phenomenon that places science behind
politics and social agendas.

That phenomenon I am describing promotes the notion that technology can effectively
mitigate our problems and that individual behavior is fixed — particularly with respect to
sexual activity.

Doctors are great friends of technology because it allows us to help millions who are sick and
need treatment. Technology is good medicine because it aids in diagnosis and treatment and
it can help reduce risks and costs.
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None the less technology is still no match for that simple ounce of prevention.

Eating properly can stave off obesity and all its consequences like diabetes and heart disease.
Not smoking can prevent emphysema and lung cancer, and avoiding excessive alcohol can
prevent liver disease. An equally important message today is avoiding premarital sex can
prevent not only unplanned pregnancies but a host of incurable diseases some of which can
fead to cancer and death.

We have known for years that STDs, including HIV/AIDS and HPV, are closely associated
with promiscuous sexual behavior. But most of our public health approaches have sought to
employ intervention modalities to reduce the rate of infection instead of true prevention
strategies. Instead of seeing reductions in HIV/AIDS, Chlamydia, and HPV, we have seen
significant increases year after year.

In fact, after hundreds of millions of dollars to eliminate syphilis, an easily preventable and
treatable infection, we are now seeing syphilis incidents on the rise, particularly in many of
the communities where specific “prevention” efforts were implemented. This is because
these have not been true prevention; they have in reality been “risk reduction” programs.
Unfortunately, for millions of young people they have resulted in neither prevention nor risk
reduction as the STD rates of those who followed these recommendations have sky-rocketed.

Certainly as a physician who practiced full time for 15 years before coming to congress and
who still sees patients, 1 have seen on a personal level the consequences of what we are
talking about today. The heart ache of infertility caused by Chlamydia scaring of the
fallopian tubes, chronic recurring cycles of pain from herpes, and even disability and death
from things like metastatic cervical cancer due to HPV and as well HIV and AIDS.

Yes, the sexual revolution of the 60°s and the 70’s and the continuing efforts by some to
normalize teen sex is hurting our young people, permanently scarring them, and yes, even
killing some of them..

As a policy maker and a physician, my objective is to see fewer STD infections. Currently,
the predominant method to achieve this objective is clinical. The clinical approach seeks to
screen and counsel as many people as possible and provide them with a condom in the hopes
of reducing STD infections.

As a physician I can only see one patient at a time. A much better public health approach
particularly for behavioral risks - is to reduce the need for patients enter my office in the first
place.

That is why education is so important. My former colleague Tom Coburn introduced
legislation that became law mandating that CDC and FDA educate the public about the risk of
contracting Chlamydia (or HPV?) through sexual contact.

I have seen little evidence to indicate the CDC and FDA are in compliance with this important
law.



29

Even in the area of public education, federal programs are for the most part doing little to
prevent people coming into my office.

That is because many groups are relying on the condom, and the data on condom efficacy is
quite clear. In the age group of primary concern (the xx to 24 year olds) the condom has
limited efficacy, and for some of these diseases, the effectiveness of the condom in preventing
disease transmission has never been established. Indeed the pathophysiology of some of these
STDs indicates that a condom is not likely to be effective in preventing transmission.

They have preemptively given up by assuming that there is no way to change sexual behavior,
particularly among young people. Instead, the objective of many NGOs that partner with the
CDC is to reduce not eliminate incidents of unintended pregnancy, HIV/AIDS, and STDs.

I remain astounded by the notion within the public health community and employed by
NGOs, like Advocates for Youth and the American College of Obstetrics and Gynecology,
that the normalization of adolescent sexual activity is a positive public health objective.

The evidence is clear that teenage sexual behavior is inherently harmful these children. If our
goal is to prevent adolescents from contracting STDs, then we should work to educate them
fully about the risks associated with sexual activity and seek to eliminate adolescent sexual
behavior. This is the only way to achieve the public health objectives we are seeking.

The conflict over risk elimination versus risk reduction has come to a head with the epidemic
of Human Papillomavirus and its significant contribution to the increase of cervical cancer.

The scientific evidence is clear that condoms provide little protection from infection by HPV.
Yet agencies and organizations are fighting to keep that fact from the public, particularly the
young people who are most at risk. This is in the face of nearly 5,000 women who die from
cervical cancer each year.

Education is vital to preserve the health of women and adolescents. And I believe federal
prevention and education programs should start emphasizing risk avoidance, not simply risk
reduction.

1t will be hard because of the political and social agendas that have invested so much in risk
reduction. But as we look at the entirety of sexual behavior and the impact on the health of
adolescent and women, it seems clear that the policies of the past have failed to achieve fewer
infections despite years of effort and billions of federal dollars in support of the risk reduction
approach.

Mr. Chairman, my hope is that this hearing and the diligent oversight of the subcommittee
will continue to fight for the health of women and adolescents. Lives are at stake.

Thank you very much and I would be glad to answer any questions you might have.
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Mr. SOUDER. Thank you. I appreciate your comments very much.
I think it is very important that we aren’t defeatists. The primary
role of this subcommittee is really to work with narcotics issues,
and clearly in narcotics we work at prevention in the schools, we
work at interdiction, we work at eradication. We have all sorts of
things, in addition to treatment questions. And if we just said, oh,
well, we can’t stop drug abuse, we better just treat the victims, we
would have a tremendous problem. And we are seeing the same
challenge here with HPV.

We have heard twice referred to in opening statements this study
that recently came out. Yesterday the New York Times reported
that most teenagers who pledge to remain abstinent until marriage
did not keep this pledge. When compared to those teens who chose
condoms, the teens who took the pledge were more likely to delay
the age of sexual debut; they were more likely to be married at a
younger age; they were more likely to be virgins when they mar-
ried. They were also less likely to be infected with three STDs that
the researchers used as markers. I would note that the researchers
did not screen the study subjects for HPV. Despite the lower STD
rates of those who took the virginity pledges, as compared to those
who chose safe sex, opponents of abstinence education claim this
study proves that abstinence education is a failure.

Could you comment on these findings and this conclusion that we
have already heard here this morning?

Mr. WELDON. Well, let me start out by saying I have not seen
the study in question. From what I gather, it appears to be a fol-
lowup from an earlier study published by the same author, which
was looking at 12,000 teenagers and showed a significant delay on
the onset of sexual activity of 18 months. As I understand it,
though, based on the numbers he did report, there was a reduction
in the incidence of sexually transmitted diseases in the group that
took the pledge. In Whites it was 2.8 percent versus 3.5 percent;
Hispanics, 6.7 percent versus 8.6 percent; and in the Black commu-
nity it was 18.1 percent versus 20.3 percent.

Clearly, the trend is a lower incidence, and what I think we need
here is more research on this subject. But the fact that sexual ac-
tivity was delayed significantly I think should not be discounted.
Many of the people who are criticizing abstinence, I don’t think
they would recommend that I, as a physician, stop telling my pa-
tients to stop smoking because it is bad for you simply because the
majority of them continue to smoke. As a matter of fact, in clinical
practice it was determined that when doctors do that, a certain
percentage do actually quit; and though it is very small and many
doctors get discouraged, so they stop telling their patients to stop
smoking, when you multiply that over hundreds of thousands of
dollars over the millions of people in this country, the end result,
and this is what the public health officials concluded, you can pre-
vent hundreds of thousands of people from going on to develop lung
i:ancer or emphysema, even though the response rate was fairly
OW.

Now, what I think this study is actually telling us is that you
need more followup with these young people. But certainly to give
up on the notion that abstinence works in preventing the onset of
teen sexual activity, abstinence education, flies contrary to what
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the science is actually telling us. Certainly there is some very ex-
cellent data on this issue out of Africa in Uganda, that you can sig-
nificantly delay the onset of sexual activity through abstinence edu-
cation programs.

Mr. SOUDER. So in effect, if I understand what you are saying,
if this would be like a high school class took a no smoking pledge
without background or other types of things, no followup with it,
you would have some who might actually follow through, which is
a gain.

Mr. WELDON. Right.

Mr. SOUDER. But you would have some who wouldn’t, some who
might do it less frequently, some who might not change their be-
havior at all. But you certainly gained in two different groups from
the pledge. What you are saying is the study didn’t prove any fail-
ure of abstinence education, or even of the pledge. In fact, the
pledge, from their own data, did work, but that it didn’t work 100
percent. And what that should suggest is that a broader abstinence
education program might even get more results than just a pledge.

Mr. WELDON. I am not sure I would go as far as what you just
said. I think the way I would interpret this agrees initially with
what you said, that some kids will delay the onset of sexual activ-
ity. The way I interpret this is that more research is needed, and
if you are going to have an effective intervention, you may need to
have some kind of significant followup from the original pledge.

Mr. SOUDER. We certainly find that true in alcohol, tobacco, and
in other narcotics, that you have to have more than just an initial
pledge. That would be no surprise.

Mr. WELDON. Absolutely. Absolutely.

Mr. SOUDER. Mr. Cummings.

Mr. CUMMINGS. Just to piggy-back on what was just said, when
you say followup, what do you mean?

Mr. WELDON. Well, I am not intimately expert on the True Love
Waits, the pledge program, but the researcher that has been track-
ing these kids, he was originally at Columbia and I think he is now
at Yale, Dr. Berman. He originally published some data 3 years ago
that showed this was working very, very effectively in getting kids
to delay the onset of sexual activity. And what he did was a very
nice followup study which showed, yes, they did delay, but if you
actually do a surveillance study, at least in the three markers that
he used, you see only a very small reduction in the incidence of
these diseases in the pledge takers.

And so my question is does that mean we throw the whole con-
cept out the window? And I say no. We need to go back and look
at is there a way to make the program better, is there a way to
make the program work better?

But the other point I was trying to make is if you see a 1 percent
reduction in the incidence of these diseases, if you translate that
over the entire population of the United States, from this study,
then you may be getting into hundreds of thousands of kids that
are avoiding these diseases. So does that mean we abandon it? And
I would say no. I would say more research is badly needed in this,
but I think it is certainly an accurate statement to be telling these
kids that the best way to prevent these diseases is through abstain-
ing from sexual activity and, in particular, abstaining from having
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multiple sexual partners. The data is actually the more partners
you have, the more likely you are to acquire these diseases. And
when you look at the fact that some of the diseases they can con-
tract can be fatal, I think it is a message that is definitely worth
giving our young people, because we are telling them the truth.

Mr. CumMINGS. Well, I want to go back to something Ms. Norton
said, because I don’t want us to be confused here. I don’t see that
there is anything wrong with saying you should abstain. I think
the question becomes for that person who does not decide to ab-
stain. I have gone into high schools, and I remember one time I
went to a middle school, and I thought I was pretty hip.

Mr. WELDON. I thought you were too.

Mr. CUMMINGS. And I was telling these young people that it is
very difficult to progress when you have a baby on your back. And
after the thing was over, and this was in middle school, some kids
came to me and said, Mr. Cummings, we like you and everything,
but you don’t know, but a lot of these folks are already involved
in sexual activity, and you really didn’t sound too hip up there.
And I continue to say those things, but while we may want a cer-
tain thing, I think we also have to deal with a dose of reality, too,
in some other instances. And I think that is one of the points Ms.
Norton was making. And I use the analogy that when my 21-year-
old daughter was 3 years old, she used to like to play hide and go
seek. And she would come up to me and she would put her hand
up to her face, and she would say, daddy, you cannot find me; and
she was right in front of me. And I think we have to deal with the
reality that as much as we might like to see our young people ab-
staining, that simply is not always the case, and so then I think
you then have to say, OK, if they are not abstaining, then what ad-
vice do you give.

Mr. WELDON. Well, that is a great question. I think, as a policy-
maker, that should be the purview of local school districts, parents,
teachers, churches to get engaged on that issue. The primary con-
cern that I have had for years is an over-aggressive emphasis on
a condom as a solution to the problem ignores the scientific fact
that compliance with condom use amongst 15 to 24-year-olds is ex-
tremely poor. You can’t take the condom data based on HIV dis-
cordant couples in their 30’s and 40’s, where you are talking about
one spouse has it, one doesn’t, where you get compliance rate with
condom use at 99 percent, you cannot take that data and extrapo-
late it to these kids, the ones we are really talking about now, be-
cause that is when they contact HPV, it smolders for years, and
then it becomes cervical cancer later in life.

And so I think you need to give the kids the full message, and
the full message is that the condom, No. 1, is not a sure way to
prevent some of these diseases; and the best way to prevent all
these diseases is through abstinence, understanding that a signifi-
cant number of them will not be able to comply. At least we should
give them the message.

Mr. CUMMINGS. Thank you.

Mr. SOUDER. Mrs. Davis.

Mrs. DAvis. I think Dr. Weldon just said what I would say. It
is very disturbing to me that you have 4.6 million of the 9 million
new STD cases were 15 to 24. And, to me, when we send the
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money down to the local schools, or what have you, to make the
condoms available to these kids, and that is what they are, kids,
and, yes, reality is they are sexually active, but I think we need
to, to quote Ms. Norton, we need to yell it from the top of the roof-
tops that these condoms we are sending down to you don’t protect
you. And I don’t think we are doing that. I think what we are doing
1s saying, well, you should abstain, but just in case you can’t, here
is the condom. And we don’t tell them what the possible effects will
be using the condom, so they have a false sense of security. So I
think we are sending the wrong message when we use taxpayer
dollars to give condoms out to these kids and we don’t tell them,
by the way, you are probably going to be dead maybe at age 24 by
cervical cancer, but we are giving you the condoms, so go do your
thing. To me, abstinence is the only way.

Mr. WELDON. If I could just add one more thing. You know, this
is a social problem that goes beyond sex education. There are some
dynamics here that we have little or no control over, specifically,
some of the messages that come through our culture, particularly
on the television, in the movies, out of Hollywood, and the truth
is the sexual revolution is a bit of a lie in that totally unfettered
sexual liberty indeed can lead to significant disability and death
and poverty, as Mr. Cummings was alluding to with the burden of
trying to raise a child as a single mother. However, we have first
amendment issues there that run contrary to us trying to constrain
those kinds of bad messages getting out in our culture.

Mr. SOUDER. Would the gentlelady yield to me for a second?

I wanted to followup with your smoking example. I have cer-
tainly been to schools where the majority of the kids were smoking,
and increasing numbers in some schools, particularly younger ages
and young girls. And I certainly favor more treatment for the re-
sults of that smoking, but I don’t back off my message because it
is going younger and increasing. I don’t understand the philosophy
that says we should not deliver the primary message.

Mr. WELDON. Well, you are absolutely right. And I haven’t looked
at the more recent data, but as I understand it, smoking rates are
going down.

Mr. SOUDER. Overall.

Mr. WELDON. Overall. And the incidents of smoking-related dis-
eases in some categories, I believe, appears to be trending down-
ward. And when you think about it, this is a phenomenon that we
are finally starting to see based on 30 or 40 years of effort in the
public health arena, which began with the little labels on the ciga-
rette boxes and now employs some very, very sophisticated Madi-
son Avenue-type messaging going out to young people, a lot of the
money for that coming through this tobacco settlement.

I believe if we earnestly apply ourselves, we can turn this prob-
lem around. Certainly, to turn our back on it and ignore it would
be a tragedy. And to continue to do what we have been doing in
the past is equally a tragedy, because the rates are going up. And
so we need to step back and say what we are doing is not working;
we need to try something new. And I think the abstinence messag-
ing, and if you look at the experience in Uganda, where I think you
had a very nice national program to get out a message of absti-
nence and you did see a significant reduction in at least HIV that
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was tracked, I think there is plenty of reason to continue to pursue
this agenda.

And if you read the news reports on that study that has been
quoted by some of the people on the minority side, published in the
New York Times, if you read deep into the study, people acknowl-
edge that we need more research on this issue, and I think we cer-
tainly do. And the people who are giving an abstinence message
need to really look at this research very, very closely and see how
they can modify their message, expand their message in a way so
that it can be more effective.

Mr. SOUDER. Any further questions?

Ms. Norton.

Ms. NORTON. You know, there is a developing consensus here, I
think, that the more people, including young people, know, the bet-
ter off they are. I happen to be really for telling them about disease
because I think you might frighten them away from sex, and par-
ticularly since I believe that young people should not have sex. Of
course, when we are talking about abstinence, we better be careful
here that we are talking about young people, yes, but we are also
talking about adults here. And, of course, the message of abstain
doesn’t make a lot of sense in today’s adult world.

So if you are telling them that condoms don’t work, for example,
should you also tell them that abstinence doesn’t also work? Also
sometimes doesn’t work?

Mr. WELDON. Well, abstinence is 100 percent effective when it is
practiced 100 percent of the time.

Ms. NORTON. Yes, the day it is practiced. How about the next day
when it is not?

Mr. WELDON. That is a scientific fact. Ms. Norton, I did physical
exams on elderly women going into nursing homes, and maybe this
is a different era, who confessed to me that they had never had sex
in their entire life. People can abstain. It is something that actually
goes on. It may be totally disbelieved by Hollywood.

Ms. NoRrRTON. Well, you are not advocating abstinence for adults,
are you?

Mr. WELDON. Well, here is what I really wanted to say. If you
look at the success in the condom in preventing the transmission
of diseases like gonorrhea, syphilis, and they haven’t studied HPV,
but the data on gonorrhea and syphilis is pretty clear in this age
group that we are talking about.

Ms. NoORTON. What age group are you talking about, sir?

Mr. WELDON. Fifteen to 24-year-olds. The efficacy on the condom
in preventing the transmission of gonorrhea from the man to the
woman is, I think, about 40 percent or 50 percent; and from the
woman to the man it is slightly better, 60 percent, in that range.
And I think the syphilis data is somewhat similar. And I don’t
want to get into the excruciating details of the path of physiology
of the transmission of these diseases, but I think we owe it to
young people to tell them those facts, that the data on the efficacy
of the condom is not 100 percent.

Now, part of the problem, and this is something else that we
need to explain to young people, with this issue of how well these
things work is that it is very hard to get into 100 percent compli-
ance mode. They will use the condom some of the time.



35

Ms. NORTON. And they will use abstinence some of the time.

Mr. WELDON. Well, basically, anybody who is engaging in being
sexually promiscuous is just not being abstinent.

Ms. NORTON. How about having sex once and getting HPV? 1
mean, the notion of calling everybody who falls off the wagon for
abstinence promiscuous is, I think, an insult to human nature.
Sometimes people fail. We all fail sometimes.

Mr. WELDON. I am not doing that. What I am talking about is
if you look at who gets these diseases, the correlation is the in-
creased number of sexual partners you have. OK? As you have
more sexual partners, you are much more likely to contact HPV,
HIV, and a whole host of other diseases. And if you are doing it
without, obviously, the use of any type of contraceptive or a
condom, the incidence rates go much, much higher.

Ms. NORTON. The notion of letting the information flow is some-
thing that, particularly on this part of the isle, we have been for
sometimes meeting, if I may say so, concerns on the other side of
the isle when business comes and says they don’t want certain
kinds of things on labels. So, indeed, I would like to ask you do you
think it would be a good thing to put on the labels of condoms that
it does not prevent HPV?

Mr. WELDON. Yes, I do. And I think it would also be appropriate
to put the label that it is not 100 percent effective in preventing
the transmission of gonorrhea and syphilis. That would be another
reasonable thing to put on there.

Ms. NORTON. You know, I knew that if we kept this up, Mr.
Weldon, you and I could find our points of agreement. We just
found it. Thank you very much.

Mr. SOUDER. Thank you.

We have been joined by Congresswoman Sanchez from Califor-
nia, and I will yield to her for any statement and questions.

Ms. SANCHEZ. Thank you very much. I just want to have a brief
sort of comment, and then I will get ahead to my question.

I think sort of the analogies that are being drawn here, between
smoking and sex and abstinence, I don’t think the messages need
to be mutually exclusive, either or. I think when you arm young
people, and there are responsible young people, and educate them
about abstinence, and if abstinence is practiced 100 percent, it is
100 percent effective. However, for those who don’t practice absti-
nence, to suggest condom use may reduce significantly their
chances of contracting a sexually transmitted disease, I think that
is also valid. It is like saying, OK, look, I don’t want to buy my kid
a motorcycle and say go ride the motorcycle, but if my kid is 18,
has saved up the money and bought the motorcycle, I don’t want
to just say wear a helmet and you will be safer. While that is true,
I would want my kid, if he or she bought a motorcycle, I would
want to say, OK, you need a helmet you need to take training
classes, you need to understand all of the risks involved. And I
think with condom use, yes, it probably is sporadic among kids that
are 15 to 24 years old, because they are not given all of the infor-
mation about the proper way to use it and the small risks associ-
ated with the fact that they can contract sexually transmitted dis-
eases through improper use or for whatever failures.
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But from everything that I understand, the most important risk
factor for cervical cancer is not the presence of HPV infection, but
it is really a failure to receive timely Pap screening and followup
care. So I am interested in knowing what your thoughts are on
this, because we seem to have sort of focused in on HPV and
condom use, but from everything that I have read and everything
that I have heard, HPV is not the biggest determinant of who will
ultimately fall victim to cervical cancer.

Mr. WELDON. Well, I am not a gynecologist, I am a general inter-
nist, and so I only did probably three or four Pap smears a day in
my clinical practice, where gynecologists, and I think you are going
to hear from Tom Coburn, did maybe 40 or so a day in their clinical
practice. And I promoted it in all of my patients in the age group
at risk, to have it done every year.

The new findings have been that HPV is the cause of cervical
cancer, and this has precipitated a tremendous amount of discus-
sion within the public health community and at CDC, and as well,
obviously, in the halls of Congress about primary prevention. Be-
cause when you are doing Pap smears, you are doing surveillance;
you are saying we know there are millions of women out there who
now have this virus, so we are going to do surveillance and we are
going to catch it early using the Pap smear technology, and re-
spond in a way that prevents them from developing metastatic cer-
vical cancer and dying early. And we need to continue to do that,
and we need to continue to do that aggressively.

Mr. Cummings’ comments about access to timely health care are
extremely important. We need to do more in that arena as well.
But I think it is very, very interesting, can we do more in the arena
of primary prevention? And what has emerged is data that sug-
gests that you do not prevent the transmission of this disease by
wearing a condom. And when I say disease, I am talking about
HPV. The condom does appear to lower the incidence of cervical
cancer in the group of women who are affected with HPV.

So I think what Ms. Norton was referring to, full disclosure to
young people is the way we really should be going, that is the path
we should be going down, and telling these kids all the facts and
not just assuming a posture of, well, we can’t change behavior, and
give them condoms and, therefore, we will lower the incidence of
these conditions. I think we need to go several steps beyond that.

The message that I have always liked has been the Ugandan
message, which is try to abstain from sex and be faithful in mar-
riage. If you cannot do those things, then, minimally, you should
wear a condom, even knowing that the condom is not 100 percent
effective for preventing many of these diseases.

Ms. SANCHEZ. Might I suggest a radical notion? That perhaps
those two messages, in addition to you might want to get regular
Pap smears and screening, could be a three-pronged attack toward
trying to reduce the overall incidences of cervical cancer for many
women in this country.

Mr. SOUDER. Mr. Ruppersberger.

Mr. RUPPERSBERGER. Excuse me for not being here. A lot of com-
mittee hearings today, and after my questions I have to go to an-
other committee hearing. I know you understand that.

Mr. SOUDER. Right.
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Mr. RUPPERSBERGER. We are on the same side of the isle some-
times.

Mr. SOUDER. Mr. Ruppersberger, Congressman Weldon has a
similar problem, so if you could just ask short questions.

Mr. RUPPERSBERGER. I will be very quick.

First, and I am not sure whether you can answer this question,
is the rate of sexual activity or STDs among teenagers who have
received abstinence-only education lower than among teenagers
who have received comprehensive sex education? Would you be
able to answer that question?

Mr. WELDON. The one thing I can tell you is that the teens that
received abstinence education appear to delay the onset of sexual
activity. And so the way you asked me that question, you get into
the science of how you want to measure what you are talking
about, and one of the measures that were used in one of the studies
we were talking about previously, looking years later at the preva-
lence of certain sexually transmitted diseases, the difference be-
tween the abstinence group and those who didn’t receive abstinence
did not appear to be significant.

So I am not sure I can answer your question exactly, but it is
a very well established fact that children who receive an absti-
nence-based education message will delay the onset of sexual activ-
ity as much as 18 to 24 months, which I think is a worthwhile ac-
complishment.

Mr. RUPPERSBERGER. Well, it is my understanding the median
age of marriage for women is 25 years of age, and for men I believe
is 26, and that 90 percent of Americans are sexually active before
age 25. Now, with that in mind, is it safe to base public health pol-
icy on strategies that require behavior that is so far outside today’s
normal cultural norms? And I think that is an important question,
because we need to cut through all our ideological issues, wherever
we are, and get to the bottom line on how we deal with the issue.

Mr. WELDON. Yes, I think there is a good rationale for providing
teenagers an abstinence message, and one of the reasons is the fe-
male genital tract in teenagers is anatomically slightly different
than in adults. Teenagers are much more prone to complications of
sexually transmitted diseases, and so to abandon a message for
teenagers simply because we don’t expect adults to fully comply I
think is misguided.

Mr. RUPPERSBERGER. Well, I agree with you. I don’t debate that
with you, I agree with you on that.

Mr. SOUDER. Thank you very much.

Thank you for staying and taking the questions this morning.

Mr. WELDON. Pleasure.

Mr. SOUDER. If the second panel could come forth. Dr. Ed
Thompson, Deputy Director for Public Health Services, Center for
Disease Control and Prevention; Dr. Edward Trimble, Gynecologic
Oncologist, National Cancer Institute, National Institutes of
Health. And if you could remain standing as you come forward, be-
cause we will also do the oath in a minute. Dr. Daniel Schultz, Di-
rector of the Office of Device Evaluation, Center for Devices and
Radiologic Health, Food and Drug Administration.

If you would each raise your right hand.

[Witnesses sworn.]
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Mr. SOUDER. Let the record show that each of the witnesses re-
sponded in the affirmative.

Well, thank you all for coming to this wonderfully non-controver-
sial subject.

Dr. Thompson, we appreciate it, and we will have you give your
testimony first.

STATEMENTS OF ED THOMPSON, M.D., DEPUTY DIRECTOR
FOR PUBLIC HEALTH SERVICES, CENTERS FOR DISEASE
CONTROL AND PREVENTION; EDWARD L. TRIMBLE, M.D.,
GYNECOLOGIC ONCOLOGIST, NATIONAL CANCER INSTITUTE
NATIONAL INSTITUTES OF HEALTH; AND DANIEL G.
SCHULTZ, M.D., DIRECTOR, OFFICE OF DEVICE EVALUATION,
CENTER FOR DEVICES AND RADIOLOGIC HEALTH, FOOD
AND DRUG ADMINISTRATION

Dr. THOMPSON. Thank you, Mr. Chairman. I am Dr. Ed Thomp-
son, Deputy Director for Public Health Services.

Mr. SOUDER. I think you are going to have to, just like we are
struggling with the mics, get as close as you can.

Dr. THOMPSON. I will try to swallow it. Here, how about that?

I am the Deputy Director for Public Health Services of the Cen-
ters for Disease Control in Atlanta. It my privilege to represent the
CDC here today. I have two goals. One is to provide you with infor-
mation, and the second is as I always do at hearings of this sort,
I intend to convince you that southerners do not speak slowly.

Members of the committee and Mr. Chairman, we appreciate
your holding this hearing, and we appreciate the depth of your un-
derstanding that has been reflected in the comments that you have
already made about this complex issue. We have little additional
knowledge to bring to you on this subject, and we acknowledge
that. All of us are troubled by the number of sexually transmitted
diseases and infections occurring in this country, and this problem
is most disturbing when it occurs, as it too often does, among
America’s youth. We are absolutely convinced, and it is clear to us,
that the first line of defense against STDs for this particular popu-
lation is abstaining from sexual activity. We appreciate the com-
mittee’s interest in the health of America’s youth, and women in
particular, and we welcome this opportunity to discuss CDC’s ac-
tivities with regard to prevention of cervical cancer and human
papillomavirus infection.

As has been clearly noted, although HPV infection is known to
be associated with a number of diseases, the one of, by far, the
greatest public health importance is cancer of the uterine cervix,
for which HPV has a causal relationship. Cervical cancer, as has
been noted, and as my colleagues from the National Cancer Insti-
tute can elaborate on, can be prevented largely through screening
and early detection and treatment of precancerous lesions. And
when it does occur, with screening and early treatment, the success
rate of treatment for cervical cancer is in excess of 90 percent.

If you will take note of the chart to my left, this shows, in the
large bar, which, if it were not cut in half to fit the screen, would
go above the ceiling of this room. We see the number of human
papillomavirus infections occurring in American women annually
in excess of 2 million. And then we see a bar representing the num-
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ber of cervical cancer diagnoses occurring each year in this country,
and a bar representing, for the year for which this chart was pre-
pared, the number of cervical cancer deaths. As noted, that number
of cervical cancer cases is in excess of 10,000, and the number of
deaths is approximately 4,000.

Now, the important thing that this chart shows, however, is that
in spite of the preventability and the treatability of cervical cancer,
we still have over 10,000 occurrences and approximately 4,000
deaths. Even more important, of these women, approximately one
half have never been screened, and an additional 10 percent have
not been screened within the last 5 years.

If you will look at the next chart that we are putting up over
here, this shows you information from CDC’s behavioral risk factor
surveillance system, and it indicates clearly that as we continue to
find that millions of American women still are not receiving ade-
quate screening for cervical cancer and its precursors, this is the
number of women or the percentage of American women who have
been screened for cervical cancer in the last 3 years, and it has not
only not reached 100 percent by a long shot, it has continued rel-
atively the same over the last decade.

HPYV infection is, as has been noted, the most common sexually
transmitted infection in the United States, and, as noted, approxi-
mately 20 million Americans are infected at any given point in
time, and about 5.5 million new infections do occur each year.

As illustrated on the next chart, a recent estimate suggests that
as many as 80 percent of sexually active American women will
have developed HPV infection at least at some point by the time
they reach age 50. And you see that graphically depicted here.

A genital HPV infection is transmitted primarily through sexual
intercourse, and since it is almost always asymptomatic, the usual
source of transmission is someone who has no idea he or she is in-
fected. The most important risk factor for HPV infection is clearly
the number of sexual partners. For both men and women, the risk
of acquiring a genital HPV infection generally increases with in-
creasing numbers of lifetime male sex partners.

CDC has been involved in a variety of clinical laboratory and epi-
demiological studies of genital HPV infection for over 20 years.
Public Law 106-554 included new provisions for CDC with regard
to HPV, and since the enactment of that law we have undertaken
additional activities. These have included sentinel surveillance to
determine the prevalence in various age groups and populations of
specific types of HPV; the collection of additional national preva-
lence and surveillance information using CDC’s National Health
and Nutrition Examination Survey [NHANES]; the initiation of
several formative research activities to assess knowledge and atti-
tudes of the public and of HPV-infected individuals about HPV;
and the completion of formative research to develop a survey to as-
sess knowledge, attitudes, and practices of health care providers re-
garding HPV diagnosis and treatment.

The status of these activities and timeline for this completion
were outlined in August 2003 in a report to Congress titled
“Human Papillomavirus: Surveillance and Prevention Research.” A
copy of that report was sent to the committee, along with the writ-
ten testimony we provided to you early this week.
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Now, the photograph that you see here shows one of many CDC
laboratory activities conducted on HPV. CDC has conducted labora-
tory research on clinical outcomes of HPV disease, prevalence and
risk factors for HPV, biological markers of cervical cancer and
HPV, and development of sensitive HPV diagnostic tools.

CDC’s National Breast and Cervical Cancer Early Detection Pro-
gram provides cancer screening for under-served and uninsured
women. Approximately one-half of the women receiving services
through this program are from racial and ethnic minority popu-
lations. Since its inception, this program has identified over 55,000
women with cervical cancer precursors, and approximately 1,000
with cervical cancer.

In January of this year, CDC submitted a report to Congress ti-
tled “Prevention of Genital HPV Infect,” summarizing available
science and making recommendations about strategies to prevent
HPV infection and cervical cancer. A copy of that report was pro-
vided to the committee as well, along with the testimony that you
have received.

I can summarize the recommendation from that report if it is the
committee’s pleasure. If not, I would like to thank the committee
again for this opportunity to describe CDC’s activities with regard
to HPV and cervical cancer, and I am prepared to answer any
questions the members may have at the appropriate time.

[The prepared statement of Dr. Thompson follows:]
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Good Morning. | am Dr. Ed Thompson, the Deputy Director for Public Health Services
of the Centers for Disease Control and Prevention (CDC) at the Department of Health
and Human Services’ (HHS). Thank you Mr. Chairman and members of both sides for
holding this hearing, for your abiding interest in this subject, and for providing a forum
for us to discuss these complex and challenging issues. Al of us are troubled by the
number of sexually transmitted diseases (STD) cases and infections in America. This
problem is most disturbing when it occurs —as it too often does - among our nation’s
youth. It is absolutely clear, for this population in particular, that abstaining from sexual
activity is the first line of defense against STD. Wé appreciate the commitment that
members of this Committee have to protecting the health of the nation’s youth and
women in particular and welcome this opportunity to present our considerations on the
prevention of one specific sexually transmitted infection, genital human papillomavirus

(HPV) and its most dramatic complication, cervicai cancer. -

I. Cervical Cancer Overview

Although HPV infection has been found to be associated with a number of diseases,
the one that is by far the greatest public health importance is cancer of the uterine
cervix. A large body of scientific research over the past 20 years has shown that HPV is
one of the causes of developing cervical cancer. Cervical cancer can be largely
prevented through screening and early detection and treatment of precancerous
abnormalities of the cervix. Decades ago, cervical cancer was one of the most

common and deadly cancers in women in the United States. In the past 40 years,
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widespread cervical cancer screening using the Papanicolaou (Pap) test, and treatment
of precancerous cervical abnorma!ities have resulted in a dramatic decrease in the
occurrence of cervical cancer and associated mortality. The purpose of screening with
the Pap test is to detect cervical abnormalities ‘ih‘at can 5e treated, thereby preventing
progression to invasive cervical cancer, and also to detect invasive cervical cancer at a
very early stage. Progression from cervical cancer precursor lesions to invasive cancer
is usually a slow process, estimated to take 10 to 15 years. If detected early and

managed promptly, survival rates for cervical cancer are over 90%.

in 2004, the American Cancer Society estimates that 10,520 women will be diagnosed
with cervical cancer and 3,900 women will die from it. Approximately half of these
women will have never been screened, and an additional 10% of these women will not
have been screened within the past five years. .CDC’s Behavioral Risk Factor
Surveillance System continues to find that millions of American women still do not
receive adequate screening for cervical cancer and its precursors. The most important
factors associated with inadequate cervical cancer screening include absence of a
usual source of health care, lack of health insurance, and immigration to the United
States in the last 10 years. Other factors include older age, low income, low level of
education, presence of chronic disabilities, and Asiah and American Indian/Alaska
Native race/ethnicity. Death rates from cervical cancer in the United States are higher
among foreign-born women than women born in the United States. Therefore, the

largest gain in reducing the occurrence of cervical cancer and deaths could be achieved
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by increasing screening rates among women who have never or rarely been screened.

Each year, cervical cancer treatment costs the United States about $2 billion. However,
one of the best prevention methods for cervical cancer, the pap test, is an extremely

cost effective measure at $4,535 per year of life saved.

Il. Clinical Outcomes of Genital HPV Infection

Human papillomavirus is a family of more than 100 types of virus that infects skin cells
and mucous membranes. The types are selective in what kind of cells they infect.
Approximately 70% of HPV types infect the skin in various parts of the body, where the
most common problem they cause is warts, The other 30% primarily target genital
areas. Genital HPV infection can cause genital warts and cervical cell abnormalities
that produce abnormal Pap tests, and is aiso associated with various types of
anogenital cancers, the most important of which is cancer of the cervix. Most genital
HPV infections do not cause disease, but instead remain asymptomatic and clear up on
their own without treatment, usually within one year. Genital HPV types are designated
as high- or low- risk, depending on the health effects that may result from infection.
Low- risk types can cause genital warts or benign low-grade abnormalities in cervical
cells, but are not associated with cervical cancer. In addition to problems in the genital
area, low-risk genital types can sometimes occur in other parts of the body. For
example, recurrent respiratory papillomatosis, a very rare disease of the respiratory

system, can be caused by transmission of low-risk HPV during birth. High-risk types,
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primarily types 16, 18, 31, and 45, can cause low-grade cervical cell abnormalities,
high-grade cervical cell abnormalities that are precursors to cancer, and invasive
cervical cancer itself. HPV infection has also been associated with cancers of the anus,
vulva, vagina, and penis, although each of these is much less common than cervical
cancer, with the exception of anal cancer in homosexual men. The association of high
risk genital type HPV with nongenital cancers has also been studied and current
evidence indicates a possible role in a subset of head and neck and esophageal
cancers. In addition, while a few studies suggest a possible association of HPV with
cancer of the prostate, the findings are not consistent and the most recent studies do
not indicate that HPV is associated with these cancers. To reiterate, the vast majority of
both high-risk and low-risk types of genital HPV. infections usually clear up without
treatment and cause no long-term medical consequences, probably as a result of the

body’s immune response.

lll. Prevalence of and Risk Factors for HPV

Genital HPV infection is the most common sexually transmitted infection for both men
and women in the United States. About 20 million Americans at any given point in time
are currently infected, and about 5.5 million people become newly infected each year. A
recent Duke University estimate suggests that about 80% of sexually active men and
women will have acquired genital HPV by age 50. Genital HPV infection is primarily
transmitted through sexual intercourse. Most infections are asymptomatic, so the usual

source of transmission is an individual who has no idea he or she is infected. The most
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important predictor of infection for women is young age, followed by number of sex
partners. For men, the leading risk factor is nu-n.1ber of partners. For both women and
men, the risk of acquiring a genital HPV infe(;tién generally increases with increasing
numbers of lifetime male sex partners. In addition, another factor that increases a
woman’s risk of HPV infection is the sexual activity of her partner. Several studies have
indicated that for a woman, the greater the number of partners that her partner has had,

the greater her risk for acquiring HPV--even if she only has sex with that one individual.

IV. CDC Activities to Address Genital HPV Infection, HPV Disease, and Cervical

Cancer

a) CDC HPYV Clinical, Epidemiologic, and Prevention Activities

CDC has been involved in the study of genital HPV infections for more than 20 years.

Activities have included a variety of clinical and epidemiological studies of genital HPV

infection. These efforts were refocused in 1999 with a report of an External

Consultants’ Meeting on Prevention of Genital HPV Infection and Sequelae, which

detailed an extensive list of recommendations for public health prevention activities and

research evaluation priorities (Attachment A). The following year, Congress passed

Public Law 106-554, which included new provisions for CDC concemning HPV. Since

the law’s enactment, CDC has implemented the following activities:

L Initiated sentinel surveillance activities in collaboration with six health
departments throughout the country to determine the prevalence in various age

groups and populations of specific types of HPV infection in the United States.
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. initiated collection of additional HPV prevalence and surveillance information in
nationally representative population samples, using CDC’s National Health and
Nutrition Examination Survey, that will provide specific information on HPV 16,

oneé of the most common high-risk types of HPV associated with cervical cancer.

L] Initiated several formative research activities to assess knowledge and attitudes
of the public and HPV-infected individuals about HPV healthcare-seeking and

sexual behaviors and HPV information needs.

[ Completed formative research to develop a provider survey that will assess
knowledge, attitudes and practices regarding HPV diagnoses and treatment.
The provider survey will assess perceptions, practice barriers, and facilitators
regarding HPV risk assessment, testing, treatment, counseling, and partner

services.

In August 2003, the status of these activities and a timeline of their completion were
outlined in a Report to Congress, Human Papillomavirus: Surveillance and Prevention

Research (Attachment B).

b) HPV Laboratory Studies
CDC has conducted laboratory research on clinical outcomes of HPV disease,

prevalence and risk factors for HPV, biological markers of cervical cancer and HPV,
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and development of sensitive HPV diagnostic tools. Examples of this research include

development of:

. A national registry to describe the course of recurring respiratory papillomatosis

(an infection involving the vocal cords of children and adults),

. Novel methods of HPV detection and evaluation by analysis of HPV 16 genetic

changes, gene expression, and host/immune response;

L] Novel biomarkers to improve early detection of cervical neoplasia with funding
from the National Cancer Institute (CDC will also be initiating a study of cervical
cancer in Appalachian women in Southern Ohio that will examine HPV factors in

the context of socio-biologic background.); and

L Standardized methods for HPV detection, typing and serology to facilitate
vaccine development, use, and evaluation, and novel noninvasive methods to

monitor HPV immunity by testing saliva.

¢) CDC Activities to Prevent Cervical Cancer
The Breast and Cervical Cancer Prevention Mortality Act of 1990 authorized CDC to
establish the first national program to increase access to and use of breast and cervical

cancer screening services. Now in its 13" year, CDC's National Breast and Cervical
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Cancer Early Detection Program provides cancer screening for uninsured and
underserved women, particularly low-income women, older women, and women of
racial/ethnic minorities. Specifically, the program provides pelvic examinations and Pap
tests, along with clinical breast examinations and mammograms. It also funds post-
screening diagnostic services such as surgical consultation and biopsy and colposcopy.
Through this program, CDC currently funds all 50 U.S. states, the District of Columbia,
four U.S. territories, and 13 American Indian/Alaska Native organizations to support
activities at the state, tribal, territorial and national levels in the following areas:
screening; tracking, follow-up and case management; quality assurance; public and

professional education; evaluation and surveillance; and partnership development.

The program provides health care services to women who are at or below 250% of the
federal poverty level, uninsured‘or underinsured, and ages 18 to 64 for Pap testing and
40 to 64 for mammograms. To date, almost 1.75 million women have been screened.
The program has provided women with more than four million screening examinations,
through which approximately 14,446 women with breast cancers, 55,210 women with
precancerous cervical lesions, and 1,020 women with cervical cancers have been
diagnosed. Fifty percent of the women screened are from racial/ethnic minority

populations.

CDC also collects data through the Behavioral Risk-Factor Surveillance System

{BRFSS) to monitor the frequency of Pap tests. BRFSS is a telephone survey
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conducted by all state health departments, the District of Columbia, Puerto Rico, the
Virgin Islands, and Guam with assistance from CDC. The primary focus of these
surveys has been on behaviors linked with chrqnic diseases that are the leading causes
of death. This information is essential for plénﬁing and conducting public health
programs at national, state, and local levels ;nd evaluating these programs to ensure

they are effective.

Finally, in 2002, NCI and CDC collaborated on the publication of the U.S. Cancer
Statistics 2000 Incidence report for the first time in history. Produced in cooperation
with the North American Association of Central Cancer Registries, this report provides
state-specific data and regional level data for cancer cases diagnosed in 1999 including
cervical cancer. The same report was produced _in 2003 highlighting cancer cases
diagnosed in 2000. In 2004, for the first time, this report will include mortality data as
well as incidence (occurrence of new cancer cases) data. With availability of broad-
based cancer incidence data, we can better identify, understand and address variations
in the occurrence of new cancer cases and work to reduce health disparities among

different population groups.

V. Prevention Strategies for HPV & HPV disease:
a) Prevention Strategies for Genital HPV Infection
Prevention of genital HPV infection is important for reducing the prevalence of genital

warts and abnormal Pap tests as well as cervical cancer. The traditional public health
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strategy for preventing STD in a community has four components: shorten the duration
of infectiousness of those who are infected, reduce the efficiency or likelihood of
transmission of infection, limit tﬁe number of p:'eréons who are exposed to the person
while they are infected, and locate and interver;e with exposed persons before they
become infectious. This is essentially the same approach used in limiting the spread of
other infectious diseases (such as TB) unless there is a vaccine or other measure to
reduce overall susceptibility in the population. ' The following is a discussion of how

these strategies can be applied to genital HPV infection.

Reducing Duration of Infectiousness - The most common approach to reducing the
infectiousness of many STD is treatment with an antibiotic that cures the infection. In
contrast to many STD, there is no effective cure for genital HPV. Treatment for HPV is
limited because it is not directed to the HPV itself. Instead, treatment includes
removing lesions (genital warts or abnormal cells) through cryotherapy, electrocautery,
laser therapy, surgical excision, or topical pharmacologic agents. The limited data that
are available indicate that such therapies can reduce but probably de not eliminate

infectiousness.

Reducing the Likelihood of Transmission — The second approach to halt spread of
disease is to reduce the ability of the infection to be transmitted from an infected person
to another person who is not yet infected. For STD, the most common approach to

reduce transmission likelihood has been physical barriers such as condoms. Many
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studies have evaluated the effectiveness of condoms in preventing genital HPV
infection; however, all have significant methodo_logic limitations which make their
interpretation difficult. Presently, the gffect of condoms in prevention of HPV infection
is unknown. While some published studies of HPV infection have found evidence of
reduced risk associated with condom use, most published studies on genital HPV
infection and condom use have not shown a protective effect of condoms. However,
available studies suggest that condoms reduce the risk of the clinically important
outcomes of genital warts and cervical cancer {see January 2004 CDC HPV Report to
Congress). One possible explanation for the protectjve effect of condoms against warts
and cancer is that condom use coﬁld reduce the quantity of HPV transmitted or
decrease the likelihood of re-exposure, thereby decreasing the chance of developing
clinical disease. An alternative explanation is that condom use may reduce exposure to
a co-factor for cervical cancer, such as chlamydia or genital herpes, thereby reducing
the chance of developing cervical cancer. The available scientific evidence is not
sufficient to recommend condoms as a primary prevention strategy for the prevention of
genital HPV infection. There is evidence that indicates that the use of condoms may

reduce the risk of cervical cancer.

Reduction of Sexual Behavior Risk — The third approach to preventing transmission
of infectious disease is to limit the number of persons exposed to an individual while
they are infected. Because genital HPV infection is most common in men and women

who have had multiple sex partners, abstaining from sexual activity (i.e., refraining from
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any genital contact with another individual) is the surest way to prevent infection. For
those who choose to be sexually active, a monogamous relationship with an uninfected
partner is the strategy most likely fo prevent future genital HPV infections. For those
who choose to be sexually active but who are not in a monogamous relationship,
reducing the number of sexual partners and choosing a partner less likely to be infected

may reduce the risk of genital HPV infection.

Intervene with Exposed Persons Before They Become Infectious - “Contact
tracing,” or partner notification is an important element in controlling some other STD
such as syphilis and HIV. However, genital HPV infection is so prevalent that most
partners of persons found to have HPV infection are infected already, so notification will
not necessarily identify uninfected exposed persons in whom infection can be
prevented. in addition, as mentioned previously, no curative therapy is available for
HPV infection. Finally, in the vast majority of people, genital HPV infection is cleared by
the body’s immune system. For all these reasons, partner notification is not thought to

be a useful strategy for preventing transmission of genital HPV infection.

Vaccines - in contrast to other prevention approaches, vaccines are effective in
preventing the spread of an infectious disease by reducing overall susceptibility in
uninfected partners. A variety of HPV vaccines may providé immunity to a combination
of high-risk and low-risk HPV types are under investigation. The goal of a HPV vaccine

is to prevent genital warts, cell abnormalities and cervical cancer. So far, results from
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studies are encouraging. In one trial, an HPV-16 vaccine given to adolescent girls who
were negative for HPV-16 DNA at the beginningkof the study demonstrated 91%
efficacy in preventing HPV-16 infection and essentially complete protection (100%
efficacy) in preventing persistent HPV-16 infection and cervical cancer precursors.
Trials of other HPV-16 vaccines and vaccines v‘vith multiple HPV types are underway
and are likely to provide an important new approach for prevention of genital HPV
infection within the next several years. Other types of research are also important for
laying the groundwork for vaccine programs. Evaluations of economic feasibility;
patient acceptability, and predictions about the number of cervical cancer deaths that
could be averted have been promising. CDC is working with partners such as the
Advisory Committee on Immunization Practices to identify information needed for public
health recommendations concerning vaccinations, and with the World Health
Organization to identify markers for HPV DNA to monitor population immunity. CDC
and its partners are also evaluating non-invasive methods of detecting HPV infection
such as in saliva. Clearly, the combination of an effective vaccine with currently used or
recommended methods of prevention would provide optimal protection against HPV

infection and consequences.

CDC has prepared a Report to Congress on Prevention of Genital HPV Infection.
" {Attachment C). This report summarizes available science and makes a series of
recommendations about the strategies most likely to be effective in preventing future

infections of genital HPV infection and cervical cancer. | would like to summarize the
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recommendations from that report. First addressing strategies for individuals and

secondly addressing strategies for public health agencies.

Individual Strategies
1) The surest way to eliminate the risk for future genital HPV infections is to

refrain from any genital contact with another individual.

2) For those who choose to be sexually activg, a long-term, mutually
monogamous relationship with an uninfected partner is the strategy most likely to
prevent future genital HPV infections. However, it is difficult to determine
whether a partner who has been sexually active in the past is currently infected.
Partners less likely to be infected include those who have had no or few prior sex

partners.

3) For those choosing to be sexually active and who are not in long-term
mutually monogamous relationships, reducing the number of sexual partners and
choosing a partner less likely to be infected may reduce the risk of genital HPV
infection. Partners less likely to be infected include those who have had no or

few prior sex partners.

4) While available scientific evidence suggests that the effect of condoms in

preventing HPV infection is unknown, condom use has been associated with
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lower rates of the HPV-associated diseases of genital warts and cervical cancer.
The available scientific evidence is not sufficient to recommend condoms as a
primary prevention strategy for the prevention of genital HPV infection. There is
evidence that indicates the use of condoms may reduce the risk of cervical

cancer.

5) Regular cervical cancer screening for all sexually active women and treatment

of precancerous lesions remains the key strategy to prevent cervical cancer.

8) In the future, receiving a safe and effective HPV vaccine to help prevent
genital HPV infection as well as the HPV-associated diseases of genital warts
and cervical cancer would be an important prevention measure. However, an

effective HPV vaccine would not replace other prevention strategies.

Public Health Strategies
1) Promote increased cervical cancer screening among never and rarely-

screened women and appropriate follow-up of those with abnormal Pap tests.

2) Work with public and private partners. to increase awareness about prevention
of genital HPV infection and cervical cancer among health care providers and in

the general public.
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3) Collaborate with private industry to promote and accelerate the development

of a safe and effective HPV vaccine;

4) Continue epidemiologic, laboratory, and behavioral research on genital HPV
infection including studies of the prevalence of HPV in the United States,
research on the attitudes and concerns of women diagnosed with HPV infection
(e.g., concerns about cancer or about transmission), and surveys of provider

knowledge and practices regarding HPV.

b) CDC Strategies to Address Cervical Cancer

CDC’s strategies to address the cervical cancer burden include providing services to
underserved women, providing outreach to women who have not been screened with
the last three years, and developing educational materials to assist states with their
public awareness/education and outreach efforts. Public education and outreach
involve the design and delivery of clear and consistent messages about cervical cancer
and the benefits of early detection using a variety of methods and strategies to reach
priority populations. States receive funds to create and disseminate educational

resources to women, especially those who are rarely or never screened.

CDC recently developed a cervical cancer fact sheet entitled Basic Facts on Screening
and the Pap Test. This fact sheet is written at the sixth grade reading level and

addresses the basics of cervical cancer and testing. The purpose of the fact sheet is to
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encourage women {0 be screened, as early detection is the key to reducing morbidity
and mortality related to cervical cancer. It is available in print and on the Internet at

http://www.cdc.gov/cancer/nbcecepd/becpdfs/cc_basic.pdf.

Lastly, while CDC does not provide funding for treatment services, Congress passed
the Breast and Cervical Cancer Prevention and Treatment Act of 2000 to address this
issue. The Act provides Medicaid services for women screened through the National
Breast and Cervical Cancer Early Detection Program if they are U.S. citizens or
qualified aliens in States that elect to participate. According to the Centers for Medicare
and Medicaid Services, 49 states and the District of Columbia have received approved

Medicaid amendments to participate in this program.

VI. Conclusion
In closing,  would like to thank the Subcommittee again for this opportunity to describe
CDC'’s critical activities and its strategies to prevent future genital HPV infection and

cervical cancer.

| am prepared to answer any questions that members may have.
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Mr. SOUDER. Thank you very much. You did prove southerners
can talk really rapidly, but not like we Yankees.

Dr. Trimble.

Dr. TRIMBLE. Chairman Souder, on behalf of Dr. Andrew von
Eschenbach and the National Cancer Institute, we would like to
thank you for this opportunity to testify on HPV and cervical can-
cer. I am Edward Trimble, an obstetrician-gynecologist and
gynecologic oncologist working at the National Cancer Institute.

A hundred years ago, cervical cancer was the leading cause of
cancer deaths among women in the United States. Since the identi-
fication and adoption of effective screening for cervical cancer with
the Pap smear, based on our understanding of the natural history
of precancerous changes in the cervix, we have been able to reduce
both incident and death rates from cervical cancer dramatically in
the United States and elsewhere in the developed world.

Over the past century, we have learned much about the natural
history of cervical neoplasia or abnormal cell growth. We have
learned that cervical cancer is preceded by precancerous changes in
the cervix. We have learned that treatment of these precancerous
changes can prevent the development of cancer. We have learned
that a Pap smear taken from the cervix can identify these
precancerous changes. More recently, we have identified the
human papillomaviruses as the major cause of cervical cancer.
Studies also suggest that HPVs may play a role in cancers of the
anus, vulva, vagina, and penis, and some cancers of the throat.
There are more than 100 types of HPVs, of which only 30 can be
transmitted by sexual contact. HPV is one of the most common sex-
ually transmitted viruses. Only rarely does an infection with high-
risk HPV develop into pre-cancer or cancer. The majority of HPV
infections go away on their own and do not cause any abnormal cell
growth.

The NCI has made a strong commitment to understanding the
causes of cervical cancer and the relationship of HPV viruses to the
development of cervical cancer. In fiscal year 2003, we spent $79
million for research on cervical cancer. We have funded extensive
research to understand why most adults exposed to the HPV virus
do not develop cancer or any other health problems resulting from
that infection. NCI scientists have developed a new vaccine ap-
proach to prevent infection with HPV and are also working to de-
velop a therapeutic vaccine to protect women already infected with
the virus from developing cancer. In addition, NCI has worked ex-
tensively to improve the reliability of Pap tests, to evaluate new
methods of screening for cervical cancer, and to combine testing for
HPV with Pap tests. NCI is also committed to working to improve
treatment for women diagnosed with cervical cancer. In 1999, we
issued a clinical announcement to alert women and their doctors of
a major treatment advance, combining chemotherapy and radiation
in cervical cancer. NCI investigators are also working to preserve
fertility in women with early cervical cancer, as well as to reserve
bladder, bowel, and sexual function after treatment for cervical
cancer. Finally, we have increased our support for research to ad-
dress the gaps in the delivery of treatment research advances to all
populations. We are building long-term relationships between re-
search institutions and community-based programs to learn more
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about the causes of cancer disparities across the United States and
develop ways to eliminate these disparities. In the future, as part
of NCI’s challenged goal to eliminate the suffering and death due
to cancer by 2015, we plan to continue our close collaboration with
our sister agencies, to make available effective vaccines for HPV,
to reduce the emotional and economic costs of screening for cervical
cancer, to improve the accuracy of screening, and to find more ef-
fective treatment for cervical cancer.

My written testimony contains additional details on our research
Erogram. I would be happy to answer any questions you might

ave.

[The prepared statement of Dr. Trimble follows:]
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Chairman Souder and members of the House Subcommittee on Criminal Justice, Drug
Policy and Human Resources, on behalf of Dr. Andrew von Eschenbach and the
National Cancer Institute, would like to thank you for this opportunity to testify on HPV
and cervical cancer. | am Dr. Edward Trimble, a gynecologist oncologist working in the

Cancer Therapy Evaluation Program of the National Cancer Institute.

One hundred years ago, cervical cancer was the leading cause of cancer deaths
among women in the United States. Since the identification and adoption of effective
screening for cervical cancer with the Pap smear and based on our understanding of
the natural history of precancerous changes in the cervix, we have been able to reduce

both incidence and death rates from cervical cancer dramatically in the United States.

"Over the past century, we have learned much about the natural history of cervical
neoplasia or abnormal cell growth. We have learned that cervical cancer is preceded by
precancerous changes in the cervix. We have learned that treatment of these
precancerous changes can prevent the development of cancer. We have learned that a
Pap test taken from the cervix can identify precancerous changes. More recently, we
have identified human papillomaviruses (HPVs) as the major cause of cervical cancer.
Studies also suggest that HPVs may play a role in cancers of the anus, vulva, vagina,
and penis, and some cancers of the oropharynx (middle part of the throat including the
soft palate), the base of the tongue, and the tonsils. There are more than 100 types of
HPVs, of which only 30 types can be transmitted by sexual contact. HPV is one of the

most common of the sexually transmitted viruses. Rarely can an infection with high risk
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HPV develop into precancer or cancer. The majority of HPV infections go away on their

own and do not cause any abnormal cell growths.

The NCI has made a strong commitment to understanding the causes of cervical
cancer and the relationship of HPV viruses to the development of cervical cancer. In
fiscal year 2003, NCI spent $79 million for research on cervical cancer. NC{ has funded
extensive research to understand why most adults exposed to the HPV virus do not
develop cancer or any other health problems resulting from that infection. NCI scientists
have developed a new vaccine approach to prevent infection with HPV and are also
working to develop a therapeutic vaccine to protect women already infected with the
virus from developing cancer. In addition, NCI has continuously worked to improve the
reliability of Pap tests, to evaluate new methods of screening for cervical cancer, and to
combine testing for HPV with Pap tests. NCl is also committed to working to improve
treatment for women diagnosed with cervical cancer. in 1999, the NCI issued a clinical
announcement to alert women and their doctors of a major treatment advance,
combining chemotherapy and radiation therapy in cervical cancer. NCI investigators
are also working to preserve fertility in women with early cervical cancer, as well as to
preserve bladder, bowel, and sexual function after treatment for cervical cancer. Finally,
NCI has increased its support for research to address the gaps in the delivery of
research advances to all populations. NCI is building long-term relationships between
research institutions and community-based programs to learn more about the causes of
cancer disparities in minority communities and to develop ways to eliminate these

causes.
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As part of the National Cancer Institute’s Challenge Goal to eliminate the suffering and
death due to cancer by 2015, we are working to discover, develop, and deliver the
interventions that will prevent many cancers, detect and eliminate many others, and
modulate the behavior of the remainder so that, ultimately, no one has to suffer and die
as a result of this disease. To this end, NCl is supporting research studies on HPV and

cervical cancer as they align with Discovery, Development and Delivery.

DISCOVERY

The Guanacaste Study of HPV Natural History is being conducted in the Guanacaste
Province, an area in Costa Rica with a very high incidence rate of cervical cancer.
Cervical cancer is the leading cause of cancer death in regions without effective
cytology programs and screening. This study involves women who live in a region
where there is a lack of effective cervical cytology programs and screening. This
prospective study of HPV infection and cervical neoplasia is based on the recruitment
and 7-year follow-up of a random sample of approximately 10,000 women 18+ years of
age, residing in Guanacaste. The study has permitted several studies of HPV infection,
cytology, cervicography, and the whole spectrum of cervical neoplasia. The
epidemiologic risk factors for each stage of neoplasia have been identified, controlling
for the central role of type-specific HPV infection. Follow-up of the cohort at six month
to yearly intervals depending on disease status is complete and data analysis will

examine the origins of precancer and cancer.
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The Genetic Supplementation Study is nested within the Guanacaste Study (see
above) in Costa Rica. It is a case control study intended to systematically evaluate the
role of both viral variants and host immune response genes in cervical carcinogenesis.
Biological specimens are being collected from women enrolled in the Guanacaste Study
‘and detailed genotyping of the viral genome as well as genotyping of genetic
polymorphisms in the genome of those women will be performed. A major focus will be
the study of immune genes, particularly those known to interact with HPV and an

assessment of genes potentially modifying other HPV cofactors.

The Study to understand Cervical Cancer Early Endpoints and Determinants
{SUCCEED) is a study to comprehensively assess biomarkers of risk for each
progressive stage of cervical neoplasia (normal, HPV-infected, precancer, cancer) and
to discover a new set of biomarkers that can distinguish those at highest risk of cervical
cancer from those with benign HPV infection. Over 1000 women will be recruited into
the study and a subsequent 2-year prospective component will be conducted to validate
the most promising candidate biomarkers and their key outcomes for HPV clearance,

persistence, and progression o precancer.

The Alternatives in Women’s Health Care Immunology Study (nested within ALTS,
described under Delivery), has enrolled approximately 900 women in a prospective
study to identify biomarkers associated with permissive versus protective immune
response to low-grade cervical lesions. Women with low-grade cervical disease are

being followed at six month intervals for two years. Cellular and immunological
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parameters at entry will be correlated with progression, persistence or regression of

low-grade lesions during follow-up.

A longitudinal study of HPV Infection and Cervical Neoplasia in Sao Paulo, Brazil
was conducted on 2404 women, in which cerviéal specimens from Pap smears were
tested for cytology and HPV genotyping every 4-6 months over a period of 8 years.
Actuarial and non-actuarial analyses were used to measure time and rates of lesion
progression and regression according to status and type of HPV infection. The study
found that precursor lesions of the cervix persist longer and progress more quickly in
women with oncogenic HPV infections than in women with non-oncogenic infections or
without HPV. The study concluded that testing cervical lesions for oncogenic HPVs
may help identify those lesions that are likely to progress rapidly. Results of this study
are published in: N.F. Schlecht, R.W. Platt, E. Duarte-Franco, M.C. Costa, J.P.
Sobrinho, J.C.M. Prado, A. Ferenczy, T.E. Rohan, L.L. Villa, E.L. Franco 2003 Human
Papillomavirus Infection and Time to Progression and Regression of Cervical

Intraepithelial Neoplasia JNCI 95: 1336-43.

DEVELOPMENT

A high priority of the NCl is to prevent cervical cancer by developing a vaccine that
prevents and treats HPV infection and premalignant disease. There is growing
evidence that a VLP-based (virus-like particle) HPV vaccine will be effective in
preventing genital HPV infection. A large randomized Vaccine Trial is planned in

Costa Rica to evaluate the efficacy of two virus-like particle (VLP)-based prophylactic
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human papillomavirus (HPV) vaccines developed at NCI. Volunteers in the trial will be
screened for cervical disease at entry and will receive three VLP or three placebo

vaccinations over the course of six months. Pérticipants will be followed for four years
and information collected on side effects of the vaccine (safety), immune reduction by

the vaccine, and the occurrence of cervical disease.

Another high priority area is the development of affordable, second-generation DNA-
based tests for the diagnosis of HPV infection. A partnership with the Gates
Foundation and the Program for Appropriate Technology in Health (PATH) is an
initiative, still in the planning stages, to create a low-cost test in two to three years for

field testing.

Optical Technologies for Cervical Neoplasia is a Program Project Grant, sponsored
by the Cancer Imaging Program/National Cancer Imaging Program (CIP/NCI) that
uses a method of technology assessment that will guide the development of new and
existing optical technologies to detect and diagnosis early cervical cancer. Evaluation of
these optical technologies will provide improved screening and detection methods for
cervical intra-epithelial neoplasia that are both sensitive and cost-effective in both
developing and developed countries. The relationship between optical signatures and
the underlying cancer biology is not well understood. Preliminary studies demonstrate
that this imaging approach accurately detects the intracellular changes that occur as
cells become abnormal and can be applied to developing mathematical models for

distinguishing normal and neoplastic tissue. Recent clinical trials have shown that the
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imaging technique is feasible for use in large populations and can be adapted for
simple, inexpensive imaging systems for use in screening trials worldwide. NCI
investigators will continue to develop this pron";ising new technology in a large
randomized trial comparing fluorescence and reflectance screening with standard

cervical cancer screening techniques.

Rapid Access to Preventive Intervention Development (RAPID) provides funding
and resources to develop agents that prevent, reverse, or delay cancer development.
RAPID is designed to quickly move novel preventive molecules, such as HPV vaccines

for cervical cancer, from the laboratory into clinical studies.

The Gynecologic Cancer Intergroup (GCIG) is an organization of international
cooperative groups for clinical trials in gynecologic cancers that is identifying active

treatments for cervical cancer.

DELIVERY

The ASCUS/LSIL Triage /Study for Cervical Cancer (ALTS) is a clinical trial to find
the best way to help women and their doctors decide what to do about abnormal Pap
test results that are diagnosed in about three million women in the United States each
year. ASCUS stands for atypical squamous cells (abnormal cells lining the cervix) of
undetermined significance and LSIL for low-grade squamous intraepithelial lesions.
Most of these abnormalities are mild and will go away without treatment, but some may

signal a precancerous condition or, rarely, cancer.

NIH Research on HPV and Cerviecal Cancer March 11, 2004
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The motivation for this trial was to use the information about the role of HPV to design
better treatment and prevention strategies to reduce the burden of cervical cancer and
its precursors. The study consisted of three management strategies: (1) immediate
colposcopy of all women; {2) repeat cytology with colposcopy only if the results show a
high grade lesion; and (3) HPV testing and repeat cytology in combination, with referral
to colposcopy if either the HPV test is positive or the cytology shows a high grade
lesion. Four Clinical Centers - University of Alabama, Birmingham AL; Magee-Womens
Hospital, Pittsburgh PA; University of Oklahoma, Oklahoma City OK; and University of
Washington, Seattle WA - enrolled approximately 5,000 women with a recent diagnosis
of ASCUS or LSIL. Participants were followed at six month intervals for a total of 2
years and the efficacy and cost-effectiveness of the different strategies in the early

detection of high-grade lesions were compared.The findings were as follows:

] HPV testing is sensitive in detecting underlying precancerous lesions

among women with a Pap test diagnosis of ASCUS

. Neither cytology nor HPV testing is useful for triaging women with a Pap

test diagnosis of LSIL

[} A single colposcopic-directed biopsy procedure is not completely sensitive

in detecting precancers

NIH Research on HPV and Cervical Cancer March 11, 2004
H. Gov. Reform Subcommittee on Criminal Justice, Drug Policy, & Human Resources Page 8



70

The Bethesda System for Cervical Cytology was developed under the auspices of
the NCl to provide a coherent framework for reporting Pap test results. Currently over
90% of cytology laboratories in the U.S. and many countries internationally use this
system. The standardized terminology has facilitated correlation among different
research studies and has become the basis for professional societies to develop patient

management guidelines.

The Portland Kaiser Cohort Study has enrolled almost 24,000 women obtaining a
routine Pap smear screening at any of the seven Portland Kaiser-Permanente clinics
for the purpose of conducting a prospective study of HPV infection and cervical
neoplasia. This is a companion study for the Guanacaste Study (described above under
Discovery). The enroliment phase has yielded a prevalent case-control comparison
which has demonstrated that HPV is the primary risk factor for cervical intraepithelial
neoplasia. The study also has shown that HPV testing can be used to clarify borderline
Pap smears. The full cohort based on up to 10-years of follow-up showed the
usefulness of combined Pap tests to improve the detection of cervical cancer. The use
of HPV DNA testing as an adjunct to Pap tests was approved in 2003 by the Food and
Drug Administration, and several groups have modified screening recommendations

accordingly.

The Cancer Research Network is a consortium of researchers affilitated with eleven
major not-for-profit HMOs that is providing the mechanism for NCI to quickly obtain

better data on patterns of cancer care from multiple perspectives. One of their recent
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findings indicates that the majority of breast and cervical cancer cases appear to be

associated with an absence of screening and failures in detection.

For the purpose of broadening our understanding of the causes of cancer
disparities, the NCI has implemented a partnership demonstration project in eight
states to increase screening for breast and ceﬁical cancer among women who have
never or rarely been screened (in collaboration with CDC, USDA and ACS). Despite a
three-fold reduction in cervical cancer mortality nationwide, many counties from Maine
through Appalachia, many of the southeastern states, the Texas/Mexico border, and in
the Central Valley of California have experienced higher cervical cancer mortality rates.
To address these high rates, the partnership will use NCI analyses of county mortality
rates to identify high-rate counties and will work to train staff of CDC’s Breast and
Cervical Cancer Early Detection Program; USDA’s Cooperative State Research,
Education, and Extension Service; ACS’s regional cancer control programs; and NCl's

Cancer Information Service to increase screening among high-risk women.

In the future, NCI plans to continue its close collaboration with its sister agencies in
DHHS to make availabie effective vaccines for HPV to reduce the emotional and
economic cost of screening for cervical cancer, to improve the accuracy of screening,

and to find more effective treatment for cervical cancer.

NIH Research on HPV and Cervical Cancer March 11, 2004
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Mr. SOUDER. Thank you very much.

Dr. Schultz.

Dr. ScHULTZ. Good morning, Mr. Chairman and members of the
subcommittee. I am Dr. Dan Schultz, Director of the Office of De-
vice Evaluation in the Center for Devices and Radiological Health
at the FDA. T am pleased to speak today about FDA’s implementa-
tion of Public Law 106-554 with respect to the labeling of condoms.

FDA has conducted an extensive literature and labeling review.
Based on these reviews, we are developing a draft guidance docu-
ment on condom labeling and proposed rule which would make the
guidance a special control for condoms.

FDA regulates all medical devices in the United States, including
condoms. Since 1987, FDA has issued a series of guidance docu-
ments that addresses specific elements of condom labeling related
to protection against sexually transmitted diseases. The typical
condom package contains a front panel on the external box that is
referred to as the principal display panel. Current FDA guidance
recommends that the display panel of the package for condoms in-
clude a statement regarding contraception and a statement on STD
risk reduction, and that labeling emphasize the need for proper
use.

Public Law 106-554, enacted in December 2000, directs the Sec-
retary of HHS to determine whether the labels are medically accu-
rate regarding the overall effectiveness or lack of effectiveness of
condoms in preventing sexually transmitted diseases, including
HPV. Although the interest of this hearing targets HPV, we com-
plied 1vlvith the law by exploring the labeling regarding other STDs
as well.

To fully accomplish this task, we conducted a comprehensive sys-
tematic review of the published literature and other relevant infor-
mation, and are now looking at how the results from this review
might impact condom labeling. Our basic conclusions are as fol-
lows.

One, the protection a condom may provide against different STDs
will vary depending on the transmission vectors of a particular
STD, the specific infectivity of the virus or bacteria, and the bio-
logical mechanisms of progression from infection to disease. The
law asks particularly about HPV infection, which can manifest as
lesions, symptomatic or asymptomatic, on a man’s penis, scrotum,
a woman’s vulva, cervix, or either’s peri-anal areas. Because
condoms do not cover all these areas, they may not provide the
same protection as they do against STDs transmitted through bod-
ily fluids like HIV or gonorrhea.

Two, condoms are highly effective against HIV and other STDs
that are transmitted by genital secretions.

Three, studies on STDs characterized by genital ulcers, such as
genital herpes and syphilis, are inconclusive as to whether condoms
lower the risk of these diseases. We believe that the condom will
pi"ovide some measure of protection when it covers the lesion or
ulcer.

Four, clinical studies evaluating the relationship between
condoms and HPV-related disease have not been consistent. How-
ever, even though the biologic mechanism has not been conclusively
demonstrated, women whose partners use condoms seem to be at
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reduced risk for genital warts and cervical cancer compared to
women whose partners do not use condoms. Therefore, there does
appear to be a benefit from condom use for prevention of HPV-re-
lated disease.

As a result of these findings, CDRH has developed a regulatory
plan to provide condom users with a consistent labeling message
about STDs and the protection they should expect from condom
use. FDA is preparing new guidance on condom labeling to address
these issues. FDA anticipates proposing to amend the classification
regula{cions for condoms to make such labeling guidance a special
control.

FDA is also committed to helping bring safe and effective tech-
nologies to the market, including new tests for the detection of
HPV and improved methods of evaluating Pap tests. FDA is re-
viewing a number of investigational new drug applications for vac-
cines for the prevention of HPV infections, several of which are in
advanced clinical development. In addition to efforts directed at
HPV infection, treatment of cervical cancer is a very active field for
clinical research, and several novel technologies are currently being
evaluated for the treatment of this disease.

In conclusion, FDA is working to present a balanced view of
condom performance, being careful neither to overstate effective-
ness, nor to discourage use where it is appropriate.

Mr. Chairman, I want to reiterate that FDA is committed to
monitoring closely the body of scientific evidence related to the de-
gree in which male condoms offer any protection from HPV, HPV-
related disease, and other STDs. We will continue to exercise our
regulatory responsibilities to ensure accurate, clear, and under-
standable labeling in accordance with the best available science. I
am happy to answer any questions that you may have.

[The prepared statement of Dr. Schultz follows:]
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INTRODUCTION

Good morning, Mr. Chairman and Members of the Subcommittee. | am Dr. Daniel
Schultz, Director of the Office of Device Evaluation in the Center for Devices and
Radiological Health (CDRH) at the Food and Drug Administration (FDA or the Agency).
| am pleased to speak today about FDA’s implementation of Public Law (P.L.) 106-554
with respect to the labeling of condoms. Specifically, FDA has complied with P.L.106-
554, by reexamining existing condom labeling to determine whether the labels are
medically accurate, regarding the overall effectiveness or lack of effectiveness of
condoms in preventing sexually transmitted diseases (STDs), including human
papilioma virus (HPV). FDA has conducted an extensive literature and labeling review,
Based on these reviews, we are developing a draft guidance document on condom
labeling and correlating proposed rule, which would make the guidance a special

control for condoms.

REGULATORY BACKGROUND

FDA is responsible for protecting the public health by assuring the safety, efficacy, and
security of drugs, biological products, food, cosmetics, medical devices, and products
that emit radiation. We do this by keeping abreast of public health issues, writing
regulations that further protect the American people, and enforcing those regulations
and the statutes that govern us. This hearing specifically touches on our medical

device regulatory authorities. As defined by Federal law, the term “device” covers

FDA Implementation of PL 106-554 March 11, 2004
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several thousand health products, ranging from simple articles such as tongue
depressors and heaﬁng pads, to cutting-edgé and complex devices such as
pacemakers, lasers, and imaging technologies-. The Medical Device Amendments of
1976 to the Federal Food, Drug, and Cosmetic‘Act gave FDA specific authority to

regulate the safety and effectiveness of medical devices.

Using a risk-based classification framework, FDA places every medical device into one
of three “classes” depending on the degree of regulatory control needed to provide
reasonable assurance of safety and effectiveness. Devices posing the lowest risk, such
as elastic bandages, are placed in Class | (General Controls). These general controls
include the classification process itself, establishment registration and premarket
notification, Quality System Requirements for manufacturing, provisions regarding
adulteration and misbranding, recordkeeping, and reporting of adverse events. If
general controls alone do not reasonably ensure the safety and effectiveness of a
device, but FDA can identify an additional measure or measures that would provide that
assurance — “special controls” — FDA places that type of device into Class 1l (Special
Controls), e.g., laparoscopes. Such Class 1l devices generally pose higher risks than
Class | devices. They are then subject to the general controis that also apply to Class |
devices, plus one or more of a wide range of special controls that the Agency may
designate. These special controls may include performance standards, postmarket
surveillance, patient registries, guidance documents, labeling, and/or clinical studies

which, taken together with the general controls, are sufficient to provide a reasonable

FDA Implementation of PL 106-554 March 11, 2004
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assurance of safety and effectiveness of the device. When FDA cannot be assured
that the combination of general controls and special controls is sufficient to reasonably
ensure safety and effectiveness of a medical dévice - generally higher risk devices —
such devices are placed into Class il (Prerﬁarket Approval), e.g., the newer generation
of global endometrial ablation systems. Prémarket Approval (PMA) requires
manufacturers to submit an application to FDA, which is then subject to careful
scientific review to provide reasonable assurance of the safety and effectiveness of the
device. FDA approval of a PMA application is necessary before a Class Il device may
be marketed. Once approved for marketing, Class Il devices also remain subject to

the general controls already described.

REGULATION OF CONDOMS

Condoms are Class I} medical devices.' Presently, FbA addresses condom labeling
with general device labeling regulations {21 CFR part 801), as well as two specific
labeling regulations, one on condom expiration dating (21 CFR 801.435) and another

on user warnings about allergic reactions to natural rubber latex (21 CFR 801.437). In

' FDA has not to date specified any measures as special controls for condoms. Condoms were devices
marketed before the passage of the Medical Device Amendments of 1876, and as such, were classified
into Class 1l as part of the initial classification of all existing devices. At that time, the statute anticipated
that mandatory performance standards would be established to govern each Class Il device type. This
proved to be an overwheiming task for FDA, and in 1990, as part of the Safe Medical Devices Act of 1990
(P.L. 101-629), Congress changed the definition for Class Il devices to make them subject to special
controls—a wider range of measures than mandatory performance standards. FDA is working to
specifically identify special controls for devices that were classified into Class H prior to the 1990 statutory
change. While not presently designated as special controis, however, there are several existing
requirements and recommendations for condom labeling that address specific safety and effectiveness
issues that condoms pose.

¥DA Implementation of PL 106-554 March 11, 2004
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addition, dating back to 1987, FDA has issued a series of guidance documents that

address specific elements of condom labeling related to protection against STDs.

It is important to recognize that latex condoms for men are a well-made medical device
that laboratory studies have shown to provide an essentially impermeable barrier to
farticles the size of STD pathogens. FDA has-eversight respensibility to ensure that -
condoms are manufactured properly, and manufacturers - in turn - follow quality system
regulations, including design controls, to ensure that their products do what they are
intended to do: protect against pregnancy and sexually transmitted diseases,
Condoms manufactured today meet performance standards for strength and freedom
from holes (leakage). These standards ensure a minimum level of performance with
respect to condom strength and barrier properties, characteristics that we believe are
tied to what a condom is intended to do. To encourage conformance with these
standards, FDA has officially recognized these standards and integrated them into both

its premarket and postmarket device programs.

The typical condom package contains a front panel on the external box that is referred
to as the “principal display panel.” The “principal intended action” of any device must
be stated on this display panel. In addition, every condom box includes more detailed
information: directions for use and other important information on an insert or printed

on the inside of the box.

FDA Implementation of PL 106-554 March 11, 2004
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Current FDA guidance recommends that the principal display panel of the primary retail
package for condoms include a "principal intended action” statement regarding

contraception and a second statement on STD risk reduction such as the one below:

Protection against sexually transmitted diseases (STDs):
If used properly, latex condoms will help to reduce the risk of transmission of HIV

infection (AIDS) and many other sexually transmiited diseases.

in addition, our current guidance recommends that the package insert for condoms

contain the following expanded statement:

If used properly, latex condoms will help to reduce the risk of transmission of HIV
infection (AIDS) and many other sexually transmitted diseases, including
chlamydia infections, genital herpes, genital warts, gonorrhea, hepatitis B, and

syphilis.

AGENCY ACTIVITIES RELATED TO CONDOM LABELING

in 2001, FDA began a systematic and comprehensive review of the medical literature

and key studies underlying the 2001 workshop? summary report and related

2
The June 2000 workshop was led by the National Institute of Allergy and Infectious Disease, in partnership
with the National Cancer Institute, National institute of Child Health and Human Development, the Centers
for Disease Control and Prevention, the U. S. Agency for international Development, FDA, and other
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conclusions, as well as many other clinical studies on the subject that have been
published since the workshop. In short, our analysis of available studies and related
reports on this topic have led us to a number of findings, which are consistent with both
the 2001 workshop summary and the recent Centers for Disease Control and

Prevention (CDC) Report to Congress on Genital HPV Infection. Our basic conclusions

are as follows:.

. Depending on the transmission vector(s) of a particular STD, the specific
infectivity of the virus or bacteria, and the biological mechanisms of
progression from infection to disease, the protection a condom may
provide against different STDs will vary. P.L. 106-554 asks particularly
about HPV infection, which can manifest as lesions — symptomatic or
asymptomatic - on a man's penis or scrotdm, a woman’s vulva or cervix,
or either’s perianal areas. Because condoms do not cover all of these
areas, they may not provide the same protection as they do against STDs
transmitted though bodily fluids, like HIV or Gonorrhea. These same
factors noted above, namely transmission vectors, infectivity, and
biological mechanisms, also limit the ability to properly conduct
well-controlled clinical studies that are necessary to more clearly

determine condom effectiveness.

Federal agencies.

FDA Implementation of P1. 106-554 March 11, 2004
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. Correct and consistent use of condoms can reduce the risk of sexual
transmission of HIV (the virus that causes AIDS). We also believe that
condoms, when used consistently and correctly, can reduce the risk of
other STDs that are transmitted by genital secretions (such as semen or
vaginal fluids), and these include gonorrhea, chlamydia, and

trichomoniasis.]

L Scientific studies on STDs characterized by genital ulcers, e.g., genital
herpes and syphilis, are inconclusive as to whether the risk of these
diseases is lowered for condom users. However, based on what we do
know about the transmission vector for these diseases, we believe that
the condom will provide some measure of protection when it covers the

ulcer.

. Clinical studies evaluating the relationship between condoms and HPV-
related disease have not been consistent. However, even though the
biological mechanism has not been conclusively demonstrated, women
whose partners use condoms seem {o be at reduced risk for genital warts,
as well as at reduced risk for cervical cancer - compared to women whose
partners do not use condoms. Therefore, there does appeartobe a

benefit from condom use for prevention of HPV-related disease.

FDA Implementation of PL 106-554 March 11, 2004
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AGENCY ACTIVITIES RELATED TO IMPLEMENTATION OF P.L. 106-554

P.L.106-554, enacted in December 2000, directs the Secretary of Health and Human

Services to do the following review:

The Secretary of Health and Human Services, shall reexamine existing
condom labels that are authorized pursuant fo the Federal Food, Drug,
and Cosmetic Act to determine whether the labels are medically accurate
regarding the overall effectiveness or lack of effectiveness of condoms in
preventing sexually transmitted diseases, including HPV.
FDA has carefully reexamined existing condom labeling to determine whether the labels
are medically accurate regarding the overall effectiveness of condoms in preventing
STDs, including HPV. Although the interest of this hearing targets HPV, we complied
with the law by exploring the labeling regarding other STDs as well. To fully accomplish
this task, Agency staff have conducted a comprehensive systematic review of the
published medical literature on condoms and STDs. Given the enormous scope of this

effort, we have just completed this literature review and are now locking at how the

results from this review might impact condom labeling.

Based on the review of the current condom literature, CDRH has developed a
regulatory plan to provide condom users with a consistent labeling message about
STDs and the protection they should expect from condom use. FDA is preparing new
guidance on condom labeling to address these issues, with the{ target of publishing that

guidance as a draft for public comment later this year. FDA also anticipates proposing

FDA Implementation of PL 106-554 . March 11, 2004
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to amend the classification regulations for condoms, to make such labeling guidance a

special control for condoms.

NEW TECHNOLOGIES TO HELP DETECT AND PREVENT HPV INFECTION

In 2004, the American Cancer Society estimates that 10,520 women will be diagnosed
with cervical cancer and 3,900 women will die from it. However, with proper screening,
cervical cancer is avoidable and, if caught early, curable. Regular cervical cancer

screening for all sexually active women and treatment of precancerous lesions remains

the key strategy to prevent cervical cancer.®

FDA is committed to help bring safe and effective technologies to the market quickly.
As noted in the testimony of CDC and NiH, there are many strains of HPV. In 1995,
FDA approved the first DNA test for detection of HPV. In 1999, we approvéd an
improved version of the test, the HC2 High-Risk HPV DNA Test, which can identify 13
of the most frequently occurring high-risk types of HPV associated with the
development of cervical cancer. On March 31, 2003, the Agency approved expanded
use of this test, so it now can now be used, in conjunction with a Pap test, for screening
women over the age of 30. In addition, since the mid-1990s, FDA has reviewed and

approved several automated and computerized systems to allow for better slide

* January 2004 “Report to Congress: Prevention of Genital Human Papillomavirus Infection,” prepared by
the Centers for Disease Control and Prevention.
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preparation and more rapid screening of Pap tests. These devices are now widely used

in clinical laboratories to aid in Pap test screening.

in addition, FDA's Center for Biologics Evaluation and Research (CBER) is currently
working with manufécturers to bring preventive HPV vaccines to market. CBER
convened an FDA Vaccines and Related Biological Products Advisory Commitiee
meeting, in November 2001, to address endpoints for HPV vaccine efficacy trials.
CBER staff have also presented at WHO meetings on HPV vaccine development,
where the focus was also cervical cancer-related indications. Currently, CBER has a
number of investigational new drug applications (INDs) for vaccines for the prevention

of HPV infection, several of which are in advanced clinical development,

in addition to efforts directed at HPV infection, treatment of cervical cancer is a very
active field for clinical research and several novel technologies are currently being
applied for the treatment of this disease. CBER has more than a dozen INDs under

review, for treatment of cervical cancer.

CONCLUSION

P.L. 106-554 directs FDA to look at condom tabeling, not only with respect to their
“overall effectiveness” in preventing STDs, but also with respect to their “lack of
effectiveness.” Since we have completed our literature review, we are exploring new

opportunities to best inform condom users about important limitations of the device.

FDA Implementation of PL 106-554 March 11, 2004
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FDA is working to present a balanced view of the risks and benefits in condom labeling,
being careful to neither encourage device use in circumstances where it may not be

medically appropriate, nor to discourage device use in circumstances where it is.

Mr. Chairman, | want to reiterate that FDA is committed to monitoring closely the body
of scientific evidence relating to the degree to which male condoms provide protection
from HPV, HPV-related disease, and other STDs. We will continue to exercise our
regulatory responsibifities appropriately in accordance with the best available science. |

am happy to answer any questions you might have.

FDA Implementation of PL 106-554 March 11, 2004
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Mr. SOUDER. Thank you.

I wanted to start with Dr. Thompson at CDC. Could you put the
first chart back up again?

What do you estimate would be the number of women with ab-
normal Pap smears who require invasive treatment? Do you have
any idea? You have high risk, general infections, the diagnosis, but
do you have any idea of the number of women with abnormal Pap
smears who require invasive treatment?

Dr. THOMPSON. Certainly. Virtually any woman with an abnor-
mal Pap smear certainly requires medical attention. How many of
those will require invasive treatment versus observational treat-
ment and other types of treatment I would not be able to speculate
on, although there might be some knowledge of that with my col-
leagues from the National Cancer Institute.

Mr. SOUDER. Do you have any idea of that?

Dr. TRIMBLE. Our surveillance methods do not capture pre-
invasive disease very well, so our best sources cannot give you in-
formation.

Mr. SOUDER. Obviously, a cancer diagnosis is very severe. Part
of the question is in how much we stress things related to HPV.
In the category that I just was referring to, as far as invasive treat-
ment, can that be painful, when somebody is doing that? In other
words, is that something you would rather not have, presumably?
In other words, we definitely don’t want to get death, but what I
am trying to say here, because this is a sexually transmitted dis-
ease that many people don’t talk about or aren’t familiar with, and
we are looking at cervical cancer and you say, well, that is very ex-
treme. But how hard we hit prevention is like are there a larger
group of people even more than 12,000, and 4,000 who are exposed
to invasive procedures that could in fact be painful, and we don’t
even know the number of them. So we don’t even know the scope
of the problem of what we have to prevent. Because we are not try-
ing to just prevent cancer if in fact there are other painful things
that could be avoided.

Dr. THOMPSON. I would not disagree with that at all. The impor-
tant message that the chart is intended to convey is that two of
those bars should not appear at all. We can prevent virtually all
cervical cancer, and almost any cervical cancer death represents a
failure of the system.

Mr. SOUDER. But the sole goal isn’t to prevent cancer, because,
while we want to prevent cancer, and obviously saving life is a pri-
mary, that would be, like I mentioned earlier, when we deal with
a narcotics issue, is saying our sole goal is to prevent overdose
deaths of heroin, as opposed to merely somebody who beats his
wife, has other kinds of problems related to heroin. The problem
with HPV is beyond just cervical cancer, it is a huge problem that
we need to address, but it has somewhat of a difference here, how
we focus on prevention as opposed to just treatment. Are those
numbers just available or you just don’t know them?

Dr. TRIMBLE. We have no national surveillance system for cap-
turing the number of Pap smears done each year in the United
States. The data that Dr. Thompson cited is based on a telephone
survey, so it was restricted, obviously, to women with telephones.



87

So we don’t know for sure the number of Pap smears done each
year in the United States.

Mr. SOUDER. So you don’t know how many abnormal either?

Dr. TRIMBLE. We can estimate it based on some large samples.
We know that, obviously for women who undergo a Pap smear, it
is an uncomfortable procedure, as I think any woman in this room
would be able to tell you. Women who are found to have an abnor-
mal Pap smear then will undergo a repeat gynecological examina-
tion and colposcopy, which is uncomfortable, and can be painful if
biopsies are taken. But I can’t tell you the number of, let us say,
colposcopies done each year in the United States; there is no data
source for that.

Mr. SOUDER. Obviously, I have had a number of friends who
would have preferred not to have gone through that procedure; not
necessarily related to HPV, but there are other things here other
than just the final stages that we prefer to avoid if we can.

And given that premise, I also wanted to ask Dr. Thompson, how
do you see the CDC, then, proceeding with HPV prevention, both
to avoid the ones you have on the chart and also this probably
much larger interim group that has precancerous lesions and other
things that need to be treated?

Dr. THOMPSON. Well, we have a number of activities, some of
which are already underway, and others will be guided now by
some of the findings that we have made from this new report. I
think as the report reflects, there is a need to educate providers
more about some of the things that we have learned in this report.
There is a need to educate the public to a greater degree about
human papillomavirus, its relationship to cervical cancer, and the
fact that it does require a variety of followup measures such as Pap
smear screening; but, in addition, it can be prevented by certain be-
havioral decisions if the person chooses to make those decisions.
And we are in the process of, in some cases, already reflecting in
our documents for the public this new information. The other cases
we are in the process now of gathering information about people’s
current knowledge so we can tailor messages to that current knowl-
edge and so we can deliver it in ways that people will understand
it and take it to heart.

Mr. SOUDER. Several members here referred, in a kind of a side
comment way, to this, and so I wanted to clarify this question in
a number of ways. The CDC HPV prevention report claimed that
“The use of condoms may reduce the risk of cervical cancer.” The
first part of this question is how many of the studies on HPV
showed that there was a possible reduction in cervical cancer?

Dr. THOMPSON. There were three studies that were identified,
among the published studies, that addressed this particular issue,
and of those, if my recollection is correct, five identified a reduction
in the risk of cervical cancer that was associated with consistent
condom use, or at least with condom use as best it was measured
by the survey. Of those five, two were statistically significant. So
you have some statistically significant findings and a definite trend
in all of the studies.

Mr. SOUDER. I missed what you said. There were five?
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Dr. THOMPSON. I have been corrected, there were nine. And of
those, seven showed positive results, but only two of those were
statistically significant.

Mr. SOUDER. And when you say statistically significant, at what
range, minimal significance or very statistically significant?

Dr. THOMPSON. The typical study value that we use, and I can’t
speak to these in particular, is at the 95 percent confidence level.

Mr. SOUDER. Ninety-five percent confidence level, which would be
5 percent deviation. And then how significant was that 95 percent?
In other words, you are confident that there was a statistical dif-
ferential. Was it like a 1 percent difference or two? We heard ear-
lier, when we were talking about the abstinence education, that it
was statistically significant, and it was also a 30 percent differen-
tial between those who signed the pledge and not. So there are two
parts. The statistical question is statistically significant; and then
now that we have granted a statistically significant, was it a major,
minor?

Dr. THOMPSON. How large was the difference itself?

Mr. SOUDER. Yes.

Dr. THOMPSON. In some cases the difference was small; in other
cases the difference was relatively large and it showed a pretty
substantial preventive impact.

Mr. SouDER. OK, if you can give us maybe some followup data.

Dr. THOMPSON. If you would like the exact numbers, we can pro-
vide you those in followup.

Mr. SOUDER. I just need it for the record.

Of those who were found, what proportion of the women and
girls are likely to require treatment for precancerous? You don’t
necessarily have that in those studies or do you have that?

Dr. THOMPSON. If you would clarify just a little bit what you are
asking. Of the women in the studies how many required additional
followup and treatment?

Mr. SOUDER. Yes.

Dr. THOMPSON. We don’t have that information.

Mr. SOUDER. You don’t have that. That is what we were talking
about earlier. Is there any evidence that the women who use
condoms do not develop cervical cancer?

Dr. THOMPSON. Yes. In the studies I just referred to, that was
the end point that was being evaluated, cervical cancer.

Mr. SOUDER. And we have already addressed are there other
threats to that.

I heard the discussion both in the written testimony and your
verbal that you are working toward things, but I wanted to make
sure that it is in the record. I ask it to Dr. Schultz. Is there cur-
ren?tly an effective vaccine to prevent HPV infection or cervical can-
cer?

Dr. ScHULTZ. Not to the best of my knowledge. But there may
be other people who are more able to answer that question.

Mr. SOUDER. Dr. Trimble.

Dr. TRIMBLE. The Merck Corp. has presented the results of a
phase 3 randomized trial demonstrating that they were able to pre-
vent infection with HPV-16. So that was a prophylactic trial tar-
geted at one of the subtypes, the subtype which is the most com-
mon cause of cervical cancer.
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Mr. SOUDER. So it is being developed, but it is not on the market.
Dr. TRIMBLE. Right. The study has been published. They are cur-
rently studying a multivalent vaccine targeting additional three
subtypes to HPV-16, but my understanding is nowhere in the
world is there an HPV vaccine that is licensed and on the market.

Mr. SOUDER. How many subtypes are there?

Dr. TRIMBLE. There are more than 100 subtypes of HPV.

Mr. SOUDER. So if this vaccine were effective, it would address,
potentially, three of them.

Dr. TRIMBLE. Four, actually. It is HPV-16 and 18, which are the
most common cancer-causing viruses, as well as 6 and 11, which
are most commonly associated with genital warts but not cancer.

Mr. SOUDER. Is there currently a microbicide that is available
that would prevent transmission of HPV?

Dr. TRIMBLE. Not to my knowledge.

Dr. THOMPSON. There 1s not one currently licensed for use.

Mr. SOUDER. Dr. Schultz, you agree with that?

Dr. ScHULTZ. I would agree that there is nothing currently indi-
cated for the prevention of that disease.

Mr. SOUDER. Do you believe condoms provide complete protec-
tion?

Dr. ScHULTZ. No, I don’t think they provide complete protection.
I think a lot of people have addressed that question, and we would
agree that they provide some protection, but not complete protec-
tion.

Mr. SOUDER. Do you agree with that, Dr. Trimble?

Dr. TRIMBLE. Yes, we concur with the CDC’s review of the issue.

Mr. SOUDER. I was a little confused, and I want to make sure be-
cause, Dr. Schultz, in your testimony you used “appear” and other
things that were less decisive, and my understanding from your
testimony, our current guidance recommends that the package in-
sert for condoms contain the following statement: “If used properly,
latex condoms will help reduce the risk of transmission of HIV in-
fection and many other sexually transmitted diseases, including”
and then you list about seven. Does that FDA guidance for condom
labeling contradict the FDA scientific studies for this reason: that
earlier you also said that some of the studies on STDs, I think it
was the statement before that, were inconclusive? So if the studies
are inconclusive, why would you list some of them as far as that
it will help?

Dr. ScHULTZ. I think the answer is that when those statements
were formulated, we had a certain body of data to look at. I think
what we have tried to do, again, over the last 3 years, along with
our colleagues in the other agencies, is to examine that data more
closely, which is why we are currently engaged in the effort that
we are, to see about ways to improve that labeling. So I am not
sure I can answer your question any better than that, but I think
that we believe that the statements do have some value. We think
that there are better ways and more informative ways to provide
that information.

Mr. SOUDER. Because, at a minimum, anything beyond “may”
seems a pretty big stretch at this point. Would you agree?

Dr. ScHULTZ. I think that there are some areas where the word
“may” is a stronger may, and then there are some areas where the
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word “may” is probably a weaker may. And, again, I think that is
our goal, is to try to see if we can do a better job differentiating
between those and providing, again, more informative information
to the user.

Mr. SoUDER. I wanted to clarify for myself, I think Mr.
Cummings isn’t here right now. Did I understand you to say, Dr.
Thompson, that over 50 percent of the cervical cancer cases were
minority?

Dr. THOMPSON. No. No, what I said, that in CDC’s Breast and
Cervical Cancer Screening Program, which is aimed primarily at
under-insured and uninsured women, where you will find a lot of
minorities, that approximately half the women served by that pro-
gram are racial and ethnic minorities. We do not have figures, at
least at hand, and I am not sure we have them at all, as to what
percentage of the women found to have cervical cancer or cervical
cancer precursors in that program are minorities and which are
not. We can get those figures for you, but I would caution that
since this is a safety net program, meant only to serve those
women who have no other source of cervical cancer screening, that
it is not going to reflect the larger U.S. population.

Mr. SOUDER. What would be interesting is if a percentage is 40
percent African-American is the rate of cervical cancer higher than
40 percent. In other words, do they have a rate proportionate to the
number of people being served that are disproportionately hitting
certain communities, because that would suggest where we have to
do outreach targeting. Not that there wouldn’t be a higher inci-
dence in the population as a whole, but what is the incidence rela-
tion to their proportion of the people being screened?

Dr. THOMPSON. These figures do exist, and, if you would like, we
will provide you with those.

Mr. SOUDER. I think that would be helpful for the committee.

Dr. Schultz, in the labeling, which is one of the reasons, if not
the primary reason, we are having this hearing, because some of
us have been concerned, why has it taken so long? It has been
nearly 4 years since we first passed legislation in Congress; there
have been lots of studies coming that we do all kinds of labeling
things that we put on, and then if additional information comes,
you might have to adjust it. But there seems to be a certain body
of information that has been here and it has been 4 years since we
passed the act. Why has this taken so long?

Dr. ScHULTZ. I think that is a fair question, and I think that the
best answer that I can give you, Mr. Chairman, is that we felt that
this was a very important request and something that we needed
to pay careful attention to. I think what we have heard today, and
as is included in all of our testimony, there have been a number
of studies, a number of meetings, a number of interactions that
have occurred in those 3 years. We are certainly committed to look-
ing at this and making the requisite changes, but we felt that our
first responsibility was to attempt to gather the information and do
it in a systemic and comprehensive way. So I would agree with
your statement. I think that we have done that now, and our plans
are to move ahead.

Mr. SOUDER. Well, I don’t pretend to be as informed on these
subjects as Dr. Coburn and Dr. Weldon, who were very active in
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this original piece of legislation, though I supported their efforts.
One does 200 and one may do 4 Pap smears. I do zero. So I don’t
intend to be somebody who is expert on it, but I find it frustrating
when people are dying and many others are going through painful
treatments, and others are getting diseases they are going to have
the rest of their life, it takes 4 years to respond, when we have
many other labeling type requests that also are very complicated,
that required lots of research, that are very delicate, that are politi-
cally controversial, but seem to move faster than 4 years.

And one thing I would like for our record, you said there were
meetings, there were different processes. We would like that for the
record. We are an oversight committee. Part of our job is very spe-
cific. This committee is supposed to see that the laws of Congress
are enforced by the executive branch. There was a time period that
allowed the development of the studies, but that, to be generous,
would be probably 2 years, not 4 years. And we want to see this
move forward, but we would also like to see the evidence, as we
have asked of the last administration, when we had lots of conflicts
as a Republican. But also as a Republican administration, we want
to see the evidence that the meetings took place, what they were,
when they were, and why this process is taking so long.

Would any of you like to hear anything here? Because I am going
to go vote and then we will be back, and I know Mr. Cummings
is planning to be back too. Anything you would like to add?

With that, I am going to assume that we are done with this
panel, and we will move to the panel. If Mr. Cummings, when he
comes back, has any questions, if you could remain.

Just a second, let me find out how many votes there are before
I ask you to do that.

I think, since he is not here, we are going to go ahead and dis-
miss, because we have three votes, so it will be quite a while.
Thank you very much for coming. He will submit any written ques-
tions, Mr. Waxman and any of the other Members who do. Thank
you for your time.

[Recess.]

Mr. SOUDER. The subcommittee now stands reconvened.

And if the third panel will come forth, Dr. Tom Coburn, a former
Member of Congress, from Muskogee, OK; Dr. Freda Bush from
Jackson, MS; Dr. John Cox from Santa Barbara, CA; Dr. Barbara
Meeker from Traverse City, MI; Dr. Jonathan Zenilman from Balti-
more, MD.

I am going to briefly recess the subcommittee again.

[Recess.]

Mr. SOUDER. The subcommittee is reconvened.

If you could each stand and raise your right hand.

[Witnesses sworn.]

Mr. SOUDER. Let the record show that each of the witnesses re-
sponded in the affirmative.

I thank you each for coming, and if I can again say for the
record, in addition to Dr. Coburn from Muskogee, OK; Dr. Bush
from Jackson, MS; Dr. Cox from Santa Barbara, CA; Dr. Meeker
from Traverse City, MI; and Dr. Zenilman from Baltimore, MD. We
thank each of you for coming and participating in our discussion
today, and we will start with Dr. Coburn.
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STATEMENTS OF TOM A. COBURN, M.D., MUSKOGEE, OK;
FREDA BUSH, M.D., FACOG, JACKSON, MS; JOHN THOMAS
COX, M.D., SANTA CLARA, CA; MARGARET MEEKER, M.D.,
TRAVERSE CITY, MI; AND JONATHAN M. ZENILMAN, M.D.,
BALTIMORE, MD

Dr. CoBURN. Mr. Chairman, thank you. I need to make some cor-
rections. I am not a member of the American Academy of
Otorhinolaryngology, but the American Academy of
Otorhinolaryngolic Allergy. And I need to make that correction.

I am happy to be here. I am going to summarize my testimony
and ask that my written testimony be made part of the record.

This is a disease that is very dear to my heart. I have delivered
in excess of 3,500 babies, close to 4,000. I have handled every com-
plication of sexually transmitted disease there can be, and there is
no question that we have an uncontrolled epidemic in this country,
worse now than when this bill was offered, and it is not being dealt
Wit}}ll appropriately by the Government and the agencies in regard
to that.

And I want to just describe an 18-year-old girl this last month
who came in for treatment from me who has had one sexual part-
ner. It hasn’t been 10 or 15 years since she was exposed to this
virus, she became sexually active at the age of 16. And through her
testlng and Pap smear, she ended up losing a good portion of her
cervix to prevent her from having invasive cancer. That is not the
end of the story, because what in fact it will do is decrease her like-
lihood of ever achieving a pregnancy, and, if she does achieve a
pregnancy, increase the likelihood of pre-term delivery, which the
average pre-term delivery in this country now costs us as a Nation
about $200,000. So this disease is not without consequences.

I think it is also very important that we not just limit it to the
sexually transmitted disease aspect of it, because there is a new
study out just this year. Twenty to 25 percent of all head and neck
cancers now are associated with this virus, can be directly associ-
ated with exposure of this virus. Rectal carcinoma, especially in the
gay population, is 100 percent attributable to this virus. So there
is tremendous costs associated with this virus that we need to look
at and ask why the Government hasn’t responded in the way it
should in terms of prevention.

And T also interestingly note, and I think this is part of the cul-
ture that needs to be looked at, when we hear the CDC mentioned,
we don’t ever hear the complete name of the CDC mentioned any-
more; it is the Center for Disease Control. We heard Dr. Thompson,
who I have a great deal of respect for, but the fact is the Center
for Disease Control is not their name. It is the Center for Disease
Control and Prevention. And although they dropped the name of
Prevention, in this case they dropped that aspect of the responsibil-
ity, because they failed miserably in terms of the prevention of this
disease.

I also would make a couple comments outside of my written testi-
mony. We heard several times today about statistically significant
reduction in cancer of the cervix associated with condoms. There
are 20 studies in that. Two may show, and the word is “may”; it
is not does, it is not “is,” it is not “will”, it is may show a reduction.
There are 15 that statistically say there is no reduction in cervical
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cancer. So it is important to have a balanced look. There are two
that may show a reduction.

The other thing that I would say is what Congresswoman Norton
had to say is right on. We need access for the women in this coun-
try to make sure they are screened. There is no question about
that. And there is no question that the minority population has the
greatest risk for not being screened. Of the two cancers of the cer-
vix in my practice in the last 2 years who have gone on to die were
both minority women who presented late with an advanced stage
of the disease.

Finally, I would make a point that the CDC did not address.
There is over 1.350 million procedures done every year in this
country for cervical dysplasia, and that ranges all the way from
just doing a simple microscopic exam with biopsies of the uterine
cervix, to cryotherapy, to laser surgery, to what we call leap elec-
trical excision, to hysterectomy. And those aren’t even counted in
the numbers that the CDC are looking at. So the minimum we are
spending, the minimum we are spending in this country on this
disease on a gynecological aspect is $3 billion. That doesn’t have
anything to do with all the late stage carcinoma of the vulva, which
is out there that CDC isn’t following. Nobody is looking at a young
lady who gets treated by HPV and then 35 years later ends up
with a carcinoma of the vulva, of the reproductive system; and no-
body has gone back and nobody has looked forward to see what
that cost is. So if you look at the overall cost of what we are paying
in terms of health care dollars for the lack of prevention for HPV,
what we see is a cost greater than what HIV is costing this Nation;
and we ought to talk about it frankly.

And then the final point that I would make, as my time is just
about out, is our young people aren’t stupid. They may make im-
mature decisions, they may make wrong decisions, but to say we
should not give them every bit of information about this disease,
and to say that a condom shouldn’t be labeled appropriately to
warn them that this will not protect them, and the fact that a
condom, in the best hands of an adolescent, fails about 13 to 20
percent of the time for pregnancy, so it is not a cure-all that we
hear so blatantly stated; and in terms of sexually transmitted dis-
ease it is even less than that, of many of the other diseases.

So I would like to see the committee look at the total aspect of
this disease, also to follow the public law that I authored before I
left Congress, and to hold accountable the CDC and the FDA. To
think that the FDA may not, and I thought it was very peculiar.
I thought may meant may, I didn’t know may meant strong or soft
or weak. I thought may meant may. And the fact is condoms do not
offer significant protection against this virus, and the packaging
ought to label it, because our children have a right to know. If they
want to make a bad decision, they will. And I routinely advise pa-
tients in my practice that if they are going to be sexually active,
and if they are going to be outside of monogamous relationships,
they ought to always use a condom. I am not anti-condom, but I
am pro-truth and pro-science. And this isn’t a bias, this is inter-
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rupting a health pattern that costs us dearly, impacts lives tremen-
dously, and the social and emotional costs of this disease cannot be
measured.

And with that I thank you.

[The prepared statement of Dr. Coburn follows:]
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Before the Subcommittee on Criminal Justice,
Drug Policy and Human Resources

“Cervical Cancer and Human Papillomavirus”
March 11, 2004

Chairman Souder, Ranking Member Cummings, distinguished members of the
Subcommittee, I am grateful for the opportunity to address the Subcommittee regarding
cervical cancer and human papillomavirus (HPV). Icommend the Subcommittee for its
continued efforts to promote awareness about HPV and cervical cancer.

Observations from My Medical Practice

I am a practicing physician and a member of the American Academy of Family
Physicians and the American Academy of Otorhinolaryngology. I have been practicing
medicine for 18 years. My patients represent a broad segments of the population,
including those covered under Medicaid and Medicare.

During my nearly two decades treating patients I have seen an every growing
number affected by sexually transmitted diseases. In particular, I have been performing
an increasing number of procedures to treat HPV infection.

1 want to relate to you the story of one recent patient of mine. She is an 18-year-
old girl who has had only one sexual partner. She is now infected with HPV. To prevent
the onset of invasive cervical cancer, a large portion of this young girl’s cervix had to be
removed. As a result she is less likely to be able to become pregnant in the future and
more likely to have a premature infant if she does become pregnant. And despite already
undergoing invasive treatment, she remains at risk for future complications and additional
surgeries.

This girl and the others that I am caring for every day in my medical practice are
the real faces of those affected by HPV. What we are confronting is not an isolated
epidemic.

The National HPV Epidemic

HPV is the most common sexually transmitted disease in the United States.
About 24 million Americans are currently infected with HPV according to the National
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Cancer Institute and an esumated 3.5 million Amencans become intected with HPV
every year. With 4.6 million of these HPV infections acquired by those aged 15 to 24,
HPV accounts for over half of all new sexually transmitted diseases among young
Americans. On March 8, 2004, researchers from the Colorado Health Sciences Center
reported that more than 30 percent of women in a recent study were found to be infected
with a strain of HPV linked to cervical and anal cancer. In comparison, 18.7 percent of
men carried HPV-16, one of 10 high-risk strains of the virus.

Over 1,350,000 women will have invasive procedures each year just to assess the
status of their abnormal pap smears secondary to HPV. According to the American
Cancer Society, every year over 12,000 new cases of invasive cervical cancer are
diagnosed and more than 4,000 women die of the disease. And non-invasive cervical
cancer is estimated to be four times as widespread as the invasive type.

HPV is also associated with oral cancer, cancers of the vagina, penis, anus, head
and neck, more than one million pre-cancerous lesions, and genital warts. In addition,
HPV has been detected in some prostate tumors. An infected mother may transmit HPV
to her newbom with affected children facing prolonged, difficult treatment for respiratory
papillomatosis.

Federal Health Agencies Ignore Scientific Data

During my tenure in Congress (1995- 2001), I heard from other practicing
physicians all across the nation confronting the same epidemic of HPV and other STDs
that I was seeing in my own medical practice. Few of my patients with HPV, or the
patients of my colleagues, had ever heard of the virus and were unaware of its health
risks.

A growing library of scientific data demonstrated that HPV was linked to a
number of serious health conditions, with over 99 percent of all cervical cancers
associated with HPV infection.

Likewise, scientific data concluded that condoms provided no protection against
HPV infection. “Behaviors such as beginning sexual intercourse at an early age--
especially age 16 or younger-- and having many sexual partners increase the chance that
a woman will develop an HPV infection in the cervix,” according to the National Cancer
Institute. Those with multiple sexual partners or who had partners with multiple sexual
partners enhance their risk for pervasive HPV infection by increasing the likelihood of
exposure to HPV, as well as repeated exposure and re-infection, regardless of condom
use.

Therefore, those who chose to have multiple sexual partners believing they were
being protected by following the advice of the Centers for Disease Control and
Prevention (CDC) to use condoms, were actually placing themselves and their partners at
increased risk for HPV infection.
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Studies had indicated for years that promiscuity was associated with cervical
cancer and that contrary to CDC dogma, condoms did not protect against the cervical
cancer virus. Then an April 1- 3, 1996 National Institutes of Health Consensus
Development Conference Statement on Cervical Cancer stated “Primary prevention of
HPYV infection will require (1) directing education efforts toward adolescents and health
care providers regarding the strong causal link between acquisition of HPV as a sexually
transmitted disease and development of cervical cancer and its precursors, (2)
encouraging delayed onset of sexual intercourse, (3) developing an effective prophylactic
vaccine, and (4) developing effective vaginal microbicides. The data on the use of barrier
methods of contraception to prevent the spread of HPV is controversial but does not
support this as an effective method of prevention.” :

Regardless of these scientific findings and recommendations, the CDC ignored
the NIH consensus statement and continued to focus almost exclusively on promoting
condom use and regular PAP tests,

As a family physician/obstetrician, I cannot understate the importance of regular
PAP test for women and I support federal efforts that encourage and provide access to
such tests.

As an HPV prevention message, however, this approach was designed to fail, as it
has. Promoting condom use did nothing to control the rampant spread of HPV since
condoms cannot prevent HPV infection. PAP tests and treatment certainly are
responsible for the dramatic decline in cervical cancer deaths, but likewise do not and
carmot prevent HPV infection. CDC has confused disease management with disease
prevention.

Treatment is often invasive, unpleasant, and costly and does not preclude the
necessity for additional treatments or adverse side effects.

Cervical cancer is treated using surgery, radiation and chemotherapy; sometimes
two or more methods are used. The most common types of surgery include cryosurgery,
laser surgery, cone biopsy, simple hysterectomy, radical hysterectomy and pelvis lymph
node dissection, and pelvic exenteration. Radiation therapy may involve external
radiation or internal radiation (radioactive materials implanted in the tumor).

Treatment for cervical dysplasia—a premalignant or precancerous change in the
cells of the cervix that may progress to cancer—include surgery, cone biopsy,
cryosurgery, laser surgery, and electrosurgery.

The direct medical cost of treating a patient with cervical cancer is $9,200 to
$13,360, while surgery to remove a precancerous lesion is $1,100 to $4,360. The
financial burden of HPV in the U.S. has been estimated to range from $1.6 billion to $6
billion annually, making HPV one of the most costly sexually transmitted diseases after
HIV/AIDS.
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1t is a cruel distortion of the word “prevention” to tell women and young girls that
the tremendous physical, emotional and financial costs of treatment for HPV infection are
a cost worth bearing as a consequence of federal health agencies intentional distortion
and cover-up of scientific data related to HPV,

Armed with personal stories of women suffering the physical and emotional
consequences of HPV infection from my own medical practice and supported by the best
available scientific data, I repeatedly asked the CDC and the Food and Drug
Administration (FDA) to take action to educate the public about HPV. Yet both CDC
and FDA continued to maintain that condoms do prevent HPV or that perhaps more
research was necessary to determine what level of protection condoms do provide.

In a February 19, 1999 letter to the House Commerce Committee on which I
served, Dr. Richard D. Klausner, then-Director of the National Cancer Institute (NCI),
stated, “condoms are ineffective against HPV.” The science in this regard is so clear that
Dr. Klausner concluded “additional research efforts by NCI on the effectiveness of
condoms in preventing HPV transmission are not warranted.”

On March 16, 1999, the House Commerce Committee’s Subcommittee on Health
and the Environment held a hearing a hearing entitled “Women’s Health: Raising
Awareness of Cervical Cancer.” At this hearing, CDC continued to argue that condom
use does protect against HPV. When asked in a follow up letter to NCI to “explain the
difference in conclusions made by CDC and NCL” Dr. Douglas Lowy, Deputy Director
of NCI’s Division of Basic Sciences, explained that “the NCI conclusion that condoms
are ineffective against HPV infection is based on the results of several long term studies
that have failed to show that barrier contraceptives prevent cervical HPV infection,
dysplasia, or cancer.” NCI provided a number of published studies to support this lack of
protection but was unable to explain CDC’s claims, suggesting that perhaps CDC had
confused HPV with HIV.

When the expert testimony of the Nation’s premier health agency and published
scientific data still failed to convince CDC and FDA that condoms do not protect against
HPV, I asked Dr. Klausner to convene a panel of experts to review the available data and
issue a consensus statement. On June 12-13, 2000, in Herndon, Virginia, representatives
from the National Institute of Allergy and Infectious Diseases, FDA, CDC and the U.S.
Agency for International Development gathered to evaluate the published data on latex
condoms and STD prevention.

The panel’s report entitled “Scientific Evidence on Condom Effectiveness for
Sexually Transmitted Disease (STD) Prevention” issued in April 2001 “concluded that
there was no evidence that condom use reduced the risk of HPV infection.” The panel,
furthermore, found that based on a meta-analysis of published studies, condoms could
reduce the risk of HIV infection for men and women and the risk of gonorrhea for men
only. Inregards to the remaining STDs, the panel concluded “there was insufficient
evidence from the epidemiological studies on these diseases to draw definite conclusions
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about the effectiveness of the latex male condom in reducing the transmission of these
diseases.” i ;

Yet a month after the release of the panel’s report, the CDC website posted a fact
sheet entitled “Condoms and Their Use in Preventing HIV and Other STDs” that read
“The correct and consistent use of latex condoms during sexual intercourse- vaginal, anal,
or oral- can greatly reduce a person’s risk of acquiring or transmitting most STDs,
including HIV infection, gonorrhea, chlamydia, trichomonas, human papilloma virus
infection (HPV), and hepatitis B.”

The Passage of a Federal HPV Law

With my pleas ignored, I authored legislation directing the CDC and FDA to take
actions to educate the public with “medically accurate information” about HPV. I was
disappointed when groups that claimed to advocate for women’s health, such as the
American College of Obstetricians and Gynecologists (ACOG), opposed my proposal
and fought to keep the public misinformed about HPV.

The HPV law was approved by Congress as a component of the Consolidated
Appropriations Act of 2001 and became Public Law 106-554 with the signature of
President Bill Clinton on December 21, 2000. In a Statement of Administration policy,
President Clinton stated, “The Administration supports the goal of better informing the
public about HPV and the fact that the use of condoms may not fully prevent HPV
transmission.”

The law directed CDC to develop a report outlining the “best strategies to prevent
future infections, based on the available science.” CDC was also directed to conduct a
number of studies to determine the prevalence of specific types of HPV infection in
various regions of the U.S., the impact of HPV diagnosis on patients, the level of HPV
knowledge of physicians and the public. Upon the completion of these studies, CDC is to
“develop and disseminate educational materials for the public and health care providers
regarding HPV and its impact and prevention.”

The law directs the FDA to “reexamine existing condom labels ... to determine
whether the labels are medically accurate regarding the overall effectiveness or lack of
effectiveness of condoms in preventing sexually transmitted diseases, including HPV.”

Finally, the law requires that all educational and prevention material printed by
the Depariment of Health and Human Services (HHS), CDC, FDA, and other HHS
agencies, contractors, grantees and subgrantees “that are specifically designed to address
STDs including HPV shall contain medically accurate information regarding the
effectiveness or lack of effectiveness of condoms in preventing the STD the materials are
designed to address.”
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Enaciment of the Law

1 quickly learned that it would require more than passing a law to convince CDC
and FDA to take action to educate the public about HPV.

The law is clear that the CDC and other government agencies and partners must
provide “medically accurate information regarding the effectiveness or lack of
effectiveness of condoms” in preventing HPV and other sexually transmitted diseases. -
Yet in a July 2001 “Dear Colleague” letter to its partners, the CDC issued inaccurate
information regarding the effectiveness of condoms. The CDC stated “epidemiological
studies have generally not demonstrated an association between condom use and the risk
of HPV infection, but these studies are inconclusive because of limitations in how they
were designed. Again, these limitations would generally lead to an underestimation of
the protective effect.” The inaccurate claim that studies are “inconclusive” is repeated
several times in the CDC letter. The CDC letter also provides what is labeled
“Theoretical Basis for Protection” that claims “consistent and correct use of latex
condoms would be expected to protect against transmission of genital ulcer diseases and
HPV in some, but not all, instances.” This is medically inaccurate and does not reflect
the available clinical science.

A progress report was required to be made to Congress within a year of enactment
of this law, which would have been December 21, 2001. The report, dated “August
2003,” was delivered to Congress on September 12, 2003, nearly two years overdue.

The CDC was required by law to “develop a final report not later than three years
after such effective date [before December 21, 2003], including a detailed summary of
the significant findings and problems and best strategies to prevent future infections,
based on the available science.” CDC released a timetable in September 2003 projecting
that this report would not be released in compliance with the legally sanctioned date, but
rather in 2007, four years after the due date set by law.

Congress approved the HPV law precisely because federal health agencies had
failed to educate the American public about the health risks of HPV and how it can be
prevented and now these same agencies were continuing their cover-up of the HPV
epidemic, now in violation of federal law.

Because of this continued resistance, I requested the Inspector General of the
Department of Health and Human Services “conduct a thorough investigation to
determine why Public Law 106-554 has been both misinterpreted and largely ignored by
CDC and the FDA and to make recommendations to ensure that these agencies
immediately comply with the directives and intent of this law” and to “determine if
federal agencies and organizations receiving federal funds are providing medically
accurate information about HPV.”
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But only after pressure was applied to CDC by this Subcommittee and other
Congressional offices, did the agency finally issue the HPV prevention report on January
30, 2004, a month past the deadline set by law.

The CDC report, entitled “Report to Congress: Prevention of Human
Papillomavirus Infection” finally acknowledges that the CDC’s long held positions on
HPV and condoms were incorrect. Specifically, the CDC report states:

“Because genital HPV infection is most common in men and women who have
had multiple sex partners, abstaining from sexual activity (i.e. refraining from any
genital contact with another individual) is the surest way to prevent infection. For
those who choose to be sexually active, a monogamous relationship with an
uninfected partner is the strategy most likely to prevent future genital HPV
infections. For those who choose to be sexually active but who are notina
monogamous relationship, reducing the number of sexual partners and choosing a
partner less likely to be infected may reduce the risk of genital HPV infection. ...

“The available scientific evidence is not sufficient to recommend condoms as a
primary prevention strategy for the prevention of genital HPV infection. ...

“Regarding other possible prevention approaches, no data indicate that treatment
of clinical lesions or use of microbicides will prevent transmission of infection.”

The FDA has yet to act to ensure that condom labeling is medically accurate to
reflect the lack of effectiveness of condoms in preventing HPV infection as required by
the law. The FDA’s failure to inform consumers about the lack of effectiveness of
condoms in preventing HPV undermines that agency’s mission of ensuring that products
are safe and effective.

Recommendations

Continued oversight by this Subcommittee is essential to ensure that CDC and
FDA fully comply with the federal HPV prevention and education law and to ensure that
the public is given medically accurate information about HPV.

With 4.6 million young people under the age of 25 expected to contact this
disease, more than 4,000 women projected to die as a result of cervical cancer and up to
$6 billion to be spent on HPV care all within a single year, turning back the HPV
epidemic should be among the highest of CDC’s priorities. CDC must take immediate
action to aggressively promote the findings and prevention recommendations contained
within its January 2004 HPV prevention report. This includes promoting the value of
delaying sexual debut and avoiding promiscuity. Recent studies have found that young
Americans are ready to hear this message and are already choosing abstinence. The New
York Times reported on March 7, that “More than half of all male high school students
reported in 2001 that they were virgins, up from 39 percent in 1990.” The trends are
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similar for female students, who are even more likely than boys to report that they are
virgins, according to the data reported in the New York Times.
i i
In addition to efforts to support healthy behaviors, Congress and the National
Institutes for Health should continue to support the research and development of an
effective HPV vaccine.

Finally as a physician I believe that the history of stonewalling, cover-up and
erroneous statements regarding HPV put forth by CDC and FDA over the past decade
have compromised these agencies’ credibility and endangered the public’s health. This is
unfortunate since so many look to these agencies for sound scientific advice and
guidance.

1 thank this Subcommittee for its continued leadership in protecting the public's

health by ensuring that science is not manipulated, suppressed or distorted to advance a
political rather than public health agenda.

i
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Mr. SOUDER. Thank you very much.

Dr. Bush.

Dr. BusH. Thank you, Mr. Chairman, for the opportunity to
speak here today to this very important issue. I am Dr. Freda
McKissick Bush from Jackson, MS. I have been practicing obstet-
rics and gynecology for the last 21 years, and I have been in wom-
en’s health for about 35 years helping women to have positive
childbirth experiences, because I think it is great to be a woman,
but also helping them make good choices for their gynecologic
health.

Through the years, the hidden epidemic of human papillomavirus
[HPV], has been a challenge to them achieving that ideal. HPV is
the most prevalent of all viral sexually transmitted infections, as
we have heard this morning, and it is estimated that 5.5 million
women are infected by HPV every year in the United States, 3.5
million have abnormal Pap smears; 13,400 are diagnosed with cer-
vical cancer, and 4,100 die.

Of the more than 100 HPV strains identified, around 35 can in-
fect the human genital tract. Infection with benign strains that do
not cause cancer may lead to genital warts, which may be associ-
ated with itching, burning, or pain. In contrast, most infections
with cancer-causing strains may have no symptoms at all. Unlike
non-sexually transmitted viral infections such as the common cold,
influenza, or measles, that only last a week or two, HPV infections
can last for months, and occasionally for years.

Recent estimates indicate that 50 to 75 percent of sexually active
adults are HPV-positive. In general, that puts sexually active peo-
ple at risk for HPV. This includes age at onset of sexual activity,
at least age, less than 16 years; multiple sexual partners; sex with
partners who engage in high-risk sexual behavior; adolescent and
young adult females are biologically more susceptible to HPV dis-
ease because their cervix has not yet matured. So you have young-
er people getting infected and suffering greater consequences be-
cause of the immaturity of their bodies.

The incubation period between HPV infection and the develop-
ment of genital warts ranges from 30 days to 9 months. These
changes resulting from cancer-causing strains are usually not visi-
ble to the naked eye. Once a person is infected, the virus persists
for an average of 8 months. Approximately 10 to 12 percent of
women will have persistent infections. The persistence of infection
has been identified as a significant risk factor for the development
of cervical dysplasia and cancer.

With current Pap smear screening technology, it is possible to
sort abnormal specimens into low-and high-risk categories. Pa-
tients with high-risk types require microscopic evaluation of the
cervix to identify the abnormal areas so that cervical biopsies can
be obtained for pathologic evaluation.

In the United States, more than 50 million Pap smears are eval-
uated annually. The question was asked earlier what does this
translate into as far as pre-cancerous lesions. According to the
American Cancer Society, 1.2 million Pap smears have low-grade
squamous interepithelial lesions; 300,000 have high-grade lesions.
Sadly, 13,400 cases of cancer are diagnosed.
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Approximately two-thirds of males whose female sexual partners
are diagnosed with cervical dysplasia have microscopic HPV lesions
of the penis. Infection of the penis or anus with high-risk HPV
types predisposes these men to cancer of those organs.

Because HPV is a viral infection, no curative treatment is avail-
able. In 2000, a national panel was convened by NIH to investigate
condom effectiveness. This panel found that condoms do not pro-
vide any protection for HPV infection in females, although it may
reduce the risk for HPV-associated diseases. Because genital warts
and asymptomatic HPV infection may be outside the area covered
by a condom, consistent and correct condom use leaves a significant
chance for transmitting these and other sexual diseases.

Obviously, the best way to prevent transmission of any sexually
transmitted infection is to abstain from sexual intercourse outside
a long-term mutually monogamous relationship such as marriage.
Ad Health, the nationwide adolescent health study, found that the
best deterrent to sexual activity among adolescents involved paren-
tal influence, moral and religious training, community influences,
and appropriate peer influences.

In conclusion, HPV is a preventable disease. You must initiate
methods to track the incidence and prevalence of disease. We must
take steps to stop the alarming increase in this disease among
teens and young adults. We must stop promoting methods that are
known to have high failure rates in preventing HPV transmission,
notably the condom, and be honest in informing young people about
this fact. We must continue to emphasize highly effective methods
of prevention, namely abstinence, whenever possible.

N T{link you, again, for the opportunity to continue to promote
ealth.

Mr. SOUDER. Thank you. And we will make sure that NIH, FDA,
and CDC get your number, since they didn’t appear to have those
numbers at a congressional hearing meant to discuss that subject,
which was a tad frustrating.

Dr. BusH. Yes, sir.

Mr. SOUDER. Dr. Cox.

Dr. Cox. My name is Tom Cox. I would like to thank you for hav-
ing me here today. I have been a gynecologist for 30 years. I am
the director of the Women’s Clinic at the University of California-
Santa Barbara. For the last 16 years my primary interest has been
in studies on the natural history of HPV and cervical cancer, and
on the best options of prevention of cervical cancer, including writ-
ing national guidelines for both primary screen and management.

I had the privilege of testifying before the House Subcommittee
on Health and the Environment on HPV in 1999, and at that time
I mentioned the tremendous progress this country has made in re-
ducing cervical cancer rates as a result of Pap screening. In 1949,
the year that the Pap screening was introduced to this country, the
2004 equivalent of 50,000 cases of cervical cancer occurred. This
rate is 12,200 this last year and is solely, but steadily, declining.

Since 1999, there has been a real “sea change” in cervical cancer
screening recommendations and in management of women with ab-
normal Pap tests. New recommendations have been issued that
focus on detection of the cause of cervical cancer, and we all know
that to be HPV, and not solely on the often subjective cervical cel-
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lular changes in cytology. Improved screening and improved man-
agement of abnormal Pap tests, and the promise of an effective vac-
cine against the most important of the oncogenic HPV types are
moving us toward the eventual elimination of cervical cancer. In
the near term, better targeting of high-risk populations could
translate into further progress in reducing cervical cancer.

By high-risk populations, I am referring particularly to the ma-
jority of women who get cervical cancer who have either never had
a Pap test or have had one or more Paps, but have not had them
at recommended intervals. A substantial commitment to under-
standing the reasons for failure to attend screening and facilitation
of access to health services is necessary in order to overcome these
barriers. As far as I am concerned, this is where our focus today
should be, because this is something we can truly do something
about.

Cervical cancer not infrequently strikes women of late childbear-
ing age, disrupting families and society much more than many
other cancers that occur with highest frequency in the elderly. The
fact that cervical cancer can be prevented in most circumstances
makes these deaths especially tragic. Wise investment by Govern-
ment in a program of cervical cancer prevention is, therefore, both
morally right and economically sound.

As we have heard repeatedly today, infection with HPV does not
mean a woman will eventually get cancer. The reality is that the
vast majority of sexually active Americans will be infected with
HPV at some point in their lives, but only a small proportion of
women infected with HPV will see it progress to cervical cancer.
Most commonly, the immune system suppresses or eliminates
HPV, usually within 6 to 24 months, and although HPV must be
present for cervical cancer to develop, the converse is not true. The
good news is that cervical cancer is nearly entirely preventable be-
cause the progression from pre-cancer to cancer typically takes
years or even decades, during which time persistent infections lead-
ing to pre-cancer can be detected by Pap screening or HPV testing,
and subsequently treated.

So given the complexities of the HPV-cervical cancer link, what
are the appropriate public health messages? I would argue that
policymakers and public health practitioners have an obligation to
be both realistic and pragmatic. The median age for marriage in
the United States continues to rise for both men and women. By
2000, the median age for first marriage was 25 years for women
and 27 years for men. The median age of puberty is 13. Throughout
history, virginity, at least for women, until marriage has been se-
cured primarily by either very early marriage of women, soon after
puberty, or by sequestering women in strictly controlled separation
of sexes until marriage. Neither option would be acceptable in this
country; hence, 90 percent of Americans engage in sex prior to mar-
riage. So although abstinence messages for young people make
good sense, abstinence until marriage as the sole message is irre-
sponsible.

I would urge those individuals influential in making public policy
to avoid fear-based messages that overstate the risk of HPV and
understate the protection provided by condoms, particularly for
other STDs, particularly for HIV. Disparaging condoms threatens
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to undermine the tremendous progress that we have made in low-
ering teen pregnancy rates and in reducing the risk of transmission
of far deadlier STDs such as HIV. Instead, the most helpful public
health message for the prevention of cervical cancer is to encourage
women to get appropriate screening and recommended followup
care.

Again, thank you for the opportunity to address these issues. I
firmly believe that the war against HPV and cervical cancer can
and will be won in my lifetime, but it will not be won by hyperbole,
but rather by providing the best protective cervical screening avail-
able for all women and by providing HPV vaccines to all children
once these vaccines become available.

My written testimony contains additional details. I would be
pleased to answer any questions that you may have.

[The prepared statement of Dr. Cox follows:]
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Statement of J. Thomas Cox, MD
Regarding

Hearing on Human Papillomavirus and Cervical Cancer

Chairman Souder, members of the House Subcommittee on Crimina!l Justice,
Drug Policy and Human Resources, my name is John Thomas Cox, MD. | am
Director of the Women'’s Clinic at the University of California in Santa Barbara,
Past-Chair of the Steering Committee for the National Cancer Institute
sponsored ASCUS/LSIL Triage Study (ALTS) and Secretary of the American
Society of Colposcopy and Cervical Pathology. | want to express my thanks for
providing me the opportunity to present a clinical perspective on the issues

related to human papillomavirus and cervical health as | see it in 2004.

Cervical cancer prevention: Where are we in 20047

| had the privilege of sharing information of cervical cancer screening and human
papillomavirus at a 1999 hearing of the House Subcommittee on Health and the
Environment. Since that time there has been a “sea change” in cervical cancer
screening recommendations and in management of women with abnormal Pap
tests. As a result, women in the US and, to some extent, worldwide, will benefit
by improved recommendations that focus on detection of the cause of cervical
cancer, HPV, and not solely on often subjective cervical cellular changes.
However, it must be remembered that the Pap test has successfully decreased
cervical cancer incidence approximately 1% per year over the past 26 years.
Cervical cancers are now uncommon, the annual incidence per million women
ranging from 8 to 14 for squamous cell cancers and from 0.7 to 2.7 for cervical
adenocarcinoma. In 19849, the year that Pap smear screening was introduced in
the US the 2004 equivalent of 50,000 cases of cervical cancer occurred.
Instead, the Pap and subsequent treatment of successfully identified cervical
cancer precursors has reduced this rate to 12,200 and is steadily declining
yearly. Although cervical cancer has not yet been entirely eliminated in the US, it
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is surely not an epidemic as some would lead all to believe. However, the
potential to nearly eliminate cervigal cancer is on the near horizon. For that to
happen, we, as educators, as bolicy makers,} and as caregivers must work
together, with our only interest being in the well-being of all women. This requires
a solid commitment to appropriate education of our youth, to provision of
resources that provide access for the best up-to-date cervical cancer screening
for all women in the US and for provision of HP\( vaccines for all children when
they become available. We must not forget that the majority of women who get
cervical cancer are those who have either never has a Pap test, or have had one
or more Paps but have not had them at recommended intervals.

Commitment to appropriate education of our youth

HPV is the most common sexually transmitted disease in America. Seventy-five
to 80 percent of sexually active Americans will be infected with HPV at some
point in their lives — meaning that anyone who has ever had sexual relations has
a high chance of being exposed to this virus. HPV is sexually transmitted and
depending upon the location of HPV induced lesions can be transmitted despite
consistent condom use. HPV is asymptomatic and as with most viruses, there is
no direct treatment of the virus yet available. However, the immune system most
commonly suppresses or eliminates HPV, with the infection usually becoming
undetectable within 6 months to 2 years. In rare instances, persistent infection
with certain types of HPV can cause cetvical cancer. HPV must be present for
cervical cancer to develop, however, it is critical to remember that the converse
is not true — infection with HPV does NOT mean that a woman will eventually get
cervical cancer. Only a small proportion of women infected with HPV will get
cervical cancer — for cervical cancer is an uncommon consequence of HPV
infection. However, many will use these statistics related to transmissibility and
the connection between HPV and cervical cancer to promote abstinence until
marriage on the basis of fear. Others will point to the high rate of spontaneous
suppression of HPV as reassurance that the almost ubiquitous infection rate of
HPV does not justify over-reaction and the fact that most studies show
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decreased rates of genital warts and cervical cancer amongst women whose
partner(s) consistently use condoms. Unfortunately, fear messages based upon
overstating the risk of HPV and understating the protection provided by condoms
threatens to undermine the tremendous progress made to lower teen pregnancy
and STD rates.

What should the educational messages be? There is no question that the more
partners one has and the earlier that one begins‘ sexual activity, the higher the
risk for infection with any of the sexually transmitted diseases. It is also true that
diligent condom use does not consistently prevent HPV transmission, despite
decreased rates of genital warts and cervical cancer noted with such use in most
studies. So what should education be for our children if we are to best prepare
them for their years as adults? Should we teach them that the only sure way of
preventing all STDs is to abstain from intercourse until marriage and not discuss
protective measures just because not all are definitively prevented? Or should
we be realistic and pragmatic, taking into account the reality of people’s lives.
We are not just discussing the education of children but the preparation of our
children to be adults. The median age for marriage in the US continues to rise
for both men and women. In 1970 the median age for first marriage was 20.8
years for women and 23.2 years for men. By 2000 these ages had risen to 25.1
years for women and 26.8 years for men. The median age of puberty is 13.
Throughout history, virginity (for women) until marriage has been secured
primarily by either very early marriage of women soon after puberty, or by
sequestering women in strictly controlled separation of the sexes until marriage.
That these approaches do not exist in most of the US, nor would they ever be
acceptable to a free society, is not arguable. As the “Family Life Education Act
of 2001” (H.R. 3469) so correctly stated “Comprehensive sexuality education
programs respect the diversity of values and beliefs represented in the
community and will compliment and augment the sexuality education children
receive from their families”. Can we realistically promote abstinence-only in the
majority of adults untit their late 20s? Sex education must teach both the
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positives of abstinence until mérriage and educate how best to minimize risk for
the majority who will undoubtedly at some point choose otherwise. Short of
abstinence, condoms remain the best protection against a range of sexually
transmitted diseases, including HIV. There is no place in government legislation
for regulation of educational or medical policy that falls far outside the arena of
the majority of medical and educational research and thought. What government
can do is provide funds that make sure that the best messages are taught that
encourage young people to delay the onset intercourse and at the same time
prepare them with the tools needed to best protect themselves and their partner
from sexually transmitted diseases once they do become sexually active. That is
the only realistic protection. In my view, the language of the Family Life
Education Act, if not distorted to favor one viewpoint over another, provides that
balance. The Act lists the following as requirements for a program of family life
education:

(1). Is age appropriate and medically accurate

(2). Does not teach or promote religion

{3). Teaches that abstinence is the only sure way to avoid pregnancy or

sexually transmitted diseases

(4). Stresses the value of abstinence while not ignoring those young

people who have had, or are having sexual intercourse

(5). Provides information about the health benefits and side effects of all

contraceptives and barrier methods as a means to prevent pregnancy

(6). Provides information about the health benefits and side effects of all

contraceptives and barrier methods as a means to reduce the risk of

contracting sexually transmitted diseases, including HIV/AIDS

(7). Encourages family communication about sexuality between parent

and child

(8). Teaches young people the skills to make responsible decisions about

sexuality, including how to avoid unwanted verbal, physical and sexual

advances and how not to make unwanted verbal, physical and sexual

advances



111

(9). Teaches young people how alcohol and drug use can effect

responsible decision making.

However, it is imperative that the language of this Act not be distorted to favor
one approach over ancther. While the decision to teach sex education and the
content of such education is left to the states and to the individual school
districts, the influence of the federal government via funding provided for such
programs undeniably influences these prerogatives. Funding for abstinence only
education has increased 3000% since the 1996 federal entittement program
sponsoring abstinence-only messages.  Promoting an imbalance in sexual
education by exclusive funding of abstinence-only education puts the population
at-risk for serious consequences secondary-to lack of preparation for the
inevitable time that one will become sexually active. Additionally, fear messages
implicit in statements that over-emphasize medical risks may place healthy
sexual refationships hostage to fear. In the 2004 State of the Union address the
President proposed “a grassroots campaign to help inform families about these
medical risks..We will double federal funding for abstinence programs, so
schools can teach this fact of life: Abstinence for young people is the only certain
way to avoid sexually transmitted diseases.” The president's new budget
includes an additional $270 million for programs to encourage teens to abstain
from sex. lf, in contrast, the new budget included this amount for comprehensive
sex education rather than one with an abstinence-only approach, the interests of
all Americans, rather than only a special interest group, would be furthered.

Since the late 1980s, both the political context surrounding sexuality education
and actual teaching approaches have changed considerably. That abstinence-
only education is becoming more common as a result of increased federal
funding for abstinence-only programs is undeniable, and despite the Family
Education Act pronouncement that family life education “not teach or promote
religion”, there is no question that some religions have been in the forefront of

promoting abstinence only education. Whereas only 2% of sex education
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classes in the US taught "abstinence only’ messages in 1988, 23% did so in
1999. These programs often exclude basic information related to puberty and
reproduction, in addition to providing little information on pregnancy and STD
prevention other than by abstinence. This approach has been promoted by the
federal government despite evidence to the contrary that abstinence only
programs show little success in delaying onset of sexual activity until marriage
but do contribute to inadequate preparation to avoid pregnancy and STDs when
they do become active. That rules and regulatibns are increasingly interfering
with what teachers think should be taught is apparent from data that 90% of
teachers believe that students should be taught about contraception but 25% are

barred by regulations from doing so.

Most of the trusted medical institutions in the US support comprehensive sex
education. This includes the American Medical Association, the American
Academy of Pediatrics, the American College of Obstetrics and Gynecology, the
American Public Health Association and the American Nurses Association.
Additionally, the majority of parents want their children to have comprehensive
sex education. | urge you as influential members of the Congress to make
decisions regarding sex education that are supported by the majority of

Americans and by knowledgeable, respected institutions.
Commitment to providing the best available screening

Cervical cancer is nearly entirely preventable because the cancer occurs on a
skin surface that is easily accessible for evaluation, risk of presence of the
precancer phase is detectable by the Pap test and by HPV testing and the
natural history of progression from precancer to cancer is one that is usually
quite long over many years to decades. That cervical cancer should be
preventable in most circumstances makes every cervical cancer even more
tragic. Only an all-out commitment by private and public payers to provide the
best screening available for all women can reduce the burden of this tragedy.
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Promoting access to the best cervical screening
The majority of cervical cancers continue to ocour in women receiving either no,
or inadequate, cervical screening. Therefore, education, outreach and access for
all women to equal protection from cervical cancer will provide the maximum
benefit in reduction of cervical cancer incidence and mortality. Cervical cancer
not infrequently strikes women of late child-bearing age, disrupting families and
society much more than many other cancers that '_occur with highest frequency in
the elderly. Wise investment by government in a program of cervical cancer
prevention is, therefore, both moraily right and economically sound. It is likely
that women fail to get adequate cervical screening as a result of a complex
milieu of cultural, societal and educational factors. A substantial commitment to
understanding the reasons-for failure to attend screening is necessary in order to
overcome these barriers.

Education about the necessity for the presence of HPV in the etiology of
cervical cancer and the commonness of this virus must be balanced with
reassurance that attendance at recommended screening provides protection
from serious outcome for most. Education must extend to the health care
provider as well, for outreach and recruitment to responsible preventative care is
doomed to failure without a well-informed and empathetic health services sector.
Education must include discussion of the sexually transmitted nature of HPV and
the relationship of true Pap test abnormalities with an STD, and must be done

without prejudice and with great care, compassion, and reassurance.

A More Efficient Screening System
When | last spoke to a Congressional Subcommittee on this subject |
emphasized a number of points that must occur before a more efficient
screening system would come to fruition. Many of the limitations to the system
that | spoke of then have subsequently been corrected by new national
screening and management guidelines issued by the American Cancer Society
(ACS), the American College of Obstetrics and Gynecology {ACOG), and the
American Society for Colposcopy and Cervical Pathology (ASCCP). These
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include the optimal age to begin screening, the optimal interval for screening,
provision of the best technologies for improved screening, and provision of the
most objective and efficient management of women with equivocal Paps.

1). Optimal age to begin screening: In order to provide the safest and yet
cost-efficient coverage, it was imperative to redirect a large concentration of our
cervical cancer screening resources to populations at greatest risk and least
likely to be traumatized unnecessarily by medical intervention. New national
guidelines accomplished this feat by recommending that cervical cytology
screening not begin until age 21 or within 3 years of first intercourse, whichever
comes first. These parameters replaced previous guidelines that called for first
Pap test at age 18, or at the time of first intercourse. This does not negate the
importance of continued medical interaction with young people who have begun
sexual activity but do not yet need cervical screening, for it remains very
important to test young sexually active women for other STDs and to provide
contraceptive services. However, as we learned more about the high-prevalence
of transient HPV infections in very young women and the long natural history
required for the development of serious cervical disease it became increasingly
clear that the previous recommendation to begin Pap screening no latter than
age 18 was inefficient and wasted resources better spent on cervical cancer
screening of older women at greater risk of having persistent precancer requiring
treatment.

(2). Optimal screening interval: Annual Pap tests have been the standard
in the US for over 50 years, this frequency driven by concerns over false-
negative Paps, medicolegal liability and the improbability of being able to
accurately predict which women are really low risk on the basis of mostly non-
verifiable sexual history factors. These concerns served as the major
impediment to implementation of prolonged screening intervals. However, the
advent of new technologies that improve the sensitivity and efficiency of
detection of cervical disease has fostered guidelines that promote longer
screening intervals on the basis of decreased risk for missed cervical precancer
and cancer. The new technologies of greatest benefit are liquid-based thin-layer
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cytology and HPYV testing. The 2002 American Cancer Society cervical screening
guidelines, in recognition of the improved sensitivity of liquid-based Paps,
recommended that women up to age 30 have cervical screening only every 2
years if liquid-based, in contrast to annually if a conventional dry Pap smear.
Decreasing the number of screens in a woman’s life is advantageous if the risk
of missing serious disease is not increased because it becomes less likely that
transient unimportant HPV changes will be detected. For women after the age of
30 the opportunity for extending screening intervals is given in both the ACS and
the ACOG guidelines, which recommend Pap testing every 2 to 3 years for
women of this age having 3 consecutive normal Paps, or every three years for
women having a single screen that was negative for high-risk HPV and normal
on a Pap. The age of 30 was selected as the beginning age for combined
screening with HPV testing and the Pap test because women over the age of 30
are less likely to have transient HPV and more at-risk for HPV-induced
precancer. The 3-year interval recommended by ACS, ACOG and the recently
published “interim guidance” on the use of this “super screen” was based on the
nearly 100% negative predictive value of combined testing for precancer and
cancer. Additionally, women negative for high-risk HPV are not at-risk for
cervical cancer over the next few years, providing a longer period of reassurance
than cytology alone. This extended period of protection is even more important
amongst women attending government-funded clinics, because regular
attendance for recommended cervical screening is often less guaranteed in this
setting. Investment in providing the best protection for women at all economic
levels is likely to provide substantial return.

These new technologies and guidelines on their use now provide the
opportunity to make a significant impact on both the loss of life and on the
inefficiency of the cervical cytology screening program if we have the will and the
foresight to integrate the best that these technologies provide. If we do not, the
present impasse in further reduction in cervical cancer may remain. Much not
only depends upon the willingness of third-party payers to cover appropriately
effective emerging technologies, but also upon a full understanding by clinicians
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Provision of Vaccines tor all Children

Cervical cancer will nearly be eliminated during the lifetime of many attending
this meeting. Its demise will come on the heels of the improvements in
screening and management we have discussed today, and on the availability in
the near future of vaccines against HPVs 16 and 18. If introduced worldwide,
vaccination against HPV 18 alone could prevent over 50% of the nearly one-
quarter million deaths that occur annually from cervical cancer. A quadravalent
vaccine including types 6, 11, 16 and 18 could theoretically prevent 90% of
genital warts and 75% of cervical cancers. The potential is not only in reduction
of morbidity from genital warts and cervical cancer, and mortality from the latter,
but in the possibility that physical, psychological, and financial costs associated
with screening, follow-up, and treatment should be significantly decreased. Two
different categories of vaccines are presently under development or testing:
prophylactic and therapeutic. Prophylactic vaccines are directed to preventing
infection from occurring, whereas therapeutic vaccines are designed to either
eliminate HPV infections in patients already infected with HPV, or to kill high-
grade precancer and invasive cancer cells. Prophylactic HPV vaccines will need
to be administered before infection in order to elicit neutralizing antibodies that
would either inhibit attachment or entry. Because HPV is easily and frequently
transmitted soon after sexual debut, the target population for prophylactic HPV
vaccination will necessarily be children that have not attained the age of sexual
maturity. Recent studies offer promise that prophylactic HPV vaccines against
these types may be 100% effective in preventing both infection with the types
included in the vaccine and the precancer that such types may induce.

Again, thank you for the opportunity to address these issues. The war against
HPV and cervical cancer will be won. All we have to do is hold the course steady
by appropriately educating our youth, providing the best protective cervical
screening available for all women, and providing HPV vaccines to all children
once these vaccines become available. | will be pleased to answer any questions
that you may have.
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Mr. SOUDER. Thank you.

Dr. Meeker.

Dr. MEEKER. Thank you.

My name is Meg Meeker, and I am a physician of child and ado-
lescent medicine. I have been practicing adolescent medicine in
Michigan for about 20 years. So I represent a population of pa-
tients very dear to my heart, that is the children in America.

I am grateful to have the opportunity to speak to you on behalf
of my own patients and the 35 million teenagers across the United
States. For about 20 years I have taken care of thousands of teens,
I have authored two books on teen health issues, and currently
speak across the country on teen health issues. I am a fellow of the
American Academy of Pediatrics and certified by the American
Board of Pediatrics.

Ladies and gentlemen, the epidemic of sexually transmitted dis-
eases among our youth in the United States today is sobering and
poorly recognized by the public at large. This year, in 2004, 10 mil-
lion teenagers and young adults under the age of 25 will contract
a new sexually transmitted disease. That translates into approxi-
mately 8,000 teenagers in the United States every day contracting
a new sexually transmitted disease. Human papillomavirus, as you
are hearing, outnumbers all other sexually transmitted infections
among our youth and costs our country billions of dollars yearly be-
cause it wreaks havoc in the genital tracks of, may I say it again,
teen girls and very young women.

We are here to discuss prevention of HPV infections and cervical
cancer. If I might for a moment, let me permit you behind closed
doors that physicians like myself see every single day. Fifteen
years ago I rarely saw abnormal Pap smears in young girls; 10
years I personally witnessed a dramatic rise in the frequency of ab-
normal Pap smears among my own patient population of young
teenage girls, many of those as young as 13; and 4 years ago I had
to break the news to one of my young patients, we will call her
Amy, just before her 14th birthday that, no, she didn’t have full-
blown cervical cancer, she had the milder form of severe dysplasia,
but needed cervical surgery nonetheless. She had her surgery, 3
months afterwards returned to my practice with signs of very seri-
ous depression. The morbidity, not just the mortality, but the mor-
bidity of this disease among young women is tremendous.

Cervical cancer is a young women’s disease and deserves our
strongest efforts at real and aggressive prevention, not just medical
management of the cure, that giving an increased number of Pap
smears to young girls will afford. That is very important, but that
is medical management of a disease, it is not a primary strategy
of prevention of the cervical cancer. So what can we do to truly pre-
vent human papillomavirus infections and cervical cancer in our
young women in America?

We could more aggressively train our children to use condoms
during sexual intercourse. There are, however, serious drawbacks
to this approach. The scientific data, and may I say from the Na-
tional Institutes of Health condom effectiveness report shows that
there is insufficient evidence of any risk reduction for sexual trans-
mission of human papillomavirus even with 100 percent condom
use, which I might add, among youth doesn’t happen. The primary
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reason for this, and no one has discussed this, is that HPV is not
transmitted like HIV, which is transmitted through bodily fluids;
it is transmitted from skin to skin. And even the best condom
available out there only covers a certain portion of the skin. So un-
less we make condoms a lot larger, it is very difficult, with
condoms alone, to prevent the transmission of the cervical cancer-
causing agent human papillomavirus.

Second, we could increase screening for cervical cancer. While in-
creased screening is very important, and I might add does not take
place in the most at-risk population, and that is children, whom I
represent, and I am one of the few pediatricians who does gyne-
cology in my practice, I might add, while that is very important,
it is a secondary, not a primary strategy for prevention of the dis-
ease. At the time of screening, many women may have already be-
come infected and show signs of dysplasia or even more advanced
cancer. Screening detects HPV infections, it does not prevent them
from occurring. The only way to prevent infections and subsequent
sequela in our young girls is to teach them the only way to avoid
infection, as Dr. Gerberding’s report shows from the CDC, is to ab-
stain from sexual activity during the teen years, the high-risk
years.

Distinguished Members of Congress, we are indeed living in
schizophrenic times. Every day our children are bombarded with
sexual messages from the entertainment industries and multi-
million dollar corporations aggressively marketing sex to them
from the age of about 8 years old on. I believe, personally, that
these messages have a profound effect on their sexual behavior.
Teens have begun sexual activity at younger and younger ages, and
have dramatically increased the number of sexual partners in re-
cent years. They come to their physician’s offices and then we, and
I speak for the thousands of doctors who, across the country, work
fervently to deflect the damage done to their young bodies, just to
their bodies from sexual activity. Daily we “mop up the messes,”
if you will, of too much sex too soon.

We have become overwhelmed and discouraged because the bot-
tom line is that sexual activity among our youth is out of control.
The best medical data on sexually transmitted infections in teens
teaches us that there is two successful ways to drive down the STD
epidemic of teens in our country: One, delay the onset of sexual
debut and two, drive down the numbers of sexual partners.

If we commit to help our young women accomplish these two
goals, then we offer the best medical care available to prevent cer-
vical cancer. We physicians cannot fight the uphill battle of rising
HPV infections in younger women and out-of-control teen sexual
activity alone; we need your help in sending clear and loud mes-
sages to our communities and to our youth that sexual activity in
teenagers, with or without condoms, is very high-risk behavior.

Thank you very much, Mr. Chairman.

[The prepared statement of Dr. Meeker follows:]
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As a pediatrician practicing child and adolescent medicine in a suburban
Michigan community, I am grateful to have the opportunity to speak to you on behaif of
my own patients and the millions of teens across the U.S. For twenty years, | have cared
for thousand of teens; I have authored two books on teen health issues and currently
speak across the country on teen health issues. I am a Fellow of the American Academy
of Pediatrics and certified by the American Board of Pediatrics.

Ladies and gentlemen, the epidemic of sexually transmitted diseases among our
youth in the U.S today is sobering and poorly recognized by the public at large. This
year, 10 million teens and young adults under age 25 will contract a new sexually
transmitted infection. Today, 8,000 children under the age of 18, will contract a new
STD. Human papillomavirus, as you are hearing, outnumbers all other sexually
transmitted infections among our youth and costs our country billions of dollars yearly
because it wreaks havoc in the genital tracts of teen girls and young women.

We are here to discuss prevention of HPV infections and cervical cancer. If I may,
permit me to show you what I (and many other physician colleagues with whom I have
collaborated) have seen change during the course of my short medical career.

Fifteen years ago, I rarely saw abnormal Pap smears in teen girls. Ten years ago, 1
personally witnessed a dramatic rise in the frequency of abnormal Pap smears among my
patient population of young teenage girls — some as young as thirteen. And four years
ago, I had to break the news to one of my young patients, Amy, just before her fourteenth
birthday that she had very serious dysplasia of her cervix and required surgery to remove
the precancerous tissue. She had her surgery and three months afterward, returned to me
with signs of very serious depression. Amy could have been my daughter, your
grandchild, or perhaps your niece. Cervical cancer is a young woman’s disease and
deserves our strongest efforts at real and aggressive prevention because it has devastating
effects on the physical and psychological health of our young girls.

So what can we do to prevent HPV infections and cervical cancer in our young
girls?

We could more aggressively train our children to use condoms during sexual
intercourse. There are, however, serious drawbacks to this approach. The scientific data
shows us that “there is insufficient evidence of any risk reduction for sexual transmission
of human papillomavirus infection even with 100% condom use” (1). The primary reason
for this is that HPV is transmitted from skin to skin contact and condoms cover only a
small portion of the skin.

Second, we could increase screening for cervical cancer. While better screening is
very important, it is a secondary, not primary strategy for cervical cancer prevention. At
the time of screening, many women may have already become infected and show signs of
dysplasia or even more advanced cancer. Screening detects HPV infections, but it does
not prevent them from occurring.
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The only way to prevent infections and subsequent sequelae in our young girls
and young women is to teach them that the only way to avoid infection, as Dr.
Gerberding’s report shows, is to abstain from sexual activity during the teen years.

Distinguished members of Congress, we are indeed living in schizophrenic times.
Every day, our children are bombarded with sexual messages from the entertainment
industries and from multimillion-dollar corporations aggressively marketing sex to them.
1 believe these messages have a profound effect on their sexual behavior, Teens have
begun sexual activity at younger and younger ages and have dramatically increased the
number of sexual partners in recent years. They come to their physician’s offices and
then we — and 1 speak for thousands of doctors across the country- work fervently to
deflect the damage done to their young bodies from sexual activity. Daily, we “mop up
the messes” of too much sexual activity, too soon. We have become overwhelmed and
discouraged because their sexual activity is out of control.

The best medical data on sexually transmitted infections in teens teaches us that
there are two ways to successfully drive down these infections in our youth: one- delay
the onset of sexual activity, and two- decrease the number of sexual partners (2). The
scientific evidence shows that if teens delay their sexual debut, statistically, the number
of lifetime sexual partners they have decreases. Thus, their exposure to sexually
transmitted infections like HPV goes down.

If we commit to help our young women accomplish these two goals, then we offer
the best medical care available to prevent cervical cancer. Ladies and gentlemen, we
physicians cannot fight the uphill battle of rising HPV infections and out of control teen
sexual activity alone. We need your help in sending clear and loud messages to our
communities and to our youth that sexual activity in teens- with or without condoms- is
very high-risk behavior.

1. Workshop Summary: Scientific Evidence on Condom Effectiveness for Sexually
Transmitted Disease (STD) Prevention. July 20, 2001. National Institute of
Allergy and Infectious Diseases, National Institutes of Health, Department of
Health and Human Services. Available at:
http.//www.niaid.nih. gov/dmid/stds/condomreport.pdf

2. Centers for Disease Control and Prevention. (1991, January4.) Premarital Sexual
Experience Among Adolescent Women- United States, 1970-1988. Morbidity and
Mortality Weekly Report, 39 (51), 929-932.

3. Institute of Medicine. (1997). The Hidden Epidemic — Confronting Sexually
Transmitted Disease (edited by Thomas R. Eng and William T. Butler).
Washington, DC: National Academy Press.
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Mr. SOUDER. Thank you.

Dr. Zenilman, you will be our cleanup hitter.
hDr. gENILMAN. With a name starting in Z, I am used to being at
the end.

Mr. SOUDER. I can imagine. Except for those rare days when they
reversed the order, those wonderful days.

Dr. ZENILMAN. Good afternoon. Thank you for having me. My
name is Jonathan Zenilman. I am professor of medicine at the
Johns Hopkins University School of Medicine and chief of infec-
tious diseases at Johns Hopkins Bayview Medical Center. My area
of research and clinical expertise for the past 18 years has been in
sexually transmitted infections. I am also the president of the
American STD Association, representing 450 academic and public
health researchers in this area; and also I am a practicing physi-
cian and take care of patients with reproductive tract infections at
the Baltimore City Health Department and in my own academic
practice at Bayview Medical Center.

More important, I am the proud father of three teenagers, one
of whom, Aliza Zenilman, with her friend, Mandy Millman, is here
with us today in the second row sitting behind me. I thank the
coanmittee for extending your warm welcome to her and her friend
today.

I address this committee as a private individual, a physician, as
a public health practitioner, and as a father who gives patients the
advice that I give my own children.

We are hearing and have heard today that HPV infection is al-
most always asymptomatic and is extremely common. I will there-
fore limit my comments to highlight issues which have not been al-
ready addressed by the previous witnesses.

Some strains, as you know, of HPV are associated with the devel-
opment of cancer. Recent studies we have performed in a Hopkins
suburban clinic in Baltimore, supported by the CDC Sentinel Sur-
veillance Grant previously mentioned, found that the proportion of
women infected with high-risk HPV types is 14 percent higher in
persons of color and persons with HIV or those at risk for other re-
productive tract infections. Extrapolating from these and other
data, I would estimate that approximately 1 in 6 to 7 individuals
sitting in this room is currently infected with a high-risk HPV type.
Let me say, however, and emphasize that Pap smears, which have
already been previously testified to as the major control strategy,
are actually a screening test for a cancer that is caused by a sexu-
ally transmitted viral infection.

In terms of primary prevention of HPV and other STDs, we try
to give our adolescents and young adults a moral compass that will
help them in making informed choices regarding their sexual
health. A British colleague of mine once said, “The most effective
contraceptive is ambition,” which requires us as a Nation to pro-
vide an environment of educational and economic opportunity, as
well as positive recreational outlets for our young people.

Effective prevention of risky sexual behavior and their con-
sequences, teenage pregnancy and sexually transmitted infections,
requires two critical components: one, accurate based science-based
information on reproductive health and prevention of infection and
pregnancy, and two, a social peer and family environment that pro-
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motes responsible decisionmaking, allowing teens to make an in-
formed choice. Unfortunately, many teenagers do not have both of
those criteria.

Delaying sexual intercourse is a public health message that I and
all reproductive health professionals support, in tandem with coun-
seling on responsible sexual behavior. An abstinence-only approach
which excludes safer sex messages and includes messages that em-
phasize intercourse only within the context of marriage, is there-
fore clearly out of touch with the realities and practices of the vast
majority of Americans. We are performing a disservice by focusing
only an abstinence-only approach.

Condoms are highly effective in preventing sexually transmitted
infections, including genital herpes and HIV infection. In the latter
case, condom use is life-saving. In communities where condom use
has been universally adopted and supported, dramatic and striking
decreases in overall STD and HIV infection rates have been ob-
served.

As a parent, I want public policies that are reality-based and pro-
vide the resources necessary for my children, along with my pa-
tients, to protect themselves. I want them to have access to medi-
cally accurate sexuality education. I want to see support for re-
search efforts to develop and make vaccines and other prevention
interventions.

Unfortunately, the debate on human sexuality, sexual behavior,
and STDs is all too often framed in an absolutist stark context in
which only simplistic solutions are framed to address inherently
complex behavioral and social questions. This is not a new phe-
nomenon. More than 60 years ago, Dr. Thomas Turner was a colo-
nel in the U.S. Army during World War II and was in charge of
venereal disease control effort for 14 million servicemen and
women. He was later to serve as dean of the Johns Hopkins Medi-
cal School and died in 2002 at the age of 100. I had the privilege
of getting to know Dr. Turner in the late years of his life.

As a sidebar, if you are a venereologist, you may live to be a long
age.

During World War II, Dr. Turner and the Army were faced with
the same dilemma we now see facing as this Nation develops poli-
cies and practices. As only he could, he described the difficulty in
providing expedient and simplistic approaches. “If a soldier re-
mained continent, he would not acquire venereal disease. Many did
remain continent, but no one in his right mind would expect this
of a high percentage of men in their most vigorous and disorga-
nized years. The first paradox, therefore, was preaching continence
as an official doctrine, while simultaneously providing instructions
and facilities for prevention of disease during and after sexual
intercourse. We were repeatedly impaled on the horns of this di-
lemma. Some worthy folk urged a firm stand on a high moral
plane; otherwise accused us of crass hypocrisy.”

Dr. Turner held steadfast in pursuing a pragmatic solution, and
I implore you to follow Dr. Turner’s lead in approaching today’s
STD problem. Thank you.

[The prepared statement of Dr. Zenilman follows:]
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Good morning, Mr. Chairman, members of the committee. My name is Jonathan
Zenilman. 1 am Professor of Medicine at The Johns Hopkins University School of
Medicine, and Chief of the Infectious Diseases Service at the Johns Hopkins
Bayview Medical Center. My area of research and clinical expertise for the past
18 years is in sexually transmitted infections. | am also the President of the
American STD Association, which represents 450 academic and public health
researchers in the area of sexually transmitted infections. | am also a practicing
physician, and take care of patients with reproductive tract infections at the
Baltimore City Health Department and in my own academic practice at Bayview
Medical Center.

More important, | am the proud father of three teenagers, one of whom, Aliza
Zenilman, is with us this morning. | thank Congressmen Cummings, Souder, and
the Committee for extending their warm welcome to her today.

| address this commitiee as a private individual, a physician, who counsels
patients and their partners about HPV and other sexually transmitted infections;
as a public health practitioner; and as a father who gives patients the advice that
| give my own children.

We are hearing today that HPV infection is almost always asymptomatic, and is
extremely common. In adolescents and young adults alone there are an
estimated 9-10 million persons with chronic infections and 4.6 million new cases
per year.

Some strains of HPV are associated with the development of cervical cancer.
HPV strains are classified by number. Strains 16, 18, 31, 45 and about a dozen
others are associated with cervical cancer-and are often called “high-risk types”.
Recent studies we have performed in a Hopkins suburban clinic Baltimore, the
proportion of women infected with high risk types of HPV is 14%, and it is higher
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in persons of color, in persons with HIV or those at risk for other reproductive
tract infections. In fact, extrapolating from the National and local data, | would
estimate that at least 1 in 6 adults in this hearing room are presently infected with
HPV, and 75-80% of persons will have been exposed and infected at some time
during their life. New data also suggests, that nearly 90% of persons infected
spontaneously clear (or self-cure) the virus.

Cervical cancer is the most important adverse outcome of HPV infection. Let me
emphasize that Pap smears are actually a screening test for a cancer that is
caused by a sexually transmitted viral infection. Since it takes an average of 10
years or more for cancer to develop, the Pap smear screening program, in
combination with recently implemented additional testing for the virus itself, is
extremely effective in preventing cancer. The implementation of Pap smear
screening has been a resounding public health victory, as evidenced by a
continual decrease in cervical cancer rates. The current most effective means of
preventing cervical cancer is to ensure that American women have universal
access to Pap smear screening and to the subsequent treatment of identified
cervical abnormalities.

Last year, researchers published resuits from a large clinical trial demonstrating
that a vaccine was highly effective in preventing infection with HPV-16, one of the
major viruses that cause cervical cancer. Trials are currently underway testing
the vaccine against the viruses many subtypes. Based on these very promising
data, we expect that a vaccine would be available for distribution to the general
public in about 5 years.

In terms of primary prevention of HPV and other sexually transmitted infections,
we try to give our adolescents and young adults a moral compass that will help
them in making informed decisions regarding their sexual health. A British
colleague of mine once said, "the most effective contraceptive is ambition,” which
requires us as a nation to provide an environment of educational and economic
opportunity, as well as positive recreational outlets for our young people”.

Effective prevention of risky sexual behavior and their consequences, teenage
pregnancy and sexually transmitted infections, requires 2 critical components:

e Accurate, science-based information on reproductive health and prevention
of infection and pregnancy.

s A social, peer and family environment that promotes responsible decision-
making, allowing teens to make an informed choice.

Despite progress in the past few years, the average age of first intercourse for
American teenagers is still a bit under 16, which means that half of American
teenagers are initiating sexual intercourse while still at a very young age. This is
the group at highest risk for sexually transmitted infections. Over 90% of
Americans have had sexual intercourse by the time they are 25.
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Delaying sexual intercourse is a public health message that | and all
reproductive health professionals support - in tandem with counseling on
responsible sexual behavior. An abstinence-only approach which excludes
safer sex messages, and includes messages that emphasize intercourse only
within the context of marriage is therefore clearly out of touch with the realities
and practices of the vast majority of Americans. We are performing a disservice
by focusing only on an abstinence-only approach. )

In order to reduce the burden of STDs, a clear, two-pronged approach is
required, and supported by over 60 years of public health experience and
research. First, abstinence is the best way to protect against human
papillomavirus (HPV) and other sexually transmitted diseases. The second is
that when you become sexually active, use effective contraception and
condoms.

Condoms are highly effective in preventing sexually transmitted infections,
including genital herpes and HIV infection. In the latter case, condom use is
lifesaving. In communities where condom use has been universally adopted
and supported, dramatic and striking decreases in overall STD and HIV infection
rates have been observed.

Current proposals to provide questionable warning labels and to undermine
public confidence in condoms will not reduce the number of persons engaging in
risky sexual behavior, and they will clearly not reduce the prevalence of HPV nor
of other sexually transmitted infections.

Much has been made of the recent NIH report on condom efficacy. That report
noted that “"the scientific evidence currently available is not sufficient to
recommend condoms as a primary prevention strategy for the prevention of
genital HPV infection.” However, this statement has been widely misinterpreted.
it does not say that condoms are ineffective, and in fact, there are promising data
to suggest that they are.

The same report noted that there is evidence that condom use may actually
reduce the risk of cervical cancer. Possible explanations for the protective effect
of condoms against cancer may be that condom use reduces the quantity of HPV
transmitted and the likelihood of re-exposure to HPV, as well as exposure to a
co-factor for cervical cancer, such as chlamydia or genital herpes, which have
been identified as potential co-factors for cervical cancer development.

As a parent, | want public policies that are reality-based and provide the
resources necessary for my children, along with my patients to protect
themselves. | want them to have access to medically accurate sexuality
education. | want to see support for research efforts to develop and make
vaccines and other prevention interventions.
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Unfortunately, the debate on human sexuality, sexual behavior and sexually
transmitted infections is all too often framed in an absolutist, stark context, in
which only simplistic solutions are framed to address inherently complex
behavioral and social questions. This is not a new phenomenon.

More than 60 years ago, Dr. Thomas Turner was a Colonel in the US Army
during World War 11, and was in charge of the venereal disease control effort for
14 million servicemen and women. He was to serve as the Dean of The Johns
Hopkins University School of Medicine in the 1950s and 1960s, and died in 2002
at the age of 100. | had the privilege of getting to know Dr. Turner in the late
years of his life. ‘

During World War I, Dr. Turner and the Army were faced with the same
dilemma we now seem faced with as the nation develops policies and practices
designed to prevent and control STDs. As only he could, he described the
difficulty in providing expedient and simplistic approaches in almost poetic terms.

| quote:

..If a soldier remained continent he would not acquire venereal disease; many
did remain continent, but no one in his right mind would expect this of a high
percentage of men in their most vigorous and disorganized years....

.....The first paradox, therefore, was preaching continence as an official doctrine
while simuitaneously providing instructions and facilities for prevention of disease
during and after sexual intercourse. We were repeatedly impaled on the homns of
this dilemma. Some worthy folk urged a firm stand on a high moral plane; others
accused us of crass hypocrisy....

Dr. Turner held steadfast in pursuing a pragmatic solution, and | implore you to
follow Dr Turner’s lead in approaching today’s STD problem.

Thank you for allowing me to testify today.
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Mr. SOUDER. One of the things I wanted to clear up at the begin-
ning, I understood from our earlier panel, and I thought I heard
at least alluded to by several of you, that up to 80 percent of Amer-
icans would get HPV sometime during their lifetime. Does every-
body agree with that?

[Panel members indicate in the affirmative.]

Mr. SOUDER. Then why I was confused, Dr. Cox, is you said we
shouldn’t be alarmists. Eighty percent is a pretty high number.

Dr. Cox. Well, I didn’t say that we shouldn’t be alarmed. What
I was saying is that we shouldn’t overstate the risk.

Mr. SOUDER. But 80 percent? So you are not talking about over-
stating the risk of people getting HPV.

Dr. Cox. Overstating the risk of what you get from HPV.

Mr. SOUDER. The cancer part.

Dr. Cox. Right. That is correct.

Mr. SOUDER. But not invasive procedures?

Dr. Cox. I think we all have the same goals, and I would agree
with Dr. Meeker here, that we all want to try to encourage young
people to delay intercourse as long as they possibly can, and give
them the health reasons for that. There is no question that is a
real positive. We all foster that. The only difference amongst the
four or five of us up at this table is the fact that some of us believe
that only abstinence should be taught in school, and that would
protect individuals from starting intercourse too early, and others
of us feel that you have to be more balanced.

Mr. SOUDER. I don’t believe that. I believe that is an inaccurate
statement, for the record. You have broader disagreements than
that, and I am going to explore some of those disagreements.

Dr. Cox. OK.

Mr. SOUDER. I agree that is one of the differences of opinions.

First, some have claimed that you can provide medically accurate
labels on condoms, and that this would discourage condom use. Do
you believe that condom use would be less if things were accurately
labeled?

Dr. Coburn, do you believe if we put a label on that gave accu-
rate information, which, by the way, could be argued by putting ac-
curate information as a doctor, any of you want to do this, we face
this problem. Let me ask a general labeling question. You were
both a doctor and a legislator, and on the Energy and Commerce
Health Committee. When we said that certain things that address
diseases or health problems, when they run advertising, they have
to have warnings on TV, and that they have to accurately address
what the product does, what was the discussion about let us don’t
accurately label versus they might not use that drug? How does
this process work, and how do we balance that as legislators? And
you both being a legislator and a doctor, could you talk about how
we sort this through? Does accurate labeling discourage usage?
And what if somebody could have used that medication, but we
said it might have side benefits, so they don’t use the medication?

Dr. CoBURN. Well, let me preface it first. Anybody that is going
to be sexually active in our society today who is going to be sexu-
ally active, ought to wear a condom. OK? Period. Because it will
reduce the risk. The difference is saying that we don’t want to tell
people the truth because if we give them too much information
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they might make a bad choice undermines the whole basis under
which we run our society. And if you carry that a little further, the
logical conclusion is that if you tell everybody to wear a condom
and don’t tell them anything, then why would they ever come get
a Pap smear, because a condom protects them? So you can’t be on
both sides of the logical argument.

The fact is we need as a policy, a national policy, that we ought
to be truthful about the risks of STDs. We shouldn’t be alarmists,
but we should be truthful, and we should trust our children to
make good choices, and we ought to have leadership. And what we
don’t have in this country today is leadership on this issue. You
have not heard the surgeon general talk about the No. 1 STD in
this country and the fact that it relates to at least 1.350 million
procedures every year, that it costs at least $3 billion, and that we
could make a difference on. And it is not about condoms or non-
condoms; it is not about abstinence versus non-abstinence. The fact
is that we ought to teach our kids to give them the best medical
advice, and then if they choose to not use that best medical advice,
if they use a device that will help lower their risk, then it ought
to be labeled accurately.

And I would take exception. I am head of the President’s Advi-
sory Commission on HIV/AIDS. We have not lowered HIV infection
in this country. We have as many or more new HIV infections in
this country as we had 10 years ago. We have failed miserably. We
have spent billions of dollars on this message. We have a higher
rate of STDs today than we have ever had; we have a higher rate
of HIV infection than we have had; we are spending more to treat.
So we have sent the message, and if we applied the same thing to
cigarette smokers, well, our society is going to smoke cigarettes and
we can’t change the culture, leadership is about changing the cul-
ture, because it will pay us big dividends both in health and social
and emotional aspects of how we interrelate to each other.

So I think we ought to see a label that is accurate. It shouldn’t
be inflammatory, it should just be scientifically accurate, and there
shouldn’t be anything wrong with it. But it ought to be accurate
not just about HPV, it ought to be accurate about chlamydia, be-
cause the studies on chlamydia aren’t very good, when we are
wanting to protect young women from chlamydia.

Mr. SOUDER. Is there anybody here who opposes more accurate
labeling on the condoms?

Dr. Cox. My basic concern about labeling the condom as not
being an adequate protection from HPV is just you have to cram
everything on a condom label in such a small area. I am very con-
cerned about the mixed messages that individuals might get be-
cause HPV sounds like HIV, like HSV, like HBV. All these other
STDs sound similar, so I am concerned that there might be de-
creased use on that basis. I would rather see a label that said
something like properly used condoms significantly protect against
some, but not all, STDs. I just get concerned about the message
when you try to put one single STD on there, and how it might be
mixed up with others.

Mr. SOUDER. Do you believe that other warnings that we have
on other medicines and medications also can discourage usage, and
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virloulgl) you favor not labeling them because people might not use
them?

Dr. Cox. Personally, I don’t quite make the connection between
those issues, but, yes, I know some people don’t take medicines be-
cause they worry about the warnings we put out on medicines.

Mr. SOUDER. So would you recommend we label them less accu-
rately?

Dr. Cox. No, I am not recommending that at all. I am just saying
thathI am concerned about the mixed messages individuals may get
not his.

Mr. SOUDER. But, see, the double standard, and this is what
bothers some of us. We are not arguing about whether we should
fund Pap smears, we are not arguing about whether we shouldn’t
do more treatment questions, look at at-risk populations. We have
a specific piece of legislation that says accurate labeling, and there
are several parts of this that we are going to pursue, but, first,
most of the Democratic Members who were here earlier seem to
support accurate labeling. Now, we can argue what is accurate, but
that in the accurate labeling problem here is why we should have
warnings. And as Dr. Coburn just mentioned the Surgeon General
not speaking about this, what some of us are wondering, and this
is our challenge, is are people not speaking up about this problem
because they have other agendas? Are they blocking warning labels
here, where we seem to be putting warning labels on all kinds of
things, because they have other agendas and they are uncomfort-
able with what seems to be the most effective things?

For example, we have heard multiple times, I know I have raised
other types of issues, but in smoking we don’t give Dr. Zenilman
used the word “inherently simplistic messages.” Our messages
against smoking are inherently simplistic, and the billboards that
we see up are very simplistic. Let me just say flat out the data
under “Just Say No” were more effective than they were when we
gave more inherently complicated messages. We can argue whether
there were other things going on, but the plain fact of the matter
is inherently simplistic messages move a certain percentage of the
population and that, in fact other patterns, also to take the quote
from Dr. Turner, at that time the military was also providing ciga-
rettes to people because they believed people couldn’t have their be-
havior changed.

In fact, behavior changed. And if there is something like high-
risk sexual behavior, that is causing the amount of problems that
we have in the United States, whether it is HPV, HIV and other
things, why wouldn’t our primary aggressive prevention strategy be
abstention. And then acknowledge, as Dr. Coburn just did, look, if
you are going to engage in high-risk behavior, make sure it is abso-
lutely clear that it is high-risk behavior, it shouldn’t be followed.
But if you do, here is what you have to do, and then if you have
dfne that high-risk behavior, we need to treat you and take care
of you.

I don’t understand where the resistance is to acknowledge that
it is aggressively high-risk behavior and needs to be reversed. I
don’t understand the resistance to this. To just say, oh, well, it is
happening; therefore, we have to not be aggressive in our response.
We are aggressive on date rape. It is happening all the time; it is



131

probably increasing. But we don’t not speak out against date rape.
We have sexual harassment as a huge problem in our society, pos-
sibly increasing, but we don’t not speak out against it because it
seems to be something many people do. I don’t understand the fa-
talism that I am hearing.

Dr. ZENILMAN. You asked, actually, quite a complex question, so
I will try to distill it down.

I don’t think we can compare date rape or sexual harassment to
consensual sexual intercourse between teenagers or young adults.

Mr. SOUDER. But the consequences of teen pregnancy, out of wed-
lock, not finishing school, teen suicides, lack of stability in mar-
riage over long-term, kids having multiple higher rates of different
problems, sexually transmitted diseases. How can you say that
there aren’t those extreme consequences to out-of-wedlock preg-
nancy in our society, and sexual activity, which is directly related
to that?

Dr. ZENILMAN. In reference to the specific, I think that is why
this is actually an inherently complex issue. First of all, in the
1940’s, the Army did not recognize that cigarettes were a problem.
The military and the VA have taken cigarettes out of at least on-
site consumption or purchase, which was actually a direct issue.

I would argue that this is a much more complex behavioral issue
than cigarette smoking. And, furthermore, I am in agreement with
you. I am in agreement with the other members of the panel that
our major objective should be to delay onset of sexual intercourse.
I think you have heard unanimity from all of the witnesses on this
specific issue.

Mr. SOUDER. That should be our primary prevention strategy?

Dr. ZENILMAN. I think that should be the major focus.

Mr. SOUDER. It should be the major focus, the primary preven-
tions strategy?

Dr. ZENILMAN. It should be the major goal in adolescent sexual
health. But on the other hand, and you may call it fatalistic, I may
call it realistic, recognizing that most people, the vast majority of
Americans are not going to follow that advice. So, therefore, in the
context of a public health reality, our objective is to minimize the
risk to individuals who are engaging in sexual behavior.

Now, I would also argue that I don’t like the context of inter-
course in teenagers having consensual intercourse or adults having
sexual intercourse is not the same as a date rape or sexual harass-
ment. The latter has a lot more of the consequences that you men-
tioned previously.

Mr. SOUDER. I don’t think this data backs that statement up. I
believe they are awful and I have worked with them, but you are
not going to argue here that out-of-wedlock pregnancy and related
things are less damaging overall to a life’s career than somebody
who has been sexually harassed, which, by the way, may also occur
in the teen pregnancy and the out-of-wedlock or non-married sex-
ual activity.

Dr. ZENILMAN. A consensual adult who is actually having sexual
relations and is properly informed will be contracepting.

Mr. SOUDER. This isn’t really a debate, and I am sorry I got us
off into that. We have a substantial disagreement.



132

Let me go next to the female physicians on our panel. Some have
downplayed the threat of HPV infection by suggesting routine tests
and, if necessary, treatment can prevent the development of cer-
vical cancer. Can you describe the treatment that a woman would
undergo for abnormal cell changes? Dr. Bush, maybe you can start
with this, because you referred to this high number. Is cervical can-
cer or HPV related dysplasia easily treated? And what are some of
the side effects of the treatment?

Dr. BUSH. Basically, we encourage women, once they have initi-
ated sexual activity, to begin getting routine annual Pap smears.
The reason we are screening is because HPV is the leading cause
of cervical cancer, and it can be detected with the Pap smear. So
as someone said, HPV causes cervical cancer and it is a prevent-
able disease.

When the women has an abnormal Pap smear, they can be grad-
ed into high grade or in low grade or atypia. When a low-grade
atypia is found, we may simply repeat the Pap smear because a
significant number will spontaneously, because of their immune
system, get rid of it. But with persistence, and that is the problem,
10 to 12 percent of people will have persistent infection and it will
not go away, and that is associated with the high incidence of cer-
vical cancer. If it is a high-grade lesion, which goes from moderate
to severe dysplasia to carcinoma incite two, they are more likely to
progress to cancer, and often it does not take 10 to 15 years. As
Dr. Coburn mentioned someone in his practice, I could mention
someone in my practice who actually initiated sex after age 16, and
at 19, very recently, I had to do a leap procedure because of persist-
ent infection.

What happens is we do a colposcopy, which takes a microscope,
looks at the cells, we biopsy and take a chunk of the tissue, send
it to the lab, let them tell us if the Pap smear was accurate or how
far it has; sometimes it is less, sometimes more. With persistent of
the infection confirmed by the biopsy results, then you have to re-
move those cells so that they do not progress. Removing means
cryosurgery to kill them, it means an electrical surgical loop proce-
dure to remove the cells, it may mean colonization, which is an out-
patient surgical procedure surgical procedure, and it does cause
pain; you have to give anesthesia, analgesia for the removal of that
tissue, it means that you put the lady at risk whether she becomes
pregnant, when she becomes pregnant in the future, not only the
risk of premature delivery, but also perhaps stenotic cervix, that
she would have to have cesarian section, that her cervix hadn’t
opened.

To make a long answer short, there is significant morbidity that
is associated with an abnormal Pap smear. Persistence of the infec-
tion does progress to cervical cancer, and we are talking about 10
to 12 percent of people that have persistence.

Mr. SOUDER. Dr. Meeker, the New York Times, you heard us
refer in the first panel when you were here, to this study that we
have been kicking around among the members, that a majority of
high school teens are virgins, according to the latest CDC data.
This is a reversal from a decade ago. As a pediatrician, do you
think abstinence is a realistic approach to trying to stop STDs
among kids?
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Dr. MEEKER. Well, I know it is, because I want to remind every-
body that the epidemic of diseases that we are seeing amongst our
youth now weren’t here 40, 50, 60, 70 years ago, even as recently
as 30 years ago. And I would ask have we fundamentally, as
human beings, changed? No. I mean, our physiology is the same.
What has changed is the direct marketing to our younger and
younger children sexually promiscuous advertisements and so on
and so forth.

What also has changed is the increase in the number of sexual
partners that teenagers have and the earlier onset of sexual activ-
ity, and that is what has increased the number of STDs. So chil-
dren, teenagers, the majority of teenagers will take their cues from
significant adults in their life. The Ad Health study shows that. If
it is communicated to teenagers, expectations about sexual activity
from an authority figure in their life, teenager or a parent, the ma-
jority of teenagers will follow that and they will abstain from sex-
ual activity.

I think there are some very significant and very serious mis-
understandings about abstinence-only education, if I might. There
is a sense that those promoting abstinence-only education are try-
ing to withhold information. That is absolutely not true. What we
are trying to do is just teach kids what the very real risks are to
condom use. No one in this panel would tell a kid not to use a
condom, and we are all willing to say that there is a role in condom
use, but our money needs to be and our efforts need to be in teach-
ing kids about abstinence. Everybody here is saying that we need
to communicate messages to our kids that will change their behav-
ior, so some say we need to encourage them to use condoms more
frequently and better, or our other alternative is to teach them not
to be sexually active. Either way, all of us are asking our kids to
change their behavior.

We know how well teaching teens about condoms has worked; we
have the data. And the data shows us that condom use has in-
creased; young kids will use condoms the first, second, third time,
but after that, as their age increases, condom use decreases. So we
know what the data shows, and that basically asking them to
change their behavior toward increased condom use has not
worked. And in the midst of increased condom use, the STD rates,
HPV too, have risen. So now I will say why not try the second ap-
proach? Why do we not then say what we need to do is put our
time and our energy and our money into programs that will teach
kids to delay the onset of sexual activity, which is abstinence?

Dr. Cox. Chairman Souder, I might add there is a study that
was just released this week out of England, where they went to a
full-blown condom message, and what they have is a disaster on
their hand as they go back and measure, in terms of increased teen
pregnancies, increased STDs, and increased onset of early sexual
debut. And what they are doing, the government in England now
is reassessing whether that program is right, because what they
did was actually increased sexual activity. And I am not saying
that all condom messages do that, and I would not say that, but
the British have decided that maybe they went down the road the
wrong way, because they actually have marked increases in all the
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bad outcomes associated with early sexual activity through a gov-
ernment that was designed to do just exactly the opposite of it.

Mr. SOUDER. Dr. Zenilman, because one of the things we are ar-
guing here are outcomes, and you did a study, you were the lead
author, in 1995. And if I can quote from this, I would like to hear
your comments on it. That 15 percent of the men who were always
condom users had incident sexually transmitted diseases, compared
with 15.3 percent of those who never used condoms, 23.5 percent
of the women who were always users in incident sexually transmit-
ted diseases, compared to 26.8 percent of never users. This study
did not determine if subjects were infected with HPV, it should be
pointed out.

In your study there was no significant statistical difference be-
tween men and women who always used condoms and those who
never used condoms. So how do you explain that study? I would be
interested.

Dr. ZENILMAN. Sure. I would be happy to. The title of the study
was the validity of self-reported condom use, and the question that
was asked was can we use sexually transmitted diseases as a bio-
logical marker of condom use. And there is subsequent data to sup-
port our hypothesis from other areas, that if you are actually ask-
ing somebody within a clinic environment, where the messages are
to use condoms all the time, and you are seeing them, that we un-
derstand that a certain proportion of people will over-estimate their
condom use. In a sense, there is an incentive to say that they use
when they did not. So the question in that study was actually not
on the efficacy of condom use, but, rather, do patients really tell
the truth about their condom use and are there ways that we can
develop methods from a behavioral standpoint or from a biological
measure to measure that more accurately. I stated actually in the
text of the discussion of that article that was really the specific ob-
jective of the study and what our hypothesis was.

Mr. SOUDER. So the fact that there were no significant difference
between usage of condoms and not, you assumed that your people
were lying.

Dr. ZENILMAN. That is correct.

Mr. SOUDER. How did you confirm that they were lying?

Dr. ZENILMAN. Well, embedded in this study there were a large
number of partnerships. We never had enough data to actually
publish this as a formal manuscript, but if we asked partners of
men who said that they used condoms, the men said they used
condoms 100 percent of the time. We had a certain number of fe-
male partners in that study and we actually looked at the same
question and how they responded to the question, and there was
no correlation.

Mr. SOUDER. How did you know they weren’t lying?

Dr. ZENILMAN. Somebody is.

Now, on a subsequent issue, actually, we do have some more re-
cen(‘c1 biological markers which we are analyzing from that same
study.

Mr. SOUDER. Because whenever you get into sexual activity ques-
tions, for example, some believe that the number of people who say
they are sexually active in certain periods of time in American his-
tory will be exaggerated; in other times, when there is a public
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message that stresses more abstinence, the number of people who
say they are abstaining is exaggerated. The problem with this is
to make claims based on data where you don’t know whether your
subjects are lying seems to be a rather tenuous proposition.

Dr. ZENILMAN. Well, with all due respect, sir, that actual paper
had been through several series of peer review by journals and had
been presented at a number of national meetings and has been
validated in subsequent studies. I would be happy to share that
with you.

Mr. SOUDER. I wasn’t even necessarily referring to your paper,
because if your assumption is correct that there is a certain per-
centage lying, if you agree that a certain percentage lie depending
on other variables in the society on whether they are abstaining or
not abstaining, this whole question of scientifically saying effective-
ness is in fact somewhat challengeable, to say the least, because
you can’t establish who is and who isn’t, and, therefore, the sci-
entific argument that it is effective is fairly shaky.

Dr. ZENILMAN. I think that was a specific objective of the NIH
committee which was mentioned. And as I am sure you are well
aware, there was a subsequent research meeting which actually es-
tablished a number of research priorities for the NIH and other
HHS agencies to investigate this specific issue. I mean, that is rec-
ognized as a research question.

Mr. SOUDER. Dr. Coburn, do you have any comments on this?

Dr. CoBURN. I would just say we are seeing the same thing in
HIV right now. There are studies out there where people say they
tell their partners but don’t; and then there are those that say they
always use condoms but don’t. So the data is skewed based on the
lack of truthfulness based on the question that is asked. There is
a prejudice when you ask the question, because right now, today,
in today’s climate, it is important for people who are HIV-infected
to always use a condom, it works 86 percent of the time. Well, if
they are not, but the standard in the society is to use it, you are
going to get an answer that they use it, even though what we know
when we have people actually inside the groups that are participat-
ing and actually participating in that behavior, what we see is a
very different story. And that is why we are seeing, in the gay com-
munity, a rise in new infections, because they are not using
condoms anymore, because we have done great research in terms
of the successful control of the disease for a great many people.

So I think all data is hard to get, and I think this study is impor-
tant in terms of telling us not about whether there is a comparison
of sexually transmitted diseases with condoms or without. It is im-
portant in terms of saying it is hard to get truthfulness in some
of this, and I think it is true.

I would also say Dr. Cox has been responsible, to a great extent,
for our change in how we handle cervical cancer, especially abnor-
mal Paps. This has changed over 5 to 6 years. We are not as ag-
gressive as we used to be because of some of the research that has
come on that, and I think that needs to be said, because that
knowledge of HPV in terms of low-risk, we aren’t as aggressive as
we were in the past, and we don’t have to be because of some of
the research that they have put forth.
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Mr. SOUDER. Well, we have had you here for a long time. Let me
finish this way. And we will go in reverse order, so you get the first
chance. Most of you have come as far as the others, but we will
have you start. And I will let you make any comments you want
after having heard what each of you said in this panel and what
you have heard at the hearing today.

Dr. Zenilman.

Dr. ZENILMAN. So it is a general open?

Mr. SOUDER. Yes. Open mic time.

Dr. ZENILMAN. Right. First of all, I want to thank you and the
committee for inviting us. I think really, from what I have heard,
there is less disagreement than actually may be innately obvious,
because I think the basic messages are there and I think we are
in agreement on. I think it is specifically how it is framed. And I
think if we could take a little bit of the acrimony out of this, we
may be able to be more able to craft a message which is consistent
with what everybody wants.

Mr. SOUDER. Thank you.

Dr. Meeker.

Dr. MEEKER. Thank you. I totally agree. I think that, obviously,
when you talk about sexual activity and sexual behavior, it is pret-
ty easy for me, because I am talking about kids, and everybody is
innately protective of kids, so I am very glad I am not an internist
and talking about sexual behavior of 25-year-old women. That is
your job. But I think that it is a very emotional topic and one of
the great difficulties for us, and I do agree that we are in much
more agreement than we believe, is that with the talk and the dis-
cussion about the very seriousness of HPV infections and cervical
cancer is completely shifting the way we need to approach and
rethink condom use.

Heretofore, I believe the general public has believed, and many
physicians like me have believed, that condoms are a panacea. And
the reason we thought that was pretty well founded, because
condoms do work better, to use non-medical language, with HIV
than they do with HPV. That is just the way it is. And we felt very
secure and safe in just teaching people just use condoms, use
condoms, different colors, different flavors, different whatever; any-
thing we needed to do. But this is a new day, and now it is time
to attend to the needs of our young women.

Cervical cancer is a young woman’s disease. I am a pediatrician
here talking about STDs. Isn’t that sad? And so we need to dra-
matically shift our paradigm in how we think and approach sexu-
ally transmitted diseases. And I don’t hate condoms, but I know
that I took an oath 20-some years ago to provide the best medical
care that I can to my patients, and as far as cervical cancer that
I see in my young women, it is unabashedly to teach them to delay
sexual activity as long as possible and to reduce the number of
partners; and that is where I will go down fighting for that in years
to come, because that is what the young girls in my practice need
to hear, and I think the medical community is agreed on that.

We need some serious Federal money and energy in that. We
have given it to the HIV/AIDS community, which is wonderful; we
are making great strides. Now it is time to turn to our young
women and say we will teach you very aggressively to hold off on
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sexual activity as long as possible. And we really need to be willing
to step forward into new territory in that way.

And I thank you for the opportunity to be here.

Mr. SOUDER. Thank you.

Dr. Cox, you have come the farthest.

Dr. Cox. And have to go back the farthest tonight, yes, and be
back in the clinic tomorrow morning.

I think in most ways we are in agreement. I think, as I said
when I started out this discussion earlier, we all agree that delay-
ing intercourse as long as possible is in everybody’s benefit, and
that is the primary message that should be taught in our sex edu-
cation classes. I feel very strongly, though, that we need com-
prehensive sex education that includes all the messages, including
those of how to best protect one’s self when you do become sexually
active; and that they need to be realistic messages. Young people
need to be taught that condoms are not 100 percent effective and
that they don’t work as well for HPV as they do for HIV. But I
think that to eliminate or at least diminish the potential of their
use would be quite detrimental and might increase the risk of HIV.

I disagree on one statement that was just made, that cervical
cancer is a young woman’s disease. Cervical cancer is really non-
existent, or almost so, below the age of 21. The serious statistics
in the last few years have not shown any cervical cancers per
100,000 women in women 21 or below, but 21 to 24 there is 1.7 per
100,000 women that get cervical cancer. And of course, the rates
go up and start to plateau off in the forties. I guess we can still
call that young women in the forties. But I would agree, though,
that the risk of getting cervical cancer is an issue that is increased
by having intercourse and getting exposed to high-risk HPV in very
young women and teens, and that is where the risk is; it is not that
there are great risks of cervical cancer then, but certainly that ex-
posure then puts them at greater risk than if they had gotten ex-
posed to the virus later in life. And we need to make sure that our
young women know that.

And if anybody wants to go to the briefing on HPV that I am
going to do right after this, I am certainly going to stress the issues
in terms of education of our children, that they can’t be totally pro-
tected by condoms against HPV, and that this virus is most risky
when they are at that age. We would like very much to get motiva-
tion to delay intercourse, but we also want to make sure that, as
we prepare our children to be adults, that they have at least the
tools, when they become adults, to protect themselves.

Mr. SOUDER. Can I ask you a technical question? Pardon my ig-
norance. Does the cervical cancer through HPV, does it incubate a
number of years? In other words, could you be exposed to it when
you are young and then have it show up?

Dr. Cox. Most HPV does, if it is going to express itself, goes
through some cellular expression within a couple of years of expo-
sure, but some perhaps may lay in what we call a non-express or
latent phase for a number of years and then immunity decreases.
And they haven’t cleared the virus, which most do, but if it goes
a number of years and they haven’t, it then may express itself. But
I think probably most get some expression early on. And when you
get a high-grade lesion in a young women, typically those high-
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grade pre-cancers will be present for many, many years before they
attain the capability of being invasive. So the reason that cervical
cytology has diminished the risk and the rate of cervical cancer so
dramatically is the capability of picking up those high-grade
changes before they become invasive cancer, and treating them.

Mr. SOUDER. If you have the pre-cancer lesions and so on, does
that make it more likely that you could be exposed from further
sexual activity with different partners later in your life? Is there
any kind of reoccurrence vulnerability that develops?

Dr. Cox. It is interesting. Most of the studies that have looked
at women as they age have shown that with increasing number of
partners, individuals appear to become immune to increasing num-
ber of types, so that getting exposed to HPV again, they may be-
come less likely to be HPV positive. Of course, increasing number
of partners also increases the risks that they may have a viral type
that isn’t cleared and may eventually get cervical cancer.

But I am not sure I totally answered your question.

Mr. SOUDER. I wouldn’t totally understand it if you totally an-
swered it anyway. I was just trying to get a basic understanding.
Thank you.

Dr. Bush.

Dr. BusH. I was just going to piggy-back on that response. The
Medical Institute for Sexual Health has published a monogram on
condoms, and in it it talks about the cumulative effect of repeated
infections, and that does put you at risk for cervical cancer.

What I was going to originally say was that I have been in wom-
en’s health for 35-plus years, and when I first started, principally
dealing with childbirth, when we talked about the use of condoms,
it was always derided as the least effective form of contraception.
And that is mostly what condoms were used for. And, of course,
100 percent effective was your hormonal contraceptives, and so
condoms were considered 85 percent effective for prevention of
pregnancy, and we considered that worthless.

It is interesting to me now we say condoms are 85 percent effec-
tive for prevention of HIV and we call it highly effective. So that
is kind of confusing. I don’t know if the 35 years made the dif-
ference or what, but that is interesting.

I also wanted to add that when a woman gets infected with HPV,
then the persistence of infection is the thing that gives her the in-
creased risk. We don’t know which woman is going to get rid of the
infection with her immune status and which one is going to persist.
So it is like when I am counseling a woman to use the best method
to prevent an infection, prevent an infection, then not knowing her
immune status, I am going to give her information that will put
her at the greatest health-promoting method, and that would be to
abstain from sex, to delay sex, to limit her partners, because I feel
like I am giving her the best recommendation, to modify her behav-
ior, that will promote the best for her long-term. I too am the moth-
er of children, and this is what I tell my kids, so I feel like it would
be unethical for me to tell my patients anything less than the best.

The YRBS study that was put out by the CDC showed that 50
percent of young people are now reporting that they are abstaining
from sex, so I feel like the best method to delay sexual activity is
having an effect. And I am encouraged by the fact that in the
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study, when they broke it out with ethnic minorities, the group
that showed the greatest progress toward abstinence, increasing
their rates of abstinence, were African-American youth. So I feel
like the message is being put out there, is being heard, and I would
like to see us put as much effort, as much money, as much re-
sources into promoting the method that will give you the best
health, that will be primary prevention, as opposed to a second tier,
which is the condom.

Mr. SOUDER. Thank you.

Dr. Coburn.

Dr. CoBURN. Well, thank you for having this hearing. I think it
is important. I still am skeptical that the FDA and the CDC will
come up to the bar that they need to. They have made statements;
it is my hope that they will do that.

I was just kind of wondering and thinking out loud what if every
one of our children aged 12 years and older was taught about HPV
and what the consequences would be. What would the behavior
change be if they were actually taught in school here is a virus,
here is how you get it, here is what is going to happen. I will tell
you what would happen: the vast majority of them would delay the
onset of sexual activity. And what we are talking about when we
talk about abstinence is a realistic look at what are the con-
sequences if you have a behavior other than that. And we are
afraid to tell our children the truth, as far as the Government is
concerned, and it is time that changed. Our children are worth
more than that. We ought to invest in them. We ought to trust
them that the majority of the time they are going to make good de-
cisions. They are not going to make bad decisions all the time. And
then we ought to support them at the time when they make a bad
decision.

The other thing is that Congress ought to continue to support
HPV vaccine research, but it needs to be a broad multivalent vac-
cine. Going after one or two types is halfway, and if we put money
into that instead of a good solution to it, a good secondary treat-
ment option rather than prevention, I think we will have failed. So
I think oversight in terms of what the CDC and the FDA are doing
in terms of vaccines are very important, because if we just go after
HPV-16, what we are going to see is the other viruses rise in
terms of prevalence, if we haven’t decreased the age of onset and
the number of partners.

So I thank you for holding this hearing. Prevention is the best
message for our youth, and the best message with that is knowl-
edge associated with sexually transmitted disease and an attitude
of abstinence. We use that method on every other area where they
are at risk; there is no reason that good leadership couldn’t use
that method on this.

Mr. SOUDER. Well, thank you very much. We will put your full
statements in the record. If you have anything else to add, we may
have da few written questions for you before we close the hearing
record.

With that, the subcommittee stands adjourned.

[Whereupon, at 2:43 p.m., the subcommittee was adjourned, to
reconvene at the call of the Chair.]

[Additional information submitted for the hearing record follows:]



140

Thank you for the opportunity to testify on the human papillomavirus (HPV) and
cervical cancer. My name is Dr. Richard Schlegel, and I am the Professor and Chair of
the Department of Pathology at the Georgetown University Medical Center.

Worldwide cervical cancer remains one of the primary causes of cancer deaths in
women, resulting in more than 250,000 deaths per year. Eighty percent of these deaths
occur in developing countries where screening and treatment are absent or seriously
deficient. It has been confirmed that cervical cancer derives from HPV infected cells. In
other words, HPV is a necessary precursor of cervical cancer. Presently, there are
methods available to generate a vaccine against this virus. In fact, I was involved in the
research that led to the first generation vaccine. However, the first generation vaccine
involves the production of virus-like particles (VLPs) and this method is very expensive
and the vaccine that is produced must be stored in a frozen state. This creates
tremendous hurdles to successful delivery of the vaccine to developing countries where
refrigeration is not always available.

[ have been working on the advancement of a new second-generation HPV
vaccine that has proven to be highly effective in animal trials. The vaccine can be
produced inexpensively in bacteria and is much simpler to purify than the prior
formulation. Moreover, the vaccine can be converted to a stable powder, which can be
shipped and stored at room temperature. Thus, the new HPV vaccine offers several
important advantages over the first generation vaccine, particularly with regard to
distributing this prophylactic vaccine to the developing world where it is critically

needed.
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The cost of the current vaccine is $100 per shot, and each patient needs a series of
3 shots to be effectively immunized. However, the second-generation vaccine would cost
much less, in the range of $10 per shot with a total cost of $30 per patient. The savings
realized in treatment alone would be enormous. Not to mention the savings that would
result from fewer women having to be treated for cervical cancer, It is my understanding
that in the U.S. about $6 billion per year is spent in detecting and treating cervical cancer.
Of course a dollar amount could never be put on the human suffering avoided and lives
saved as a result of this vaccine.

As members of the Subcommittee know, bringing a drug or vaccine to market
involves four phases: animal trials, phase 1-3 clinical trials, and commercial production
and distribution. On this second-generation vaccine, animal trials are complete and were
highly successful. Phase I trials are being funded through a Rapid Award from the
National Institutes of Health (NIH). Approximately twenty patients will be in this small
trial. The phase II trials would involve about 500 human patients and cost approximately
$1.5 million. Typically, this phase is funded by a pharmaceutical company which would
then move to commercial production. However, I have been told by a leading expert in
the field of vaccine development that pharmaceutical manufacturers have three criteria in
determining whether to fund phase two trials. They are:

1) The product is at least as effective as currently available products;

2) There is a clear advantage for the new product over those currently on the

market;

3) The product must earn $750 million profit beyond its production costs.
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While this vaccine clearly meets the first two criteria, the pharmaceutical industry
does not foresee earning $750 million beyond production costs for this vaccine. From a
societal view, this is myopic. A cost effective, stable HPV vaccine would save the lives
of nearly 250,000 women, which is priceless. On the financial side, however, the
elimination of cervical cancer by a vaccine would cut health care costs enormously and
yield a great benefit here and in developing countries.

I'believe very strongly in this vaccine and its potential. I come to you because [
hope you can help us find a way to overcome the lack of support for this new initiative.
Indeed, I think this vaccine brings to light a broader policy issue. There must be a way
that the government can intervene, as it has done in the case of so-called “orphan drugs”,
to insure that medications like this one are not stymied because the normal business
model does not fit. Too much is at stake not to tackle the challenge.

I appreciate very much your consideration of my testimony and may be contacted to
answer any questions you have regarding the research and progress on this second

generation vaccine.
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To Whom It May Concern:

Thank you for your service and commitment to improving women’s healthcare and
preventing the unnecessary spread of Cervical Caner and Human Papillomavirus. T hope
my personal testimony and experience will be of aid to you as you thoughtfully listen to
the advice of experts and deliberate their suggestions.

Iam a 21 year old college student. I attended Grayslake Community High School in IL,
the student population was about 1650, when I graduated. During my high school years I
was a varsity cheerleader, varsity tennis player and I dated the Homecoming King for two
years (I was the Prom Queen). I “hung-out” with students that were sexually active both
at early ages and with many different partners. Ihad friends that got pregnant as young
as fifteen, had abortions, and contracted various sexually transmitted diseases. I also had
a large number of close-friends that were and are virgins as I am.

I was the president of Students Against Destructive Decisions (SADD) for three years
and I was a teen trainer for the American Lung Cancer Association with the: Teens
Against Tobacco Usage (TATU) program. Just last fall I became certified by the state of
Virginia to teach abstinence education.

The message I have from suburbia Illinois is that the two things sexually active teens are
worried about are: 1) am I pregnant and 2) did I contract an STD. Condoms, until the
outbreak of HPV, generally protected them from both. Those that refrained from sexual
intercourse often did so because they did not want to risk either of those two concerns.
Yet, the safe sex message being taught in the public schools is that condoms protect, for
the most part, from both. When in reality condoms do not protect from HPV.

On the message of Safe Sex vs Abstinence: Teens are clearly told regardless of rhetoric
that they will eventually have sex outside of a monogamous relationship and that when
they engage in sexual behavior to do it safely (ie use a condom). The truth, according to
your third panel, is that there can be “safe sex™ from HIV and gonorrhea when wearing a
condom but that there is no safe sex from HPV. That message is not given to the general
public. Abstinence Education as Dr. Weldon mentioned, often has less results if it is not
an ongoing education. Also, as mentioned by panelist Dr. Meeker, the minimum goal
should be—abstinence while the girls are young because HPV is more easily contracted
while the female body is still developing.

Although, I am a virgin and will be one until T am married, I do not expect that everyone
or even most people will make the same personal decision. However, when helping
young people decide their position, especially, those educated by our collectively funded
public schools; it is robbery to not fully teach them about the dangers and realities of
HPV.

Advice
1. Label condoms correctly and focusing funds on HPV education and PAP procedures.
If you recall, the second concern of those sexually active is: contracting a STD. Thus,



144

educating them on HPV might cause young people to refrain from sexual activity
(which would buy time to develop cures).
The concern that abstinence education does not work is fool-hearted because it has
not been tried. It is impossible to measure the effectiveness of a program of this
nature if there is not a clear message, hope for success, and clear expectations
communicated for years. Currently, teens are told by the actions of society,
particularly the government and some community leaders that they will be
promiscuous, the question is just when. Why, when teen are expected to engage in
sexual relations, should they not do what is expected of them? They have no standard
to live up to. Nothing to strive for.
. For what it is worth, I would request serious consideration of a clear message about
the truths of HPV and let young people conclude as they will. Precautionary
messages will help bring about prevention, not absolutely but in a much larger
number than communicating constant doom.

Thank you for your time, service, and consideration,

Jane A. Grisham
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Testimony of
Senator Connie Lawson, Indiana General Assembly
For Women In Government

Before the House Subcommittee on
Criminal Justice, Drug Policy and Human Resources
United States House of Representatives
Washington, DC

February 5, 2004
Mr. Chairman and Members of the Subcommittee,

My name is Connie Lawson and I am a second-term State Senator from Indiana. Iam pleased to
offer this testimony today on behalf of Women In Government. Women In Government is a bi-
partisan, non-profit, educational association of elected and appointed women in state
government. I currently serve on our Board of Directors and am also on our organization’s
Cervical Cancer Task Force.

Given that cervical cancer is one of the most preventable types of cancer due to early detection
techniques, no American women should die of this disease. Thus, Women In Government has
chosen eliminating cervical cancer over the next ten years as one of our organization’s top
priorities. In 2003, we formed a Cervical Cancer Task Force to address this issue and in January
2004, we launched a new campaign called the “Challenge to Eliminate Cervical Cancer.” The
campaign challenges state legislatures across the country to pass our members’ bills and
resolutions calling for improved public education about cervical cancer and HPV and broadened
access to the most advanced screening tests — regardless of women’s socioeconomic status.
Already, members of our organization have introduced or plan to introduce legislation or
resolutions in approximately 10 states.

My testimony today addresses the subject of HPV, which studies show is the cause of virtually
all cervical cancers, and the important role that HPV testing in cervical cancer screening can play
in helping to eliminate this deadly disease.

It is important to note that cervical cancer rates have decreased significantly over the last 60
years, due to widespread screening using the traditional Pap smear. However, according to the
American Cancer Society, over 10,500 women will be diagnosed with and approximately 3,900
women will die of cervical cancer this year. This cancer, however, is nearly 100 percent
preventable. It is a slow-developing disease that can usually be treated before abnormal cells
develop into cancer. So, why are thousands of women still dying? Two key barriers have
blocked our way.

First, cervical cancer disproportionately affects minority women and those with lower incomes,
because they are less likely to have access to routine screening. Hispanic women, for example,
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are twice as likely to be diagnosed with cervical cancer as Caucasian women. Approximately
half of all cervical cancer cases are in women who have never been screened, and 10 percent are
in women who haven’t been screened in the last five years. Thus, despite the high level of
preventive care offered in this country, we must do more to extend life-saving technology to all
age-appropriate women.

Second, in women who are screened periodically, studies show that the Pap smear’s ability to
identify women with cervical cancer or its early signs ranges between only 51 percent and 85
percent. Now, however, research shows that a test for HPV is much more effective at identifying
women needing early intervention to stop the disease. A recent study of over 11,000 women
showed that its sensitivity was over 97 percent. The test is now approved by the U.S. Food and
Drug Administration for women 30 and older, for use along with the Pap smear, and is
recognized in the screening guidelines of several leading medical groups. These organizations
include the American College of Obstetricians and Gynecologists, the American Cancer Society
and the Association of Reproductive Health Professionals.

But having advanced technology is only the first step toward eliminating cervical cancer. Every
woman ~ no matter what her socioeconomic status -- must be informed about and have access to
routine cervical cancer screening using the most up-to-date techniques. Education about cervical
cancer and HPV is especially important because the more women know about their healthcare
and the tests available to them, and what results of those tests mean, the more empowered they
can be to take an active role in ensuring their own good health.

To help accomplish these objectives, and as part of Women In Government’s “Challenge to
Eliminate Cervical Cancer campaign,” I have recently introduced a resolution in Indiana. The
resolution calls on our legislative council to direct the appropriate committee to review the data
regarding cervical cancer and HPV and evaluate current methods of public education and access
to regular cervical cancer screening and options for increasing screening accuracy.

I look forward to working with my colleagues in the Indiana legislature to pass this resolution
and then helping Women In Government benefit from my experience so that they too can
advance this issue throughout the states.

While Women In Government members are tackling this important issue in our own states, I
urge the Congress to similarly take action on improving cervical cancer education and screening
programs at the federal level. I appeal to the Congress to make better screening tests available to
all women — including underserved women.

Only by working on this issue at both the state and federal levels can we reach the attainable goal
of finally eliminating the threat of cervical cancer for the women of America.

Thank you for the opportunity to provide this testimony.
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Testimony of
Walter Kinney, M.D.

Before the House Subcommittee on
Criminal Justice, Drug Policy and Human Resources
United States House of Representatives
Washington, DC

March 11, 2004
Mr. Chairman and Members of the Subcommittee,

Thank you for the opportunity to explain the important and growing role of testing
women for human papillomavirus (HPV) in cervical cancer screening programs in the
United States.

My name is Dr. Walter Kinney. I am a gynecologic oncologist, which means that I am
responsible for the care of women with genital cancers, including cervical cancer. I am an
Associate Clinical Professor of Obstetrics and Gynecology at the University of California
at Davis, and [ practice in Sacramento at the Kaiser Permanente facility here. My
testimony today reflects my own opinions (rather than those of my employer) which were
formed from my experience in my current position as well as from years of clinical
research in the area of cervical cancer. [ have authored or co-authored 20 studies
published in peer-reviewed medical journals on cervical cancer, HPV and HPV testing,
and have helped to develop the categories in the current Bethesda system, by which Pap
smears are diagnosed. [ have also participated in the development of the current
guidelines for cervical cancer prevention from the American Cancer Society, and the
American Society of Colpcoscopy and Cervical Pathology. I am presently in the process
of developing a set of standards for response to abnormal Pap smears at the request of the
American College of Obstetrics and Gynecology.

There is now consensus in the medical community that infection with “high risk” types of
human papillomavirus (HPV) must be present for a woman to develop cervical cancer.
Research shows that determining a woman’s HPV status helps identify her risk of having
or developing cervical cancer or precancer — thus allowing her to either be monitored
closely and treated early, or to safely avoid frequent, repeat examinations. In contrast, if
we rely on Pap smears alone, even frequent testing is associated with a significant
potential for false negative results — thus raising the possibility that cervical disease will
develop undetected into invasive cancer. I believe the ability to accurately assess this
risk can significantly help to improve the effectiveness and efficiency of cervical cancer
screening programs in the U.S.

As you may well be aware, HPV is a highly prevalent virus: The cumulative lifetime risk
of having ever carried HPV is 80-90 percent for adults who have been sexually active.
HPYV can be present in some people’s mouths or under their fingernails. Carriage
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therefore does not require sexual intercourse. For the vast majority of women HPV is
suppressed by the immune system without their awareness and without ever causing them
any harm. As a consequence it is not a “disease”, in that the vast majority of women who
carry it are not adversely affected by it in any way. Transient carriage of HPV is normal,
and should be not be stigmatized. It does not mean infidelity or promiscuity, nor should it
be associated with gonorrhea or syphilis in the minds of patients. Stigmatizing HPV
erroneously in this fashion means that women will not want to be tested, and that we are
at risk of losing the potential benefit of better cervical cancer prevention that HPV testing
can provide.

HPV does not directly lead to cancer. Rather, long term carriage of HPV enables
abnormal cervical cells to reproduce unchecked by the body’s natural defenses —
sometimes leading to cervical disease or cancer. Most women will suppress HPV before
significant cell changes occur. Only persistent carriage of HPV — usually lasting more
than decade — can lead to cervical cancer.

The traditional method of cervical cancer prevention has been the annual Pap smear. In
this test, cells are scraped from the cervix and then examined under a microscope. The
Pap smear has several flaws. First, it is not a “sensitive” test, which means it often fails
to identify women who have early signs of cervical disease. An evaluation in 1999 by
the Agency for Health Care Policy and Research found that, on average, Pap testing is
only 51 percent accurate at identifying women with moderate or high-grade cervical
lesions. A Kaiser Permanente study published in the journal Cancer in 2000 showed that
28 percent of women diagnosed with invasive cervical cancer had had only normal Pap
results in the preceding 3 years. The American Cancer Society reports that 40 percent of
women with cervical cancer had normal Pap results within the previous five years.
Newer “liquid-based” Pap tests — which flush cervical cells clear of debris so they can be
viewed more clearly on the slide - have been shown to increase the sensitivity of the Pap.
However, the fact remains that that Pap is a subjective test, dependent upon individual
interpretation and judgment, regardless of how the slide is prepared.

Another problem with Pap smears is that they often produce ambiguous results. Five to
seven percent of the 50 million Pap smears performed in the U.S. each year produce
inconclusive results known as ASC-US (atypical squamous cells of undetermined
significance). Few of these women actually have cellular changes that require treatment,
yet most have traditionally undergone unnecessary additional testing and procedures,
which can be anxiety-producing, uncomfortable and inconvenient for women, while also
increasing healthcare costs. Finally, adding to the uncertainty around Pap smears, their
results are difficult to reproduce, because different individuals may interpret the same
slide differently. In a major study by the National Cancer Institute (NCI), fewer than 50
percent of high-grade precancerous lesions diagnosed by Pap smear at referring
universities had the diagnosis confirmed upon later review.

In contrast, studies show that HPV testing has a higher sensitivity than the Pap smear for
identifying women with early signs of cervical disease or cancer, which translates into a
higher negative predictive value (the ability to rule out discase). A study of over 11,000
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women published recently in the leading medical journal, The Lancet, showed that the
sensitivity for HPV testing was 97.1 percent, compared to 76.6 percent for the Pap test.
Additionally, studies show that the negative predictive value of HPV testing in
conjunction with a Pap smear in women aged 30 and over ranges between 99.93 percent
and 100.0 percent for high-grade cervical disease or cancer — higher than the Pap alone.

So what does all of this mean? Because of its high sensitivity and negative predictive
value, HPV testing adds more certainty to cervical cancer screening. HPV testing already
is the standard of care for follow-up evalnation of women with ASC-US Pap results,
having been shown conclusively to offer a better assessment than repeating the Pap or
performing a more invasive procedure called colposcopy. This approach has been
validated by a major NCI study and confirmed in consensus guidelines published in the
Journal of the American Medical Association in 2002,

Recently, in 2003, the U.S. Food and Drug Administration also approved the Hybrid
Capture II high-risk HPV DNA test for routine screening in conjunction with a Pap smear
for women aged 30 and older. Studies suggest that women who test negative on both the
HPV and Pap tests can be very reassured that they are not at current risk, and can be
safely screened less frequently than those who are HPV positive. In fact, one round of
negative HPV and normal Pap test results can provide reassurance equal to or better than
three normal consecutive annual Paps. Additionally, research shows that using HPV
testing in such a manner can save more lives and reduce healthcare costs to a greater
degree than traditional Pap smear-only programs.

Thus, the American College of Obstetricians and Gynecologists (ACOG) and the
American Cancer Society (ACS) have recently updated their screening guidelines to
include HPV testing in combination with a Pap smear every three years for women aged
30 and over. Both groups offered this as a viable alternative to more frequent testing
using just the Pap.

Use of HPV testing in routine cervical cancer screening is increasing and numerous
insurance companies already reimburse for it. In January of this year, Kaiser
Permanente’s Northern California region announced that it would offer and recommend
HPV testing in addition to a Pap smear to all women 30 and over. Under this protocol,
those women who opt for HPV testing along with their Pap smear will still have routine
gynecologic exams. However, if their HPV and Pap tests are both normal, they will not
be re-screened for another three years ~ in accordance with the ACOG and ACS
guidelines. Women who are positive for HPV but have normal Pap results will be re-
screened every year, also in accordance with the new guidelines. Those who are HPV
positive and have abnormal Pap results will be referred to colposcopy. The goal is to
provide screening with the best tests, by focusing resources on the women who truly need
them.

For a program such as this to succeed, I believe that education of clinicians and women is
essential. Physicians must understand how to factor a woman’s HPV status into their
screening recommendations. They must also know how to sensitively communicate



150

information about HPV and a woman’s HPV test results in order to reduce anxiety.
Conversely, women must understand that less-frequent screening does not mean that
annual gynecologic examinations no longer are needed. Additionally, women must
understand the meaning of an HPV test result so that this information can be empowering
rather than anxiety-provoking.

In summary, with proper education of healthcare professionals and women, I believe that
HPV testing offers tremendous opportunities to improve cervical cancer screening for
American women, while reducing healthcare costs by enabling resources to be focused
on those women who need them most.

Thank you for the opportunity to comment on this matter.

Walter Kinney M.D.
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Testimony of Christine Baze Guay

House Subcommittee on Criminal Justice, Drug Policy and Human Resources
U.S. House of Representatives
Washington, DC
March 11, 2004

To the Chairman and Members of the Subcommittee:

I would like to thank the subcommitiee for the opportunity to provide written testimony
about a topic that is so personal and important to me. As a cervical cancer survivor, I
believe I can share some insight into the devastation that diagnosis and treatment of this
disease can bring to an individual's life.

My name is Christine Baze Guay. Iam a 35-year-old musician living outside of Boston.
When I was diagnosed with cervical cancer in April of 2000, I knew very little about the
disease or about HPV, the virus that causes it. Now I know this is a cancer that can be
prevented and I have chosen to use my voice and my experience to help other women
avoid it. As you evaluate the issue of HPV, I urge you to consider that, for a woman,
understanding HPV, knowing her HPV status and not being embarrassed to talk about it
with her doctor, can help ensure that she never goes through what I went through.

My story begins with music. I started playing the piano at age four and never stopped. A
classical pianist for 20 years, my identity was wrapped in the music I performed. It
allowed me to have a voice, share emotion, and connect with people — it was what made
me feel like myself. It wasn't until grad school that I considered singing and playing the
piano together, and it wasn't until years later that I would discover the joy of writing my
own material. The evolution was magical. Before I knew it, [ had my own band, steady
gigs, a large following, and was said to be "the next big thing that comes out of Boston.”

But all that changed when I woke up one day in January of 2000 and saw blood. Lots of
it. I called my gynecologist, he said not to worry, that women spot between cycles. I
said I've never spotted, and this was a LOT of blood. Once in the office, I was assured
that I was "stressed" and that nothing was wrong. I was to return in two months for my
annual exam, and not worry about it. So Idid just that. I went on playing my music and
dreaming of being a rock star.

Then [ went in for my annual exam in March, and my pap test came back abnormal. 1
had never had an abnormal pap, and I had been going for my annual tests faithfully since
1 was 18 years old, so I was confused and concerned. Ireturned to the office for a
colposcopy, and my doctor explained that he was seeing dysplasia - cell changes - and
that they would need to be removed. He took a biopsy and told me about a procedure
called “LEEP.” He asked me to come back in a week to review the results of the biopsy
and schedule the procedure. When I asked him what this all meant, he explained that, if
left untreated, the dysplastic cells could turn into cancer of the cervix. I said "cancer?”
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He then assured me that I did not have cancer, that [ had normal paps every year
(including the year before), that this type of cancer is slow growing, but that we needed to
get the cells out of my body before they did turn cancerous.

The day of my follow-up appointment I got a phone call at 8:15AM. It was a woman
confirming an appointment I did not have with a doctor I did not know. When I
questioned her, she said my gynecologist had set it up for me and asked me if I had
spoken to him. Isaid I had not, but was scheduled to meet with him later that moming to
review the results of my colposcopy. I asked her if she was calling about my LEEP
procedure. When she hesitated, 1 insisted on knowing who this doctor was and what this
appointment was for. She finally said, "I'm so sorry Christine. Dr. Duskaisa
gynecologic oncologist and 1 am calling from the North Shore Cancer Center."”

I looked at my husband and said "I have cancer.”

It's weird how life can change dramatically in one moment in time. That phone call was
my moment, and from that came a whirlwind of terror and sadness that is hard to put into
words. 1 was diagnosed with invasive cervical cancer with extensive lymphatic invasion.
Ten days after my diagnosis I had a radical hysterectorny. A month after that I had
another surgery move my ovaries out of the radiation "frying zone." A week after that I
started five weeks of daily pelvic radiation, concurrent with four rounds of chemotherapy,
followed by three rounds of internal radiation. At 31 years old, I was physically depleted
and emotionally devastated.

Most people are aware of the physical impact cancer and treatment can have on a person
— it becomes apparent to everyone around you. What is less obvious is the emotional
impact. After my treatment ended, the depression that followed was stifling. I felt like I
had no idea of who I was, what was to become of me, my life, or what was I supposed to
do.

1 finally realized that | was indeed depressed, and I needed to attack the depression the
same way I attacked the cancer. 1 started taking an anti-depressant, went to individual
therapy, joined a cancer group and then a "young” cancer group. Istarted doing yoga,
reiki, and acupuncture. We bought a house and I painted every inch. We got a puppy
and she became my lifeline. Eventually it worked. I felt like I was getting my life back.
But the music was nowhere to be found. It had stopped the day I was diagnosed, and I
had yet to find the passion again. The one thing that always made me feel like me was
gone — and I didn't think I was going to get it back.

Then I saw the movie "Harold and Maude,” and became completely inspired by Maude's
enthusiasm for life and every experience that comes with it. The soundtrack by Cat
Stevens rang in my head, and when I heard the song, "Trouble," something clicked and I
realized it was the song of the last year and a half of my life. Iran to my piano and
started playing and singing that song. I feltit. Icried. It was the day the music returned
to my life.
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Now I am almost four years in remission, and I have decided to use my voice, my music,
and my story to help educate other women about cervical cancer and what can be done to
prevent it. I started a non-profit organization called popsmear.org and I organize benefit
concerts around the country to raise awareness and money for the fight against cervical
cancer. As a survivor, I do not want anyone to have to endure what I had to. And they
don't have to.

My cancer was undetected for years. The standard pap test has a very high false negative
rate, and women can be told they are "normal” when they are not. Despite my yearly
visits, it wasn't until my doctor's office started using more modem technology (a liquid-
based pap test), that my cancer was found. In addition, we know now the cause of
cervical cancer — HPV — and there is an FDA-approved test that can determine who is at
increased risk. All women need to understand the role of HPV and that cervical cancer
IS preventable. It is crucial for women to have the information necessary to advocate for
themselves, and that all women have access to these technologies that can save lives.
Women also need the ability to talk about HPV with their doctor without feeling self-
conscious or judged.

1 am the lucky one — I did not lose my life to this disease. But, I can never have children.
My digestive system and vagina are continuously reacting and changing as a result of
radiation damage. I also live with the fear that it will return, and that I will not be so
lucky. Cancer has changed my life dramatically. However, I am choosing to do
something about it and advocate on behalf of all women. I'm just a musician, but 1
believe that [ can make a difference. [ believe that cervical cancer can be eliminated if
people are educated about HPV and have access to the latest technologies. Thisis a
cancer that we have the answer to - we need to use it.

1 thank you for this opportunity and your consideration on this issue.
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ACOGS t to the C ittee on Government Reform
Subcommittee on Criminal Justice, Drag Policy and Human Resources

Prevention of the Human Papillomaviras and Cervical Cancer
United States House of Representatives

March 11, 2004

The American College of Obstetricians and Gynecologists (ACOG), on behalf of its 46,000 partners in
women’s health care, is pleased to offer this statement to the House Committee on Government Reform,
Subconmittee on Criminal Justice, Drug Policy and Human Resources. We thank Chairman Souder,
Ranking Member Cummings, and the entire subcommittee for their leadership to address prevention efforts
to reduce the incidence of cervical cancer.

ACOG Fellows care for and treat wornen of all ages. We believe that improving women’s health is a vital
investment, and that a strong commitment to preventive health care helps preserve the reproductive health
and lives of all women.

As physicians dedicated to improving women’s health care, ACOG is committed to decreasing the rate of
cervical cancer and preventing those Human Papillomavirus (HPV) infections that lead to it. We believe
Congress” highest priority in reaching this goal should be to expand underserved women’s access to Pap test
examinations. Although Pap testing does not lower the incidence of the genital HPV infection, it detects
cellular changes caused by the virus, changes which can then be treated, when necessary, before they
progress to cervical cancer.

What is HPV?

HPV is the name of a group of viruses with more than 100 different strains, of which approximately 30 are
sexually transmitted. Only a small fraction of women with HPV are at high risk for cervical cancer. Certain
types of HPV cause warts on the hands or feet, while some genital strains cause visible genital warts. Only a
small number of strains, which do not leave warts, eventually lead to cervical cancer.

THE AMERICAN COLLEGE OF OBSTETRICIANS AND GYNECOLOGISTS e WOMEN'S HEALTH CARE PHYSICIANS
409 12™ STREET SW WASHINGTON DC 20024-2188
MAILING ADDRESS: PO BOX 96920 WASHINGTON DC 20090-6920
Phone: 202/638-5577
Internet: http://www.acog.org
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Timely Screening is Critical

Cervical cancer is treatable and curable with regular exams. The cervicovaginal smear, or Pap test, is one of the
few tests available that detects the presence of a premalignant lesion allowing for the prevention of cancer, and its
success rate in reducing deaths from cervical cancer is proven. According to statistics, the availability and use of
the Pap test reduced deaths from cervical cancer by over 60 percent between the years 1950 to 1980. The
American Cancer Society estimates that in 2004, about 10,520 cases of invasive cervical cancer will be diagnosed
in the United States, and about 3,900 women will die from the disease.

1t is most important to note that, according to the National Cancer Institute, about half of women with
newly diagnosed cervical cancer have never had a Pap test, and another 10 percent have not had a test
in the past five years. This makes increasing access to Pap testing among underserved women a high
priority.

Access to Screening

Despite improved screening rates due to the federally funded National Breast and Cervical Cancer Early Detection
Program (NBCCEDP), access to care is still problematic for some women; race, educational level, and age tend to
predict access. African-American women have higher death rates from cervical cancer, and women with less than
a high school education are less likely to have testing than women with more education. Cervical cancer has a peak
incidence between the ages of 40 and 55, yet women in this age group are less likely to have been screened with
cervical cytology testing than are younger women.

Recent advances in our knowledge of the development of cervical cancer as well as technological changes in
cancer screening have led ACOG to revise our guidelines regarding cervical cytology testing. Human
Papillomavirus infections are common in young women, but in most, the immune system is effective in fighting
the virus and preventing precancerous changes from occurring.

Because most HPV infections resolve spontaneously and cervical cancer is exceedingly rare in adolescents,
ACOG now reconmends that cervical cancer screening begin approximately 3 years after first sexual
intercourse—but 1o later than age 21 years. Women younger than 30 years of age should have a Pap test each year.
Women who are 30 or older, who are at low risk, and who have had 3 consecutive negative Pap tests may be
screened every 2-3 years. Women who are 30 or older may also choose to have an HPV test at the time of their Pap
test. If they receive negative results on both tests, they should be rescreened no sooner than 3 years. ACOG
strongly encourages regular gynecologic visits as a part of preventive health care.

Again, we thank the Committee for addressing this important issue. As of 2002, the Centers for Disease
Control and Prevention, through the NBCCEDP, have provided breast and cervical cancer screening
services to more than 1.5 million underserved women. We hope Congress and the Administration will
continue to eradicate cervical cancer through timely screening, and by focusing efforts on expanding access
to reproductive bealth care to all women.
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1. Follow-Up Questions to CDC, NIH and FDA
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March 18, 2004

Honorable Tommy G. Thompson
Secretary

Department of Health and Human Services
200 Independence Avenue, S.W.,
Washington, D.C. 20201

Dear Secretary Thompson,

Thank you for your leadership in protecting the health of all Americans. I
particularly would like to thank you for the January 2004 report “Prevention of Genital
Human Papillomavirus Infection” issued by the Centers for Disease Control and
Prevention (CDC).

The Subcommittee held a hearing on March 11 to discuss this report and other
issues related to HPV and cervical cancer.

Please find attached additional questions related to these topics directed to the
CDC, National Institutes for Health (NIH) and the Food and Drug Administration (FDA)
by the Subcommittee for publication in the hearing record.
Tharnk you again.
Sincerely,
Mark E. Souder
Chairman,

Subcommittee on Criminal Justice,
Drug Policy and Human Resources

Enclosures
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CDC

1. According to the CDC’s testimony, about 20 million Americans at any given point in
time are currently infected with HPV, about 5.5 million people become newly infected
with the virus each year, 10,520 women will be diagnosed with cervical cancer this year
and 3,900 women will die from it. (2) How many women undergo invasive procedures
each year to assess the status of their abnormal pap smears secondary to HPV? (b) How
many women in total undergo invasive surgery to treat conditions, including cervical
cancer, related to HPV infection annually? (c) Has there been an increase in abnormal
PAP tests over the past thirty years? (d) Has there been an increase in the number of
women undergoing invasive treatment related to HPV-infected over the past thirty years?
(e) How many men undergo treatment for HPV-related conditions each year?

2. Since the enactment Public Law 106-354, the Breast and Cervical Cancer Prevention
and Treatment Act of 2000, has the percentage of women treated who were identified
under the CDC’s testing programs for breast and cervical cancer increased, decreased or
remained the same?

3. Effective screening has been credited for the significant decline in cervical cancer
deaths in the U.S. (a) What percentage of at-risk women is not receiving cervical cancer
screening as recommended? (b) Which test is more reliable to identify women at risk for
cervical cancer, the PAP smear or HPV DNA screening? (c) Does the CDC cervical
cancer screening program provide HPV DNA diagnostic testing? (d) Women at risk for
cervical cancer can be identified with PAP and HPV DNA testing. How can those at risk
for other HPV cancers, including men, be screened or identified?

4. When Dr. Gerberding was appointed director of the CDC on July 3, 2002, she stated,
“We must evaluate programs and messages that have shown success. For example, the
country of Uganda has reduced its HIV infection rate. Its comprehensive program
includes a strong emphasis on abstinence, marital fidelity and responsible sexual
behavior. Abstinence and monogamy, along with the avoidance of risky behaviors, are
the first line of defense against HIV/AIDS.” The January 2004 CDC HPV prevention
report that advocates abstinence, monogamy and risk avoidance echoes this statement by
Dr. Gerberding.

Please provide the overall CDC funding amounts for efforts to prevent HIV, STDs and
unwanted pregnancy that specifically promote (a) abstinence; (b) monogamy, (c) partner
reduction; and (d) “safer” sex, including condoms and contraception?

5. A vaccine for hepatitis B has been available for two decades, yet since 1999 the
incidence of acute hepatitis B has increased among males 20 and older and among
females over the age of 40. Based on these trends and the fact that more than 20 million
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Americans are already infected with HPV, if an effective HPV vaccine became available
within the next decade, how long would it be before a significant decrease in HPV
prevalence would occur in the United States?

6. Over the past decade, CDC has sought to address issues involving stigma associated
with HIV and some behaviors linked to HIV transmission. Popular culture-- including
television, movies, magazines, and music-- has glamorized drug abuse, promiscuity and
casual sex. Peer pressure also contributes to adolescents experimenting with sex and
drugs. As aresult, healthy behaviors, including abstinence, and youngsters who have
chosen to practice these behaviors have been stigmatized. (1) Does the CDC recognize
the stigma associated with abstinence and virginity that pressures many adolescents to
engage in sexual activity and other risky behaviors? (2) What efforts, if any, is CDC
sponsoring to address this stigma against virginity and abstinence?

7. The January 2004 CDC HPV prevention report states, “There is evidence that
indicates that the use of condoms may reduce the risk of cervical cancer.” During
questioning at the Subcommittee hearing, Dr. Thompson stated that only two studies
showed a reduction in cervical cancer risk associated with condom use. Are two studies
that show such an association between condom use and reduced cervical cancer risk
sufficient to make claims that condom use reduces cervical cancer risk?

8. In November 2002, a meta-analysis of “the best available data describing the
relationship between condoms and HPV-related conditions” from the previous two
decades was published in the jounal Sexually Transmitted Diseases. The meta-analysis
concluded: “There was no consistent evidence of a protective effect of condom use on
HPV DNA detection, and in some studies, condom use was associated with a slightly
increased risk for these lesions.” (a) Would the studies cited in this meta-analysis be
sufficient to make claims that condom use increases risk for HPV-related lesions? (b)
What might be the cause for the association between condom use and increased risk for
lesions?
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1. An April 1996 National Institutes of Health Consensus Development Conference
Statement on Cervical Cancer concluded, “Primary prevention of HPV infection will
require (1) directing education efforts toward adolescents and health care providers
regarding the strong causal link between acquisition of HPV as a sexually transmitted
disease and development of cervical cancer and its precursors, (2) encouraging delayed
onset of sexual intercourse, (3) developing an effective prophylactic vaccine, and (4)
developing effective vaginal microbicides. The data on the use of barrier methods of
contraception to prevent the spread of HPV is controversial but does not support this as
an effective method of prevention.”

Since April 1996, what is the total amount NIH has spent on research and other efforts to
develop effective (a) HPV or cervical cancer vaccines; (b) microbicides; and (¢)
behavioral change interventions that delay the onset of sexual activity?

2. There are at least 18 strands of HPV that can cause cancer according to data published
in the February 6, 2003 issue of The New England Journal of Medicine. (a) Of the HPV
vaccine candidates currently undergoing trials, do any protect against all high risk strains
of HPV infection? (b) If a vaccine does not protect against all high risk strands of HPV,
is it then possible for a woman to become infected with a strain of HPV to which the
vaccine does not provide immunity and thereby still develop cervical cancer?

3. A study published last year in the Joumnal of the National Cancer Institute found that an
HPV vaccine now in development may not effectively protect women against infection
during ovulation. What impact would this shortcoming potentially have on the overall
effectiveness of HPV vaccination?

4. Would an HPV vaccine provide effective protection against persistent infection for
someone who may already have been exposed to HPV?

5. HPV has been detected in some prostate tumors. Is there sufficient evidence to suggest
that HPV infection may be associated with the development of prostate cancer?

6. HPV is associated with a number of cancers. What other viruses are associated with
the development of cancer?



162

FDA

1. In December 2000, Public Law 106-554 was signed by President Clinton, directing the
FDA to “reexamine existing condoms labels. .. to determine whether the labels are
medically accurate regarding the overall effectiveness or lack of effectiveness in
preventing sexually transmitted diseases, including HPV.” On February 12, 2004, the
Subcommittee requested that the FDA provide “a detailed summary of all actions taken
to enact this law since it was signed on December 21, 2000,” including “meeting dates,
meeting participants, and number of full time employees assigned to implementing this
law.” The FDA response dated March 10, 2004 did not provide the specific details the
Subcommittee requested. The Subcommittee again would request a detailed summary of
all actions taken to enact this law since it was signed on December 21, 2000, including
specific meeting dates, meeting participants, the topics discussed at each meeting and the
number of full time employees assigned to implementing this law.

2. In July 2003, the FDA warned Berlex Laboratories, a unit of German drug maker
Schering, that an advertisement for Yasmin birth control pills was misleading because it,
in part, overstated the product’s effectiveness. How long did it take the FDA to review
these claims and to make this determination that the company was providing misleading
claims of effectiveness?

3. Is there any published scientific data available indicating that labels providing
“medically accurate regarding the overall effectiveness or lack of effectiveness” of
condoms in preventing HPV and other STDs would discourage condom use?

4. Does the labeling on any other contraceptives notify consumers that a product does not
prevent STDs?

5. “Microbicides” have been suggested as potential protection against HPV and other
STDs. (a) What microbicides currently are available? (b) Please explain the effectiveness
or lack of effectiveness of existing microbicides in protecting against HPV, HIV/AIDS
and other STDs? (c) The spermicide Nonoxynol-9 (N-9) has been promoted for the
prevention of pregnancy and STDs. For nearly 15 years, a growing number of studies
have actually demonstrated an increased risk for HIV infection associated with N-9 use.
Now researchers report in the March 2004 issue of the medical journal Obstetrics and
Gynecology that the chances of becoming pregnant over a six-month period may be as
high as 22 percent for women who rely on N-9 for contraception. The Subcommittee
wrote to the FDA on April 9, 2003 and stated “N-9 was originally intended foruse as a
spermicide for contraception, yet in this regard, there are no data to indicate that condoms
with N-9 are any more effective than condoms that do not contain N-9. The availability
of condoms laced with N-9, therefore, provide no benefit over what is otherwise available
for contraception but do cause increased risks for HIV infection. This danger with no



163

known beneficial offset calls into question the overall safety and effectiveness of such
products and thereby the FDA approval for production and sale.” With the growing
evidence that N-9 use is not effective and may be dangerous, will the FDA consider
pulling N-9 products from commercial availability until its safety and effectiveness can
be proven?

6. FDA requires products to undergo clinical trials to demonstrate safety and
effectiveness before they are marketed for their stated purpose(s). In the FDA testimony
delivered to the Subcommittee, it is stated that “our current guidance recommends that
the package insert for condoms contain the following statement: If used properly, latex
condoms will help to reduce the risk of transmission of HIV infection (AIDS) and many
other sexually transmitted diseases, including chlamydia infections, genital herpes,
genital warts, gonorrhea, hepatitis B, and syphilis.” The FDA testimony further states,
“scientific studies on STDs characterized by genital uicers, e.g., genital herpes and
syphilis, are inconclusive as to whether the risks of these diseases is lowered for condom
users.” In 2001, a report entitled “Scientific Evidence on Condom Effectiveness for
Sexually Transmitted Disease (STD) Prevention™ prepared by the FDA with the National
Institute of Allergy and Infectious Diseases of the National Institutes of Health, the
Centers for Disease Control and Prevention and the U.S. Agency for International
Development evaluated the published data on latex condoms and STD prevention. In the
report, the panel “concluded that there was no evidence that condom use reduced the risk
of HPV infection” and “The Panel agreed that the published epidemiologic data were
insufficient to draw meaningful conclusions about the effectiveness of the latex male
condom to reduce the risk of transmission of genital ulcer diseases (genital herpes,
syphilis and chancroid).” In fact the, pane! found that there was only sufficient data to
demonstrate that condom use could reduce “HIV transmission in both men and women
who engage in vaginal intercourse” and “indicated that the latex male condom could
reduce the risk of gonorrhea for men.”

There seems to be some confusion about the overall possible effectiveness of condoms
for preventing STDs. (a) When did condoms undergo FDA approved clinical trials to
determine effectiveness in preventing the transmission of STDs? (b) Did clinical trials of
condoms specifically examine the effectiveness of condoms against HPV or cervical
cancer?
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Department of Health and Human Services
Follow-up Questions and Answers on
HPYV and Cervical Cancer Hearing
March 11, 2604
Subcommittee on Criminal Justice, Drug Policy and Human Resources
Committee on Government Reform
U.S. House of Representatives

CDC Questions

Question 1:  According to the CDC’s testimony, about 20 million Americans at any
given point in time are currently infected with HPV, about 5.5 million people
become newly infected with the virus each year, 10,520 women will be diagnosed
with cervical cancer this year and 3,900 women will die from it.

(a) How many women undergo invasive procedures each year to assess the status of
their abnormal pap smears secondary to HPV?

{b) How many women in total undergo invasive surgery to treat conditions,
including cervical cancer, related to HPV infection annually?

(c) Has there been an increase in abnormal PAP tests over the past thirty years?

(d) Has there been an increase in the number of women undergoing invasive
treatment related to HPV-infected over the past thirty years?

(e) How many men undergo treatment for HPV-related conditions each year?

Response:  Data are not available to answer all of these questions. However, by
evaluating two recent studies that assessed the burden of HPV-related conditions in the
United States, (HW Chesson, JM Blandford, TL Gifi, G Tao, KL Irwin. The estimated
direct medical costs of sexually transmitted diseases among American youth, 2000.
Perspect Sexual Reprod Health 2004,36:11-19 and H Weinstock, S Berman, W Cates.
Sexually transmitted diseases in American youth: Incidence and Prevalence Estimates,
2000. Perspect Sexual Reprod Health 2004;36:6-10), we can derive some estimates.
About 2.1 million women undergo colposcopy, a procedure in which the cervix is
viewed with a microscope and special lighting to see whether the cells have undergone
any changes. About 1.9 million women each year are diagnosed and treated for cervical
intraepithelial neoplasia (CIN), (also called cervical dysplasia) CIN is classified as I, Il or
111 depending on its severity. The more severe forms, CIN II and CIN IiI can become
cancer, but this is rare if the woman receives adequate treatment. Treatments include
removing the abnormal cells through special procedures using lasers, freezing, or
cauterizing the areas with the abnormal cells. The only HPV-related condition for which
men commonly receive treatment are anal or genital warts. Using estimates provided in
the articles, about 250,000 cases of anal or genital warts occur in men each year, and
about 75%, or 187,500 men are treated. Treatments include topical ointments, or removal
by laser, freezing, or surgery.
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Question 2:  Since the enactment Public Law 106-354, the Breast and Cervical
Cancer Prevention and Treatment Act of 2000, has the percentage of women treated
who were identified under the CDC’s testing programs for breast and cervical
cancer increased, decreased or remained the same?

Response:
o The number of patients being referred for treatment has not changed over time.

e Prior to the enactment of the Treatment act, approximately 96% of the women
diagnosed with cancer through the program initiated therapy — however, this was
no easy task, and unfortunately took away valuable time and resources that could
have been used to get more women screened (Battelle Study). With respect to
treatment following the Act, CMS may be better suited to answer this question.

Question 3: Effective screening has been credited for the significant decline in
cervical cancer deaths in the U.S. (a) What percentage of at-risk women is not
receiving cervical cancer screening as recommended? (b) Which test is more
reliable to identify women at risk for cervical cancer, the PAP smear or HPV DNA
screening? (c) Does the CDC cervical cancer screening program provide HPV DNA
diagnostic testing? (d) Women at risk for cervical cancer can be identified with
PAP and HPV DNA testing. How can those at risk for other HPV cancers, including
men, be screened or identified?

Response:

(a) According to BRFSS and NHIS, an estimated 15% of women 18-65 have never been
screened for cervical cancer, and between 20-30% have not had screening within the past
2-3 years.

(b) CDC’s decisions regarding the use of any new technology are based on analysis and re-
analysis of the best evidence available. Pap Test: The Pap test is widely accepted and in
part responsible for greatly reducing deaths from cervical cancer in America. The Pap test is
still the gold standard for determining the current cervical cancer risk. Only a few women with
abnormal PAP tests will ever develop cervical cancer.

(¢) For current absolute risk of cervical cancer the Pap test is more reliable than the HPV test.
The CDC administered screening program tests for current risk, as future risk is speculative.
The Breast and Cervical Cancer Program provides HPV DNA screening if certain abnormal
PAP test results are found. (For ASC-US Pap results, and for surveillance for LSIL results at 1
year if colposcopy results is negative.)

{(d) CDC is not currently aware of any screening for the other cancers, and there is no proven
method of adequately screening men for HPV.
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Question 4:  When Dr. Gerberding was appointed director of the CDC on July 3,
2002, she stated, “We must evaluate programs and messages that have shown
success. For example, the country of Uganda has reduced its HIV infection rate. Its
comprehensive program includes a strong emphasis on abstinence, marital fidelity
and responsible sexual behavior. Abstinence and monogamy, along with the
avoidance of risky behaviors, are the first line of defense against HIV/AIDS,” The
January 2004 CDC HPV prevention report that advocates abstinence, monogamy
and risk avoidance echoes this statement by Dr. Gerberding.

Please provide the overall CDC funding amounts for efforts to prevent HIV, STDs
and unwanted pregnancy that specifically promote (a) abstinence; (b) monogamy,
(c) partner reduction; and (d) “safer” sex, including condoms and contraception?

Response:  CDC’s HIV/STD and pregnancy prevention efforts compose a
comprehensive program that, like the Ugandan approach, includes messages encouraging
abstinence, delaying sexual debut, monogamy, partner reduction, and risk reduction,
including correct and consistent condom use for sexually active persons with multiple
partners. These messages are part of the comprehensive programs funded by CDC
through state and local health departments, education departments, and community-based
organizations. It is not possible to identify specific expenditures for the categories listed
above as these messages are delivered as part of overall prevention programs. In FY
2003, $319 million was distributed to health departments for HIV prevention services;
$57 million was provided directly to CBOs for HIV prevention activities; and $107.1 to
state and local health departments for STD prevention and control

CDC is supporting specific research related to abstinence among young people. For
example, Parents Matter is a community-based study evaluating the effectiveness of two
programs designed to reduce sexual risk behavior among young people through effective
parent-child communication. This is a five-year research project. Funding for the project
totals $4.5 million dollars. One of the first publications being prepared from the study
examines predictors of parental abstinence communication since communication about
abstinence and delaying sexual activity is an important part of keeping youth free from
HIVand other STDs and preventing unwanted pregnancy.

CDC also supports Project Connect, an integrated multi-level intervention, which is
designed to work with parents, providers, schools and communities to create
environments for adolescents that prevent STD, including HIV, and teen pregnancy. As
such, outcome goals include delay in sexual initiation and return to abstinence among
sexually active adolescents. These goals will be met through improved relationships and
communication in families, increased connection to health care services, and school
environments that support and encourage healthy behavior. The study is being
implemented and evaluated in middle schools and high schools in the Los Angeles
Unified School District. Project Connect is an eight year study (2 years of development,
5 years of intervention and evaluation, 1 year analysis and report writing) and is currently
in its 2nd year. The total costs are expected to be $9.5 million.
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In addition, in FY 2003 CDC funded state and national organizations to promote science-
based strategies including abstinence to prevent teen pregnancy, HIV & STD (8532,
906); and regional training centers to assist providers in integrating adolescent
reproductive health and HIV/STD through dissemination of information on teen
pregnancy trends and issues and best practices in teen pregnancy prevention including
abstinence ($450,000). In addition, CDC funds a series of research projects that seek to
find the best methods for delaying the onset on sexual activity, increasing the effective
use of contraceptives, and decreasing numbers of partners.

With regard to school health, in FY 2004, CDC is currently funded for $46.7M for HIV
programs. This number has remained level for the last decade. CDC recognizes that the
only certain way to prevent HIV, sexually transmitted diseases, and unplanned pregnancy
is to not engage in sexual intercourse. CDC is committed to helping to increase the
percentage of young people who have chosen not to engage in intercourse. In the context
of such serious health threats, CDC funds state and large urban school districts and non-
governmental organizations to support their efforts to prevent HIV infection among
youth. State and local education agencies choose the curricula and programs that are
suitable for their communities. CDC requires that all CDC-funded HIV prevention and
health education policies, programs, materials, and presentations used at the local level be
locally determined and consistent with community values. In the 2001 Journal of School
Health, it was reported that 91.5% of middle/ junior high schools and 96.1% of high
schools used abstinence as the most effective method to avoid pregnancy, HIV or other
STDS (1). CDC is committed to tracking how the programs are being delivered (2).

Additionally in FY 2003, CDC funded $2.3 million to 12 state education agencies and
two national organizations to help adolescents avoid early sexual debut and to avoid or
reduce unintended pregnancies, infection from STDs, and HIV/AIDS infection.

The twelve states and one territory are CO, KS, LA, M1, MN, NM, NV, RI, NC, WA,
WI, WY, and Palau. These organizations are focusing on abstinence only and/or
abstinence as a critical component of broader approaches. They include faith-based
agencies, HIV community planning groups, community agencies that serve young
people, parents, families, juvenile justice agencies, and organizations that are focusing on
reducing sexual risks for HIV, other STDs, and pregnancy among young people.

Question 5: A vaccine for hepatitis B has been available for two decades, yet since
1999 the incidence of acute hepatitis B has increased among males 20 and older and
among females over the age of 40. Based on these trends and the fact that more
than 20 million Americans are already infected with HPV, if an effective HPV
vaccine became available within the next decade, how long would it be before a
significant decrease in HPV prevalence would occur in the United States?

Response:  Acceptance rates by high-risk adults for hepatitis B vaccine have been
high when vaccine is offered in the setting in which these adults are receiving care or
evaluation, such as health care institutions or STD clinics. There is not a national
program for hepatitis B vaccination of adults, and overall vaccine coverage among adults
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is low. In contrast, the incidence of hepatitis B has declined dramatically among children
and adolescents for whom national programs for universal immunization are in place.
Hepatitis B vaccination impacts (including other countries that started vaccinating widely
before the U.S. did) may provide some information on changes in the epidemiology of
infection and disease; however, one must use caution in comparing the two infections and
drawing conclusions on HPV vaccination potential directly from the HBV story, as HBV
and HPV do not have exactly the same modes of transmission nor the same risk factors
for infection and disease. The physiology of infection clearances for HBV and HPV are
also not comparable.

Prevention of HBV infection through adolescent immunization may provide a useful
model for the prevention of HPV infection. While HBV is acquired during adolescence,
infection rates are lower than those found among young adults. This information became
the driving force behind establishment of an adolescent immunization visit at 11-12 years
of age to provide hepatitis B and other vaccines needed to protect teenagers from disease.
In addition, vaccination is recommended for all adolescents (11-18 years) not previously
vaccinated against hepatitis B. This adolescent immunization strategy has achieved
modestly successful rates of vaccination coverage (about 60%) since they were first
published in 1996, and immunization rates continue fo increase. The adolescent
immunization visit could provide the platform for the use of vaccines against HPV
infection.

If an effective HPV vaccine were available, decreases might be realized in the incidence
of pre-malignant cervical changes earlier than decreases in cervical cancer rates, which
would predict subsequent decreases in cervical cancer deaths. Additionally, we do not
know if HPV vaccine will have an impact on existing pre-cancerous lesions or early
cancers. If these regress, do not progress or progress slower after vaccination, one would
see further decreases in cervical cancer deaths at a later date.

Question 6: Over the past decade, CDC has sought to address issues involving
stigma associated with HIV and some behaviors linked to HIV transmission.
Popular culture-- including television, movies, magazines, and music-- has
glamorized drug abuse, promiscuity and casual sex. Peer pressure also contributes
to adolescents experimenting with sex and drugs. As a result, healthy behaviors,
including abstinence, and youngsters who have chosen to practice these behaviors
have been stigmatized. (1) Does the CDC recognize the stigma associated with
abstinence and virginity that pressures many adolescents to engage in sexual activity
and other risky behaviors? (2) What efforts, if any, is CDC sponsoring to address
this stigma against virginity and abstinence?

Response:  CDC’s comprehensive school health efforts include messages about
abstinence (even for young people who have already had sex) and delaying sexual debut.
Our programs support these two strategies among young people, and send young people
an affirming message that abstinence and delay are healthy, positive choices. For
example, CDC’s Division of Adolescent and School Health has developed Guidelines
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for Effective School Health Education to Prevent the Spread of AIDS (sece
http:/fwww.cde.gov/necdphp/dash/sexualbehaviors/guidelines/guidelines htm) that
include the following goals:

School systems should make programs available that will enable and encourage
young people who have not engaged in sexual intercourse and who have not used illicit
drugs to continue to

« Abstain from sexual intercourse until they are ready to establish a mutually
monogamous relationship within the context of marriage;
¢ Refrain from using or injecting illicit drugs.

For young people who have engaged in sexual intercourse or who have injected illicit
drugs, school programs should enable and encourage them to—

» Stop engaging in sexual intercourse until they are ready to establish a mutually
monogamous relationship within the context of marriage;
« To stop using or injecting illicit drugs.

Question 7: The January 2004 CDC HPV prevention report states, “There is
evidence that indicates that the use of condoms may reduce the risk of cervical
cancer.” During questioning at the Subcommittee hearing, Dr. Thompson stated
that only two studies showed a reduction in cervical cancer risk associated with
condom use. Are two studies that show such an asseciation between condom use
and reduced cervical cancer risk sufficient to make claims that condom use reduces
cervical cancer risk?

Response:  Dr. Thompson did not state that only two studies showed a reduction in
cervical cancer risk. He stated that among the studies showing reduction of cervical
cancer risk, two had results that were statistically significant. His testimony in this regard
was based on CDC’s Report to Congress entitled “Prevention of Genital HPV Infection”.
That report describes nine studies that evaluated women with cervical cancer. Seven of
the nine found a reduction in risk of cancer in women using condoms. Among these
seven studies, the magnitude of risk reduction ranged from 20-80%; two of the seven
studies showed statistically significant risk reduction. Statistical significance refers to the
likelihood that study findings could be due to chance and not to the amount of risk
reduction or the quality of the study design. Conclusions about risk typically are based
on the findings of the whole body of clinical studies, including consideration of the
adequacy of study design and direction of potential bias, and also on biologic
plausibility. The NIH Workshop Summary: Scientific Evidence on Condom
Effectiveness for STD Prevention concluded that “study findings did suggest that
condom use might afford some protection in reducing the risk of HPV-associated
diseases, including genital warts in men and cervical neoplasia in women.” A meta-
analysis published in November 2002 in the journal Sexually Transmitted Discases
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concluded that available data “suggest that...condoms may protect against genital warts,
CIN II or II and invasive cervical cancer.”

Question 8: In November 2002, a meta-analysis of “the best available data
describing the relationship between condoms and HPV-related conditions” from the
previous two decades was published in the journal Sexually Transmitted Diseases.
The meta-analysis concluded: “There was no consistent evidence of a protective
effect of condom use on HPV DNA detection, and in some studies, condom use was
associated with a slightly increased risk for these lesions.” (a) Would the studies
cited in this meta-analysis be sufficient to make claims that condom use increases
risk for HPV-related lesions? (b) What might be the cause for the association
between condom use and increased risk for lesions?

Response:

(a) The published meta-analysis considered six studies of condoms and HPV DNA
detection in women. Of these six, three showed risk reduction and the amount of risk
reduction ranged from 10-80%. Three other studies showed no risk reduction (e.g.
women who used condoms had a higher risk for HPV infection). However, as the
authors point out, none of these studies were designed specifically to look at condoms
and HPV, and it is difficult to draw conclusions. The CDC Report to Congress reports a
similar but more recent systematic literature review that also shows inconsistent findings
and concludes the effect of condom use on HPV infection is unknown,

(b) Since there is no apparent biologic reason why condom use would increase risk of
HPV infection, a likely explanation is that the study design might not have been adequate
to correctly assess condom use and HPV infection. All studies of HPV infection have
serious methodologic limitations that hamper their interpretation. These limitations can
lead to an incorrect estimate of the association between condom use and HPV infection,
most likely an underestimate (or even finding a harmful effect). If people tend to use
condoms with riskier partners or over-report condom use, or if consistent condom users
are lumped together with inconsistent users in the analysis, or if women were already
infected with HPV prior to condom use, this can bias the results toward showing that
condoms have no or little protective effect, or even a harmful effect.
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FDA QUESTIONS

Question 1:  In December 2000, Public Law 106-554 was signed by President
Clinton, directing the FDA to “reexamine existing condoms labels...to determine
whether the labels are medically accurate regarding the overall effectiveness or lack
of effectiveness in preventing sexually transmitted diseases, including HPV.” On
February 12, 2004, the Subcommittee requested that the FDA provide “a detailed
summary of all actions taken to enact this law since it was signed on December 21,
2000,” including “meeting dates, meeting participants, and number of full time
employees assigned to implementing this law.” The FDA response dated March 10,
2004 did not provide the specific details the Subcommittee requested. The
Subcommittee again would request a detailed summary of all actions taken to enact
this law since it was signed on December 21, 2000, including specific meeting dates,
meeting participants, the topics discussed at each meeting and the number of full
time employees assigned to implementing this law.

Response:  FDA has taken its responsibility to comply with PL 106-554 very
seriously. The statute was enacted in December 2000, and in April 2001, after
consultation with Agency legal counsel regarding the interpretation of the condom
labeling review provision, we began to develop an implementation plan to fulfill our
obligations. In the three years that have elapsed since then, the Agency has carried out
this plan, which included a survey of the current labeling on marketed condoms, a review
of the Agency's current labeling guidance as well as policies that led up to it, and
comprehensive and systematic review of the published literature and other clinical
considerations. This last element of the plan was both helped and complicated by
developments that unfolded after PL 106-554 was enacted. These events included the
summary report from the interagency workshop that was issued in June 2001, new
findings regarding the risks of HIV transmission associated with use of nonoxynol-9 (a
spermicide contained in the lubricant of some condoms), and — most recently — CDC’s
Report to Congress: Genital HPV Infection. The body of literature addressed by these
departmental initiatives encompasses the results from several hundred studies, and the
process of reviewing them and systematically evaluating their contributions to our overall
understanding of condom protection against various STDs has been a laborious effort.

Our activities to comply with PL 106-554 also included consultations with colleagues in
both NIH and CDC, participation in a second workshop on condom study methodology
(December 2002), coordination on an Agency policy regarding nonoxynol-9 (N-9),
monitoring of and response to ad hoc inquiries and new actions taken by condom
manufacturers, and development of a detailed concept paper that is the blueprint for the
Agency's planned regulatory response. FDA’s efforts to implement this statute have
involved input from Agency clinicians and epidemiologists, regulatory and compliance
staff, legal counsel, and management of the Center for Devices and Radiological Health.
Because of the involvement of individuals from various FDA components and levels on
this effort over the past three years, and because these employees have worked on PL
106-554 in addition to many other assignments and projects, it is difficult to identify
precisely the number of employees who have worked on implementation of PL 106-554,
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and such a number would not provide a meaningful picture of the Agency's work on this
specific initiative. As requested, however, we have tried to give a more complete picture
of the history of our work in the enclosed outline of meetings and work initiatives
associated with implementing the new statute. This outline includes only formal
meetings that could be retrospectively identified and does not include numerous informal
consultations among agency staff.

As indicated in the Agency’s testimony at the March 11th hearing, the review of the
medical literature is complete and the Agency is now in the process of writing up the
results of that review and developing a new guidance document that will propose revised
language for condom labeling. FDA is also developing a proposed rule to amend the
condom classification to designate this guidance document as a special control for
condoms. We expect to issue these proposals for public comment later this year.

Question 2: In July 2003, the FDA warned Berlex Laboratories, a unit of German
drug maker Schering, that an advertisement for Yasmin birth control pills was
misleading because it, in part, overstated the product’s effectiveness. How long did
it take the FDA to review these claims and to make this determination that the
company was providing misleading claims of effectiveness?

Response:  FDA became aware of the Berlex Laboratories advertisement for Yasmin
birth control pills on May 16, 2003, and issued the referenced warning letter on July 10,
2003. However, it should be noted that the review involved in sending this company a
warning letter is not directly comparable to the agency's ongoing review of condom
labeling. The former situation involved examining comparative effectiveness statements
made in a single advertisement for a particular product. FDA examined information
already submitted to it by that product's manufacturer as part of the drug approval process
and based its letter on the absence in those materials of information sufficient to meet the
specific regulatory standard applicable to this type of comparative drug claim. FDA's
review of condom labeling, by contrast, involves examination of existing product
labeling for an entire class of products, in light of current scientific knowledge, to
determine objectively whether that labeling is medically accurate with respect to overall
effectiveness against a diverse range of STDs. As indicated in our prior testimony, this
evaluation has required FDA to undertake an extensive independent review of current
literature and other information.

Question 3: s there any published scientific data available indicating that labels
providing “medically accurate regarding the overall effectiveness or lack of
effectiveness” of condoms in preventing HPV and other STDs would discourage
condom use?
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Response:  Although FDA certainly would be concerned if labeling in some way
discouraged use of a condom when its use would be appropriate, studies to evaluate such
responses are, in essence, human behavior trials. We are not aware of such studies.

Question 4:  Does the labeling on any other contraceptives notify consumers that a
product does not prevent STDs?

Response:  Users of intrauterine devices (IUDs), tubal occlusion devices, and natural
skin condoms should not expect protection against STDs, and labeling for those products
should contain the statement that:

This product is intended to prevent pregnancy. It does not protect against HIV infection
and other sexually transmitted diseases.

Similarly, all prescription contraceptive products, including all hormonal contraceptive
products (birth control pills, vaginal rings, and patches) are required to bear a labeling
statement that they do not protect against STDs including HIV (AIDS). Labeling for
the two approved drugs for emergency contraception state the same. FDA has
proposed that over-the-counter (OTC) vaginal contraceptives containing N-9 also bear
labeling indicating that they do not protect against AIDS and other sexually transmitted
diseases, 68 FR 2254,

Question 5: “Microbicides” have been suggested as potential protection against
HPYV and other STDs. (a) What microbicides currently are available? (b) Please
explain the effectiveness or lack of effectiveness of existing microbicides in
protecting against HPV, HIV/AIDS and other STDs?(c) The spermicide
Nonoxynol-9 (N-9) has been promoted for the prevention of pregnancy and STDs.
For nearly 15 years, a growing number of studies have actually demenstrated an
increased risk for HIV infection associated with N-9 use. Now researchers report
in the March 2004 issue of the medical journal Obstetrics and Gynecology that the
chances of becoming pregnant over a six-month period may be as high as 22
percent for women who rely on N-9 for contraception. The Subcommittee wrote
to the FDA on April 9, 2003 and stated “N-9 was originally intended for use as a
spermicide for contraception, yet in this regard, there are no data to indicate that
condoms with N-9 are any more effective than condoms that do not contain N-9.
The availability of condoms laced with N-9, therefore, provide no benefit over
what is otherwise available for contraception but do cause increased risks for HIV
infection. This danger with no known beneficial offset calls into question the
overall safety and effectiveness of such products and thereby the FDA approval
for production and sale.” With the growing evidence that N-9 use is not effective
and may be dangerous, will the FDA consider pulling N-9 products from
commercial availability until its safety and effectiveness can be proven?

10
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Response: There are no prescription or OTC microbicides approved for prevention of
HPV, HIV/AIDs or other STDs.

The spermicide N-9 is a non-ionic surfactant that works as a vaginal contraceptive by
damaging the cell membrane of sperm. It has been shown in certain in vitro studies to
damage the cell wall of certain STD pathogens and to have activity against certain
bacterial and viral STD pathogens, including HIV. Because N-9 kills the AIDS virus
(HIV) and other STD pathogens in vitro, it has been suggested, over the years, that the
drug might help prevent or reduce the risk of transmission of the AIDS virus and other
STDs in humans. However, labeling for N-9 vaginal contraceptive products and
lubricants containing N-9 has never stated or suggested this. Although information
available to the general public may create the misperception that N-9 might help
decrease the risk of becoming infected with the AIDS virus and other STDs, more
recently, a number of studies have demonstrated that N-9 does not protect against the
AIDS virus (HIV) or other STDs. However, only a few recent studies have suggested
that there may be a greater risk of HIV infection associated with frequent N-9 use.
These studies used a very high-risk population of commercial sex workers as subjects.
FDA is working to address this risk information in light of the intended use of N-9
products as contraceptives.

As you note, the March 2004 medical journal Obstetrics and Gynecology published
spermicide efficacy studies involving N-9 vaginal spermicides, which showed that the
probability of pregnancy during typical use for spermicides containing N-9 was
between 10-22 (this means that per year, 10-22 women out of 100 will become
pregnant). N-9 spermicides may be just as effective as other non-hormonal birth
control methods; 14-15 women will become pregnant using the male latex condom, 20-
32 women will become pregnant using the diaphragm or cervical cap, 19-27 women
will become pregnant using natural family planning, etc. The typical use pregnancy
rates were obtained from the literature - R.A. Hatcher, J, Trussell, F. Stewart et al.,
Contraceptive Technology, 17th revised edition (1998) and 18th edition (in press), and
data adapted from clinical trial product information submitted to FDA and NIH.

The N-9 efficacy studies described above are for stand-alone vaginal contraceptives
containing N-9, such as films, suppositories, foams and gels. These studies show that
N-9 is effective in preventing pregnancy when used correctly. FDA has decided to
allow these products to remain on the marketplace, but will require manufacturers to
label their products with warnings that advise consumers that N-9-containing OTC
vaginal contraceptive drug products do not protect against the AIDS virus and other
STDs and that frequent use by women at risk for HIV may increase their risk of getting
HIV from infected partners. FDA published a proposed rule requiring these warnings
for OTC vaginal contraceptives on January 16, 2003, 68 FR 2254. FDA has also
published a call for data notice on December 13, 2003 (68 FR 75585) for vaginal
lubricants and moisturizers, some of which contain N-9. These are drugs that were not
previously reviewed by FDA when the OTC drug review process began. The review
will determine if these ingredients are generally recognized as safe and effective for
their labeled uses.
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Condoms containing N-9 are not under the purview of FDA’s proposed rule of 1/16/03.
Condoms are medical devices. N-9, a drug, is added to the lubricant system of some
condoms in order to provide a spermicidal effect in the event of condom breakage or
slippage where there might be semen spillage in the vagina. In 1981, data supporting
the addition of N-9 to the condom lubricant system included results from post-coital
testing showing a great reduction in sperm motility. FDA believed that confirmatory
contraceptive studies — which would need to be unusually large to show an expected
small added effect ~ were unnecessarily burdensome.

FDA believes that a significant portion of the market for condoms with N-9 consists of
heterosexual couples at low HIV risk who use this product for contraceptive protection.
We believe that this is a reasonably safe use of a condom with N-9, and the data do not
support removal of this product from the market for these low risk populations. The
studies that suggested an increased risk of HIV transmission associated with frequent
use of N-9 tested the use of stand-alone spermicides by women, not the use of condoms
with N-9 in the lubricant. Given that condoms themselves are an effective barrier to
transmission of HIV, and that N-9 does not compromise these barrier properties, it is
not clear how those study findings relate to condoms with N-9. However, the Agency
is currently reviewing labeling of condoms with N-9 to make sure that information
regarding appropriate use of this product is properly presented to the consumer in light
of new information about the potential risks of N-9,

Question 6: FDA requires products to undergo clinical trials to demonstrate safety
and effectiveness before they are marketed for their stated purpose(s). In the FDA
testimony delivered to the Subcommittee, it is stated that “our current guidance
recommends that the package insert for condoms contain the following statement:
If used properly, latex condoms will help to reduce the risk of transmission of HIV
infection (AIDS) and many other sexually transmitted diseases, including
chlamydia infections, genital herpes, genital warts, gonorrhea, hepatitis B, and
syphilis.” The FDA testimony further states, “scientific studies on STDs
characterized by genital ulcers, e.g., genital herpes and syphilis, are inconclusive
as to whether the risks of these diseases is lowered for condom users.” In 2001, a
report entitled “Scientific Evidence on Condom Effectiveness for Sexually
Transmitted Disease (STD) Prevention” prepared by the FDA with the National
Institute of Allergy and Infectious Diseases of the National Institutes of Health, the
Centers for Disease Control and Prevention and the U.S. Agency for International
Development evaluated the published data on latex condoms and STD prevention.
In the report, the panel “concluded that there was no evidence that condom use
reduced the risk of HPV infection” and “The Panel agreed that the published
epidemiologic data were insufficient to draw meaningful conclusions about the
effectiveness of the latex male condom to reduce the risk of transmission of genital
ulcer diseases (genital herpes, syphilis and chancroid).” In fact the, panel found
that there was only sufficient data to demonstrate that condom use could reduce
“HIV transmission in both men and women who engage in vaginal intercourse”

12
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and “indicated that the latex male condom could reduce the risk of gonorrhea for
men.”

There seems to be some confusion about the overall possible effectiveness of
condoms for preventing STDs. (a) When did condoms undergo FDA approved
clinical trials to determine effectiveness in preventing the transmission of STDs?
(b) Did clinical trials of condoms specifically examine the effectiveness of condoms
against HPV or cervical cancer?

Response: Latex condoms were devices marketed prior to May 28, 1976, the
enactment date of the Medical Device Amendments. Like all other pre-amendments
devices, condoms were classified under the Federal Food, Drug, and Cosmetic Act after
consideration by an expert panel of the information available at that time about their
safety and effectiveness.

In the specific case of condoms, the panel's recommendations were based not on
clinical trials but on the extensive experience with, and widespread use of, condoms for
many years, through which the device's safety and effectiveness were considered to be
well documented. Based on the panel's recommendations and after consideration of
public comment, by a regulation finalized in 1980, FDA classified condoms used for
both contraceptive and prophylactic purposes (defined by the regulation as "preventing
transmission of venereal diseases") into Class II. 21 C.F.R. 884.5300. (Condoms
containing N-9 in the lubricant were also placed in Class II, in 1982, under 21 C.F.R.
884.5310.)

Because condoms are class II devices, manufacturers seeking to introduce new
condoms to the market use the 510(k) premarket notification pathway. In such
submissions to the agency, manufacturers must demonstrate that the new condom is
substantially equivalent to a legally marketed predicate device -- a condom already on
the market. Usually, a sponsor's demonstration of substantial equivalence does not
require new clinical studies.

In the years since their initial classification, FDA has followed the development of new
information related to the safety and effectiveness of condoms. As mentioned in our
testimony, FDA has introduced several labeling changes, including regulations
regarding expiration dating and latex allergy warnings and guidance documents
addressing other aspects of labeling, including STD prevention. These changes reflect
our ongoing monitoring of the safety and effectiveness of condoms for their dual
purpose of contraception and protection against STDs.

As you know, FDA participated in the 2000 interagency workshop on condom
effectiveness against STDs as well as a more comprehensive review of the literature.
We reviewed the Condom Fact Sheet and STD Fact Sheets currently available on PHS
websites. In our ongoing implementation of PL 106-554, we are also considering the
new CDC Report to Congress on Genital HPV Infection, as well as other clinical
considerations. The CDC report highlights many of the important clinical studies of the

13
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association of condom use and the clinical course of HPV infection and clinical
sequelae. As you heard during testimony at the March 11™ hearing, we believe — and
CDC concurs — that condom use provides a risk reduction for the clinical sequelae of
HPV, including genital warts and cervical cancer. As stated in the Agency testimony,
we are reexamining condom labeling under PL 106-554 and propose any changes
needed to ensure that such labeling neither overstates nor understates expected STD
risk reduction.

NIH QUESTIONS

Question 1: Since April 1996, what is the total amount NIH has spent on research
and other efforts to defelop effective (a.) HPV or cervical cancer vaccines; (b)
microbicides; and (c) behavioral change interventions that delay the onset of sexual
activity?

Response:  The NIH continues to support research efforts in the areas of HPV/cervical
cancer vaccines, microbicides, and behavioral change interventions that delay the onset
of sexual activity, and in FY 2001 to FY 2003 the NTH supported the following:

(a) HPV/cervical cancer vaccines (NIH Totals)

FY 2001 Actual $12.4M
FY 2002 Actual $9.8M
FY 2003 Actual $14.9M

HPV and Cervical Cancer Vaccines ( NCI Only)

FY 1996 -$ 2,391,818
FY 1997 - § 3,757,143
FY 1998 - § 7,413,227
FY 1999 - § 8,028,804
FY 2000 - $10,153,834
FY 2001 - $14,077,133
FY 2002-$% 9,851,591
FY 2003 - §18,755,467

Total Research Funding for HPV Research (in millions) (NCI Only)

FY 1996 - $27.3
FY 1997 - $34.1
FY 1998 - $34.2
FY 1999 - $37.8
FY 2000 - $39.7
FY 2001 - $46.3

14
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FY 2002 - $44.3
FY 2003 - $56.4

Total Research Funding for Cervical Cancer Research (in millions) (NCI Only)

FY 1996 - $51.6
FY 1997-855.8
FY 1998 - $55.2
FY 1999 - $66.3
FY 2000 - $67.0
FY 2001 - §72.6
FY 2002 - $67.6
FY 2003 - $79.0

(b) microbicides

Topical Mircrobicides (NIH Totals)
FY 2001 Actual $47.0M
FY 2002 Actual $55.8M
FY 2003 Actual $57.9M

*Note: None for NCI

(c) behavioral interventions

Behavioral change interventions that delay the onset of sexual activity (NIH Totals)

FY 2001 Actual $12.4M
FY 2002 Actual $14.5M
FY 2003 Actual $17.3M

*Note: None for NCI

Question 2: There are at least 18 strands of HPV that can cause cancer according
to data published in the February 6, 2003 issue of The New England Journal of
Medicine.
(a) Of the HPV vaccine candidates currently undergoing trials, do any
protect against all high risk strains of HPV infection?

Response:  The current vaccines being tested protect against two types of HPV

that are oncogenic: type 16, which accounts for 50 percent of all cervical cancers
worldwide, and type 18, which accounts for an additional 10-20 percent.
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(b) If a vaccine does not protect against all high risk strands of HPV, is it
then possible for a woman to become infected with a strain of HPV to which
the vaccine does not provide immunity and thereby still develop cervical
cancer?

Response:  Because current vaccines will protect against between 60-70
percent of cervical cancers, it is possible that a vaccinated women could get
cervical cancer from one of the other oncogenic types of HPV. In the future, there
may be vaccines developed to protect against these additional types. Therefore, it
is important that a woman continue to be screened for cervical cancer, even if she
has been vaccinated.

Question 3: A study published last year in the Journal of the National Cancer
Institute found that an HPV vaccine now in development may not effectively protect
women against infection during ovulation. What impact would this shortcoming
potentially have on the overall effectiveness of HPV vaccination?

Response: ~ We know that in the short-term (one to two years) the vaccine's
effectiveness is near 100 percent against persistent HPV and is not affected by a woman's
cyclical hormone changes. The ongoing trials are designed to help answer the remaining
question as to whether cyclical fluctuations affect duration of the vaccine's protection,
and if booster vaccinations will be needed.

Question 4: Would an HPV vaccine provide effective protection against persistent
infection for someone who may already have been exposed to HPV?

Response:  There are no human data to suggest that a vaccine can treat an existing
infection. Animal studies suggest that it cannot, and this is another question being
addressed in the current NCI vaccine trial.

Question 5: HPYV has been detected in some prostate tumors. Is there sufficient
evidence to suggest that HPV infection may be associated with the development of
prostate cancer?

Response:  HPV is such a potent carcinogenic agent in the anogenital region that it
has been suggested as a potential factor in the development of cancer in many tissues,
including the prostate. Despite its proven association with virtually all cervical cancer
and fractions of vaginal, vulvar, penile, and anal cancer, there is to date no persuasive
evidence of HPV's role in prostate cancer. In addition, false positive detection of HPV
DNA has been a historical problem, which might account for some early reports of an
association of HPV with neoplasia of the prostate, colon, ovary, and bladder.
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Question 6: HPYV is associated with a number of cancers. What other viruses are
associated with the development of cancer?

Response:  HPV is associated with cervical cancer, anogenital cancers, and possibly
oral and esophageal cancers. Epstein-Barr Virus (EBV) is associated with nasopharangeal
carcinoma, Burkitt's lymphoma, and possibly other lymphomas. Hepatitis B and Hepatitis
C Virus are associated with liver cancer. Human Herpes Virus 8 (HHV-8; also known as
KSHYV, or Kaposi's sarcoma-associated herpesvirus) is associated with Kaposi's Sarcoma.
HTLV-I (human T-lymphotropic virus type I} is associated with adult T-cell leukemia
(ATL). In an indirect manner, Human Immunedeficiency Virus (HIV) suppresses the
immune system and provides a permissive environment for cancers to develop.
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2. Congressional Correspondence with Federal
Agencies Regarding HPV
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Congressional Correspondence with Federal Agencies

Regarding HPV
Date Addressee Content Author(s) Date of
and Agency Response
October 29, Dr. Richard | Request for a Representative | November 16,
1999 Klausner, conference to Cobum 1999 from Dr.
NCI develop Klausner, NCI
consensus
statement on
condom
effectiveness
March 30, 2001 | Dr. Anthony | Request for Chairman April 17, 2001
Fauci, consensus Souder with from Marc
NIAID statement on Rep. Weldon Smolonsky, NIH
condom OD
effectiveness
March 30, 2001 | Dr. Judith Requests an Chairman May 9, 2001
Wasserheit, | update on the Souder with from Dr. Jeffrey
CDC status of the Reps. Weldon, Koplan, CDC
enactment of Myrick and Pitts
P.L. 106-554
May 24,2001 | Dr. Jeffrey Response to Chairman No response
Koplan, CDC | May 9, 2001 Souder with
letter requesting | Rep. Weldon
an update on the
status of P.L.
106-554
March 5,2002 | Dr. Jeffrey Requests an Chairman May 17, 2002
Koplan, CDC | update on the Souder with from Dr. David
status of the Reps. Weldon, Fleming, CDC
enactment of C. Smith and
P.L. 106-554 Pitts
November 19, | Dr. Julie Expresses Chatrman December 18,
2003 Gerberding, | disappointment | Souder 2003 from Dr.
CDC with enactment Julie
of P.L. 106-554 Gerberding,
CDC
September 7, Dr. Jane Requests a Representative October 20,
2000 Henney, review of Coburn 2000 from Ms.
FDA condom Melinda Plaisier,
labeling FDA

regarding HPV
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August 23, Dr. Bemard | Requests an Chairman November 20,
2001 Schwetz, update on the Souder 2001 from Ms.
FDA status of Melinda Plaisier,
condom FDA
relabeling
required by P.L.
106-554
February 12, Dr. Mark Requests an Chairman March 10, 2004
2004 McClellan, update on the Souder from Mr. Amit
FDA status of Sachdev, FDA
condom
relabeling
required by P.L.
106-554
August 19, Ms. Dana Requests a Chairman September 29,
2003 Corrigan, review to Souder (with 2003 from Ms.
HHS OIG determine if original request | Dana Corrigan,
federal agencies | from former OoIG
are complying Rep. Coburn)
with P.L. 106-
554
July 18, 2001 Secretary Expresses Former Rep. No response
Thompson, dissatisfaction Coburn
HHS with enactment
of P.L. 106-554
by CDC and
FDA
May 15,2002 | Secretary Expresses Chairman September 10,
Thompson, dissatisfaction | Tauzin with Rep. | 2003 from
HHS with enactment | Pitts Secretary
of P.L. 106-554 Thompson, HHS
by CDC and
FDA; requests
update on status
of law
November 21, | Ambassador | Outlines Rep. J. Davis No response to
2003 Tobias, State | intentions of date
Department | HPV provision
of P.L.. 108-025
March 4, 2004 | Ambassador | Requests Chairman No response to
Tobias, State | correction of Souder date
Department | erroneous HPV

statements in
President’s
Global AIDS
Plan
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“iH EXCCUTIYE SLORE TARJAT
The Honorable Richard D. Klausner, M.D.
Director
National Cancer Institute
National Institutes of Health
9000 Rockville Pike
Bethesda, MD 20892

Dear Dr. Klausner,

Thank you for arranging the October 25" meeting between representatives of the NCI,
NIH and FDA with Dr. Tom Fitch to formulate a consensus statement regarding the scientific
data relating to the ineffectiveness of condoms in preventing the transmission of the human
papillomavirus (HPV). I appreciate your responsiveness to my request in such a timely manner.

1 was disappointed that some of the participants in this meeting had not read several of
the major studies regarding the ineffectiveness of condoms in preventing HPV transmission. On
short notice, Dr. Fitch pulled himsclf away from his practice in San Antonio, Texas, and made
himself available to develop a consensus statement based upon ail of the available data. Without
a full review of all of the relevant studies by all of the participants, it was impossible to develop a
consensus that reflected the available scientific findings.

1 would suggest that since the group failed to reach a consensus, we schedule another
meeting in the near future comprised of an expert panel that has had the opportunity to review all
of the relevant data. 1 would once again request that Dr. Fitch be included along with several
other experts with whom I have consulted on this issue.

Please do not hesitate to contact me or Roland Foster of my staff to discuss the
and composition of this panel at your convenience. 1 can be reached at (202) 225-

ar. &
2701,
Thank you again for your assistance.
Sin Y,

T ; Cobum, M.D.

M3mber of Congress

[y
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429 Cannon HOUSE OFFICE BULDING

WASHINGTON, ©C 20515 E-mail: rep.coburm@mail house.gov
(2021 226-2701  Fax: {202} 225-3038 PRINTED On BECYCLED PAMER Web site: www.house.govicoburn
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National institutes of Health
National Cancer Institute
Bethesda, Meryland 20892

NOV 16 1090

The Honorable Tom Coburn
House of Representatives
Washington, DC 20515

Dear Dr. Cobum:

[ am pleased to respond to your letter of October 29 regarding our efforts to determine the
effectiveness of condoms in preventing infection with human papillomavirus (HPV). We very
much appreciate the willingness of Dr. Tom Fitch to participate, on short notice, in a meeting
with staff from the National Cancer institute, the National Institute of Allergy and Infectious
Diseases (NIAID), and the Food and Drug Administration to begin to address this question. In
what may have been a pure stroke of luck, Dr. Fitch told me that the cancellation of a previous
commitment meant that he was able to travel to Bethesda with minimal disruption to his patient
care responsibilities.

Dr. Penny Hitchcock presented the goals of the meeting at its outset: 1) reach common ground
on HPV infection and condoms as independent issues; 2) reach agreement on what criteria
should be used to identify papers for review; 3) finalize the list of papers; and 4) reach
agreement on a timeline. From your letter, it appears as though there may have been a
misunderstanding as to the expectation about reaching consensus at the meceting itself. Certainly,
we would all agree that this is an important public health issue that warrants careful
consideration. Our initial meeting was the first step in this process, and I agree that another
meeting with broad representation would be appropriate.

Based on our telephone conversation. | am pleased that we both agree on the need for more
communication on the nature, extent, and definitiveness of the evidence currently available to us
regarding the efficacy of condoms. Conceming HPV infection, and HPV associated diseases,
none of us feel that the literature leads 10 clear conclusions that condom use strongly protects
against HPV infection. On the other hand, the quality of the data and studies available to us do
not, to everyone’s satisfaction. rule out some level of protection.

Clearly, the available data do not lend themsetves to a straightforward, simple answer. Among
the participants at the meeting of October 25, there were different interpretations of the data, with
some concluding that the studies to date provide sufficient information, while others found the
studies to be lacking in design, methodology, or clarity with respect to the question at hand.

Such differences of opinion are not unusual in the research community, and this is one of the
challenges we face in trying to draw conclusions from di blished data.

P P
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Given these complexities, I have spoken with Dr. Fauci, Director of NIAID, about moving
forward with a larger, more inclusive meeting. He has agreed that Dr. Hitchcock would be the
appropriate individual to lead this effort. We envision broad representation from other Federal
agencies, the inclusion of health professionals such as Dr. Fitch and his colleagues, and others,
including behavioral researchers. This meeting would also focus more broadly on all sexually
transmitted diseases rather than limiting its focus on HPV transmission. We appreciate your
confidence in the National Iastitutes of Health to lead this effort.

Sincerely,

"‘"\/\/ \L\W
Richard D. Klausner, M.D,
Director
National Cancer Institute
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March 30, 2001

Anthony S. Fauci, M.D.

Director

National Institute of Allergy and Infectious Diseases
National Institutes of Health

Building 31, Room 7A-03C

Bethesda, MD 20892-2520

Dear Dr. Fauci,

As you know, nearly 13,800 new cases of invasive cervical cancer were
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diagnosed last year and this year alone about 4,600 women will die from the disease.
Tens of thousands of other women will be diagnosed and treated for pre-cancerous
conditions which researchers believe are about 4 times more common than invasive
cervical cancer. Virtually all cervical cancer is linked to the human papillomavirus
(HPV). With at least 24 million Americans carrying the virus and 5.5 million new
infections occurring each year, HPV is the most common sexually transmitted disease.

Dr. Richard D. Klausner, Director of the National Cancer Institute (NCT) at the
National Institutes of Health (NIH) stated in a in a February 19, 1999 letter to then-

Commerce Committee Chairman Tom Bliley that “condoms are ineffective against HPV”
and that “additional research efforts by NCI on the effectiveness of condoms in
preventing HPV transmission are not warranted.” This statement echoes the conclusions
of both the NIH and the American Cancer Society. According to the NIH Consensus
Development Conference Statement on Cervical Cancer from April 1- 3, 1996, “the data
on the use of barrier methods of contraceptives to prevent the spread of HPV ... does not
support this as an effective method of prevention.” The American Cancer Society found
“research shows that condoms cannot protect against infection with HPV.”

Public Law 106-554 mandates that the Centers for Disease Control (CDC) and its
grantees and contractors begin stating “medically accurate information regarding the
effectiveness or lack of effectiveness of condoms in preventing” HPV infection, Last
June, while Congress was debating this extremely important public health measure
designed to protect women’s health, the Sexually Transmitted Diseases office of NIAID’s
Division of Microbiology and Infectious Diseases convened a meeting entitled “Scientific
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Evidence on Condom Effectiveness and STD Prevention™ with the intent of preparing a
paper on this topic based upon the available science, Nearly ten months later, this
document has still not been released.

Recently the Physicians Consortium filed a Freedom of Information Act (FOIA)
request with NIAID to obtain documents associated with the development of this paper.
We are writing to request all of the documents that the Physicians Consortium requested
inits FOIA. We understand that NIAID has set a deadline to complete the paper within
the next two weeks. We would, therefore, also request a final copy of the paper along
with all of the scientific studies that were reviewed to reach the conclusions contained
therein.

Thank you for your prompt attention to this matter.

Sincerely,
Mark E. Souder Dave Weldon, M.D.
Chaimman Member of Congress

Subcommittee on Criminal Justice,
Drug Policy and Human Resources
Committee on Government Reform

Enclosure: Physicians Consortium FOIA letter

CC:  The Honorable Tommy G. Thompson
Secretary
Department of Health and Human Services
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The Physicians Consortium

Harrisburg office: 1240 North Mountain Road,
Harrisburg PA, 17112 (612) 827-9552

Mt. Paul Marshall

FOIA Coordinator

Office of Policy Analysis
NIAID

Building 31, Room 7A-52
31 Center Drive MSC 2520
Bethesda, MD 2(892-2520

March 27, 2001

Dear Mr. Marshall:
RE: FOIA REQUEST

This FOIA is divided into two parts: A FOIA request for certain documents
with an imumediate effective date and a FOIA request for additional documents
with an effective date of Wednesday, April 4, 2001.

On June 12" and 13%, 2000, 2 meeting titled “Scientific Evidence on Condom
Effectveness and STD Prevendon” was held at the Hyatt Dulles in Herndon,
Virginia. Penny Hitchcock, former Chief of the STD branch of NIAID, was
responsible unti} recenty for coordinating the preparation of a paper yet to be
released.

Under FOIA, the Physicians Consortum requests the following

FOIA with an immediate effective date:

Alabama PRC
<Arizona PRC 1. The initial draft version prepared after the June meeting and the draft version
Arkansas PRC - 1 h 15, 2001. P}
Calffornia PRC released to the external review pane on or about March 15, . Please e~
llingis PRC mail these documents to diggsthis@aol.com and
Indiana PRC hwallismd@worldnet.att.net . If the initial draft is not in a format that can
lowa PRC be e-mailed, then fax it to (719) 548-5941.
Massachusetts PRC
Michigan PRC . . .
N:;,,f; PRC FQIA with an effective date of April 4, 2001:
New Jersey PRC
Okilaboma PRC The Physicians Consortium wishes to be sensitive to the ongoing efforts to
Orgon PRC finalize the paper. Therefore, the effective date for the additional documents
Prnglhonia PEC requested under this FOIA is April 4, 2001. While expediency in receiving
South Dakota PRC documents under this FOIA is important to us, much mare important is that the
‘Tennessee PRC final paper be medically accurate, scientifically complete and sound and void of a
Texas PRC bias intended to support existing public health doctines.
Wisconsin PRC
The documents to be included under the second part of this FOILA are:
Qvogr 2000 shvisians fulicated o ringng wovdence-haged madicng o the dublic health dialogue




190

2. Any and all draft versions of the report as it has evolved, excluding the
specific draft versions covered in point 1 (above), but including any draft
versions developed after the version released 1o the external review panel on
or about March 15, 2001.

3. The audio transcrpt of the June 12* and 13" meeting.

4. Any and all documents (including, but not limited to, memoranda, scientific
papers, repotts and others) distributed to participants at the June 12 and
13" meeting, This would include documents that originated from NIAID
and other federal agencies as well as documents that originated from outside
participants to the meeting.

5. Any and all comments, either by mail, e-mail, facsimile, or in any other form,
relating to the preparation of the report and to each draft version. This
should include correspondence within NIAID and to/from NIH, FDA,
CDC, U.S. Agency for International Development, other federal agencies not
listed, and all non-governmental individuals and organizations.

6. Any and all internal documents and memoranda relating to Penny
Hitchcock’s involvement with the project, the delay of the paper, and the
decision whereby Dr. Hitchcock was removed or removed herself from the
project. This request should include any and all memoranda from NIH or
affiliated agencies to Dr. Hitchcock and from Dr. Hitchcock to HIH or
affiliated agencies relating to the preparation, content or delay of the paper.
Included in this request would be any correspondence related to the paper
sent by Dr. Hitchcock to NIH and affiliated agencics in the month prior to
her disassociation with the project and since.

All documents on file or produced before April 4, the effective date of this
FOIA, should be subject to this FOIA.

The Physicians Consortium, in addition to representing approximately 2,000
physicians providing medical services to tens of thousands of patients, is 2 not-
for-profit public interest group which intends to disseminate the requested
information to members of Congtess, appropriate news media, and the
American public at Jarge. Thus, the Physicians Consortum requests 2 fee waver
of all applicable search charges related to this FOIA request, pursuant to
5USC§552(2)(4)(A)(iii); Lazson v. Central Intelligence Agency, 843 F.2d 1482
(D.C. Cir. 1988); Judicial Watch Inc. v. United States Department of Comtmnerce,
No. 95-0133 (D.D.C. May 16, 1995). Disclosure of this information is in the
public interest because it is likely to contrbute significantly to the public
understanding of the activities of NIAID and NIH.

We understand that certain copying charges may be charged for this request.
Please notify us if such chazges reach $200.

If you have any questions regarding this FOIA request, please do not hesitate to
call us.

Sincerely,

Hal Wallis, M.D

Ouer 2,000 physicians dedicated to hringuna wvdence-hased medicine fo the e health dialogue
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Cec: Secretary Tommy Thompson, Department of Health and Human Setvices
Rep. Dan Burton, Chairman, House Committee on Government Reform
Rep. Matk Souder, Chairman Criminal Justice, Drug Policy and Human
Resources Subcommittee, House Committee on Government Reform

Marc Wheat, House Committee on Commerce

Rep. Emest Istook, Jr.

Ower 2,000 dhvsic

s deddieated to bringing evidesce-pased ricticine o the public health dialoswe
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March 30, 2001

Judith N. Wasserheit. M.D., M.P.H.

Director

Sexually Transmitted Diseases Prevention Division

National Center for HIV, Sexually Transmitted Diseases and Tuberculosis Prevention
Centers for Disease Contro} and Prevention

1600 Clifton Road, N.E.

Atlanta, GA 30333

. Dear Dr. Wasserheit,

As you know, nearly 13,800 new cases of invasive cervical cancer were
diagnosed last year and this year alone about 4,600 women will die from the disease.
Tens of thousands of other women will be diagnosed and treated for pre-cancerous
conditions which researchers believe are about 4 times more common than invasive
cervical cancer. Virtually all cervical cancer is linked to the human papillomavirus
(HPV). With at least 24 million Americans carrying the virus and 5.5 million new
infections occurring each year, HPV is the most common sexually transmitted disease.

Over the past two years, Congress has made cervical cancer treatment and
prevention a priority. The Breast and Cervical Cancer Treatment Act (P.L. 106-354) was
approved and signed into law October 2000, will provide medical assistance for breast
and cervical cancer-related treatment services to low-income women who have already
been screened for cancer under CDC's early detection program. Likewise, in December
Congress passed and the President signed legislation to address the prevention of HPV
infection (P.L.106-554). Both of these laws were approved overwhelmingly and are
extremely important steps towards eliminating cervical cancer and saving women’s lives.

Despite its prevalence, very few Americans are aware of HPV. Only one in five
American women are aware of the link between cervical cancer and HPV according to a
2000 survey conducted by the National Cervical Cancer Public Education Campaign.
According to a report in the November 2000 journal Obstetrics and Gynecology, an
astounding 87 percent of high school students have not heard of HPV.
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Obviously if we are to prevent HPV infection and the invasive and non-invasive
conditions it can cause, more must be done to raise the public’s awareness about the virus
and the medically accurate facts regarding its transmission and possible consequences.
The HPV prevention provisions of P.L. 106-554 lay the groundwork to meet these goals.

This law specifically requires the CDC to:

. Determine the prevalence of HPV in the United States;

. Develop and distribute educational materials to the public and health care
professionals regarding HPV prevention, modes of transmission, the link between
HPYV and cervical cancer and the lack of effectiveness of condoms in preventing
HPV and the importance of regular Pap smears;

. Ensure that all educational and prevention materials prepared for the public by the
federal government and its grantees regarding HPV and other sexually transmitted
diseases contain medically accurate information regarding the effectiveness or
lack of effectiveness of condoms in preventing HPV infection.

As you know, a progress report must be made to the Congress by the end of this
year, however because of this law’s importance to protecting women’s health, we are
very interested in knowing what actions the CDC-- and particularly your division-- has
taken over the past 4 months to enact these requirements. Furthermore, with the
development of new testing technologies to identify infection with particular strains of
HPV, what action is the CDC considering in making diagnosis with HPV-16 or other
high risk strains a reportable condition. Such surveillance data is extremely important to
public health authorities and to us as policy makers.

Thank you for your prompt attention to this inquiry. We look forward to a timely
written response and working with you to ensure that this law is promptly and properly
enacted to protect the health and lives of women.

Sincerely,
Mark E. Souder Dave Weldon, M.D.
Chairman Member of Congress

Subcommittee on Criminal Justice,
Drug Policy and Human Resources
Commitiee on Government Reform

Sue Myrick W oseph Fitts

Member of Congress Member of Congress
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CC:  Honorable Tommy G. Thompson
Secretary
Department of Health and Human Services
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{" DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
L A
M Centers for Dissase Control

and Prevention (CDC)
Atlanta GA 30333

The Honorable Mark E. Souder
United States House of Representatives
Washington, D.C. 20515-6143

Dear Mr. Souder:

1 am responding to your letter to Dr. Judith N. Wasserheit, Director, Division of STD Prevention,
concerning the Centers for Disease Control and Prevention’s (CDC) progress toward the
prevention and treatment of human papillomavirus (HPV)16, and making HPV 16 and other
high-risk HPV types reportable.

As you know, the provisions of P.L. 106-554 authorize surveillance and educational activities
critical to understanding the epidemiology and impact of HPV, as well as better informing
healthcare providers, public health professionals, and the public about HPV prevention. Below is
a summary of activities CDC is undertaking to address the HPV provision of P.L. 106-554.

Continuation of a Jongitudinal study of the incidence of HPV infection in adolescent
females, aged 12-19 years, in Atlanta, Georgia. Results of this study may contribute
important information on the determinants of progression from HPV infection to
development of precancerous cells.

Performance of additional HPV prevalence and epidemiclogy surveillance in nationally
representative samples using CDC’s National Health and Nutrition Examination Survey.
This project will provide specific information on HPV 16.

Establishment of six to eight sentinel surveillance sites to monitor the prevalence of high-
risk HPV types in women.

Implementation of formative research and a patient survey to develop and pilot health
messages for HPV patients and their partners.

Performance of a provider survey of knowledge, attitudes, and practices regarding HPV
diagnoses and treatment. This survey will assess perceptions, practices, barriers, and
facilitators ding HPV risk testing, < ling, and partner
services.
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With respect to making infection with high-risk HPV types a reportable condition, each state
determines which conditions or diseases are reportable within their state. In this regard, in

April 1999, CDC, in collaboration with the American Cancer Society, convened a panel of
internationally recognized experts to provide recommendations for HPV prevention activities and
research in the United States. This expert panel specifically recommended against establishing
routine reporting for genital HPV infection at this time. The panel indicated that such action
would be premature due to critical gaps in knowledge about HPV epidemiology, lack of
widespread availability and experience with HPV tests, current inability to distinguish the more
than 90 percent of HPV-infected women who will eliminate the infection without problems from
the small minority who will develop pr sus cervical cl and the absence of effective
therapy. CDC will continue to work closely with states and other partners to expand the
knowledge base and best practices for HPV prevention. A copy of the panel’s report is enclosed.

‘We appreciate your i to the p ion and of cervical cancer and look
forward to furthering HPV prevention and control in the United States. A copy of this letter
is being sent to The Honorable Sue Myrick, The Honorable Dave Weldon, M.D,, and The
Honorable Joseph Pitts who cosigned your letter.

Sincerely,

R gon

Jeffrey P. KGplan, M.D.,, M.P.H.
Director

Enclosure
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May 24, 2001
Jeffrey P. Koplan, M.D., M.P.H.
Director,
Centers for Disease Control and Prevention
1600 Clifton Rd.
Atlanta, GA 30333

Dear Dr. Koplan,

Thank you for your May 9 letter responding to our correspondence of March 30
addressed to Dr. Judith Wasserheit regarding the Human Papillomavirus Education and
Prevention provisions contained within Public Law 106-554.

We were very disappointed with your response. In our initial inquiry, we
specifically asked what actions the CDC has taken over the past four-- now five-- months
to enact the requirements of this law. Instead of an update of actions taken, we were
provided an incomplete summarization of certain requirements of the law.

‘We would ask again (1) What actions has the CDC taken since December to
implerment this vitally important law that protects women’s health? Please include with
your response any and all internal memos or other documents pertaining to this law.

Noticeably absent in your summary of the law is a provision that requires the
CDC, other federal agencies and all contractors, grantees and subgrantees of the
Department of Health and Human Services to “contain medically accurate information
regarding the effectiveness or lack of effectiveness of condoms in preventing” HPV and
other STDs. Specifically the law states:

~(c) HPV Education and Prevention-

“{1} IN GENERAL- The Secretary shall prepare and
distribute educational materials for health care providers and
the public that include information on HPV. Such materials shall
address--

“{A) modes of transmission;
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“(B) consequences of infection, including the link
between HPV and cervical cancer;

“{C) the available scientific evidence on the
effectiveness or lack of effectiveness of condoms in preventing
infection with HPV; and

“ (D) the importance of regular Pap smears, and
other diagnostics for early intervention and prevention of
cervical cancer purposes in preventing cervical cancer.

“{2) MEDICALLY ACCURATE INFORMATION- Educational
material under paragraph (1), and all other relevant educational
and prevention materials prepared and printed from this date
forward for the public and health care providers by the Secretary
{(including materials prepared through the Food and Drug
Administration, the Centers for Disease Control and Prevention,
and the Health Resources and Services Administration), or by
contractors, grantees, or subgrantees thereof, that are
specifically designed to address STDs including HPV shall contain
medically accurate information regarding the effectiveness or
lack of effectiveness of condoms in preventing the STD the
materials are designed to address.”

This law took effect December 21, 2000 and states very clearly that all
educational and prevention materials printed from that date forward by the CDC and
others must contain medically accurate information regarding the effectiveness or lack of
effectiveness of condoms against STDs. Yet a CDC Fact Sheet entitled “Condoms and
Their Use in Preventing HIV and Other STDs” updated on January 31, 2001 reads:

“The correct and consistent use of latex condoms during
sexual intercourse- vaginal, anal, or oral-can greatly reduce a
persen’ s risk of acquiring or transmitting mest STDs, including
HIV infection, gonorrhea, chlamydia, trichomonas, human papilloma
virus infection (HPV}), and hepatitis B.”

As you know, this statement is pot “medically accurate,” as specifically required
by federal law.

Dr. Richard D. Klausner, Director of the National Cancer Institute has told
Congress that “condoms are ineffective against HPV.” Like wise, a 1996 National
Institutes of Health Consensus Development Conference Statement on Cervical Cancer
found that the scientific data on the use of barrier methods of contraception such as
condoms “does not support this as an effective method of prevention” of HPV. The
American Cancer Society concurs, stating “research shows that condoms cannot protect
against infection with HPV.” And a draft of a soon-to-be released paper on condom
effectiveness, prepared by the National Institute of Allergy and Infectious Disease with
CDC participation, concludes “that there was no evidence that condom use reduced the
risk of HPV infection.”

Yet these conclusions determined from published scientific data are not reflected
in the statement printed in the CDC Fact Sheet. We are gravely concerned by both the
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failure to comply with the statute and the potential impact of providing scientifically
inaccurate information which may endanger the health-- and in some cases, the lives-- of
‘womern.

(2) Please provide an explanation of why this provision of the law and these
scientific facts were overlooked.

We would also like to know (3) what is the CDC doing to inform its contractors,
grantees and subgrantees about the ineffectiveness of condoms in preventing HPV
infection and the legal requirement to provide such medically accurate information? (4)
‘What penalties are typically levied against organizations that receive federal funds and do
not comply with federal legal requirements? Would such organizations be required to
return federal funds or possibly be prohibited from receiving federal funds in the future?
(5) Please also provide a complete listing, including addresses, of all CDC contractors,
grantees and subgrantees receiving any federal funds for HIV/STD education and
prevention,

Finally, a recent report in the “STD Advisor” stated that a CDC advisory
committee plans to reinforce condom messages in an upcoming “MMWR Report and
Recommendations” publication. (4) Could you please explain the intent of the CDC in
releasing this report at this time? (5) Will this report reflect the conclusions of the
NIAID, NCI and the published scientific data regarding the lack of effectiveness of
condoms in preventing HPV infection as legally required?

Thank you for your prompt attention to this inquiry. We look forward to working
with you to ensure that this law is properly enacted to protect the health and lives of
women.

Sincerely,
Mark E. Souder ;ave Weldon, M.D.
Chairman Member of Congress
Subcommittee on Criminal Justice,
Drug Policy and Human Resources
CC: Honorable Tommy Thompson

Secretary
Department of Health and Human Services
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March 5, 2002
Dr. Jeffrey P. Koplan, MD MPH
Director
Centers for Disease Control and Prevention
1600 Clifton Road

Atlanta, GA 30333

Dear Dr. Koplan,

The Centers for Disease Control and Prevention (CDC) and the Association of

Schootls of Public Health recently provided a $940,000 grant to Planned Parenthood of
Southwest and Central Florida and the University of South Florida to conduct a study to
determine how people react when they are diagnosed with human papillomavirus HPV)
infection. The data from this research is intended to develop an educational message to
prevent HPV infection and cervical cancer.

This study was required by Public Law 106-554. Specifically the law states:

“(1) IN GENERAL. The Secretary, acting through the Centers

for Disease Control and Prevention, shall conduct prevention
research on HPV, including—

“(A) behavioral and other research on the impact of
HPV-related diagnosis on individuals;

% (B) formative research to assist with the development
of educational messages and information for the public, for
patients, and for their partners about HPV;

N (C) surveys of physician and public knowledge,
attitudes, and practices about genital HPV infection; and

*(D) upon the completion of and based on the findings
under subparagraphs (A) through (C), develop and
disseminate educational materials for the public and health
care providers regarding HPV and its impact and
prevention.”
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Because the results of this study will impact the educational materials that will be
developed and disseminated to the public regarding HPV infection and cervical cancer, it
is essential that the research and the data obtained be scientifically pure and not skewed
by political motivations. In this regard, we find it baffling that a Planned Parenthood
affiliate would be chosen to conduct this study. As you know, Planned Parenthood
aggressively opposed the law requiring this HPV study and has for some time promoted a
political agenda that has misled the public about the lack of condom effectiveness in
preventing HPV infection. Clearly, a far more objective organization could have been
selected to conduct this study.

Could you please provide the Planned Parenthood of Southwest and Central
Florida and the University of South Florida proposal that was submitted for this study
along with answers to the following questions:

(1) Is the CDC sponsoring any organizations or researchers other than Planned
Parenthood affiliates to conduct research on this topic?

(2) As you know, the Planned Parenthood study will include only the agency’s
own clients and therefore will not represent a broad cross-section of women.
1t is fair to assume that Planned Parenthood clients are likely to have different
attitudes and values than women who seck health services from family doctors
or health care providers that do not promote or perform abortions. If only
Planned Parenthood clients are being interviewed for this research, the
opinions of the vast majority of American women will be omitted from
consideration and analysis and the research will be unfairly and
unscientifically skewed. What efforts are you making to determine the
attitudes of women who are not Planned Parenthood clients about HPV?

(3) What specific questions will be asked of study participants?

Could you also provide recent educational materials from the Planned Parenthood
of Southwest and Central Florida that address HPV and condoms? As you know, since
December 21, 2000, federal law requires all educational and prevention materials printed
by the CDC and its partners to contain medically accurate information regarding the
effectiveness or lack of effectiveness of condoms against STDs. We would like to verify
that an organization conducting research for the CDC is both complying with the law and
providing medically accurate information to the public.

Could you also provide an update as to what actions the CDC has taken since
December 2000 to educate health care providers, CDC grantees and partners, the media
and the public about HPV, its link to cervical cancer and the lack of effectiveness of
condoms in preventing HPV infection as mandated by Public Law 106-554?

Finally, have any efforts been made to evaluate whether CDC partners are
complying with the federal requirement that all educational and prevention materials
“contain medically accurate information regarding the effectiveness or lack of
effectiveness of condoms in preventing the STD the materials are designed to address?”



Thank you for your attention to this matter,

Sincerely,

Mark E. Souder

Chairman

Subcommittee on Criminal Justice,
Drug Policy and Human Resources

S

Chris Smith l
Member of Congress
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. We look forward to a prompt reply.

/-

ave Weldon, M.D.
Member of Congress

Joe Pitts
Member of Congress
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g/ DEPARTMENT OF HEALTH & HUMAN SERVICES Fublic Health Service

N S Y Centers for Disease Control
‘:)\,' H " and Prevention {(CDC)
Atlanta GA 30333

MAY 17 2002

. e
- nh L
The Honorable Mark E. Sg€aet' E
House of Representativé¥’

‘Washington, D.C. 30515-6143
Dear Mr. Souder:

This is in response to your letter to Dr. Jeffrey P. Koplan, former Director of the Centers for
Disease Control and Prevention (CDC), requesting information on funding provided by CDC to
support a study 1o assess the impact on women when diagnosed with human papillomavirns
(HPV) infection. Please excuse the delay of this response.

cheis conducting f form ve research th éi)é/);ly;é’gji' impac f HPV dxagnosxs ori women
at f ve sites around t};e Pt mpet Qe'lected and mc]uded are the

Umversxty of South Florida (USF§ the Univer 1y of OKl ia, the Umversxty of South *
Carolina, the Los Ange);ﬁ C?uqty De anmc;gt tof Health Serv1ces, and the Washmgton State
Department of Heal ach of th i ji ini

sites, which includé pn 3")! ca;_e ce ers publ; health, chmcs women s healtfx centets, HIV care
clinics, commumty h nters, farmly medicine chhlcs umversny health centers, family
planning clinics, Ind\an Health' Servwe  clinics, sexually transmitted disease (STD) clinics, and a
Veterans Administration women s chmc USF is the only research sne with platis'to recruit
participants from Planned Parenthood cllmcs "Each 6f the ‘sifes involved in this study contributes
important data on women from various segments of the population. Aggregating data across the
sites will provide a representative picture of the impact of HPV diagnosis and American
women's attitudes toward HPV.

In fiscal year (FY) 2001, CDC provided $295,161 to USF to conduct the first of 3 years of such
formative research. The research plan at USF requires laboratory testing of specimens obtained
via Papanicolaou (Pap) smears fmm 1 000 women. This is expected to yield a sample of
approximately 100 HPV-positive women who are w1llmg to be interviewed regarding the
psychosocial impact of their HPV diagnosis. Due to the short time frame of the study and the
number of women to be screened, it is necessary to collaborate with clinics where Pap smears are
routinely obtained from Targe numbers of women. Thus, USF proposes to colf 0fate with its
Student Health Center and Planned Parenthood of Sou.}wwest and Cemral Florida.

Regarding your requsst for the USE study pro_tocol; the research protocol is currently pending
review and approval by the CDC Institutional Review Board and cannot be considered a final
research plan. Once the plan is finalized, I will forward it to you under separate cover. In
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response to your request for Planned Parenthood of Southwest and Central Florida’s materials on
HPYV and condoms, CDC does not provide funding for these materials. Please contact

Ms. Barbara Zdavecky, President and CEO of Planned Parenthood of Southwest and Central
Florida, at telephone (941) 365-3913 if you wish to obtain these materials.

CDC is also conducting formative research to develop a provider survey that will assess
knowledge, attitudes, and practices regarding HPV diagnosis and treatment. This survey will
also assess perceptions, practice barriers, and facilitators regarding HPV risk assessment, testing,
treatment, counseling, and partner services. All of the findings, from formative and survey
research, will underpin the development and dissemination of educational materials and health
messages.

Finally, in reference to efforts to evaluate whether CDC partners are complying with the
requirements of Public Law 106-554 regarding the content of educational materials, CDC has
taken the following steps:

» Informed grantees, subgrantees, contractors, and a wide range of public health partners about
the requirements of the law, especially those requirements regarding the content of
educational materials.

o & icated the requi of Public Law 106-554 through conference calls with the
National Coalition of 8TD Directors and the National Alliance of State and Territorial AIDS
Directors.

* Collaborated with the National Institutes of Health to develop a fact sheet with educational
messages reflecting the latest science in STD prevention. This fact sheet is currently
undergoing clearance.

Should CDC become aware of any inconsi ies in the imp} ion of the requi of
Public Law 106-554 by any CDC grantee, we will notify the organization and provide technical
assistance and guidance to assist in correcting the information.

‘We appreciate your continued i to the prevention and treatment of HPV and cervical
cancer. An identical letter is being sent to Representatives Dave Weldon, M.D,, Chris Smith,
and Joe Pitts who cosigned your letter.

Sincerely,

T L

David W. Fleming, M.D.
Acting Director
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November 19, 2003

Julie L. Gerberding, M.D., M.P.H.
Director

Centers for Disease Control and Prevention
1600 Clifton Road, N.E.

Atlanta, GA 30333

Dear Dr. Gerberding,

Thank you for making your staff available on November 17 to discuss the Center
for Disease Contro! and Prevention’s implementation of Public Law 106-554. The
Congressional staff delegation at this meeting included representatives from the Senate
Health, Education, Labor and Pensions Committee, the House Energy and Commerce
Committee, the Republican Study Committee, the office of Congressman Dave Weldon.
M.D. of the House Appropriations Committee, and the House Subcommittee on Criminal
Justice, Drug Policy and Human Resources.

As you know, this law directs the CDC to undertake a number of activities to
educate the public about human papillomavirus (HPV), including its health consequences
and how infection can be prevented. The conversation between CDC and Congressional
staff focused on the legal requirements under this Act directing CDC to develop a report
by December 21, 2003 recommending “the best strategies to prevent future [HPV]
infections, based on the available science.”

It is very disappointing to learn that CDC has not taken appropriate actions to
ensure compliance with the law and will miss the legal deadline for releasing these very
important and much needed prevention recommendations.

Consider that in the United States, approximately 20 million people are currently
infected with genital HPV and more than 5 million new infections occur annually.
Experts agree that nearly all cases of cervical cancer are directly associated with HPV
infection. HPV is also associated with more than one million pre-cancerous lesions. An
estimated 13,000 new cases of invasive cervical cancer are diagnosed annually in the
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U.S. and tens of thousands of other women will be treated for HPV related pre-cancerous
conditions. Cervical cancer kills nearly 5,000 women every year in the U.S.; by way of
comparison, AIDS kills about 3,800 women every year. Yet few Americans have ever
even heard of HPV and most are unaware of its risks or how to protect themselves from
infection.

The commitment of CDC made by Dr. Ed Thompson, Deputy Director for Public
Health Services, and the CDC staff that the agency will release HPV prevention
recommendations in January is very much appreciated. With January designated as
Cervical Cancer Awareness Month, the release at this time, while statutorily overdue,
would be very appropriate.

Specifically, Dr. Thompson and CDC staff committed to:

(1) issuing HPV prevention recommendations based on available science no later
than the third week of January;

(2) including Dr. Tom Coburn, a practicing obstetrician/family physician who cares
for patients affected by HPV and the author of the federal HPV law, or his
designee in the development of these recommendations; and

(3) providing routine progress updates to staff, including drafts of the
recommendations.

We also strongly encourage CDC to focus on data that has been peer reviewed
and published in scientific journals and to refrain from issuing theoretical, hypothetical or
unproven bases for protection.

In addition to the HPV prevention report, Public Law 106-554 requires CDC to
undertake a number of other activities related to HPV education and research. We look
forward to frequent progress updates on the status of these efforts.

Thank you, and Dr. Thompson, for CDC’s commitment to beginning efforts to
educate the public about the dangers of HPV and how to protect against HPV infection.

Sincerely,

l\//fark E. Souder

Chairman
Subcommittee on Criminal Justice,
Drug Policy and Human Resources
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Honorable Tommy Thompson
Secretary
Department of Health and Human Services

Honorable Judd Gregg
Chairman
Senate Committee on Health, Education, Labor and Pensions

Honorable Billy Tauzin
Chairman
House Energy and Commerce Committee

Honorable Michael Bilirakis
Chairman
House Subcommittee on Health

Honorable Dave Weldon, M.D.
Member of Congress
House Appropriations Committee

Honorable Sue Myrick
Chair
Republican Study Committee

Honorable Tom Coburn, M.D.
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and Prevention (CDC)
Aflanta GA 30333

DEC 18 20

The Honorable Mark E. Souder
House of Representatives
Washington, D.C. 20515-6143

Dear Mr. Souder:

Thank you for your letter regarding Congressional, Department of Health and Human Services
(HHS), and Centers for Disease Control and Prevention (CDC) staff discussions surrounding
implementation of PL 106-554. Iappreciate your deep interest in ensuring that the public is
properly educated about human papillomavirus (HPV) as well as your personal interest in CDC’s
response to certain requirements related to HPV in PL 106-554.

1 am pleased that staff were able to more fully discuss the implementation of the PL 106-554
during the November 17 meeting. We understand well the need to provide strategies for
prevention with respect to PV, As always, any strategies we present will be based on the best
available science. Additionaily, we are comumitted to fiarther advancing the field by continuing
our research and surveillance activities in this critical area and by working collaboratively with
public- and private- sector agencies and external experts.

Your letter lists a number of matiers that were discussed at the meeting, We are committed

to meeting, to the best of our ability, your expectations, and the requirements of the law by
providing by the third week in January “a detailed summary of the significant findings and
problems and the best strategies to prevent future [HPV] infections based on available science.”
As for involving Dr. Coburn and providing drafts of the report to Congress, [ would like to
suggest that you and/or your staff meet with Dr. Ed Thompson, CDC’s Deputy Director for
Public Health Services in the near future to discuss specifically the best way to address these
matters. And I would rejterate my requests from earlier in the year, that, at your convenience,
you and I meet to discuss your concerns.

I certainly want to keep you updated on our progress with the impl ion of the
requirements of PL 106-554, and [ lock forward to future discussions with you.
Sincerely,
wh [ 128 .
Julie Louise Gerberdiy

Director
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TOM A. COBURN, M.D
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September 7, 2000

The Honorable Jane E. Henney, M.D.
Commissioner

Food and Drug Administration
Parklawn Building

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Henney,

As a practicing physician who has cared for countless women who have become
infected with human papillomavirus (HPV) despite their belief that they were having “safe sex”
by using a condom, I am gravely concerned that unless the Food and Drug Administration
reconsiders the existing label for condom packages more young women will become victims of
this horrible virus that can cause cancer and death.

As you know, HPV is the cause of virtually all cervical cancer. The virus is present in
99.7 percent of all cervical cancers according to a study published last year in the Journal of
Pathology. HPV has also been linked to oral cancer and cancer of the vagina, prostate, penis and
anus, as well as genital warts. Many of those infected, however, have no visible symptoms.
While not everyone infected will develop cancer, every year 15,000 cases of cervical cancer are
diagnosed and 5,000 women die from the disease. Hundreds of thousands of other women will be
diagnosed and treated for pre-cancerous conditions which some researchers estimate are about
four times more common than invasive cervical cancer. And despite the fact that it is the most
common sexually transmitted virus in the United States, over three-fourths of the respondents in
a recent poll have never heard of HPV.

Dr. Richard Klauser, Director. of the National Cancer Institute (NCI), has stated
“condoms are ineffective against HPV” and the American Cancer Association has concurred,
acknowledging that “research shows that condoms (“rubbers”) cannot protect against infection
with HPV.” According to Dr. Klausner, the evidence that condoms do not protect against
HPV is so definitive that “additional research efforts by NCI on the effectiveness of condoms
in preventing HPV transmission is not warranted.”

The labeling on condoms— approved by the FDA~ is extremely misleading. “If used
properly, latex condoms are effective against pregnancy, AIDS and other STD’s” according to
the label on LifeStyles condoms. Trojan and TrustEx state that “latex condoms will help
reduce the risk of transmission of EIV infection (AIDS) and many other sexually transmitted
diseases.” A LifeStyles Condom press release issued in July even went as far as to state that

429 CANNON HOUSE OFFICE BULoiNG
WazningTon, DC 20615 E-mail: rep.coburn@mailhouse.gov
1202} 2252701 Fax: (202 2253038 PRITED SN RED Web site: wwhw.house.govicoburn
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“the proper and consistent use of latex condoms is the most effective way to prevent the spread
of such diseases, including HIV, AIDS and HPV (human papaloma virus).” These claims are
absolutely untrue in regard to HPV.

Ironically, all latex condoms are required to contain a warning that they contain rubber
latex which may cause allergic reactions. The most recent data show that only 15 people died
from latex allergies during a four year period. This is a significant contrast to the 5,000
women who die a year from cervical cancer of which nearly all is associated with HPV.

Interestingly enough, the labeling on birth control pills addresses cervical cancer and
states the ineffectiveness of oral contraceptives in preventing STDs. While HPV is not sited
per se, both genital warts and cervical cancer are addressed in the packaging of birth control
pills. “Oral contraceptives do not protect against transmission of HIV (AIDS) and other
sexually transmitted diseases such sexually transmitted diseases such chlamydia, genital herpes,
genital warts, gonorrhea, hepatitis B, and syphilis,” according to the labeling of ORTHO-
CYCLEN and ORTHO TRI-CYCLEN. Furthermore, “some studies have found an increase in
the incidence of cancer of the cervix in women who use oral contraceptives. However, this
findings may be related to factors other than the use of oral contraceptives.”

It bewilders me that birth control pills, which are commonly understood to prevent only
pregnancy and not STDs, would address these health concerns while condom labels not only
fail to address HPV and cervical cancer, but provide misleading information about their
effectiveness.

In light of this information, I would like to know:

1) If the FDA intends to revise condoms labels to more accurately reflect the scientific facts
about their ineffectiveness against HPV and the correlation between HPV and cervical cancer.
If not, please provide an explanation as to why the agency feels this information should be
withheld from consumers.

2) What liability do you expect that the condom manufacturers, the FDA or any other
government agencies have assumed due to the fact that this information on HPV has been
available for some time but yet withheld and, instead, misleading information about condom
effectiveness has been prescribed on condom packaging.

Thank you for your attention to this matter. I look forward to a prompt reply. If you
have any questions, please do not hesitate to contact me.

Sincerely,

om A. Cobur;l,
Vice Chair
Commerce Subcommittee on Health & Environment

Enclosures
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The Honorable Tom A. Coburn

Vice Chairman

Subcommittee on Health and Environment
Committee on Commerce

House of Representatives

Washington, D.C. 20515

Dear Mr. Vice Chairmant

Thank you for your letter of September 7, 2000, expressing your
concerns about the effectiveness of condoms in preventing
transmission of sexually-transmitted diseases (STDs),
particularly the human papillomavirus (HPV), and the labeling of
condoms in this respect. Your questions will be restated
followed by our response.

1. If the FDA intends to revise condom labels to more
accurately reflect the scientific facts about their
ineffectiveness against HPV and the correlaticn between HPV
and cervical cancer. If not, please provide an explanation
as to why the agency feels this information should be
withheld from consumers.

The Food and Drug Administration (FDA or the Agency) is in the
process of taking a comprehensive look at condom labeling,
including the primary display panel, the back panel, the package
ingert, and the individual foil pack.

As we understand it, almost a year after Dr., Richard Klausner,
Director, National Cancer Institute (NCI), sent a letter dated
February 19, 1999, to Chairman Bliley, House Committee on
Commerce (which you gquoted in your letter), Drs. Anthony Fauci,
Director, National Institute of Allergy and Infectious Diseases
(NIAID), and Klausner responded to a separate request from your
office. This response led to the agreement to hold a conference
that would examine the available data on condom effectiveness
for STD protection. A steering committee, made up of
representatives from NIAID, NCI, the National Institute for
Child Health and Human Development, the Centers for Disease
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Contrel and Prevention, FDA, and the United States Agency for
International Development, planned the meeting. The Public
Health Service conference, entitled "Scientific Evidence on
Condom Effectiveness and STD Prevention,™ took place on

June 12-14, 2000. The conference panel reviewed more than 100
published studies and heard from a variety of experts in the
field. Presentations and deliberations highlighted some
difficulties with understanding condom effectiveness. In
particular, although studies show that condoms provide
significant protection against some STDs {including and
especially HIV/AIDS), currently-available data do not clearly
answer the question of whether or to what extent condoms protect
against transmission of HPV. A summary of the June workshop is
being prepared by the National Institutes of Health and should
be available shortly. Our review of condom labeling will
address this and many other questions.

2. What liability do you expect that the condom manufacturers,
the FDA or any other government agencies have assumed due to
the fact that this information on HPV has been available for
some time but yet withheld and, instead, misleading
information about condom effectiveness has been prescribed
on condom packaging.

FDA has not assumed any such liability. We have no information
about the liability assumed by condom manufacturers or other
government agencies.

Thanks again for your interest in this matter. If you have
further questions, please let us know.

Sincerely,

Melinda K. Plaisier
Associate Commissioner
for Legislation
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August 23, 2001

Bernard A. Schwetz, D.V.M,, Ph.D.
Acting Principal Deputy Commissioner
Food and Drug Administration

5600 Fishers Lane

Rockville MD 20857-0001

Dear Dr. Schwetz,

1 Jook forward to working with you in protecting the health of all Americans and
improving the safety of food, drugs and medical devices.

Public Law 106-554 requires the Food and Drug Administration (FDA) to
“reexamine existing condom labels” and “determine whether the labels are medically
accurate regarding the overall effectiveness or lack of effectiveness of condoms in
preventing sexually transmitted diseases, including HPV.”

As you know, the National Institutes of Health along with the U.S. Agency for
International Development, the Centers for Disease Contro] and Prevention and the FDA
released last month a report entitled “Scientific Evidence on Condom Effectiveness for
STD Prevention.” This report provided the single most comprehensive review of the
published scientific data on the effectiveness of condors in preventing sexually
transmitted diseases (STDs). In the executive summary, the document states “for HPV,
the Panel concluded that there was no [emphasis added] epidemiological evidence that
condom use reduced the risk of HPV infection.” In addition to HPV, the panel reviewed
the effectiveness of condoms in preventing infection with seven other STDs—HIV,
gonorrhea, chlamydia, syphilis, chancroid, trichomoniasis, and genital herpes. The report
concluded that “the evidence available” on the effectiveness of condoms against these
infections “should not be interpreted as proof of the adequacy or inadequacy of the
condom to reduce the risk of STDs other than HIV transmission in men and women and
gonorrhea in men.”
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The FDA “Guidance for Industry Uniform Contraceptive Labeling” issued on
July 23, 1998 directs manufacturers to include the following statement in consumer
labeling regarding transmission of STDs:

“For latex condoms for men:

“(On the condom wrapper/Principal display panel)
If used properly, latex condoms will help reduce the risk of HIV infection (AIDS)
and many sexually transmitted diseases.

“(Directions For Use)

If used properly, latex condoms will help reduce the risk of HIV infection (AIDS)
and many sexually transmitted diseases, including chlamydia, genital herpes,
genital warts, gonorrhea, hepatitis B, and syphilis.”

These statements do not reflect the NIH review of the available published data on
condom effectiveness, and therefore are not “medically accurate” as mandated by federal
law.

Public Law 106-554 also requires that all “educational and prevention materials
prepared and printed from this date forward [December 15, 2000] for the public and
health care providers by the Secretary (including materials prepared through the Food and
Drug Administration, the Centers for Disease Control and Prevention, and the Health
Resources and Services Administration), or by contractors, grantees, or subgrantees
thereof, that are specifically designed to address STDs including HPV shall contain
medically accurate information regarding the effectiveness or lack of effectiveness of
condoms in preventing the STD the materials are designed to address.”

Could you please provide the Subcommittee with an update as to what specific
actions the FDA has taken—or intends to take—to ensure that:

(1) Condom labeling reflects the conclusions of the NIH report; and

(2) FDA educational and prevention materials (including those posted on the FDA
website) have been revised to ensure that such materials are “medically accurate”
as required by law?

Because Public Law 106-554 requires the FDA to review the medical accuracy of
condom labels, please also elaborate at to how the FDA intends to address condoms that
contain the spermicide Nonoxynol-9 (N-9).

As you know, studies have indicated since 1989 that use of N-9 may actually
increase the risk of HIV infection. In a Dear Colleague letter dated August 4, 2000, Dr.
Helene Gayle of the Centers for Disease Control and Prevention (CDC) stated, “given
that N-9 has now been proven ineffective against HIV transmission, the possibility of
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risk, with no benefit, indicates that N-9 should not be recommended as an effective
means of HIV prevention.”

In contrast, the FDA website states “although it has not been scientifically proven,
it is possible that nonoxynol-9 may reduce the risk of transmission of the AIDS virus
during intercourse as well. Using a spermicide along with a latex condom is therefore
advisable, and is an added precaution in case the condom breaks.”

This statement is quite troubling for several reasons. It is, first and foremost,
medically inaccurate. It also encourages a behavior that numerous data indicate increase
HIV risk. And it also provides advice that admittedly “has not been scientifically
proven.”

Could you please explain:

(3) Why, and how often, does the FDA provide consumers with recommendations
that have “not been scientifically proven?” In other words, are there are other
instances in which the FDA recommends the use of a device or drug that has no
proven efficacy?

(4) Has the FDA verified that products containing N-9 are safe and effective? Ifnot,
does the FDA intend to halt the production, sale or marketing of condoms
containing N-9 until such products undergo proper trials to determine if they are
safe and effective?

(5) If the FDA does intend to allow the further production of condoms with N-9, what
changes in labeling for such products will be required?

Thank you for your prompt attention to this matter. If you have any questions,
please contact Roland Foster of the Subcommittee on Criminal Justice, Drug Policy and
- Human Resources at (202) 225-2577.

Sincerely,

Mark E. Souder

Chairman

Subcommittee on Criminal Justice, .
Drug Policy and Human Resources

Enclosure
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Latex Condoms Lessen Risk o1 £1'bs (September 199y, Page 3 of 6

* The condoms should be made of latex (rubber).
* The package should say that the condoms are to prevent disease.

If the package doesn't say anything about preventing disease, the condoms may
not provide the protection you want even though they may be the most
expensive ones you can buy.

Novelty condoms, for example, will not be labeled for either disease- or
pregnancy-prevention. Condoms that don't cover the entire penis are not’
labeléd for disease prevention and should not be used for this purpose. For
proper protection, a condom must unroll to cover the entire penis.

Some condom packages bear the words "DATE MFG." This is the date when the
condoms were made, not an expiration date. FDA requires that all condoms to
which a spermicide has been added be labeled with the expiration date of the
spermicide. New York state reguires an expiration date on all condoms sold in
that state. To gain access to the New York market, therefore, most of the
five domestic manufacturers of condoms will now include this date on all
their packages, usually abbreviated "EXP." The condom should not be purchased
or used after that date.

Condoms are available in almost all pharmacies; many supermarkets and other
stores also carry them. They are also available from vending machines. When
purchasing condoms from vending machines, as from any source, be sure they
are latex, labeled for disease prevention, and are not outdated. Do not
purchase condoms from a vending machine located where it may be subject to
extreme temperatures or direct sunlight. Extreme temperatures--especially
heat--can make latex brittle or gummy.

Condoms should be stored in a cool, dry place out of direct sunlight. Closets
or drawers usually make good storage places. Condoms should not be kept in a
pocket, wallet or purse for more than a few hours at a time because they may
be exposed to extreme temperatures. Places that may get very hot, such as
car glove compartments, are particularly poor storage areas.

When opening a condom, handle the package gently. Don't- use teeth, sharp
fingernails, scissors, or other sharp instruments as these may damage the
condom. And make sure you can see what you're doing!

After you open the package, inspect the condom. If the material sticks to
itself or is gummy, the condom is no good. Check the condom top for other
obvious damage such as brittleness, tears and holes, but don't unroll the
condom to check it because this could damage it.

Spermicides

Spermicides, which kill sperm, are used for birth control either alone or
with barrier contraceptives such as the diaphragm or cervical cap. Scientists
have observed that, in test tubes, a spermicide called nonoxynol-9 kills
organisms that cause STDs. Although it has not been scientificall roven, it
is possible that nonoxynol-9 may reduce the risk of transmission of the AIDS
virus duripg intercourse as wei%. Using a spermicide along with a latex
condom is therefore advisable, and is an added precaution in case the condom
breaks. Some condoms come with nonoxynol-9 already added. Their packages are
required to be labeled with the expiration date of the spermicide, and they
should not be used after that date.

Some experts think that even if a condom with spermicide is used, additional
spermicide in the form of a jelly, cream or foam should be added. These are
sold over the counter in pharmacies and some supermarkets. (Although
swallowing small amounts of spermicide has not proven harmful in animal
tests, it is not known if this is true for humans. For that reason; and
because spermicides have a bitter taste, for oral sex it may be best to use a

http://www.fda.gov/bbs/topics/ CONSUMER/CN00042¢. htm! : 8/24/01
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DEFARTMENT OF HEALTH & HUMAN SBERVICES

Food and Drug Administration
Rockvile MD 20887

NOV 20 2001

The Honorable Mark E. Souder

Chairman

Subcommittee on Criminal Justice,
Drug Policy and Human Resources

Committee on Government Reform

House of Representatives

Washington, DC 20515 - £148

Dear Mr. Chairman:

Thank you for your letter of August 23, 2001 expressing your
concerns about the Food and Drug Administration’s (FDA or the
Agency)} implementation of the section of Public Law 106-554,
pertaining to labeling of condoms. We apologize for the delay
in responding.

FDA is currently developing an implementation plan for carrying
out Public Law 106-554. Our plan will consider the recently
released report, Workshop Summary: Scientific Evidence on Condom
Effectiveness for Sexually Transmitted Disease (STD) Prevention,
{(July 20, 2001), as well as other important findings (including
new publications since the workshop was held in June 2000) to
determine what modifications to current condom labeling are
appropriate. We are also evaluating the appropriate regulatory
mechanism for effecting such change.

As you know, Public Law 106-554 also has provisions regarding
educational materials on the human papilloma virus (HPV) for
health care providers and the public, these are directed at all
components of the Department of Health and Human Services. Over
the past year, the National Institutes of Health (NIH) and the
Centers for Disease Control and Prevention (CDC) have developed
new information on condoms and HPV. FDA will be working with
public health officials from both agencies to ensure consistent
and accurate information about HPV and other STDs and condom
use.
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Your letter points out that the FDA website still posts an
article from a September 1990 issue of FDA Consumer, about
condom use. To improve consumer access, FDA posts and maintains
all articles from this consumer magazine. A carefully worded
disclaimexr at the beginning of each article addresses the
concern about dated material. Nevertheless, we understand
your concerns about the text of one paragraph in that article
regarding nonoxynol-9 (N9), a spermicide contained in the
lubricant of some condoms. As you may know, Helene Gayle's
August 4, 2000, letter to CDC grantees was based on study
results presented at the International AIDS Conference in

July 2000 (Durban, South Africa). This was a study of
commercial sex workers in Africa and southeast Asia who used
vaginal preparations containing N9. As described below, FDA

is still considering the applicability of this study to a U.S
population, in the context of its ongoing review of the safety
and effectiveness of over-the-counter (OTC) vaginal spermicides
containing N9.

Regarding your gquestions on FDA's review of and regulatory
plans for products containing N9, in 1980, an Advisory Review
Panel, consisting of medical and scientific experts, reviewed
OTC vaginal contraceptives already on the wmarket and concluded
that vaginal spermicides containing N9 were safe and effective
for OTC use. 1In a 1995 proposed rule, the Agency tentatively
concurred with the Panel’s general recommendations regarding
safety but stated that clinical studies were necessary to
establish the effectiveness of the spermicide’s final
formulation when used in humans.

In addition, some specific safety issues relating to local
vaginal irritation were raised. Consequently, the Agency
requested additional safety and efficacy information to support
the marketing of N9, but in the interim, the proposed rule
allowed for the continued marketing of OTC vaginal spermicides
containing N9. These issues were discussed at the November 22,
1996, Non-prescription Drugs Advisory Committee Meeting at which
time the committee concurred with the Agency to allow interim
marketing of N9-containing vaginal spermicides, pending results
from the proposed rule.

In response to this proposed rule, NIH’s Naticnmal Institute

of Child Health and Human Development (NICHD) advised the Agency
of its intention to conduct a clinical trial to evaluate the
efficacy, safety, and acceptability of different formulations
and doses of vaginal spermicides containing N9 available on the
market. The NICHD studies were originally projected to be
completed in 2001; however, because of the difficulty in
recruiting subjects for the trials, the estimated completion
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time is two to three years from now. FDA will evaluate the
results of these trial studies when completed. FDA is also
evaluating the published study reports, including the recent
study to which you alluded, and other recent medical literature
suggesting that N9 is not antimicrobial and does not protect
against infection from the AIDS virus and other STDs. Because
of the safety concerns raised in these studies, the Agency is
considering proposing a new rule to reguire new labeling
warnings for marketed OTC N9-containing vaginal spermicides to
alert consumers that these products will not protect against
transmission of the AIDS virus or other STDs.

With respect to condoms containing N9 in the lubricant, as noted
above, FDA is devising a plan to review the labeling of all
condome, including those containing N9 in the lubricant, and
will also make changes there as appropriate. It is important to
note that the labeling of condoms with N9 in the lubricant deces
not make any claims regarding the ability of N9 to provide an
increase in protection against STDs.

Thank you again for contacting us concerning this matter. If
you have further gquestions, please let us know.

Sincerely yours,

e1inda x. p1 ?é%ru
Associate Comm&Ssioner

for Legislation
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February 12, 2004

Mark B. McCletlan, M.D., Ph.D.
Commissioner

U. S. Food and Drug Administration
5600 Fishers Lane

Rockviile MD 20857-0001

Dear Dr. McClellan,

As you know, Public Law 106-554 requires the Food and Drug Administration
(FDA) to “reexamine existing condom labels” and “determine whether the labels are
medically accurate regarding the overall effectiveness or lack of effectiveness of
condoms in preventing sexually transmitted diseases, including HPV.”

Experts agree that infection with certain strains of the human papillomavirus
(HPV) is the primary cause of nearly all cervical cancer. According to the American
Cancer Society, nearly 13,000 women develop invasive cervical cancer annually in the
United States and over 4,000 women die of the disease every year. HPV infection is also
associated with other cancers and more than one million pre-cancerous lesions. By way
of comparison, nearly the same number of women die annually as a result of cervical
cancer as do of HIV/AIDS in the United States.

The Centers for Disease Control and Prevention (CDC) estimates 20 million
Americans are currently infected with HPV and 5.5 million Americans become infected
with HPV every year.

On January 30, 2004, the CDC issued a report to Congress entitled “Prevention of
Genital Human Papillomavirus Infection” pursuant to Public Law 106-554 that
concluded, “Even consistent and correct use of condoms would not be expected to offer
complete protection from HPV infection.” According to the CDC, therefore, “The
available scientific evidence is not sufficient to recommend condoms as a primary
prevention strategy for the prevention of genital HPV infection.”
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The CDC report should come as no surprise to the FDA as its findings reflect
prior conclusions by the National Institutes for Health and the American Cancer Society.
A meta-analysis reviewing “the best available data describing the relationship between
condoms and HPV-related conditions” from the past two decades published in the
November 29, 2002 edition of the journal Sexually Transmitted Diseases found, “There was
no consistent evidence of a protective effect of condom use on HPV DNA detection, and
in some studies, condom use was associated with a slightly increased risk for these
lesions.”

Three years after Public Law 106-554 was signed by President Clinton, condom
labels still do not warn consumers about the lack of protection against HPV infection.
The Subcommittee urges FDA to act on the release of CDC’s HPV prevention report and
immediately relabel condoms to alert consumers that condoms do not provide effective
protection against HPV infection.

Please also provide the Subcommittee with the following:

(1) The agency’s timetable for relabeling condoms in compliance with Public
Law 106-554; and

(2) A detailed summary of all actions taken to enact this law since it was signed
on December 21, 2000. Please include meeting dates, meeting participants,
and number of full time employees assigned to implementing this law.

Thank you for your attention to this very important subject. Ilook forward to
working with you to ensure the public is receiving medically accurate information from
which to make fully informed health decisions based upon scientific data. Please respond
to this request prior to the March 11 Subcommittee hearing that will address the federal
response to cervical cancer and HPV.

Sincerely,

/

74 / 5

Mark E. Souder

Chairman,

Subcommittee on Criminal Justice,
Drug Policy and Human Resources
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Congress of the United States
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August 19, 2003

Acting Principal Deputy Inspector General
Office of the Inspector General
Department of Health and Human Services
330 Independence Avenue, S.W.
Washington, D.C. 20201

Dear Ms. Corrigan,

HENRY A WAXNAN
RAIKING MINORS
TOULANTOS, CALIEORbA
MAJOR A OWENS, NEW YORK
EDOLPHUS TOWNS, NEW YORK

CHRIS BELL, TEXAS

BERNARD SANDERS, VERMONT,
NDEPENDENT

Dr. Tom Coburn, a former member of the U.S. House of Representatives, recently
contacted the Subcommittee regarding the failure of the Centers for Disease Control and
Prevention (CDC) and the Food and Drug Administration (FDA) to comply with the legal
requirements of Public Law 106-554. This law is intended to educate the public about
the dangers of human papillomavirus (HPV) and to prevent its spread and its harmful
consequences, which include cervical cancer and death. This policy was overwhelmingly
supported by Congress and signed into Jaw by President Clinton on December 21, 2000.

1 request that the Office of the Inspector General conduct a thorough investigation
to determine whether Public Law 106-554 has been faithfully executed and, if not, to
make recommendations 1o ensure that the appropriate agencies immediately comply with

the directives and intent of this law. Please also determine if federal agencies and

organizations receiving federal funds are complying with P.L. 106-554 by providing

medically accurate information about HPV, reflecting the findings of the July 2001
scientific report entitle “Scientific Evidence on Condom Effectiveness for STD

Prevention” issued by NIH/CDC/FDA/USAID.

A copy of Dr. Coburn’s correspondence outlining the allegations against CDC
and FDA is attached.
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Thank you for your attention to this serious matter.

Sincerely,

7

a
Mark E. Souder
Chairman,

Subcommittee on Criminal Justice,
Drug Policy and Human Resources

Attachment

cet Honorable Claude A. Allen
Honorable Tom A. Cobum, M.D.
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’/é DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockville MD 20857

MAR 10 2004

The Honorable Mark E. Souder

Chairman

Subcommitiee on Criminal Justice,
Drug Policy, and Human Resources

Committee on Government Reform

House of Representatives

Washington, D.C. 20515-6143

Dear Chairman Souder: I -

Thank you for the letter of February 12, 2004, regarding the Food and Drug Administration’s |
(FDA or the Agency) implementation of Public Law (P.L.) 106-554 with respect to the
labeling of condoms. FDA has complied with P.L. 106-554 by carefully reexamining
existing condom labeling to determine whether the labels are medically accurate regarding the
overall effectiveness or lack of effectiveness of condoms in preventing sexually transmitted
diseases (STDs), including human papilioma virus (HPV). As directed by this law, the
Agency has not confined its examination to labeling addressing HPV transmission, but has
examined condom labeling regarding the tr ission of other STDs as well,

FDA agrees with the Centers for Disease Control and Prevention’s recent report to Congress
entitled, “Prevention of Human Papillomavirus Infection.” The report indicates that:

While available scientific evidence suggests that the effect of

condoms in p ing HPV infection is unk , condom use has
been associated with lower rates of the HPV-associated diseases of
genital warts and cervical cancer. The available scientific
evidence is not sufficient to v d cond. as a primary
prevention strategy for the prevention of genital HPY infection.
There is evidence that indicates that the use of condoms may reduce
the risk of cervical cancer. : :

With respect to your specific concerns, they are repeated below followed by our response:

1. The Agency’s ble for relabeling d in pli with Public Law
106-544.

P.L. 106-554 directs FDA to reexamine condom labeling, not only with respect to
their “overall effectiveness™ in preventing STDs, but also with respect to their “Jack of
effectiveness.” FDA is working to present a balanced view of condom performance,
being careful neither to overstate device effectiveness nor to discourage device
usewhere it is appropriate. The Agency is working on developing a proposed rule to
be accompanied by draft labeling guidance for public comment later this year.
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2. A detailed summary of all actions taken to enact this law since it was signed on
December 21, 2000. Please includ ting dates, ting partici and
number of full time employees assigned to implementing this law.

P

A team of experts from FDA’s Center for Devices and Radiological Health (CDRH),

as well as staff from the Department of Health and Human Services Office of General
Counsel, Food and Drug Division, have worked on this effort since enactment of P.L.
106-554 (see enclosure).

To accomplish this task, the Agency staff has conducted a comprehensive systematic
review of the published medical literature on condoms and STDs. Given the
enormous scope of this effort, we have just completed this literature review and are
now looking at how the results from this review would impact condom labeling.

Based on the review of the literature, CDRH has developed a regulatory plan to
provide condom users with a consistent labeling message about STDs and the
protection they should expect from condom use. FDA is preparing new guidance on
condom labeling to address these issues, with the target of publishing that guidance as
a draft for public comment later this year. FDA also anticipates proposing to amend
the classification regulations for condoms to designate the labeling guid asa
special control for these devices (an additional measure that will provide assurance of
safety and effectiveness).

Thank you again for the opportunity to update the Subcommittee on this important public
health issue. Dr. Daniel Schultz, the Director of CDRH’s Office of Device Evaluation will
be representing FDA at the March 11 hearing before the Subcommittee.

Sincerely,
Zmé K. Sachdev
Associate Commissioner

for Legislation

Enclosure



226

FDA Office Staffs quking to Implement P.L. 106-554

Center for Devices and Radiological Health (CDRH)
Office of the Center Director (OCD)
Office of Device Evaluation (ODE)
Office of Compliance (OC)
Office of Health and Industry Programs (OHIP)
Office of Science and Technology (OST)
Office of Surveillance and Biometrics (OSB)

DHHS Office of General Counsel, Food and Drug Division (OGC)

Condom Meetings

Discussions of changes to condom 510(k) guidance:

Attendees: Relevant staff from FDA

Meetings range from February 2001 through February 2002

CDRH working group meetings to review literature on condom
effectiveness for sexually fransmitted diseases:

Attendees: Relevant staff from FDA

Meetings range from October 2002 to present

Planning and update CORH management on progress reqgarding condom
labeling review:

Attendees: Relevant staff from FDA

Meetings range from July 2001 to present

NIH Workshop
Attendees: Relevant staff from FDA

December 2002
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WHO Announcement of Findings from COL-1492 Study Re: N9

Attendees: Relevant staff from FDA
July 2001

Meetings with various stakeholders

Attendees: Relevant staff from FDA

Meetings range from March 2001 through March 2003

Condom labeling focus testing and planning
Attendees: Relevant staff from FDA

Meetings range from April 2001 through present
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Tom A. Coburn, M.D.
FAMILY PRACTICE
P.O. Box 1760
Muskogee, Oklahoma 74402
(918) 687-8950

August 12, 2003

Ms. Dara Corrigan

Acting Principal Deputy Inspector General
Office of the Inspector General
Department of Health and Human Services
330 Independence Avenue, S.W.
Washington, D.C. 20201

Dear Ms. Corrigan,

Cervical cancer is a largely preventable disease, yet according to the American
Cancer Society, an estimated 13,000 new cases of invasive cervical cancer were
diagnosed in 2002 and over 4,000 women die of the disease every year. Tens of
thousands of others will be treated for related pre-cancerous conditions.

Experts agree that infection with certain strains of the human papillomavirus
(HPV) is one of the strongest risk factors for cervical cancer. HPV infection, in fact, is
associated with nearly all cervical cancer. HPV has also been linked to other forms of
cancer and to genital warts.

HPV is the most common sexually transmitted disease and scientific studies have
repeatedly concluded that condoms do not provide effective protection against HPV
infection. In 2001, the National Institutes of Health along with the U.S. Agency for
International Development, the Centers for Disease Control and Prevention (CDC) and
the Food and Drug Administration (FDA) released a report entitled “Scientific Evidence
on Condom Effectiveness for STD Prevention.” This report provided the single most
comprehensive review of the published scientific data on the effectiveness of condoms in
preventing sexually transmitted diseases (STDs). The document states “for HPV, the
Panel concluded that there was no epidemiological evidence that condom use reduced the
risk of HPV infection.”

Because of the widespread prevalence of HPV, a general lack of knowledge about
the disease and how to prevent its transmission, the significant numbers of Americans
harmed or killed as a result of HPV infection every year, and the failure of the Centers for
Disease Control and Prevention (CDC) and the Food and Drug Administration (FDA) to
address the epidemic, Congress passed and President Clinton signed Public Law 106-554
in 2000.
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This law requires CDC to educate the public about HPV and the lack of
effectiveness of condoms in preventing HPV infection. All educational materials
produced by CDC and other federal agencies and federal grantees are also required to
provide similar medically accurate information about HPV and condoms. The law
directs the FDA to “reexamine existing condoms labels.... to determine whether the labels
are medically accurate regarding the overall effectiveness or lack of effectiveness in
preventing sexually transmitted diseases, including HPV.” The law also required CDC to
conduct HPV research and provide recommendations regarding "the best strategies to
prevent future [HPV] infections.”

As the author of this law and a practicing physician who has cared for countless
patients affected by HPV, I am deeply troubled by the federal bureaucracy’s continued
failure to address the HPV and to adhere to and abide by the legal requirements of P.L.
106-554.

1 sent a letter to the Department of Health and Human Services July 18, 2001
regarding my concerns and requested that the Department take “appropriate actions to
properly enact the law.” I did not receive a response and it is obvious that actions to
properly enact the law have still not been undertaken.

Expressing similar concerns, Congressmen Billy Tauzin, Chairman of the House
Energy and Commerce Committee, and Joe Pitts sent a letter to the Department of Health
and Human Services in May 2002 requesting an update on the status of the
implementation of the law but 15 months later have still not received a response.

An independent review by another Congressional Subcommittee has found that
two and a half years after the effective date of the federal HPV prevention and education
law, CDC and FDA have largely ignored the law and maintain the indifferent attitude
towards the HPV epidemic that prompted the need for this law.

In addition to ignoring much of the law, the areas of the law that CDC has
implemented have been done so in a manner that appears to deliberately undermine its
intent.

The law is clear that the CDC and other government agencies and partners must
provide “medically accurate information regarding the effectiveness or lack of
effectiveness of condoms” in preventing HPV and other sexually transmitted diseases
(STDs). Yet in a July 2001 “Dear Colleague” letter to its partners, the CDC issued
inaccurate information regarding the effectiveness of condoms. The CDC states
“epidemiological studies have generally not demonstrated an association between
condom use and the risk of HPV infection, but these studies are inconclusive because of
limitations in how they were designed. Again, these limitations would generally lead to
an underestimation of the protective effect.” The inaccurate claim that studies are
“inconclusive” is repeated several times in the CDC letter. The CDC letter also provides
what is labeled “Theoretical Basis for Protection” that claims “consistent and correct use
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of latex condoms would be expected to protect against transmission of genital ulcer
diseases and HPV in some, but not all, instances.” This is medically inaccurate and does
not reflect the available clinical science.

The law also states that the “educational material” on HPV required to be printed
by this law “and all other relevant educational and prevention materials prepared and
printed from this date forward for the public and health care providers by the Secretary
(including materials prepared through the Food and Drug Administration, the Centers for
Disease Control and Prevention, and the Health Resources and Services Administration),
or by contractors, grantees, or subgrantees thereof, that are specifically designed to
address STDs including HPV shall contain medically accurate information regarding the
effectiveness or lack of effectiveness of condoms in preventing the STD the materials are
designed to address.” The law provides a clear mandate for all federal agencies and
private partners. Yet the CDC’s July 2001 letter states that the requirement is limited to
only materials “funded by CDC.” To the contrary, the law does not apply to only CDC
funded materials. It is, rather, a requirement that all organizations receiving federal
funding must abide by as a condition of eligibility for federal funding.

The CDC was directed to conduct a number of research activities on HPV. These
included investigating the impact of HPV-related diagnosis on individuals, the
development of educational messages and information for the public, patients and their
partners and determine the public and the medical community’s knowledge and
awareness about HPV. The CDC has provided a $940,000 grant to Planned Parenthood
of Southwest and Central Florida to conduct this study. Planned Parenthood opposed the
enactment of this law and has consistently downplayed the impact of HPV infection on
women’s health and distorted the facts about the lack of effectiveness of condoms in
preventing HPV. The selection of such a biased organization is just another indication
that CDC is intentionally undermining this law.

The actions and lack of actions taken by the CDC and FDA to undermine this law
are both illegal and threaten the health of millions of Americans.

The following chart outlines the provisions of Public Law 106-554 and the status
of the each:

Public Law 106-554 Provision Status
Conduct HPV prevalence and prevention CDC has selected Planned Parenthood,
research which opposed the enactment of the HPV
law, to conduct this research.
Progress reports on HPV research to be Incomplete -- Over one and a half years
submitted to Congress before January 2001 | overdue.
Develop and disseminate educational Incomplete.
materials on HPV and its prevention
Report providing recommendations of the | Due December 2003,
best strategies to prevent HPV infection
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All educational materials on STDs, HPV
and condoms prepared by federal agencies
and their partners must provide medically
accurate information including the lack of
effectiveness of condoms in preventing
infection

CDC has issued inaccurate claims based
upon a “theoretical” and unproven
hypothesis, inconsistent with both the law
and scientific data.

Condom labels to be rewritten to be

medically accurate to reflect the

effectiveness or lack of effectiveness in
reventing HPV and other STDs

Incomplete.

I would request that the Office of the Inspector General conduct a thorough
investigation to determine why Public Law 106-554 has been both misinterpreted and
largely ignored by CDC and FDA and to make recommendations to ensure that these
agencies immediately comply with the directives and intent of this law. Please also
determine if federal agencies and organizations receiving federal funds are providing
medically accurate information about HPV, reflecting the findings of the 2001 scientific

report issued by NIH/CDC/FDA/USAID.

Thank you for your assistance with
me if you have any questions or if I can be

cC

this request. Please do not hesitate to contact
of any assistance with this investigation.

Wt —

m A. Coburmn, M.D.
ember of Congress (retired)

Honorable Judd Gregg, U.S. Senate

Honorable Billy Tauzin, Member of Congress
Honorable Joe Pitts, Member of Congress

Honorable David Weldon, MD, Member of Congress
Honorable Mark Souder, Member of Congress
Honorable Sue Myrick, Member of Congress
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‘/C DEPARTMENT OF HEALTH & HUMAN SERVICES . Ottice of inspector General

vy Washington, D.C. 20201

SEP 29 2003

The Honorable Mark E. Souder

Chairman, Subcommittee on Criminal Justice,
Drug Policy and Human Resources

Committee on Government Reform

House of Representatives

Washington, D.C. 20515

Dear Mr. Souder:

Thank you for your letter of August 19, 2003, which follows up on a request to the
subcommittee from Dr. Tom Coburn, a former member of the House of Representatives
regarding Public Law 106-554. This law is intended to educate the public about the
dangers of human papillomavirus (HPV) and to prevent its spread and harmful effects,
which include cervical cancer and death. The Centers for Disease Control (CDC) and the
Food and Drug Administration (FD:A) are charged with carrying out this law. You
requested that the Office of Inspector General (OIG) conduct an investigation to
determine whether Public Law 106-554 has been faithfully executed and, if not, to make
recornmendations to ensure that the appropriate agencies immediately comply with the
directives and intent of this law. You also asked if we would determine if Federal
agencies and organizations receiving Federal funds are complying with Public Law
106-554 by providing medically accurate information about HPV.

We appreciate your interest in this matter and will consider the questions that you raise as
part of our upcoming round of work planning. As such, we would be interested in
meeting with you and your staff, as well as staff from CDC and FDA, as we seek to
determine what might be an appropriate approach for this office. As you know, we
received a similar letter from your former colleague, Dr. Tom Cobum. We have senta
similar letter to Dr. Coburn and offered to meet with him as well.

Additionally, you may be interested to know that among the 2004 work planned by our
Office of Evaluation and Inspections (OEI) is a study on the National Breast and Cervical
Cancer Early Detection Program. While this study will not focus on the issues that you
raise about HPV and Public Law 106-554, it is part of the OIG’s effort to begin
examining public health issues, including sexually tr itted di and related
grants, from a management and oversight perspective.
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Page 2 — The Honorable Mark E. Souder

If you have any questions, please do not hesitate to contact me or one of your staff may
contact George Grob, Deputy Inspector General for Management and Policy at
{202) 619-2482.

Sincerely,

fndios

Dara Corrigan
Acting Principal Deputy Inspector General

oc: The Honorable Tom A. Coburn, M.D.
Dr. Julie Gerberding, CDC
Dr. Mark McClellan, FDA
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Tom A. Coburn, M.D.
FAMILY PRACTICE
P.O. Box 1760
Muskogee, Oklahoma 74402
(918) 682-4318

July 18, 2001

Honorable Tommy G. Thompson

Secretary

U.S. Department of Health and Human Services
200 Independence Avenue, S.W.

Washington, D.C. 20201

Dear Secretary Thompson,

On July 5, the Centers for Disease Control and Prevention (CDC) distributed a
“Dear Colleague” letter regarding the implementation of the HPV Education and
Prevention Law of 2000 (Public Law 106-554). As the author of this law, I was troubled
by the CDC’s misinterpretation of the law and the likely health impact that will result
from this misinterpretation.

As you know, the National Cancer Institute, the American Cancer Society and
numerous published scientific studies have concluded that the human papillomavirus
(HPV) is the cause of nearly all cervical cancer and that condoms do not provide
effective protection against HPV infection. Despite this science, the CDC has
intentionally misled the public about the dangers of HPV and the shortcomings of
condoms. ‘ . »

As a practicing physician who sees the ravages of HPV infection every week, and
more and more frequently in young women and girls, I am appalled by the CDC’s
intentional cover-up of the HPV epidemic and the attempt to manipulate the law which I
authored.

The CDC “Dear Colleague” letter violates both the spirit and letter of the law in
two important areas.

(1) CLINICAL SCIENCE

The law is clear that the CDC and other government agencies and partners must
provide “medically accurate information regarding the effectiveness or lack of
effectiveness of condoms” in preventing HPV and other sexually transmitted diseases
(STDs).
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Yet the CDC letter provides inaccurate information regarding the effectiveness of
condoms. The CDC states “epidemiological studies have generally not demonstrated an
association between condom use and the risk of HPV infection, but these studies are
inconclusive because of limitations in how they were designed. Again, these limitations
would generally lead to an underestimation of the protective effect.” The inaccurate
claim that studies are “inconclusive™ is repeated several times. The CDC goes on to
provide what it labels “Theoretical Basis for Protection” which claims “consistent and
correct use of latex condoms would be expected to protect against transmission of genital
ulcer diseases and HPV in some, but not all, instances.”

The CDC has repeatedly distorted the truth with this “theoretical” rationalization
for protection despite the fact that it is contradicted by the clinical science.

In a letter to Congress, Dr. Richard D. Klausner, Director of the National Cancer
Institute (NCI), stated that “condoms are ineffective against HPV.” The science in this
regard is so clear that Dr. Klausner concluded “additional research efforts by NCI on the
effectiveness of condoms in preventing HPV transmission are not warranted.”

In follow-up, the NCI was asked why the NCI and CDC had reached differing
conclusions on the overall effectiveness of condoms in preventing HPV infection. Dr.
Douglas Lowy, Deputy Director of NCI’s Division of Basic Sciences, explained that “the
NCI conclusion that condoms are ineffective against HPV infection is based on the
results of several long term studies that have failed to show that barrier contraceptives
prevent cervical HPV infection, dysplasia, or cancer.” Dr. Lowy provided published
studies to substantiate the NCI statements.

A June 2000 workshop co-sponsored by the U.S. Agency for International
Development, Food and Drug Administration, CDC, and the National Institutes for
Health was held to evaluate the published evidence on latex condoms in regards to their
effectiveness against preventing STDs. “For HPV, the Panel concluded that there was no
evidence that condom use reduced the risk of HPV infection.”

The science and the law are clear, and the CDC has ignored both.
(2) APPLICATION

The law also states that “educational material” on HPV required to be printed by
this law “and all other relevant educational and prevention materials prepared and printed
from this date forward for the public and health care providers by the Secretary
(including materials prepared through the Food and Drug Administration, the Centers for
Disease Control and Prevention, and the Health Resources and Services Administration),
or by contractors, grantees, or subgrantees thereof, that are specifically designed to
address STDs including HPV shall contain medically accurate information regarding the
effectiveness or lack of effectiveness of condoms in preventing the STD the materials are
designed to address.”
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The law provides a clear mandate for.all federal agencies and private partners.
Yet the CDC’s letter states that the requirement is limited to only materials “funded by
CDC.” To the contrary, the law does not apply to only CDC funded materials. 1t is,
rather, a requirement that all organizations receiving federal funding must abide by as a
condition of eligibility for federal funding. This was well understood during the drafting
of the law and is clear from the actual language of the law.

1t is bewildering why the CDC, or any federal agency, would provide funding to
any organization that was not providing medically accurate information. It is also
extremely disturbing that the CDC would misrepresent the medically accurate truth and
intentionally confuse the public. Such actions will only ensure that more and more young
women and men become infected and even die as a result of HPV infection.

The CDC seems to have forgotten that it is charged with disease control and
“prevention.” Millions of Americans already have HPV, most of which are unaware that
they infected and have probably never even heard of the virus or its consequences. In
addition to cervical cancer, prostate cancer, a leading cause of death in men, is now also
believed to be linked to HPV. This year alone, tens of thousands of women will be
treated for HPV-related pre-cancerous conditions and nearly 5,000 women in American
will die of cervical cancer. Nearly all of these deaths could have been prevented. The
emotional toll of this disease is impossible to determine and unless action is taken, the
financial toll will be staggering as HPV infects more and more Americans.

1 would ask you to take the appropriate actions to properly enact the law and
educate the public with the truth about HPV s0 we can start saving lives.

1 have attached a copy of the CDC Dear Colleague letter as well as the actual
language of the law. Please do not hesitate to contact me if you have any questions or

need additional information.
y "

Tom A. Coburn, M.D.
Member of Congress (retired)

Enclosures

cc: Honorable Claude A. Allen, Deputy Secretary, HHS
Honorable David Weldon, MD, Member of Congress
Honorable Mark Souder, Member of Congress
Honorable Billy Tauzin, Member of Congress
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Pubiic Health Service

e, .
bt Centers for Disease Control
and Prevention {CDC)
Atlanta, GA 30333

July 5, 2001

Dear Colleague:

During the 2001 appropriations process, the United States Congress enacted Public Law 106-554, which

authorizes surveillance and educational activities critical to understanding the epidemiology and impact of

genital human papillomavirus (HPV). The provisions of this law also identify activities important to better

informing health care providers, public health professionals, and the public about HPV prevention.

Specifically, the language requires:

. implementation of sentinel surveillance to monitor the prevalence of specific types of HPV;

. prevention research on HPV in areas of the behavioral impact of HPV-related diagnosis;

. formative research to assist in the development of educational messages for providers, patients and
their partners, and the public; and

. surveys of physician and public knowledge, attitudes, and practices about genital HPV infection.

‘Upon completion of the above activities and, based on the findings, the Centers for Disease Control and

_ Prevention (CDC) will develop and disseminate educational materials for health care providers and the
public.

This law further requires that all educational and prevention materials prepared after December 21, 2000,
by the Department of Health and Human Services, its agencies and their grantees, subgrantees, and
contractors that are specifically designed to address sexually transmitted diseases (STDs) including HPV,
shall contain "medically accurate information regarding the effectiveness or lack of effectiveness of
condoms in preventing the STD the materials are designed to address."

To assist you in preparing those materials, following is 2 document that provides prevention messages on
the effectiveness of condoms in reducing the transmission of specific STDs, as per P.L.106-554. The
document also contains background information, including the theoretical basis for protection and related
1aboratory and epidemiological studies. Please ensure that all educational materials developed after
December 21, 2000, and funded by CDC use the appropriate message or messages. A printed copy of this
document will also be mailed to you.

The HPV provisions authorized in P.L.106-554 are enclosed. If you have any questions, please don't
hesitate to call our Office of Communications at (404) 639-88%0.

Sincerely,

DD def
Helene D. Gayle, M.D., M.P.H.

Director, National Center for HIV, STD, and TB Prevention
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Genital Ulcer Diseases and Human Papillomavirus

Prevention message for genital ulcer diseases and HPV infections

Genital ulcer diseases and HPV infections can occur in genital areas that are covered or
protected by a latex condom. They can also occur in areas that are not covered or
protected. Latex condoms, when used consistently and correctly, can reduce the risk of
genital herpes, syphilis, chancroid, and HPV infection, only when the infected areas are
covered or protected by the condom. In addition, the use of latex condoms has been
associated with a reduction in risk of HPV-associated diseases, such as cervical cancer.

Genital ulcer diseases include genital herpes, syphilis, and chancroid. These diseases are transmitted
primarily through “skin-to-skin” contact from sores/ulcers or infected skin that looks normal. HPV
infections, like genital ulcer diseases, are transmitted through contact with infected genital skin or mucosal
surfaces/fluids. Although these infections can occur in genital areas that are covered or protected by the
condom, they can also occur in areas that are not.

Theoretical Basis for Protection: Protection against genital ulcer diseases and HPV depends on the site of
the sore/ulcer or infection. Latex condoms can only protect against transmission when the ulcers or
infections are in genital areas that are covered or protected by the condom. Thus, consistent and correct use
of latex condoms would be expected to protect against transmission of genital ulcer diseases and HPV in
some, but not all, instances. )

Laboratory Studies that determine whether or not organisms can penetrate latex condoms under conditions
more stringent than those during intercourse, demonstrate that latex condoms provide an impermeable barrier
to organisms considerably smaller than those that cause genital ulcer diseases and HPV infections.

Epidemiological Studies that compare infection rates among condom users and nonusers provide evidence
that latex condoms can protect against the transmission of syphilis and genital herpes. However, because
some epidemiological studies show little or no protection, the body of evidence is considered inconclusive.
Many of the studies are also inconclusive regarding the level of protection because of limitations in design.
In general, these limitations would lead to an underestimation of the protective effect. No conclusive studies
have specifically addressed the transmission of chancroid and condom use.

Epidemiological studies have generally not demonstrated an association between condom use and the risk of
HPV infection, but these studies are inconclusive because of limitations in how they were designed. Again,
these limitations would generally lead to an underestimation of the protective effect. Study results do,
however, show an association between condom use and risk reduction of HPV-associated diseases, including
genital warts, cervical dysplasia and cervical cancer.

For bibliography on condom effectiveness, contact
CDC’s National Prevention Information Network
at (800) 458-5231 or www.cdcnpin.org
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114 STAT. 2763A-72 PUBLIC LAW 106-554-—APPENDIX A

SEC. 516. (3) HUMAN PAPILLOMAVIRUS. —Part B of title IIT of the Public Health Services Act (42 U.S.C.
243 et seq.) is amended by inserting before section 318 the following section:

HUMAN PAPILLOMAVIRUS

SEC. 317P. (a) SURVEILLANCE., —

(1) IN GENERAL. —The Secretary, acting through the Centers for Disease Control and Prevention, shall-—
(A) enter into cooperative agreements with States and other entities to conduct sentinel
surveillance or other special studies that would determine the prevalence in various age groups and
populations of specific types of human papillomavirus (referred to in this section as ‘HPV”) in
different sites in various regions of the United States, through collection of special specimens for
HPV using a variety of laboratory-based testing and diagnostic tools; and
(B) develop and analyze data from the HPV sentinel surveillance system described in
subparagraph (A).

(2) REPORT. —The Secretary shall make a progress report to the Congress with respect to
paragraph (1) no later than 1 year after the effective date of this section.

(b) PREVENTION ACTIVITIES; EDUCATION PROGRAM., —

(1) ™ GENERAL. —The Secretary, acting through the Centers for Disease Control and Prevention,
shall conduct prevention research on HPV, including—
{A) behavioral and other research on the impact of HPV-related diagnosis on individuals;
(B) formative research to assist with the development of educational messages and
information for the public, for patients, and for their partners about HPV;
(C) surveys of physician and public knowledge, attitudes, and practices about genital
HPYV infection; and
(D) upon the completion of and based on the findings under subparagraphs (A) through
{C), develop and disseminate educational materials for the public and health care
providers regarding HPV and its impact and prevention.
(2) REPORT; FINAL PROPOSAL. —The Secretary shall make a progress report to the
Congress with respect to paragraph
(1) not later than 1 year after the effective date of this section, and shall develop a final
report not later than 3 years after such effective date, including a detailed summary of the
significant findings and problems and the best strategies to prevent future infections,
based on available science.

(¢) HPV EDUCATION AND PREVENTION. —

(1) N GENERAL. —The Secretary shall prepare and distribute educational materials for bealth care
providers and the public that include information on HPV. Such materials shall address—

{A) modes of transmission;

(B) consequences of infection, including the link between HPV and cervical cancer;

(C) the available scientific evidence on the effective-ness or lack of effectiveness of

condoms in preventing infection with HPV; and

(D) the importance of regular Pap smears, and other diagnostics for early intervention and

prevention of cervical cancer purposes in preventing cervical cancer.
(2) MEDICALLY ACCURATE INFORMATION. —Educational material under paragraph (1), and all other
relevant educational and prevention materials prepared and printed from this date forward for the
public and health care providers by the Secretary (including materials prepared through the Food
and Drug Administration, the Centers for Disease Control and Prevention, and the Health
Resources and Services Administration), or by contractors, grantees, or subgrantees thereof, that
are specifically designed to address STDs including HPV shall contain medically accurate
information regarding the effectiveness or lack of effectiveness of condoms in preventing the STD
the materials are designed to address. Such requirement only applies to materials mass produced
for the public and health care providers, and not to routine communications. .
(b) LABELING OF CONDOMS. —The Secretary of Health and Human Services shall reexamine
existing condomn labels that are authorized pursuant to the Federal Food, Drug, and Cosmetic Act
to determine whether the labels are medically accurate regarding the overall effectiveness or lack
of effectiveness of condoms in preventing sexually transmitted diseases, including HPV.
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Congrees of the Wnited Statre
Washington, BL 20515

May 15,2002

Honorable Tommy G. Thompson
Secretary

Department of Health and Humnan Services
200 Independence Avenue, S.W,
‘Washington, D.C. 20201

Dear Secretary Thompson:

The Energy and Commerce Committee has consistently made cervical cancer
treatment, prevention and awareness a priority. The Breast and Cervicgl Cancer
Trestment Act (P.L. 106-354), which provides medical assistance to low-income women
with breast and cervical cancer, was authored by this Committee. Likewise, the
Committee developed legislation (P.L.106-554) to address the prevention of human
papillomnavirus (HPV) infection, the cause of nearly all cervical cancer. Both of these
life-saving laws were approved overwhelmingly and are extremely important components
in the effort to eliminate cervical cancer and towards saving women’s lives.

The Committee is very concerned about the lack of progress that the Centers for
Disease Control and Prevention (CDC) and the Food and Drug Administration have made
in implementing the HPV prevention law, The Department was required by law to
submit a progress report prepared by CDC to Congress before January of this year
regarding the prevalence of HPV in various age groups, demographics and regions of the
United States. This has not been done. The Committee looks forward to receiving this
report soon.

In addition, we would like to know the status of several other aspects of this law.
The CDC was directed to conduct a number of research activities on HPV. These
included investigating the impact of HIV-related diagnosis on individuals, the
development of educational messages and information for the public, patients and their
partners and determine the public and the medical community’s knowledge and
awareness about HPV. The CDC has provided a $940,000 grant to Planned Parenthood
of Southwest and Central Florida to conduct this stody. The Committee is disturbed by
this decision due to fact that Planned Parenthood opposed the enactment of this law and
has consistently downplayed the impact of HPV infection on women’s health and
distorted the facts about the (lack of)) effectiveness of condoms in preventing HPV. We
would like a detailed explanation as to why the CDC chose such a biased organization to
conduct this research. Please also provide a list of other organizations that have received
grants to conduct similar research.

P.L. 106-554 requires CDC to educate health care providers, CDC grantees and
partners, the media and the public about HPV and the lack of effectiveness of condoms in

PRINTED ON RECYDLED PAPER
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preventing HPV infection. Please provide an update on what actions the CDC has taken
in this regard.

This law also requires all HHS agencies, contractors, grantees, and subgrantees to
provide medically accurate information regarding the effectiveness or lack of
effectiveness of condoms in preventing STDs, including HPV. There has been evidence
that some CDC-supported organizations have failed to comply with this legal
requirement. What efforts, if any, have been made to evaluate whether HHS partners are
complying?

In addition to these actions by the CDC, the FDA was directed to “reexamine
existing condoms labels. .. to determine whether the labels are medically accurate
regarding the overall effectiveness or lack of effectiveness in preventing sexually
transmitted diseases, including HPV.” Please provide a status report on the relabeling of
condoms in this regard, including a timetable for the new labeling.

In addition, a new study, conducted by the International Agency for Rescarch on
Cancer of the World Health Organization concluded that that there is a significant
connection between the use of birth control pills and cervical cancer. The research found
that women infected with HPV who had used birth control pills for five years or more
were nearly three times more likely to develop cervical cancer than HPV infected women
who had never taken the pill. Women who had taken the pill for 10 years or more wete
four times more likely to get the disease than those who had never taken it. The
Committee believes it is in the best interest of women’s health for them to be aware of
this potential danger. What efforts is the FDA undertaking to add this risk to the labeling
of birth control pills? Is the CDC providing any educational materials to the medical
community or the public about this risk?

Thank you for your assistance with this request. The Committee deeply
appreciates and applauds your commitmnent to protecting the heaith of women and all

Americans,
Sincerely, E '/

Joe Pitts
Member of Congress

Committee on Energy and Comrnerce

TOTAL P.83
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THE SECRETARY OF HEALTH AND HUMAN SERVICES

WASHINGTON, B.C. 2026

SeF 1O ds

The Honorable W.J. (Billy) Tauzin
Chairman

Committee on Energy and Commerce
House of Representatives
Washington, D.C. 20515

Dear Mr. Chairman;

Thank you for your letter expressing concern about the progress the Centers for Discase Control
and Prevention (CDC) and the Food and Drug Administration (FDA) have madc in
implementing the Breast and Cervical Cancer Treatment Act (Public Law 106-554), which
addresses the prevention of human papillomavirus (HPV) infection and related cervical cancer.

As required in the HPV legislation, the Department of Health and Human Services (HHS)
directed CDC to prepare a drafl progress report relative to the provisions contained within
Public Law 106-554, The progress report is enclosed. The most complex provision of this
legislation is the requirement that CDC conduct sentinel surveillance to monitor trends in genital
HPV infection. To comply with this provision, CDC designed a 3-year study involving 35
clinics. These clinics must consecutively enroll at least 200 eligible women per year for 3 years
10 provide adequate sample sizc and cnsure scientific rigor. Due to delays in IRB approval,
clinics could not begin to enroll participants and initiate data collection until 2003. Once CDC
completes the analysis of these data, it will issue a Final Repon,

Since the law’s enactment, CDC has advised me that it has implemented the following activities:

« initiated sentinel surveillance activities in collaboration with six health departments
throughout the country to determine the prevalence in various age groups and
populations of specific types of HPV infection in the United States;

« initiated collection of additional HPV prevalence and surveillance information in
nationally representative population samples, using CDC’s National Health and
Nutrition Examination Survey (NHANES) that will provide specific information on
HPV-16, one of the mmost common high-risk types of HPV associated with cervical
cancer;

+ jnitiated scvcral formative rescarch activities to assess knowledge and attitudes of
the public and HPV-infected individuals about HPV healthcare-seeking and sexual
behaviors and HPV information needs;

+ completed formative research to develop a provider survey that will assess
knowledge, attitudes, and practices regarding HPV diagnoses and treatment and
developed a draft provider survey and a sampling plan. A package describing the
study is under development and will be submitted shortly to the Office of
Management and Budget (OMB). The pravider survey will assess perceptions,
practice barriers, and facilitators regarding HPV risk 1ent, testing, 1r
counseling, and partner services.
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Page 2 - The Honorable W.J. (Billy) Tauzin

On December 2, 2002, CDC posted on its website a fact sheet entitled Male Latex Condoms und
Sexually Transmitted Diseases. The fact sheet is consistent with language provided in Public
Law 106-554 10 contain medically accurate information regarding the effectiveness or lack of
effectiveness of condoms in preventing sexually transmitted discases. CDC has also developed
a set of discase-specific fact sheets that meet the same criteria. These individual fact shects are
currently in the clearance process, and will soon be distributed, and will also be available on
CDC’s website.

in response to your concerns about the funding of Planned Parenthood of Southwest and Central
Florida, CDC funded the University of South Florida (USF) and four other sites to conduct
formative research on the psychological impact of HPV diagnosis on women. This research will
yield information on knowledge and awarcness of HPV, the psychosocial impact of an HPV
diagnosis, and will guide the development of counseling and educational messages for women
with HPV, These sites were competitively selected and include the University of Oklahoma, the
University of South Carolina, the Los Angeles County Depariment of Health Services, and the
‘Washington State Department of Health, in addition to USF. Each of these reseurch sites will
collaborate with a number of clinical sites including primary care centers, public health clinics,
wonien’s health centers, HIV care clinics, community health centers, family medicine clinics,
university health centers, family planning clinics, Indian Health Service clinics, sexually
trapsmitted disease (STD) clinics, and a Veterans Administration women’s clinic. USF is the
only research site with plans to recruit participants from Planned Parenthood clinics. Each of the
sites involved in this study will contribute important data on women from various segments of
the population. Aggregating data across the sites will provide a representative picture of the
impact of HPV diagnosis and American women’s attitudes toward HPV.

Although USF requested approximately $940,000 in fiscal year 2001, CDC was only ablc to
provide $295,161 to USF to conduct the first of three years of the formative rescarch. In the
second year (FY 2002), USF received $295,153, and in the third ycar (FY 2003) $430,195. The
third-year funding represents an increase over the previous two years because USF was able to
expand the study to include local STD and community clinics, thus increasing the valuable
diversity in the study population. USF provided $25,000 per clinic to the two Planned
Parenthood clinics during each year of the study, allowing the clinics to hire a recruiter for this
study. The employee’s job responsibilities are limited to study recruitment. The research
conducted at USF has yielded laboratory testing of specimens obtained via Papanicolaou (Pap)
smears from over 1,000 women. This screening yielded 52 women with HPV who were
interviewed regarding the psychosacial impact of their HPV diagnosis. Information from these
women has been used to develop a quantitative survey instrument, which is being pilot-tested in
multiple geographic areas for use in the next phase of the HPV formative research. Both the
qualitative interviews and the results from the quantitative survey will be used to develop
educational messages for women who have high-risk HPV.
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Due to the short timeframe of the study and the number of women 10 be screened, CDC indicated
it is necessary to collaborate with clinics where Pap smears are routinely obtained from large
numbers of women. Thus, USF continnes to collaborate with its Student Health Center and
Planned Parenthood of Southwest and Central Florida. In addition, in year three, USF will begin
collaborating with other partners, including a local STD clinic and a local community clinic.

‘We are enclosing a copy of the USF protocol, An Assessment of the Social, Emotional, Physical
and Behavioral Impacts of an HPV-Related Diagnosis, for your information.

In reference to efforts to evaluate whether CDC partners are complying with the requirement of
Public Law 106-554 regarding the content of educational materials, CDC advises me that is has
taken the following steps:

= informed grantees, subgrantees, contractors, and a wide range of public health
parmers about the requirements of the law, especially those requirements regarding
the content of educational materials;

. ce icated the req of Public Law 106-554 through vonference calls
with the National Coalition of STD Dircctors and the National Alliance of State and
Territoria} AIDS Directors.

Should HHS become aware of any inconsistencies in the implementation of the requirements of
Public Law 106-554 by any CDC grantee, we will have CDC notify the organization and provide
technical assistance and guidance to assist in correcting the information.

Since the Jegislation was enacted, FDA has met with condom manufacturers and other parts of
the public health service to identify relevant information on the effectiveness of condors against
STDs, including HPV infection. In that same timeframe, several new studies and reports on
condom effectiveness have also become available. FDA is currently reviewing the relevant data
and expects to complete that review this fall. If the agency’s review supports the need for a
change in condom labeling, FDA will work with manufacturers to make appropriate changes.
Morcover, if the FDA review supports it, changes in condom labeling will be proposed.

CDC is aware of the International Agency for Research on Cancer’s (LARC) study mentioned

in your letter. The agency has determined that the JARC findings obtained from research in
selected developing countries are not consistent with research carried out in the United States
and do not warrant informing the American medical community or the public at large. The
World Health Organization (WHO) has determined the IARC findings are not sufficient to
change current WHO guidelines. CDC will continue to carefully review the evidence and
promptly respond to any new data that may indicate the need to modify current recommendations
to the medical community or the American public.

slac oAl - - Li1har 4y %
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Please call me if yon have any further thoughts or questions. 1look forward to working with you
on this issue. | will also provide this response to Representative Joseph Pitts who co-signed your
letter.

Sincerely,
/2/
Tommy G Thompson %

Enclosures
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Ambassador Randall Tobias

Office of the Global AIDS Coordinator
Department of State

2201 C Street, NW

Suite 1004

‘Washington, D.C. 20520

Dear Ambassador Tobias:

Public Law 108-025 requires a report to be submitted to Congress that shall include “an
analysis of the prevalence of human papilloma virus (HPV) in sub-Saharan Africa and the impact
that condom usage has upon the spread of HPV in sub-Saharan Africa.” As the author of this
provision-passed unanimously in the House International Relations Committee-I wanted to share
my thoughts and expectations in regards to this important provision.

Scientific studies have concluded that HPV is the cause of nearly all cervical cancer.
HPV is also associated with more than one million precancerous lesions of varying severity.
According to the National Cervical Cancer Coalition, cervical cancer rates are highest in sub-
Saharan Africa and Central America. Eighty percent of the world's cervical cancer cases, in fact,
are in Africa, Asia and South America. Each year about 470,000 new cases are reported, with
about 225,000 deaths occurring as a result of cervical cancer. In sub-Saharan Africa, cervical
cancer is the leading cancer death in women. Many of those infected with HPV are co-infected
with HIV.

While the focus of P.L. 108-025 is treating and preventing HIV/AIDS, tuberculosis and
malaria, HPV poses a significant health threat to millions around the world, most of whom are
women. It is vitally important that our efforts to curb and treat HIV do not ignore those affected
by HPV and do not have the unintended consequence of facilitating the spread of HPV to
unsuspecting victims.

Many of the women in the countries that are to be assisted by the President’s global AIDS
initiative have little access to health care services that are vitally important to women’s health,
including regular Pap testing and treatment for HPV-related abnormalities. It is essential,
therefore, that women in these nations be given medically accurate information that allows them
to protect themselves against HPV infection and cervical cancer.

Studies have concluded that condoms do not provide effective protection to prevent HPV
infection. A June 2000 workshop co-sponsored by the U.S. Agency for International

PANTED ON RECYELAD PAPER



247

Tobias, Randal
November 21, 2003
Page 2

Development, Food and Drug Administration, Centers for Disease Control and Prevention, and
National Institutes for Health was held to evaluate the published evidence on latex condoms in
regards to their effectiveness against preventing STDs. “For HPV, the Panel concluded that there
was no evidence that condom use reduced the risk of HPV infection.” In a 1999 statement to
Congress, Dr. Richard D. Klausner, then-Director of the National Cancer Institute (NCI), stated
that “condoms are ineffective against HPV.” Dr. Douglas Lowy, Deputy Director of NCI’s
Division of Basic Sciences, explained that “the NCI conclusion that condoms are ineffective
against HPV infection is based on the results of several long term studies that have failed to show
that barrier contraceptives prevent cervical HPV infection, dysplasia, or cancer.”

To date, global HIV prevention efforts have focused almost exclusively on condom
promotion. The reliance on the promotion of condoms ignores the scientific fact that condoms
do not prevent transmission of HPV and thereby help facilitate the spread of the virus among
those who mistakenly believe condoms are protective. HIV does not exist in a vacuum and it is
unfair to continue to ignore the unique threats posed, especially to women and girls, by HPV,

As the U.S. undertakes the global HIV prevention and AIDS treatment initiative, we must
monitor the impact our efforts have upon the spread of HPV to ensure we are not unintentionally
harming the health of women we are intending to help by contributing to the spread of HPV. It
would be a cruel and tragic irony if our efforts to alleviate the suffering from AIDS resulted in
increased deaths from cervical cancer.

The intent of the HPV study mandated by P.L. 108-025 is, therefore, to gain a better
understanding of the size, scope and impact of the HPV epidemic in the sub-Saharan Africa to
ensure that social marketing and promotion of condoms does not contribute to the spread of
HPV.

I would expect that a number of studies would be necessary to complete this directive.

First, HPV prevalence testing would be necessary from a cross section of ages and
populations including girls, married women, pregnant women and prostitutes in each of the
countries studied. Prevalence studies should also determine risk factors for infection including
number of primary and secondary sexual partners, age of sexual debut, condom use, and
commercial sex work. Perhaps this research could be conducted with ongoing HIV prevalence
studies to streamline efforts. The subjects of these tests should consent to testing, be notified of
positive or abnormal test results and be referred to treatment, if necessary.

For the second part of this directive regarding condom use and HPV rates, I would also
expect a number of studies to be conducted. One should examine whether those with abnormal
Pap test or diagnosed with HPV used condoms. Another should be a long term study to examine
the correlation between condom promotion and availability and HPV rates. A study of condom
users over a period of time would be the most useful to determine whether these subjects become
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infected with HPV as well as other STDs including HIV and chlamydia.

These studies should not be limited to female subjects, as HPV has also been connected
with other forms of cancer, affecting both men and women.

I'would suggest consulting with the Medical Institute for Sexual Health and the Institute
for Youth Development on this research. Additional funding for the studies could be provided
by the National Institutes of Health.

Because invasive cervical cancer with HIV infection is one clinical case definition for
AIDS, I strongly encourage the Administration to include HPV testing, Pap testing and treatment
for HPV related conditions as components of the Administration’s global AIDS initiative. I
would also encourage the Administration to require that all U.S. funded condom promotion
efforts require those distributing condoms provide medically accurate information to the
recipients that condom can not effectively prevent HPV infection.

Congratulations on your selection and confirmation as the first Global AIDS Coordinator.
My thoughts and prayers will be with you and the President as you undertake this great mission.
Please do not hesitate to contact me or Melissa Smith in my office at 202-225-4261 if I can be of
any assistance.

With kind regards, I remain

Mpgfnber of Congress
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March 4, 2004

Ambassador Randall L. Tobias
U.S. Global AIDS Coordinator
Department of State

2201 C Street, NW

Suite 1004

‘Washington, DC 20520

Dear Ambassador Tobias:

Thank you for your leadership implementing the President’s global HIV/AIDS
initiative.

“The President’s Emergency Plan for AIDS Relief: U.S. Five Year Global
HIV/AIDS Strategy” recently delivered to Congress provides a well considered blue print
for addressing the HIV/AIDS pandemic and represents the single largest humanitarian
effort focused on a specific disease by any nation in history. 1look forward to working
with you to ensure the success of this noble endeavor in both preventing the further
spread of HIV and providing care to those who are impacted by the disease.

While the focus of Public Law 108-25, which authorized the President’s global
AIDS initiative, is treating and preventing HIV/AIDS, tuberculosis and malaria, it also
addresses another serious infectious disease, human papillomavirus (HPV). HPV poses a
significant health threat to millions of women around the world because it is the cause of
nearly all cervical cancers. It is vitally important that in our efforts to curb and treat HIV,
we do not ignore those affected by HPV.

According to the National Cervical Cancer Coalition, cervical cancer rates are
highest in sub-Saharan Africa and Central America. Eighty percent of the world's
cervical cancer cases, in fact, are in Africa, Asia and South America. Each year about
470,000 new cases are reported, with about 225,000 deaths occurring as a result of
cervical cancer. In sub-Saharan Africa, cervical cancer is the leading cancer death among
women. Many of those infected with HPV are co-infected with HIV.
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Because of the importance of properly addressing HPV, I want to bring to your
attention an error comained within “The President’s Emergency Plan for AIDS Relief
U.S. Five Year Global HIV/AIDS Strategy.” On page 80 of the document in “Appendix
B: Human Papilloma Virus in sub-Saharan Africa and the Impact of Condom Use on Its
Spread,” the report states “correct and consistent use of condoms can be expected to
decrease (though not eliminate) the risk of transmitting HPV.” The source cited for this
claim is **Workshop Summary: Scientific Evidence on Condom Effectiveness for
Sexually Transmitted Disease (STD) Prevention,” the National Institute of Allergy and
Infectious Diseases (NIAID), June 12-13, 2000.” A closer read of this NIAID workshop
states “For HPV, the Panel concluded that there was no epidemiological evidence that
condom use reduced the risk of HPV infection.” This finding can be found on page ii of
the document’s “Executive Sumimary.” On page 26 of the report, it re-iterates that
“There was no evidence that condom use reduced the risk of HPV infection.”

This conclusion of NIAID echoes the assessments reached by the National Cancer
Institute (NCI), the American Cancer Society, the Centers for Disease Contro} and
Prevention (CDC), and a published meta-analysis of the best data published over the past
two decades.

In a letter to the U.S. House Commerce Committee dated February 19, 1999, NCI
director Dr. Richard D. Klausner stated “Condoms are ineffective against HPV because
the virus is prevalent not only in the mucosal tissue (genitalia) but also on dry skin of the
surrounding abdomen and groin, and it can migrate from those areas into the vagina and
the cervix. Additional research efforts by NCI on the effectiveness of condoms in
preventing HPV transmission are not warranted.” In a separate letter to the U.S. House
Commerce Committee dated April 8, 1999, Dr. Douglas Lowy, NCI Deputy Director of
Basic sciences, stated *“The NCI conclusion that condoms are ineffective against HPV
infection is based on the results of several long term studies that have failed to show that
barrier coniraceptives prevent cervical HPV infection, dysplasia, or cancer.”

The American Cancer Society’s “Detailed Guide: Cervical Cancer” dated October
21, 2003 states “Recent studies show that condoms (‘rubbers’) do not protect well against
HPV infection. This is because HPV can be passed from person to person by skin-to-skin
contact with any HPV-infected area of the body, such as skin of the genital or anal area
not covered by the condom. The absence of visible warts cannot be used to decide
whether caution is needed, because HPV can be passed to another person even when
there are no visible warts or other symptoms.”

In November 2002, a meta-analysis of “the best available data describing the
relationship between condoms and HPV-related conditions™ from the previous two
decades was published in the journal Sexually Transmitted Diseases. The meta-analysis
concluded: “There was no consistent evidence of a protective effect of condom use on
HPV DNA detection, and in some studies, condom use was associated with a slightly
increased risk for these lesions. ... Complete protection from genital HPV infection may
be impossible because infections may occur at ... sites not covered by the condom.”



251

On January 30, 2004, the CDC released “Report to Congress: Prevention of
Human Papillomavirus Infection” that found “the available scientific evidence is not
sufficient to recommend condoms as a primary prevention strategy for the prevention of
genital HPV infection.”

The findings of the CDC, NIAID, NCI, American Cancer Society and the most
comprehensive meta-analysis of published scientific data contradict the statement on
page 80 published in “The President’s Emergency Plan for AIDS Relief: U.S. Five Year
Global HIV/AIDS Strategy.” ‘

The United States Leadership Against HIV/AIDS, Tuberculosis, and Malaria
Act of 2003, Public Law 108-25, requires “an analysis of the prevalence of Human
Papilloma Virus (HPV) in sub-Saharan Africa and the impact that condom usage has
upon the spread of HPV in sub-Saharan Africa.” I, therefore, request a correction to this
document and an updated analysis to reflect the available science on HPV.

The “U.S. Five Year Global HIV/AIDS Strategy” also states “additional HPV
epidemiological research in developing countries s needed to develop more effective
HPV and cervical cancer prevention strategies.”

I welcome efforts to conduct additional research on HPV and expanding access to
HPV/cervical testing and treatment in developing countries. It is, however, unnecessary
to develop a new strategy on HPV prevention as the CDC *“Report to Congress:
Prevention of Human Papillomavirus Infection™ took three years to research and develop.

The CDC HPV prevention strategy states, “Because genital HPV infection is most
common in men and women who have had multiple sex partners, abstaining from sexual
activity (i.e. refraining from any genital contact with another individual) is the surest way
to prevent infection. For those who choose to be sexuaily active, a monogamous
relationship with an uninfected partner is the strategy most likely to prevent future genital
HPV infections. For those who choose to be sexually active but who are not ina
monogamous relationship, reducing the number of sexual partners and choosing a pariner
less likely to be infected may reduce the risk of genital HPV infection.”

The CDC’s HPV prevention recommendations are fully consistent with the
President’s HIV prevention strategy that emphasizes abstinence and being faithful. These
recommendations, therefore, could be incorporated into global HIV prevention programs.
This is particularly important for women in countries with little access to important
health care services, such as regular Pap testing and treatment for HPV-related
abnormalities. It is essential for these women to be given medically accurate information
that empowers them to protect themselves against HPV infection and cervical cancer.

HIV, after all, does not exist in a vacuum and it is unfair to ignore the unique
threats posed, especially to women and girls, by HPV.
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The Subcommittee will hold a hearing on HPV March 11. I would invite your
staff to attend to learn more, along with me, about HPV.

Thank you again for your leadership. Ilook forward to working with you on this
important endeavor.

Sincerely,
Chairman

Subconunittee on Criminal Justice,
Drug Policy and Human Resources
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3. Federal HPV Prevention Law
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The HPV Provisions of Public Law 106-554

The Consolidated Appropriations Act of 2001 was approved by Congress
on December 15, 2000 and was signed by President Clinton on December
21, 2000, becoming Public Law 106-554. The following are the provisions
relating to HPV education and prevention contained within this law:

Sec. 516. (a) Human Papillomavirus.--Part B of title lll of the
Public Health Services Act (42 U.S.C. 243 et seq.) is amended by
inserting before section 318 the following section:

““human papillomavirus
“Sec. 317P. (a) Surveillance.--

(1) In general.~-The Secretary, acting through the Centers
for Disease Control and Prevention, shall--

“{A) enter into cooperative agreements with States
and other entities to conduct sentinel surveillance or
other special studies that would determine the
prevalence in various age groups and populations of
specific types of human papillomavirus (referred to in
this section as "HPV") in different sites in various
regions of the United States, through collection of
special specimens for HPV using a variety of laboratory-
based testing and diagnostic tools; and

“(B) develop and analyze data from the HPV sentinel
surveillance system described in subparagraph (A).

"*(2) Report.--The Secretary shall make a progress report to
the Congress with respect to paragraph (1) no later than 1 year
after the effective date of this section.

*(b) Prevention Activities; Education Program.--
(1) In general.—-The Secretary, acting through the Centers
for Disease Control and Prevention, shall conduct prevention

research on HPV, including--

*(A) behavioral and other research on the impact of
HPV-related diagnosis on individuals;
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"*(B) formative research to assist with the
development of educational messages and information for
the public, for patients, and for their partners about
HPV;

“(C) surveys of physician and public knowledge,
attitudes, and practices about genital HPV infection;
and

“(D) upon the completion of and based on the
findings under subparagraphs (A) through (C), develop
and disseminate educational materials for the public and
health care providers regarding HPV and its impact and
prevention.

(2) Report; final proposal.--The Secretary shall make a
progress report to the Congress with respect to paragraph (1)
not later than 1 year after the effective date of this section,
and shall develop a final report not later than 3 years after
such effective date, including a detailed summary of the
significant findings and problems and the best strategies to
prevent future infections, based on available science.

“*(c) HPV Education and Prevention.--

(1) In general.--The Secretary shall prepare and
distribute educational materials for health care providers and
the public that include information on HPV. Such materials shall
address--

"(A) modes of transmission;

*(B) consequences of infection, including the link
between HPV and cervical cancer;

**(C) the available scientific evidence on the
effectiveness or lack of effectiveness of condoms in
preventing infection with HPV; and

(D) the importance of regular Pap smears, and
other diagnostics for early intervention and prevention
of cervical cancer purposes in preventing cervical
cancer.

*(2) Medically accurate information.--Educational material
under paragraph (1), and all other relevant educational and
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prevention materials prepared and printed from this date forward
for the public and health care providers by the Secretary
(including materials prepared through the Food and Drug
Administration, the Centers for Disease Control and Prevention,
and the Health Resources and Services Administration), or by
contractors, grantees, or subgrantees thereof, that are
specificaily designed to address STDs including HPV shall
contain medically accurate information regarding the
effectiveness or lack of effectiveness of condoms in preventing
the STD the materials are designed to address. Such requirement
only applies to materials mass produced for the public and
health care providers, and not to routine communications.”.

(b) labeling of condoms.--The Secretary of Health and Human Services
shall reexamine existing condom labels that are authorized pursuant to
the Federal Food, Drug, and Cosmetic Act to determine whether the labels
are medically accurate regarding the overall effectiveness or lack of
effectiveness of condoms in preventing sexually transmitted diseases,
including HPV.
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Status of HPV-related Provisions of Public Law 106-554

Public Law 106-554 Provision

Status

CDC directed to conduct HPV
prevalence and prevention research

Ongoing; Final reports expected in
early 2005.

CDC to deliver progress report to
Congress by December 21, 2001

Delivered September 12, 2003, nearly
three years late.

CDC to develop and disseminate
educational materials on HPV and its
prevention for the public and health
care providers

CDC estimates that educational
materials for the public will be
completed in December 2004 and
those for health care providers will be
completed in May 2005.

CDC to issue recommendations of the
best strategies to prevent HPV
infection by December 21, 2003.

Delivered January 30, 2004.

All educational materials on STDs,
HPV and condoms prepared by federal
agencies and their partners must
provide medically accurate information
including the lack of effectiveness of
condoms in preventing infection

On July 6, 2001, CDC issued
inaccurate ciaims about condom
effectiveness against HPV infection
based upon a theoretical and unproven
hypothesis, inconsistent with both the
law and scientific data; Websites and
other educational materials by
government agencies and government
partners continue to omit these
requirements.

Condom labels to be reviewed and
rewritten by FDA to ensure that such
labels are medically accurate and
reflect the effectiveness or lack of
effectiveness in preventing HPV and
other STDs.

Incomplete.
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HPV Fact Sheet

What is HPV?

There are more than 100 different strains of HPV, or human papillomavirus, and over 30
of those strains are transmitted through sex. HPV infection is recognized as the primary
cause of cervical cancer. The virus is present in 99.7 percent of all cervical cancers
according to a study published in the Journal of Pathology. HPYV is also associated with
more than one million pre-cancerous lesions, oral cancer, cancer of the vagina, penis,
anus, head and neck, as well as genital warts. In addition, HPV has been detected in
some prostate tumors. An infected mother may transmit HPV to her newborn with
affected children facing prolonged, difficult treatment for respiratory papillomatosis.
Genital warts have been reported in children, although such lesions are rare.

How widespread is HPV and cervical cancer?

In 2001, cervical cancer was estimated to be the 12 most commonly new diagnosed
cancer among women in the U.S. About 24 million Americans are currently infected
with HPV according to the National Cancer Institute and an estimated 5.5 million
Americans become infected with HPV every year. On March 8, 2004, researchers from
the Colorado Health Sciences Center reported that more than 30 percent of women ina
recent study were found to be infected with a strain of HPV linked to cervical and anal
cancer. In comparison, 18.7 percent of men carried HPV-16, one of 10 high-risk strains
of the virus.

While not everyone infected with HPV will develop cervical cancer, an estimated 13,000
new cases of invasive cervical cancer are diagnosed annually in the United States and
over 4,000 women die of the disease every year. According to the American Cancer
Society, non-invasive cervical cancer may be 4 times as widespread as the invasive type.
By comparison, nearly the same number of women die annually in the U.S. as a result of
HIV/AIDS as cervical cancer. In addition, over 1,350,000 women will have invasive
procedures each year just to assess the status of their abnormal pap smears secondary to
HPV.

HPV infection accounts for over half of all the new sexually transmitted diseases that
occur every year among young Americans aged 15- 24 according to a study published in
the January/February 2004 edition of Allan Guttmacher Institute's Perspectives on
Sexual and Reproductive Health. Of the 9.1 million new STDs acquired by this age
group in 2000, HPV accounted for 4.6 million. In comparison, HIV accounted for
15,000.
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The rate of cervical cancer cases in African-American women (11.4 per 1,000) is higher
than the rate in white women (7.1 per 1,000), and African-American women are about 33
percent more likely to die from it.

Do condoms prevent the transmission of HPV?

No. Studies have repeatedly concluded that condoms do not provide effective protection
against HPV infection.

In January 2004, the CDC issued a report to Congress entitled, “Prevention of Genital
Human Papillomavirus.” The report found:

“Because genital HPV infection is most common in men and women who have
had multiple sex partners, abstaining from sexual activity (i.e. refraining from any
genital contact with another individual) is the surest way to prevent infection. For
those who choose to be sexually active, a monogamous relationship with an
uninfected partoer is the strategy most likely to prevent future genital HPV
infections. For those who choose to be sexually active but who are notina
monogamous relationship, reducing the number of sexual partners and choosing a
partner less likely to be infected may reduce the risk of genital HPV infection. ...

“The available scientific evidence is not sufficient to recommend condoms as a
primary prevention strategy for the prevention of genital HPV infection.”

The CDC’s findings echo the scientific consensus, including that of a 2001 report entitled
“Scientific Evidence on Condom Effectiveness for Sexually Transmitted Disease (STD)
Prevention” prepared by the National Institute of Allergy and Infectious Diseases of the
National Institutes of Health in consultation with the FDA, the Centers for Disease
Control and Prevention and the U.S. Agency for International Development which
evaluated the published data on latex condoms and STD prevention and “concluded that
there was no evidence that condom use reduced the risk of HPV infection.”

In a February 19, 1999 letter to the House Commerce Commiittee, Dr. Richard D.
Klausner, then-Director of the National Cancer Institute (NCT), stated that “condoms are
ineffective against HPV.” The science in this regard is so clear that Dr. Klausner
concluded “additional research efforts by NCI on the effectiveness of condoms in
preventing HPV transmission are not warranted.”

According to the American Cancer Society, “research shows that condoms cannot protect
against infection with HPV. This is because HPV can be passed from person to person
with any skin-to-skin contact with any HPV-infected area of the body, such as skin of the
genital or anal area not covered by the condom. The absence of visible warts cannot be
used to decide whether caution is warranted, since HPV can be passed on to another
person even when there are no visible warts or other symptoms. HPV can be present for
years with no symptoms.”
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Furthermore, risk factors for HPV infection include early sexual debut, multiple sexual
partners, and partners with multiple sexual partners. Those who are misled into
believing condoms will protect them against HPV infection may, as a result, engage in
these behaviors that increase their risk for HPV infection and cervical cancer.

The CDC has stated “there is evidence that indicates that the use of condoms may
reduce the risk of cervical cancer.” How can this be true if condoms do not prevent
infection with the virus that causes cervical cancer?

The CDC statement that condoms “may” reduce the risk of cervical cancer is
inconclusive at best and contradicted by most scientific studies. The January 2003 CDC
report entitled “Prevention of Genital Human Papillomavirus Infection” finds only “three
studies on genital HPV infection and condom use showed a protective effect, but most
studies on genital HPV infection and condom use did not show a protective effect”
(emphasis added).

The National Cancer Institute has refuted this CDC claim. Dr. Douglas Lowy, Deputy
Director of NCI's Division of Basic Sciences, explained that “the NCI conclusion that
condoms are ineffective against HPV infection is based on the results of several long
term studies that have failed to show that barrier contraceptives prevent cervical HPV
infection, dysplasia, or cancer” in an April 8, 1999 letter to Congressman Michael
Bilirakis, Chairman of the Commerce Committee’s Subcommittee on Health and the
Environment.

Absence of cervical cancer does not mean that a woman with HPV will not require
treatment. Many women who are infected with HPV, but do not yet have cervical cancer,
will require invasive treatment for pre-cancerous lesions. Over 1,350,000 women will
have invasive procedures each year just to assess the status of their abnormal pap smears
secondary to HPV. Many of these will be at increased risk for infertility, premature
delivery or other HPV-related conditions.

Furthermore both men and women infected with HPV but without cancer can still spread
the virus to others who may develop cancer.

Aren’t regular Pap tests and treatment sufficient to prevent HPV infection from
threatening women’s health?

Regular Pap screening or HPV DNA testing for women are both extremely important to
diagnose, monitor and, if necessary, treat HPV infection and related precancers and
cancerous conditions of the cervix. However, similar screening tests do not exist for
many of the other conditions caused by HPV infection. Likewise, there is no test to
identify HPV infection in men.
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And while treatment can prevent the progression of cervical disease or death from
cervical cancer, treatment does not eradicate HPV or prevent it from causing future health
problems. Furthermore, treatment can often be invasive, unpleasant, and costly and not
preclude the necessity for additional treatments.

Cervical cancer is treated using surgery, radiation and chemotherapy; sometimes two or
more methods are used. The most common types of surgery include cryosurgery, laser
surgery, cone biopsy, simple hysterectomy, radical hysterectomy and pelvis lymph node
dissection, and pelvic exenteration. Radiation therapy may involve external radiation or
internal radiation (radioactive materials implanted in the tumor).

Treatment for cervical dysplasia—a premalignant or precancerous change in the cells of
the cervix that may progress to cancer—include surgery, cone biopsy, cryosurgery, laser
surgery, and electrosurgery.

The direct medical cost of treating a patient with cervical cancer is $9,200 to $13,360,
while surgery to remove a precancerous lesion is $1,100 to $4,360. The financial burden
of HPV in the U.S. has been estimated to range from $1.6 billion to $6 billion annually,
making HPV one of the most costly sexually transmitted diseases after HIV/AIDS,
according to a December 1999 CDC report

Screening and treatment are the key strategies for disease management but the best
protection against cervical cancer and HPV related diseases remains prevention of HPV
infection.

Doesn’t HPV infection usually resolve itself and, therefore, not pose a significant
health problem?

Tt is true that most women with HPV infection do not develop cervical cancer and the
body’s own immune system usually eradicates the virus. However, tens of thousands of
those who do become infected must be treated every year for HPV-related health
conditions and over 4,000 women die annually from cervical cancer. HPV infection
cannot be “cured” medically. No HPV vaccine currently exists, and even if the body
clears HPV naturally, infection can be re-established over and over again if there is
repeated exposure.

Why have so few Americans ever heard of this pervasive disease that kills thousands
of women every year?

Despite the fact that HPV is the most common sexually transmitted disease in the United
States and the second most costly, over three-fourths of respondents in a recent poll have
never heard of HPV.
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The CDC, the federal agency charged with disease prevention, currently provides no
guidance to states on how to curtail the spread of HPV and insufficient leadership to
health care providers on how to counsel or even recognize those infected.

Public Law 106-554, passed by Congress and signed by President Clinton in 2000,
directed CDC to issue a report not later than December 21, 2003 detailing the “best
strategies to prevent future [HPV] infections, based on the available science.” In January
2004, the CDC issued a report to Congress entitled, “Prevention of Genital Human
Papillomavirus.” The report found:

“Because genital HPV infection is most common in men and women who have
had multiple sex partners, abstaining from sexual activity (i.e. refraining from any
genital contact with another individual) is the surest way to prevent infection. For
those who choose to be sexually active, a monogamous relationship with an
uninfected partner is the strategy most likely to prevent future genital HPV
infections. For those who choose to be sexually active but who are notin a
monogamous relationship, reducing the number of sexual partners and choosing a
partner less likely to be infected may reduce the risk of genital HPV infection. ...
The available scientific evidence is not sufficient to recommend condoms as a
primary prevention strategy for the prevention of genital HPV infection.”

Public Law 106-554 also directs the FDA to “reexamine existing condoms labels... to
determine whether the labels are medically accurate regarding the overall effectiveness or
lack of effectiveness in preventing sexually transmitted diseases, including HPV.” In the
three years since the enactment of this law, FDA has not acted to make condom
manufacturers comply with this statutory requirement.

The American College of Obstetricians and Gynecologists (ACOG) has claimed that
educating the public that condoms do not protect against HPV infection “will simply
increase the likelihood that people will fail to use condoms, and put men and women
at unnecessary risk.” Is this true?

By this same logic, it is then also possible that by inaccurately claiming condoms do
prevent cervical cancer, at risk women will develop a false sense of security and be less
likely to receive cervical cancer screening or treatment.

There is, however, no evidence to substantiate the claim that providing medically
accurate information will reduce condom use. A June 13, 2000 letter from the U.S.
Consumer Product Safety Commission to the Congressional Research Service stated that
“based on our data compiled over more than 25 years and the experience of our staff,
there is no scientific or anecdotal evidence” that indicates that requiring informational
labels on products “actually contributed to decreased use of such products.”

Updated March 10, 2004
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5. Congressional Research Service
Memorandum on HPV
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A g
Congressional
244 Research
Service
Memorandum November 17, 2003
TO: House Subcommittee on Criminal Justice, Drug Policy and Human
Resources
Attention: Roland Foster

FROM: Judith A. Johnson

Specialist in Life Sciences
Domestic Social Policy Division

SUBJECT: Human Papillomavirus

In order to provide the information you requested on human papillomavirus (HPV), I
contacted the following four organizations: the Centers for Disease Control and Prevention
(CDC), the National Institutes of Health (NTH), the American College of Obstetricians and
Gynecologists (ACOG), and the Partnership for Prevention. Copies of the responses 1
received from CDC and the Partnership for Prevention are attached; NIH replied that they
do not have the type of information you are seeking (copy of email response is attached).
ACOG has not yet responded. 1 also looked at reports on the Kaiser Family Foundation
website on the topic of HPV and Sexually Transmitted Diseases prepared by Kaiser and the
American Social Health Association. Copies of these reports are also attached. Inresponse
to your request, I am providing below a consolidation of the information obtained on HPV,
primarily from CDC, on the overall size, cost, and impact of HPV in the United States. Most
of the information was taken verbatim from CDC documents.

1. The overall prevalence and incidence of HPV in the United States.

According to information provided on the CDC website, an estimated 20 million
Americans are currently infected with HPV (prevalence) and an estimated 5.5 million
Americans become infected with HPV each year (incidence).! An estimated 75% of the
reproductive age population has been infected with sexually transmitted HPV and an
estimated 15% of Americans ages 15 to 49 are currently infected. A U.S. study published
in 1998 found that an average of 14% of female college students became infected with
genital HPV each year. About 43% of the women in the 1998 study were infected with HPV

! All statistics in this Section 1 were found in the following document: Tracking the Hidden
Epidemics 2000 — Trends in STDs in the United States: A Closer Look at HPV Infection. See:
[http://www.cdc.gov/nchstp/od/news/RevBrochure 1pdfcloselookhpv.htm].

Congressional Research Service Washington, D.C. 20540-7000
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during the 3-year study period. Although less data are available on HPV among men, levels
of current infection in men appear to be similar to those in women.

HIV-positive individuals have a higher prevalence of HPV infection and precancerous
lesions on the cervix and anus than HIV-negative individuals. A San Francisco study of gay
and bisexual men found that 60% of HIV-negative men had HPV and almost all
HIV-positive men with severely compromised immune systems were infected with HPV.
Similarly, a six-city study among high risk and HIV-infected women found that 26% of
HIV-negative women were infected with HPV but 70% of HIV-positive women with
severely comprised immune systems were infected with HPV.

2. A detailed description of all HPV-related medical conditions and how each is
treated.

Of the more than 100 HPV viruses that have been identified, about 30 can infect the
genital area and are spread (almost always) through sexual contact.” Some are considered
"high-risk” types and may cause abnormal Pap smears and cancer of the cervix, anus, and
penis. Others are "low-risk," and they may cause mild Pap smear abnormalities and genital
warts. However, most HPV infections are subclinical: they have no signs or symptoms.
Therefore, most infected persons are completely unaware they are infected and can transmit
the virus to a sex partner. Genital warts are extremely common and can appear within
several weeks, several months or even years after sexual contact with an infected person.
Therefore, it is often difficult for patients to determine when they became infected and which
sexual partner was the source of the infection.

Visible genital warts can be removed, but no treatment is better than another and no
single treatment is ideal for all cases. In most patients treatment can induce wart-free
periods. If left untreated, visible genital warts may resolve on their own, remain unchanged,
or increase in size or number. Determining whether treatment of genital warts will reduce
transmission is difficult because laboratory markers of infectivity have not been established
and because some clinical studies have found HPV DNA in genital tissue following
treatment. Currently available therapies for genital warts may reduce, but probably do not
eradicate, infectivity. Whether the reduction in viral DNA that results from current treatment
regimens impacts future transmission remains unclear. The natural history of genital warts
is generally benign; the types of HPV that usually cause external genital warts are not
associated with cancer. No evidence indicates that either the presence of genital warts or
their treatment is associated with the development of cervical cancer.* Recurrence of genital
warts within the first several months after treatment is common and usually indicates
recurrence rather than reinfection.

Treatment of external genital warts can either be administered in the doctor’s office
(cryotherapy, surgical removal, electrocautery, laser surgery, podophyllin resin,
trichloroacetic acid, bichloroacetic acid, interferon injection) or applied at home by the

2 Genital HPV Infection. See: [http://www.cde.gov/nchstp/dstd/Fact_Sheets/FactsHPV htm].

3 Visible genital warts usually are caused by HPV types 6 or 11. Other HPV types that cause flat,
nearly invisible abnormal growths (as compared with types 6 and 11) in the anogenital region (e.g.,
types 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 68, and 69) have been strongly associated with
cancer in both men and women. See: [http://cis.nci.nih.gov/fact/3_20.htm].
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patient (podofilox cream, imiquimod cream). Treatment of internal genital warts {(cervix,
vagina, urinary tract, anus, rectum, mouth) usually occurs in the doctor’s office.*

Subclinical HPV infection is even more common than genital warts and there is
currently no treatment available. Most HPV infections appear to be temporary and are
probably cleared up by the body’s immune system. One 1998 study in college students
showed that in 91% of women with new HPV infections, HPV became undetectable within
2 years.> However, reactivation or reinfection with HPV is always possible.

The single most important risk factor for cervical cancer-regardless of whether warts
are present or not-is persistent cervical infection with certain types of HPV. HPV type 16
accounts for more than 50% of cervical cancers and high-grade dysplasia (abnormal cell
growth), and HPV 16 along with types 18, 31, and 45 account for about 80% of cervical
cancers.® Regular screening with a cervical Pap test is an effective low cost screening test
for the prevention of invasive cervical cancer.” Cervical cancer is treated using surgery,
radiation and chemotherapy; sometimes two or more methods are used. The most common
types of surgery include cryosurgery, laser surgery, cone biopsy, simple hysterectomy, radical
hysterectomy and pelvic lymph node dissection, and pelvic exenteration (radical
hysterectomy and bladder, vagina, rectum, and part of colon may be removed as well).
Radiation therapy may involve external radiation or internal radiation (radioactive materials
implanted in the tumor). Chemotherapy uses drugs to stop the growth of cancer cells, either
by killing the cells or by stopping the cells from dividing. When taken by mouth or injected
into a vein or muscle, the drugs enter the bloodstream and can reach cancer cells throughout
the body. The type and stage of the cervical cancer being treated determines which
chemotherapy drug is used and the method of administration.®

Cervical dysplasia is a premalignant or precancerous change in the cells of the cervix
which may progress to cancer without treatment. Mild dysplasia (also called low-grade
squamous intraepithelial lesions or low-grade SILs) is a common condition, especially in
young women, and a majority of cases return to normal over several months to a few years.
Sometimes, mild dysplasia can progress to moderate or severe dysplasia, also called
high-grade SILs. High-grade SILs are not cancer, but they may eventually lead to cancer and
are treated by a doctor when they are detected. Treatments for cervical dysplasia include
surgery, cone biopsy, cryosurgery, laser surgery, and electrosurgery.’

* For more detailed information, see: Sexually Transmitted Diseases Treatment Guidelines 2002-
Human Papillomavirus Infection at [http://www .cdc.gov/std/treatment/6-2002TG.htm]

5 The polymerase chain reaction (PCR) and another technique (Southern blot hybridization) were
used to detect HPV in cell samples from the cervix and vagina. Gloria Y. F. Ho, et al., Natural
History of Cervicovaginal Papillomavirus Infection in Young Women, The New England Journal
of Medicine, vol. 338, Feb. 12, 1998, pp. 423-428.

¢ Tbid.
7 For more detailed information, see: Cervical Cancer and Pap Test Information at
[hitp://www.cde.gov/cancer/nbecedp/info-cc.htm]

& More detailed information on cervical cancer treatment can be found at
[http://www.nci.nih.gov/cancerinfo/pdg/treatment/cervical/patient/] for patients, and
[http://www.nci.nih.gov/cancerinfo/pdg/treatment/cervical/healthprofessional] for physicians.

¥ Guidelines for the treatment of cervical dysplasia can be found at :
(continued...)
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3. The overall annual cost for testing and treatment of HPV-related medical conditions.

In the United States, HPV is associated with about 80% of the 12,000 cases and 4,100
deaths due to cervical cancer each year.'” HPV is also associated with more than one million
precancerous lesions of varying severity. The direct medical cost of treating a patient with
cervical canceris $9,200 to $13,360, while surgery to remove a precancerous lesion is $1,100
to $4,360."" The financial burden of HPV in the U.S. has been estimated to be from $1.6
billion to $6 billion annually, making HPV one of the most costly sexually transmitted
diseases (STDs) after HIV infection.'?

4. The annual number of HPV-related diagnoses requiring invasive medical
procedures.

Almost all of the invasive medical procedures for HPV are linked to cervical cancer.
In the United States, HPVs are associated with about 80% of the 12,000 cases and 4,100
deaths due to cervical cancer each year. They are also associated with more than one million
precancerous lesions of varying severity.”

5. A ranking of all sexually transmitted diseases, including HPV, in order by: cost for
testing and treatment; prevalence; and, associated deaths, including HPV-related
cervical cancer deaths.

? (...continued)
{http://www.guidelines.gov/summary/summary.aspx ?doc_id=3286&nbr=2512&string=cervical+
AND-+cancer].

10 A. Jemel et al., Cancer Statistics, 2003, CA — A Cancer Journal for Clinicians, vol. 53, Jan./Feb.
2003.

" Preventing Emerging Infectious Diseases: A Strategy for the 21st Century, Box 2: Economic Costs
for Patient Care from Infectious Diseases, United States visited at
[www.cdc.gov/ncidod/emergplan/box02.htm].  Also, an article in the January 2003 issue of
Emerging Infectious Disease examined the cost-effectiveness of an HPV vaccine and calculated
many of the resultant costs of screening and treatment. See attached and online at:
[http://www.cde.govincidod/EID/vol9no1/02-0168.htm].

12 CDC, Prevention of Genital HPV Infection and Sequelae: Report of an External Consultants’
Meeting, Atlanta, GA: CDC, National Center for HIV, STD and TB Prevention; Dec. 1999.

B See Box 2, p. 2 in: CDC. Preventing Emerging Infectious Diseases: A Strategy for the 21%
Century, at [http://www.cdc.gov/ncidod/emergplan/box02.htm]; and Cancer Statistics, 2003.
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Table 1. Cost of Sexually Transmitted Diseases, 1994

STD Cost (in millions)
Sexually transmitted HIV $4,683
Pelvic Inflammatory disease 4,148
HPV 3,827
Chlamydia 2,013
Gonorrhea 1,051
Cervical cancer 737
Herpes simplex 237
Hepatitis B 156
Syphilis 106
Chancroid 1

Source: Institute of Medicine, The Hidden Epidemic: Confronting Sexually Transmitted Diseases, 1997,

Table 2. Prevalence of Sexually Transmitted Diseases

STD Prevalence
Herpes 45,000,000
HPV 20,000,000
Chlamydia 2,000,000
Hepatitis B 417,000
Gonorrhea n/a
Syphilis n/a
Trichomoniasis n/a
Bacterial vaginosis n/a

Source: Tracking the Hidden Epidemics 2000 ~ Trends in STDs in the United States.
[http:/iwww.cdc.gov/nchstp/dstd/Stats_Trends/Trends2000.pdf]

According to CDC, there has not been a recent study summarizing in a comparable
manner all deaths from STDs. In 2002, there were approximately 9, 000 AIDS deaths among
those who were infected through sexual transmission of HIV. Other deaths due to AIDS that
year were associated with other sources of transmission.* Table 3 below provides data from
1992 regarding deaths among women.

14 The most current HIV/AIDS surveillance report with these data can be found at:
[http://www.cdc.gov/hiv/stats/hasriink. HTM).
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Table 3. Mortality Related to Sexually Transmitted Diseases in U.S.

Women, 1992
STD Deaths
Cervical cancer 5,210
HIV 2,665
Hepatitis B and Hepatitis C 960
Syphilis 99
Pelvic inflammatory disease 220
Ectopic pregnancy 18
Gonorrhea 43
Other 4
Total 9,179

Source: American Journal of Public Health, vol. 87(6), June 1997, pp. 938-944.

6. A description of all HPV specific prevention and education programs supported by

the Centers for Disease Control and Prevention or other federal agencies.

CDC provided me with a copy of a August 2003 Report to Congress entitled “Human
Papillomavirus: Surveillance and Prevention Research,” which was prepared by CDC in
response to the Public Health Service Act Section 317P. This report describes activities
undertaken to date to address the requirements of that section. However, there are additional
programs at CDC that address cervical cancer.

1 trust this information will be useful to your office. If you have any further questions,
please do not hesitate to call (202-707-7077).

Attachment



271

6. CDC HPYV Prevention Report



272

REPORT TO CONGRESS

Prevention of Genital Human Papillomavirus Infection

Centers for Disease Control and Prevention

Department of Health and Human Services

Julie Louise Gerberding, M.D., M.P.H.
Director

Centers for Disease Control and Prevention
January 2004



273
Table of Contents

Executive Summary

Introduction

Epidemiology of Genital HPV Infection

Incidence and Prevalence of Genital HPV Infection
Prevalence of Sequelae of Genital HPV Infection

Natural History of Genital HPV Infection

Transmission and Prevention of Genital HPV Infection
Transmission

Prevention of Genital HPV Infection

Reducing Duration of Infectiousness

Reducing Efficiency of Transmission

Condoms

Microbicides

Reduction of Sexual Behavior Risk

Vaccines

Prevention of Cervical Cancer

Summary of Strategies to Prevent Genital HPV Infection

References

Pages 3-5

Pages 6-7

Pages 8-10
Page 10

Pages 10-11

Pages 11-12
Pages 12
Pages 12-13
Page 13
Pages 13-16
Page 16
Pages 16
Pages 16-17
Pages 17-18
Pages 18-19

Pages 20-35



274
Prevention of Genital Human Papillomavirus Infection

Executive Summary

This report describes key aspects of the epidemiology of genital HPV infection and its
transmission, and summarizes the best strategies to prevent infections with genital HPV as well
as the HPV-associated diseases of genital warts and cervical cancer.

Genital infection with human papillomavirus (HPV) is very common in sexually active men and
women and can sometimes have serious health consequences. About 20 million Americans are
currently infected, and about 5.5 million people become newly infected each year. The virus can
infect the genital skin and the linings of the vagina, cervix, rectum, and urethra. Most infections
cause no clinical problems and go away on their own without treatment. Some infections lead to
genital warts in men and women, and abnormal Papanicolaou (Pap) tests in women. Treatments
are directed to abnormal cells associated with HPV rather than the virus itself; currently there is
no curative treatment for HPV infection.

Of greatest importance, persistent infection with certain types of HPV is a leading cause of
cervical cancer. Progression from cervical cancer precursor lesions to invasive cancer is a slow
process, estimated to take 10-15 years. Cervical cancer is an uncommon consequence of HPV
infection in women, especially if they are screened for cancer regularly with Pap tests and have
appropriate follow-up of abnormalities. The purpose of screening with the Pap test is to detect
cervical abnormalities that can be treated, thereby preventing progression to invasive cervical
cancer, and also to detect invasive cervical cancer at a very carly stage. If detected early and
managed promptly, survival rates for cervical cancer are over 90%. In the past 40 years,
widespread cervical cancer screening using the Pap test and treatment of precancerous cervical
abnormalities have resulted in a dramatic decrease in the incidence and mortality due to cervical
cancer in the United States. However, each year in the United States, an estimated 12,200
women develop cervical cancer and 4,100 women die from it. Of women in the United States
who develop cervical cancer, about half have never had a Pap test.

Because genital HPV infection is most common in men and women who have had multiple sex
partners, abstaining from sexual activity (i.e. refraining from any genital contact with another
individual) is the surest way to prevent infection. For those who choose to be sexually active, a
monogamous relationship with an uninfected partner is the strategy most likely to prevent future
genital HPV infections. For those who choose to be sexually active but who are notin a
monogamous relationship, reducing the number of sexual partners and choosing a partner less
likely to be infected may reduce the risk of genital HPV infection.

All published epidemiologic studies of HPV have methodologic limitations that make the effect
of condoms in the prevention of HPV infection unknown. While a few studies on genital HPV
and condom use showed a protective effect, most studies on genital HPV infection and condom
use did not show a protective effect. Recognizing that the optimal study design to ensure valid
measurements can be problematic, it remains important that further research be done to help
determine the efficacy of condoms in preventing HPV infection.
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Nevertheless, available studies suggest that condoms reduce the risk of the clinically important
outcomes of genital warts and cervical cancer. One possible explanation for the protective effect
of condoms against warts and cancer is that condom use could reduce the quantity of HPV
transmitted or decrease the likelihood of re-exposure, thereby decreasing the chance of
developing clinical disease. An alternative explanation is that condom use may reduce exposure
to a co-factor for cervical cancer, such as chlamydia or genital herpes, thereby reducing the
chance of cervical cancer.

The available scientific evidence is not sufficient to recommend condoms as a primary
prevention strategy for the prevention of genital HPV infection. There is evidence that indicates
that the use of condoms may reduce the risk of cervical cancer.

Regarding other possible prevention approaches, no data indicate that treatment of clinical
lesions or use of microbicides will prevent transmission of infection, although HPV vaccines are
likely to become available in the next few years and may become an important prevention tool.

Summary of Strategies to Prevent Genital HPV Infection

Based on currently available science, the following recommendations summarize the strategies
most likely to be effective in preventing future infections with genital HPV infection and cervical
cancer.

Individual Strategies

. The surest way to eliminate the risk for future genital HPV infections is to refrain from
any genital contact with another individual.

. For those who choose to be sexually active, a long-term, mutually monogamous
relationship with an uninfected partner is the strategy most likely to prevent future
genital HPV infections. However, it is difficult to determine whether a partner who has
been sexually active in the past is currently infected.

. For those choosing to be sexually active and who are not in long-term mutually
monogamous relationships, reducing the number of sexual partners and choosing a
partner less likely to be infected may reduce the risk of genital HPV infection. Partners
less likely to be infected include those who have had no or few prior sex partners.

. While available scientific evidence suggests that the effect of condoms in preventing
HPV infection is unknown, condom use has been associated with lower rates of the
HPV-associated diseases of genital warts and cervical cancer. The available scientific
evidence is not sufficient to recommend condoms as a primary prevention strategy for
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the prevention of genital HPV infection. There is evidence that indicates that the use of
condoms may reduce the risk of cervical cancer.

. Regular cervical cancer screening for all sexually active women and treatment of
precancerous lesions remains the key strategy to prevent cervical cancer.

. In the future, receiving a safe and effective HPV vaccine to help prevent genital HPV
infection as well as the HPV-associated diseases of genital warts and cervical cancer
would be an important prevention measure. However, an effective HPV vaccine would
not replace other prevention strategies.

Public Health Strategies
Pubtlic health agencies should:

. Promote increased cervical cancer screening among never and rarely-screened women
and appropriate follow-up of those with abnormal Pap tests.

. Work with public and private partners to increase awareness about prevention of genital
HPV infection and cervical cancer among health care providers and in the general public.

. Collaborate with private industry to promote and accelerate the development of a safe
and effective HPV vaccine.

. Continue epidemiologic, laboratory, and behavioral research on genital HPV infection,
including studies of the prevalence of HPV in the United States, research on the attitudes
and concerns of women diagnosed with HPV infection (e.g., concerns about cancer or
about transmission), and surveys of provider knowledge and practices regarding HPV.
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Introduction

Human papillomaviruses (HPV) are members of the Papillomaviridae family of DNA viruses.
Because HPV cannot be cultured easily in the laboratory, HPV infection is most commonly
diagnosed by detecting HPV DNA. Differences in sequences of DNA are used to determine
different HPV types. More than 100 HPV types have been identified, over 30 of which infect the
genital area. Genital HPV infections are estimated to be the most common sexually transmitted
infection in the United States, with an estimated 5.5 million persons becoming newly infected
every year (1). Although the majority of infections cause no symptoms and are self-limited,
genital HPV is of public health concern because persistent infection with certain types can cause
cervical cancer in women.

Genital HPV infections are categorized according to their association with cervical cancer.
Infections with low-risk types, primarily types 6 and 11, can cause benign or low-grade cervical
cell changes and genital warts, but are not associated with cervical cancer. Infection with high-
risk types, primarily types 16, 18, 31, and 45, can cause low-grade cervical cell abnormalities,
high-grade cervical cell abnormalities that are precursors to cancer, and genital cancers. Most
genital infections with either high-risk or low-risk HPV types go away on their own, without
clinical consequences. Currently, one HPV DNA test is FDA-approved for use in women for
cervical cancer screening; no HPV test is available for men.

The sequela of genital HPV infection with greatest public health importance is cervical cancer.
Cervical cancer is relatively uncommon in the United States because widespread cervical
Papanicolaou (Pap) testing can detect precancerous lesions before they develop into cancer.
However, in many developing countries where cervical cancer screening activities are limited,
cervical cancer is the most common cancer in women. Based on multiple lines of evidence, both
the International Agency for Research on Cancer and the National Institutes of Health (NIH)
have concluded that high-risk genital HPV infections act as carcinogens in the development of
cervical cancer (2;3). While infection with high-risk types appears to be “necessary” for the
development of cervical cancer, it is not “sufficient” because cancer does not develop in the vast
majority of women with HPV infection (2;3). Other co-factors appear to be necessary for the
development of cervical cancer (described in Natural History of Genital HPV Infection, page
10). HPYV infection is also associated with anogenital cancers at other sites including the vulva,
vagina, penis and anus. Each of these is substantially less common than cervical cancer, with the
exception of anal cancer in homosexual men (4-8). The association of genital types of HPV with
non-genital cancer is less well established, but studies support a possible role in a subset of head
and neck (9) and esophageal (10) cancers. In each of these non-genital cancers, there are clearly
cancers arising independent of HPV, a situation quite different from cancer of the cervix, While
a few studies suggest a possible association of HPV with cancer of the prostate (11), the findings
are not consistent and the most recent studies do not indicate that HPV is associated with these
cancers (12;13).

Because of the public health importance of cervical cancer, this report focuses on the prevention
of genital HPV infection and its sequelae in heterosexual men and women. The report describes
key aspects of the epidemiology of genital HPV infection and its transmission, and summarizes
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the best strategies to prevent infections with genital HPV as well as the HPV-associated diseases
of genital warts and cervical cancer.
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Epidemiology of Genital HPV Infection

Incidence and Prevalence of Genital HPV Infection

Accurately assessing the extent of genital HPV infection in the U.S. population has been difficult
for many reasons. Data on prevalence and incidence of HPV infection are limited because there
is no routine screening for HPV infection, and it is often unclear whether a newly diagnosed
infection is recently acquired or longstanding. Neither HPV infection nor genital warts are
routinely reported to state health departments for the following reasons: (a) no standard
justification for recommending STD case reporting (e.g., patient care measures such as curative
treatment for patients and their sex partners, or monitoring ongoing prevention programs) exists
for genital HPV infection or warts, (b) most infections clear spontaneously, and (c) case
reporting would create a large burden for providers, health departments and laboratories given
the high prevalence of infection (14).

Cases of cervical cancer are routinely reported to cancer registries such as the National Cancer
Institute Surveillance, Epidemiology, and End Results (SEER) program, and Centers for Disease
Contro! and Prevention (CDC)-supported state cancer registries. However, because cervical
cancer is a rare and late manifestation of HPV infection, cancer surveillance provides limited
information on the burden and current trends of HPV infections. CDC is conducting a survey of
the general U.S. population and a survey of women attending different types of clinics to
improve measures of the prevalence of genital HPV. Results for the U.S. population survey will
be available in late 2005, and, for the clinic based survey, in 2007. Data from these studies will
be useful in evaluating the impact of future prevention strategies on HPV prevalence.

Because of the above issues, the magnitude of genital HPV infection is derived from
extrapolations of epidemiologic studies. Studies that detect HPV DNA measure current
infection, and studies that detect HPV antibodies using blood tests provide approximations of
lifetime infection. Overall, in the United States, an estimated 20 million people (15% of the
population) are currently infected with HPV, 50-75% of which is with high-risk types, and about
5.5 million people are infected every year (1). It has been estimated that at least 50% of sexually
active men and women acquire genital HPV infection at some point in their lives; a recent
estimate suggests that 80% of women will have acquired genital HPV by age 50 (15;16). An
estimated 9.2 million sexually active adolescents and young adults 15 to 24 years of age are
currently infected with HPV (17).

Prevalence studies in the United States have primarily included convenience samples of women
attending managed care, STD, or university clinics. Studies have found that the prevalence of
HPV infection is lowest in women who have never had sexual intercourse (18-21). Genital HPV
infection is especially common among sexually active young women (less than 25 years of age),
with prevalence decreasing with older age (22-30). While results vary by population studied,
and sampling and detection methods used, overall they indicate that prevalence of genital HPV
infection in sexually active young women in the United States ranges from 17-84% (22-29);
most studies have reported a prevalence greater than 30% (22;23;25-27). In a study conducted
in Portland, Oregon, 32% of young women ages 16 to 24 years had genital HPV DNA detected
versus only 4% of women ages older than 45 years (24). The higher rates in younger women
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appear to be related to transmission of new infection during the early years of sexual activity,
with infection clearing over time in most women (28;31). By far, the most common infections
are with the high-risk types. Infection with multiple types of HPV occurs in approximately 5—
30% of infected women (23;32-34). HPV infection is most likely to be detected in women who
have cervical cancer precursors; in one study, over 85% of women with cervical cancer
precursors had detectable HPV DNA (34).

These findings are supported by studies of incident (new) genital HPV infections, which can
more accurately determine rates, as well as behavioral risk factors for infection. Studies of HPV
incidence have been conducted in a variety of settings with variable follow-up periods.

Incidence of HPV infection in college women studied for two to three years was 32-43%
(21;28). Other studies assessing populations of women using routine gynecological or family
planning services found incidences of 11-32% in one year, and 44-55% in three years
(29;31;33;35;36). The incidence of high-risk types, such as HPV-16, is higher than the incidence
of low-risk types (28;29;31). For example, in one study, the incidence in one year was 32% for
high-risk HPV types compared with 18% for low-risk HPV types (29).

The risk factors consistently associated with HPV infection in women are young age (age less
than 25 years) and sexual behavior, specifically number of sex partners, as described below
(Transmission and Prevention of Genital HPYV, page 11). Other risk factors identified include
early age of first sexual intercourse, and male partner sexual behavior. Less consistently
identified risk factors include smoking, oral contraceptive use, nutritional factors, and lack of
circumcision of male partners (20). Many of the identified risk factors are likely markers for
unmeasured sexual behavior (21;25;37-39). In addition, immune suppression is associated with
HPV detection. Studies in women with HIV infection, undergoing dialysis, or after kidney
transplant, demonstrate that HPV detection is particularly common with immune suppression
(17;40-43).

The prevalence of genital HPV infection in men is more difficult to assess because it is not clear
which are the optimal anatomic sites or specimens to test. Most published studies have been
conducted outside the United States, in men attending STD or university clinics, or among male
partners of women with HPV infection. HPV DNA can be detected at various anogenital sites,
including the penis, urethra, scrotum, or anus, as well as in urine and semen (44-56). In
heterosexual men, infection is most commonly detected on the penis (54-37). A recent study that
evaluated HPV DNA in the distal penis (urethra, glans, coronal sulcus, foreskiny documented
higher prevalence of infection in uncircumcised men than in circumcised men (19.6% vs. 5.5%)
(46). Prevalence of genital HPV infection in heterosexual men in the populations studied ranges
from 16-45%; detection is highly dependent on the anatomic sites or specimens tested (e.g.,
urine, semen) (45;46;49;52). Risk factors for HPV detection in men include greater lifetime
number of sex partners, number of recent sex partners, being uncircumcised, or current genital
warts (45;46;52). The relationship of young age with HPV detection is not as consistent in men
as in women (45;49;52).

HPV serologic (blood) tests that detect antibodies to the outer proteins of HPV have been useful
in assessing previous HPV infection. They complement the studies that are based on HPV DNA
detection because HPV DNA is not persistently detectable in most infected people. However,
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these tests likely underestimate the true extent of previous infection because only 50-70% of
persons with detectable HPV DNA develop antibodies (58-60). A recently completed study of
the U.S. population conducted by CDC showed that 18% of women and 7% of men aged 12 to
49 had antibodies to HPV-16 (61). The strongest predictors of antibody positivity in both
women and men were various measures of past sexual activity, including lifetime number of
partners. Antibody prevalence is substantially higher in populations with greater sexual activity.
For example, a study of patients attending a U.S. STD clinic found HPV-16 antibody prevalence
rates of 55% in women and 33% in men (62).

Prevalence of Sequelae of Genital HPV Infection

Estimates for genital warts are relatively imprecise; however, limited data suggest that each year
in the U.S. as many as 100 per 100,000 persons develop genital warts (63), and 1.4 million
currently have genital warts (about one percent of the sexually active U.S. population) (64).
Rarely, genital HPV infection with low-risk types may be transmitted from mother to baby
during delivery resulting in respiratory tract warts in the baby, an illness known as recurrent
respiratory papillomatosis (RRP). Estimates of the incidence rate for RRP are also relatively
imprecise, but range from 0.4 to 1.1 cases per 100,000 children (65).

Rates of cervical cancer have fallen by approximately 75% since the introduction of Pap testing
programs. Cervical cancer incidence in the U.S. is currently estimated to be 8.3 per 100,000
women, with approximately 12,200 new cases and 4,100 deaths occurring annually (66).

Natural History of Genital HPV Infection

Most HPV infections are transient and asymptomatic, causing no clinical problems. Studies
have shown that 70% of new HPV infections clear within one year, and as many as 91% clear
within two years (28;33;67;68). The median duration of new infections is typically eight months
(28;67). HPV-16 is more likely to persist than other HPV types (28); however, most HPV-16
infections become undetectable within two years (28). Factors associated with persistence
include older age, high-risk HPV types, infection with multiple HPV types, and immune
suppression (69;70). The gradual development of an effective immune response is thought to be
the likely mechanism for HPV DNA clearance.

HPYV infection that persists is the most important risk factor for cervical cancer precursors and
invasive cervical cancer (15;67;69-71). A recent study found that the risk for developing
cervical cancer precursors was 14 times higher for women who had at least three positive tests
for high-risk HPV compared with that for women who had negative tests (68). However, most
women with persistent HPV infection do not develop low-grade cervical cell abnormalities,
cervical cancer precursors or cervical cancer (28;31;68;72).

Skin and mucosal changes caused by genital HPV infection --both genital warts and cervical cell
abnormalities-- often go away without treatment, probably as a result of the development of an
effective immunologic response. Rates of spontaneous clearance and progression to cancer
without treatment vary for low-grade and high-grade cervical cell abnormalities. Low-grade
cervical cell abnormalities usually clear spontaneously (60% of cases) and rarely progress to
cancer (1%), while high-grade cervical cell abnormalities have lower rates of spontaneous
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clearance (30-40%) and much higher rates of progression to cancer without treatment {greater
than 12%) (73).

In addition to persistent infection with high-risk types of genital HPV, other co-factors appear to
be necessary for the development of cervical cancer (74). Factors such as long-term use of oral
contraceptives, a high number of live births, and immune suppression have been found in some
studies to be associated with cervical cancer (74-81). In addition, recent studies have
demonstrated that co-infection with Chlamydia trachomatis or herpes simplex virus type-2
(HSV-2), the cause of genital herpes, may increase the risk of both cervical cancer precursors
and cervical cancer (81;82).

Transmission and Prevention of Genital HPV Infection

Transmission

Genital HPV infection is primarily transmitted by genital contact, usually through sexual
intercourse (20;83). In virtually all studies of HPV prevalence and incidence, the most
consistent predictors of infection have been various measures of sexual activity, most
importantly, the number of sex partners (28;31;64;84). Among women, the risk of acquiring a
genital HPV infection increases with increasing number of lifetime male sex partners (25;26;84-
87). Similar to infection with other STD, having sex with a new partner may be a stronger risk
factor than having sex with a steady partner (21;31). With each new partner, an adolescent
female substantially increases her risk of acquiring genital HPV (31). The source of
transmission is usually from persons who are asymptomatic and do not realize they are infected
(64). Among women who report no previous sexual intercourse, 0-8% have HPV infection
supporting the premise that the major route of transmission is sexual (18-21).

Although less well-examined, another variable that increases a woman'’s risk of HPV infection is
the sexual activity of her partner. A study of adolescent females found that those with a partner
who had multiple sex partners were at increased risk of HPV infection (31). A study of college
students in Seattle found that those with male sex partners with at least one prior partner had a
five-fold increased risk of infection compared to those whose male partners had no prior
partners. Women whose male partners had an unknown number of prior sex partners had an
even higher (eight-fold) risk for acquiring HPV infection (21). This study also reported that
women who had known a sex partner at least eight months before initiating a sexual relationship
were less likely to acquire genital HPV infection. It was hypothesized that this was due to a
greater chance of spontaneous clearance of infection in men who might have been infected with
HPV in a previous sexual relationship (21).

Other types of genital contact in the absence of penetrative intercourse {oral-genital, manual-
genital, and genital-genital contact) leading to HPV transmission have been described, but these
routes of transmission are less cornmon than sexual intercourse (21;88-90). For example, a
recent study of college-aged women in Seattle reported a two-year genital HPV incidence rate of
39% among sexually active women and 8% among women who had not engaged in penetrative
vaginal intercourse. Almost all of the infections in women who had not engaged in sexual
intercourse appeared to be related to genital contact other than penetrative intercourse (21). This
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study also found minimal evidence of HPV transmission through oral sex (either transmitted
from the genital area to the mouth or the mouth to the genital area) (21). Genital HPV infection
also may be transmitted by non-sexual routes, but this is extremely uncommon. Non-sexual
routes of genital HPV transmission include transmission from a mother to a newbomn baby,
which is rare (91;92), and transmission by inanimate objects such as environmental surfaces and
clothing, which has been hypothesized but has never been documented (93-96).

Prevention of Genital HPV Infection

Prevention of genital HPV infection is important to reduce the prevalence of genital warts and
abnormal Pap tests, as well as cervical cancer. Cervical cancer screening programs have been
highly effective in reducing rates of cervical cancer in the United States (97;98); decreasing the
incidence of genital HPV infection should also reduce rates of cervical cancer(16).

In general, for a given sexually transmitted disease, the number of new infections transmitted to
a susceptible population is a function of three variables: duration of infectiousness, efficiency
(likelihood) of transmission of infection, and number of new sex partners a person has while
infected (99). In the absence of measures to reduce susceptibility in the population (such as the
use of effective vaccines), strategies addressing each of these variables can reduce transmission
of infection. Such strategies include reducing the duration of infectiousness by treatment,
decreasing the efficiency of transmission by measures aimed at reducing infectivity (e.g.,
condoms, microbicides), and reducing the number of sex partners. The following is a summary
of what is currently known about the value of each of these approaches for preventing genital
HPV infection.

Reducing Duration of Infectiousness

The most common approach to reducing infectiousness of an STD is treatment. In contrast to
bactertal STD for which transmission can be prevented through curative treatment, there is only
limited evidence that treatment of HPV-associated lesions is useful to prevent HPV transmission.
There is no effective systemic therapy for genital HPV, as exists for bacterial and some other
viral STD. Treatments are directed to lesions associated with HPV, and HPV infections in the
absence of detectable disease are not treated. Current treatment options for both genital warts
and cervical cancer precursors include various local approaches that remove the lesion (e.g.,
cryotherapy, electrocautery, laser therapy, surgical excision). Genital warts are also treated with
topical pharmacologic agents (100). Treatment of genital warts and cervical cancer precursors
might reduce infectiousness (100). Although this premise is difficult to test directly because
assays for infectivity do not exist, it is supported by several observations. First, in some studies
larger amounts of HPV DNA have been found in high-grade than in low-grade cervical lesions
(101). Second, after clearance of genital warts after treatment with immune stimulating drugs
(e.g. imiquimod), the amount of HPV DNA in the skin can be reduced (102). Third, clearance of
HPV DNA can occur after standard therapy for cervical high-grade lesions (103-111). However,
clinically normal skin and mucosa near HPV-associated lesions often contain HPV (112;113).
This reservoir is thought to explain the typical recurrence rates of 10-20% after treatment of
cervical lesions (114;115) and 20-50% after treatment of genital warts (100). It might also help
explain the fact that treatment of partners does not influence recurrence rates of genital warts
(116). Thus, based on the limited existing data, currently available therapies for HPV-related
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lesions may reduce but probably do not eliminate infectiousness; the impact of the reduction in
viral concentration which occurs with treatment remains unclear.

Reducing Efficiency of Transmission

Efficiency of transmission, or the likelihood that an infection will be transmitted from an
infected person to an uninfected person, can be affected by several variables, such as immunity.
However, for STD, the most common approach is the use of physical barriers such as condoms.
In the future, other methods that may decrease the likelihood that an infection will be transmitted
could include chemical barriers, such as microbicides or a combination of chemical and physical
approaches.

Condoms

Evidence for the effectiveness of the male latex condom to prevent various STD among
heterosexual men and women was the subject of a recent NIH report {(117). The report
concluded that for the majority of STD, published data were not adequate to definitively assess
the effectiveness of condoms to prevent STD. The review also concluded that most
epidemiologic studies that evaluated condom use had significant methodologic problems. For
HPV specifically, the NIH report concluded that most of the reviewed studies did not obtain
sufficient information on condom use to allow careful evaluation of the association between
condom use and HPV infection or disease. The report also concluded that there was no
epidemiologic evidence that condom use reduced the risk of HPV infection, but that condom use
might afford some protection in reducing the risk of HPV-associated diseases, including warts in
men and cervical neoplasia (cervical cancer precursors and invasive cancer) in women (117).
More recently, an even more detailed review of the published literature on condoms and HPV
infection and its sequelae came to similar conclusions as the NIH report and elaborated on the
many methodologic issues affecting studies of condoms for HPV prevention (118). In addition,
several other recent studies reported that, for women and men, use of male condoms reduces the
risk of genital herpes and chlamydia, both of which may be co-factors for the development of
cervical cancer (81;82;119-124). Below is a summary of current scientific evidence on the
effectiveness of male condoms for prevention of genital HPV.

As described above, available clinical and epidemiologic data indicate that genital HPV infection
is transmitted by contact with infected skin or mucosa. Laboratory studies have demonstrated
that latex condoms provide an essentially impermeable barrier to particles the size of HPV
(125;126). Studies of HPV infection in men demonstrate that most HPV infections (both HPV
DNA and HPV-associated lesions) are located on parts of the penis that would be covered by a
condom (48;54-57;63;127-129). However, even consistent and correct use of condoms would
not be expected to offer complete protection from HPV infection because infections also may
occur on sites not covered or protected by a condom. In men, HPV infection can occur on the
scrotum, groin area, base of the penis, and anus (54-57). In women, HPV infection can occur on
the outside of the vulva, which can come into contact with the genital skin of a man using a
condom

Published studies that have assessed the effectiveness of male condoms to prevent HPV infection

or any STD other than HIV are limited by multiple methodologic issues (117;118). In general,
these limitations are likely to underestimate condom effectiveness (130-132).  Studies with
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optimal designs would collect information on consistent and correct condom use and would be
able to determine whether HPV infection preceded or followed condom use. In addition, several
recent studies have demonstrated that many individuals use condoms in situations of perceived
STD risk (e.g., with sex partners known to have STD or who have other partners), thereby
complicating valid comparisons with those not using condoms, who often have lower sexual
risks (133;134). Furthermore, valid estimates of condom effectiveness can be obtained only
when users and nonusers have similar levels of exposure to infected partners as illustrated in a
recent study of gonorrhea and chlamydia (123). This study showed a protective effect for
condoms among persons whose sex partners were known to be infected, but not among those
whose partners were not known to be infected. Data on whether partners have HPV infection
has not been available for most studies of condoms and HPV infection.

Studying the relationship between condom use and HPV infection is particularly difficult
compared to other STD. In contrast to viral STD such as HIV and genital herpes for which
highly accurate blood tests allow conclusive determination of infection, accurate blood tests for
genital HPV infection do not exist at present. The detectability of HPV DNA in a given
individual varies over time (68;135); therefore, determining if a person is infected or if an
infection is new or pre-existing is very difficult. Finally, it is also difficult to study outcomes
that take many years to develop (e.g., high-grade cervical cell abnormalities, invasive cervical
cancer). The optimal study design to ensure valid measurements is a randomized, controlled
trial. However, because randomization (assigning some individuals to use condoms and
assigning others not to use condoms) can be problematic and potentially unethical (118), this
study design is rarely used.

We evaluated 46 peer-reviewed publications in English available after January 1966 that
included information on the association between condom use and HPV infection or a sequelae
{e.g., genital warts, HPV-associated lesions including cervical cancer precursors, or invasive
cervical cancer) (21;26;28;30;31;39;46;48,49;52;84;86;87;136-168). We excluded publications
that evaluated HIV-infected persons or used only HPV blood tests. These studies represent a
variety of geographic areas and populations. Of the 46 studies, 23 evaluated condom use and
prevalent or incident HPV infection by detection of HPV DNA, and 25 evaluated sequelae of
infection. The studies of sequelae included five that measured clinical findings of warts or HPV-
suggestive lesions on the external genital skin, 10 that measured low- or combined low-grade
and high-grade cervical cell abnormalities, six that evaluated high-grade cervical cell
abnormalities, and nine that evaluated cervical cancer, six of which were studies of invasive
cervical cancer. In most studies, condom use was generally defined broadly, as “ever versus
never” or “use versus non-use”; in some studies the definition of condom use was not specified.
Only 14 studies measured consistent condom use, and none measured correct use. Forty studies
were cross-sectional (so the temporal relationship between condom use and HPV outcome could
not be easily determined); two studies were randomized.

Of the 23 studies that measured HPV infection, 18 were conducted in women only, four in men
only, and one in both women and men. Estimates of the level of risk reduction varied broadly.
Three studies in women reported a protective effect of condoms which was statistically
significant (151;152;153). None of the studies measured exposure to infected partners.
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Of the 10 studies that measured either low-grade cervical cell abnormalities, or combined low-
grade and high-grade cervical cell abnormalities, one study found a statistically significant
reduction in cervical cell abnormalities.

Of the five studies that measured external genital HPV-associated lesions, three evaluated
women (all genital warts), three evaluated men (one with genital warts and two with HPV
suggestive lesions of the penis), and one evaluated both women and men (48;139;142;145;164)
Of the three studies in women, one found a statistically significant reduction (30%) in genital
warts (164) and one found a reduction in risk that was not statistically significant (142). All
three studies in men found statistically significant protection with levels ranging from 30-70%
(48;145;164).

Of the six studies that measured cervical cancer precursors (including carcinoma in situ), two
studies found a reduction of risk which was statistically significant (136;137;146;154;158;166).
Nine studies evaluated women with cervical cancer, six of which were invasive cervical cancer
(138;140;143;149;155;156;159;162;166). Of the nine studies, seven found a reduction in risk of
cancer in women using condoms, two of which were statistically significant. The reduction in
risk ranged from 20-80%.

Three studies evaluated the effect of condoms on clearance of HPV DNA or HPV-associated
lesions; all of these studies found a benefit of condom use for both men and women
(145;167;168). Two of these studies were the first studies of condoms and HPV infection to be
conducted as randomized controlled trials, an approach which can substantially reduce bias. In
the randomized studies, monogamous couples were randomized to condom use or nonuse;
females with a male partner that used condoms had significantly higher rates of clearance of both
HPV infection (53% vs. 35%), and cervical cell changes (23% vs. 4%) than the females whose
male partner did not use condoms (168). Also, men in the study had significantly faster
regression of genital lesions consistent with HPV infection (167).

Available studies suggest that condoms reduce the risk of the clinically important outcomes of
genital warts and cervical cancer. One possible explanation for the protective effect of condoms
against warts and cancer is that condom use could reduce the quantity of HPV transmitted or
decrease the likelihood of re-exposure, thereby decreasing the chance of developing clinical
disease (14;118;168). An alternative explanation is that condom use may reduce exposure to a
co-factor for cervical cancer, such as chlamydia or genital herpes, thereby reducing the chance of
cervical cancer (81;82;119-122;124;169).

However, all published epidemiologic studies have significant methodologic limitations which
make the effect of condoms in prevention of HPV infection unknown. As noted on page 14,
three studies on genital HPV and condom use showed a protective effect, but most studies on
genital HPV infection and condom use did not show a protective effect.

Given these observations, as well as the facts that laboratory studies show that latex condoms
provide a barrier to HPV and that most genital HPV in men is located on areas of the skin
covered by a condom, the cumulative body of available scientific evidence suggests that
condoms may provide some protection in preventing transmission of HPV infections but that
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protection is partial at best. The available scientific evidence is not sufficient to recommend
condoms as a primary prevention strategy for the prevention of genital HPV infection. There is
evidence that indicates that the use of condoms may reduce the risk of cervical cancer.

Microbicides

Evaluation of the ability of microbicides to prevent genital HPV infection has been hampered by
the difficulties with in vitro cultivation of HPV (14). Recent laboratory work suggests that some
compounds may inhibit HPV (170-174). There are also some reports of a potential effect of
microbicides in the prevention of cervical cancer (143;156;159;172;175). Future microbicides
may be effective in preventing HPV, as well as other sexually transmitted infections. Clinical
studies of some of the compounds found to have an effect on HPV in the laboratory are
underway.

Reduction of Sexual Behavior Risk

Because of the important role sexual contact plays in the transmission of genital HPV infection
and because of limited evidence that other prevention approaches are highly effective, the most
effective personal prevention approach is to avoid contact with genital HPV infection by limiting
the number and type of sexual partners. The studies that demonstrate genital HPV transmission
by sexual intercourse and other genital contact support the premise that abstaining from all
genital contact, including non-penetrative contact, is the most effective approach to preventing
infection (21;88;90;176). However, no studies have evaluated the effectiveness of programs
which promote limiting the number of partners in preventing genital HPV infection. For
individuals who choose to be sexually active, data from studies of both HPV incidence and
prevalence support the notion that long-term monogamy with a single partner is likely to be the
next most effective approach to prevent infection.

The choice of partner is likely to be important in the success of this approach because
approximately 20% of women with only one lifetime sex partner have HPV infection (25;177).
Knowing if a man is infected with HPV is difficult because most infected men are asymptomatic
(64). Furthermore, testing men to find out if they are infected is impractical because of uncertain
sensitivity of HPV testing in men and the lack of a test which has been approved for this
purpose. The most important factors that decrease the likelihood that a man is infected with
genital HPV include his having had a limited number of prior sex partners (45;52), possibly
having a longer period of time since his last partner (allowing prior infections to spontaneously
resolve) (21), and being circumcised (46;52). The most important factor that may decrease the
likelihood that a woman is infected with genital HPV include her having had a limited number of
prior sex partners (21;28). In addition, characteristics which may increase the chance that a
partner is infected with genital HPV include the presence of genital warts, an abnormal Pap test
in women, and immune suppression (64). However, determining a partner’s sexual history or
assuring their monogamy in a long-term relationship is sometimes difficult, a problem that could
reduce the effectiveness of partner selection approaches to prevention.

Vaccines

In contrast to other prevention approaches, vaccines can reduce susceptibility in uninfected
partners by stimulating the immune system. A variety of HPV vaccines are under investigation
which may provide immunity to a combination of high-risk or high- and low-risk HPV types
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(178). The goals of HPV vaccines are to prevent HPV-associated sequelae including genital
warts, cervical cancer precursors, and cervical cancer by preventing HPV infection altogether or
by reducing the chance of persistent infection if infection does occur. A recently completed
economic model concluded that vaccination for HPV, in combination with continued cervical
cancer screening, would be a cost effective health intervention (179). In addition, a recent study
projected that an effective vaccine could prevent 1,300 deaths annually from cervical cancer if
all 12-year-old girls currently living in the United States were vaccinated (180). Although an
effective HPV vaccine would be a major advance in approaches to HPV prevention, it would not
replace other prevention strategies such as cervical cancer screening or protective sexual
behaviors since vaccines would not work for all genital HPV types and would likely not be 100%
effective.

HPV vaccines have shown encouraging success in clinical trials (181). Recently, a vaccine for
HPV-16 given to adolescent girls demonstrated 91% efficacy in preventing HPV-16 infection
and essentially complete protection (100% efficacy) in preventing persistent HPV-16 infection.
Although there were only a few cases, the vaccine also appears promising in the prevention of
cervical cancer precursors (181).  Studies of other formulations of HPV-16 vaccines as well as
vaccines with multiple HPV types are underway and are likely to provide an important new
approach for genital HPV prevention within the next several years. Surveys of young women
who are potential candidates for an HPV vaccine indicate that they have positive attitudes about
receiving a vaccine (182).

Prevention of Cervical Cancer

Decades ago, cervical cancer was one of the most common and deadly cancers in women in the
United States (97;183). In the past 40 years, widespread cervical cancer screening using the Pap
test, and treatment of precancerous cervical abnormalities have resulted in a dramatic decrease in
the incidence and mortality due to cervical cancer in the United States (97;183). The purpose of
screening with the Pap test is to detect cervical abnormalities that can be treated, thereby
preventing progression to invasive cervical cancer, and also to detect invasive cervical cancer at
a very early stage. Progression from cervical cancer precursor lesions to invasive cancer is a
slow process, estimated to take 10-15 years (16). If detected early and managed promptly,
survival rates for cervical cancer are over 90%. In 2003, an estimated 12,200 women in the U.S.
will develop cervical cancer and an estimated 4100 women will die from the disease (66).
Approximately half of the cases will oceur in women who have never been screened, and an
additional 10% will occur in women not screened within the past 5 years (2). A recent national
survey indicated that cervical cancer screening is not adequate among some women in the U.S;
approximately 18% of women have not had a Pap test in the last 3 years (184). The most
important factors associated with inadequate cervical cancer screening include absence of a usual
source of health care, lack of health insurance, and immigration to the U.S. in the last 10 years.
Other factors included older age, low income, low level of education, presence of chronic
disabilities, and Asian and American Indian/Alaska Native race/ethnicity (184). Death rates
from cervical cancer in the U.S. are higher among foreign-borm women than women born in the
U.S. (185).

New technologies including liquid-based cytology and testing for high-risk HPV types may offer
potential advantages over conventional Pap testing. The American Cancer Society and other
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organizations have incorporated these technologies into new guidelines for cervical cancer
screening (115;186;187). However, the largest gain in reducing the burden of cervical cancer
incidence and deaths could best be achieved by increasing screening rates among women who
have never or rarely been screened (186).

Summary of Strategies to Prevent Genital HPV Infection

Based on currently available science, the following recommendations summarize the strategies
most likely to be effective in preventing future infections with genital HPV infection and cervical
cancer.

Individual Strategies

. The surest way to eliminate the risk for future genital HPV infections is to refrain from
any genital contact with another individual.

. For those who choose to be sexually active, a long-term, mutually monogamous
relationship with an uninfected partner is the strategy most likely to prevent future
genital HPV infections. However, it is difficult to determine whether a partner who has
been sexually active in the past is currently infected.

. For those choosing to be sexually active and who are not in long-term mutually
monogamous relationships, reducing the number of sexual partners and choosing a
partner less likely to be infected may reduce the risk of genital HPV infection. Partners
less likely to be infected include those who have had no or few prior sex partners.

. While available scientific evidence suggests that the effect of condoms in preventing
HPV infection is unknown, condom use has been associated with lower rates of the
HPV-associated diseases of genital warts and cervical cancer. The available scientific
evidence is not sufficient to recommend condoms as a primary prevention strategy for
the prevention of genital HPV infection, but it does indicate that the use of condoms may
reduce the risk of cervical cancer.

. Regular cervical cancer screening for all sexually active women and treatment of
precancerous lesions remains the key strategy to prevent cervical cancer.

. In the future, receiving a safe and effective HPV vaccine to help prevent genital HPV
infection as well as the HPV-associated diseases of genital warts and cervical cancer
would be an important prevention measure. However, an effective HPV vaccine would
not replace other prevention strategies.
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Public Health Strategies

Public health agencies should:

Promote increased cervical cancer screening among never and rarely-screened women
and appropriate follow-up of those with abnormal Pap tests.

Work with public and private partners to increase awareness about prevention of genital
HPV infection and cervical cancer among health care providers and in the general public.

Collaborate with private industry to promote and accelerate the development of a safe
and effective HPV vaccine.

Continue epidemiologic, laboratory, and behavioral research on genital HPV infection,
including studies of the prevalence of HPV in the United States, research on the attitudes
and concerns of women diagnosed with HPV infection (e.g., concerns about cancer or
about transmission), and surveys of provider knowledge and practices regarding HPV.
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Executive Summary

Human papillomavirus (HPV) is a virus that infects the skin and mucous membranes. More than
100 types have been identified. Some infect the hands and feet causing common warts, while
others are sexually transmitted and infect the genital area. Over 30 HPV types infect the genital
region: some cause clinically apparent genital warts and also low-grade Papanicolaou (Pap)
smear abnormalitiés, but are not associated with cervical cancer and are thus termed “low-risk”
types. Other types are considered “high-risk” because they can cause cervical and other
anogenital cancers. However, the vast majority of infections with both high and low risk types
resolve and do not lead to abnormal growths or cancer.

In the United States, approximately 20 million people are infected with genital HPV, and more
than 5 million new infections occur annually. It is estimated that 50-75 percent of sexually
active people will acquire genital HPV at some point in their lives making this the most common
sexually transmitted infection in the United States. Genital HPV infections are not curable;
however the vast majority resolve without long term consequences.

On December 20, 2000, Congress passed Public Law 106-554, which includes new provisions
coneerning HPV. This legislation requires that the Centers for Discase Control and Prevention
(CDC):

Conduct sentinel surveillance and special studies to determine the prevalence of HPV in
the United States;

Conduct behavioral and other research on the impact of HPV-related diagnosis on
individuals; formative research to assist with the development of educational messages;
surveys of physician and public knowledge, attitudes, and practices about genital HPV
infection;

Upon the completion of formative research, develop and disseminate educational
materials for the public and healthcare providers regarding HPV and its impact and
prevention.

Provide a progress and final report to Congress.

Since the law’s enactment, the CDC has implemented the following activities:

Initiated sentinel surveillance activities in collaboration with six health departments
throughout the country to determine the prevalence in various age groups and populations
of specific types of HPV infection in the United States.

Initiated collection of additional HPV prevalence and surveillance information in
nationally representative population samples, using CDC’s National Health and Nutrition
Examination Survey (NHANES) that will provide specific information on HPV 16, one
of the most common high-risk types of HPV associated with cervical cancer.
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Initiated several formative research activities to assess knowledge and attitudes of the
public and HPV-infected individuals about HPV healthcare-seeking and sexual behaviors
and HPV information needs.

Completed formative research to develop a provider survey that will assess knowledge,
attitudes and practices regarding HPV diagnoses and treatment and developed a draft
provider stirvey and a sampling plan. A package describing the study is under
development and will be submitted to the Office of Management and Budget (OMB) by
September2003. The provider survey will assess perceptions, practice barriers, and
facilitators regarding HPV risk assessment, testing, treatment, counseling, and partner
services.
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Centers for Disease Control and Prevention
Report to Congress on Human Papillomavirus:
_Surveillance and Prevention Research

Human papillomavirus (HPV) is a virus that infects the skin and mucous membranes. More than
100 types have been identified. Some infect the hands and feet causing common warts, while
others are sexually. transmitted and infect the genital area. Over 30 HPV types infect the genital
region: some cause clinically apparent genital warts and also low-grade Papanicolaou (Pap)
smear abnormalities, but are not associated with cervical cancer and are thus termed “low-risk”
types. Other types are considered “high-risk” because they can cause cervical and other
anogenital cancers. However, the vast majority of infections with both high and low risk types
resolve without treatment and do not lead to abnormal growths or cancer.

In the United States, approximately 20 million people are infected with genital HPV, and more
than 5 million new infections occur annually. It is estimated that 50-75 percent of sexually
active people will acquire genital HPV at some point in their lives making this the most common
sexually transmitted infection in the United States. Genital HPV infections are not curable;
however the vast majority resolve without long term consequences.

On December 20, 2000, Congress passed Public Law 106-554 which included new HPV
provisions. This legislation requires that the Centers for Disease Control and Prevention (CDC):

Conduct sentinel surveillance and special studies to determine the prevalence of HPV in
the United States;

Conduct behavioral and other research on the impact of HPV-related diagnosis on
individuals; formative research to assist with the development of educational messages;
surveys of physician and public knowledge, attitudes, and practices about genital HPV
infection;

Upon the completion of research and surveys, develop and disseminate educational
materials for the public and healthcare providers regarding HPV and its impact and
prevention.

Provide a progress and final report to Congress.

A copy of this legislation is included as Appendix A.

1. Sentinel Surveillance and Special Research Studies

Surveillance Research Section 317 P (a) (1), authorizes the Secretary, through the Director of
CDC, to (A) enter into cooperative agreements with states and other entities to conduct sentinel
surveillance or other special studies that would determine the prevalence in various age groups
and populations of specific types of HPV at different sites in various regions of the United States
..., and (B) develop and analyze data from the HPV sentinel surveillance system described
above.”
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CDC is determining the prevalence of genital HPV infection in the United States in two ways:
(1) conducting sentinel surveillance for HPV infection among women in selected clinical
facilities from locations thronghout the United States; and (2) conducting a special study
incorporating testing for genital HPV infection into the National Health and Nutrition
Examination Survey (NHANES).

(a) Sentinel Surveillance

CDC awarded funds to six health departments to conduct surveillance and monitor genital HPV
prevalence over time, and examine risk factors associated with genital HPV infection. These six
health departments, four state and two local, (i.c., Seattle, Washington; Baltimore, Maryland;
Massachusetts, Colorado, Louisiana, and Los Angeles) are enroliing women in this study
through 35 clinics. These clinics, which must approve the research before it’s initiated, include
sexually transmitted disease, family planning, HIV-care, and primary care clinics.

The 35 clinics are monitored by 12 local Institutional Review Boards (IRBs). In November
2002, CDC received approval from its IRB for this research, and from January through July
2003, nine of the 12 local IRB’s approved the research in 32 of the 35 clinical sites. Grantees
have begun to collect data in the 32 clinics that have received IRB approval. It is expected that
data analysis will begin in fall 2004, once 12 months of data are collected from all 35 sites. Data
analysis will be completed 6 months thereafter. Currently, CDC has received 588 data records
from five of the six grantees. Of these 588 data records, 471 records are complete, providing
preliminary data indicating an overall prevalence of 29.7 percent for high-risk types of genital
HPV (HR-HPV) with a range from 26.1 percent reported in primary care settings to 38.5 percent
reported in HIV care settings. Final analysis of these data are expected to begin in fall 2006,
once 36 months of data are collected from all 35 sites. This analysis will be completed six
months thereafter.

(b) Special Research Studies

CDC is also conducting a research study on genital HPV prevalence by incorporating HPV
testing into the procedures of NHANES. This is an ongoing survey designed to be a
representative sample of the non-institutionalized U.S. civilian population. Three years of
NHANES data are needed to obtain an adequate sample for estimates of genital HPV prevalence.

The purpose of this study is:

To determine prevalence of genital HPV DNA, in vaginal specimens, among a nationally
representative sample of 14-59 year old women. (Prevalence of genital HPV in men is
difficult to determine because HPV sampling methods in men are not well defined. This
is currently an area of active research as CDC is collaborating with University of Arizona
on a research study to determine which genital specimens are optimal for HPV detection

inmen.)
5
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To determine seroprevalence of antibody to HPV-16 among a nationally representative
sample of 14-59 year old men and women.

Both genital HPV DNA testing (using vaginal swabs to determine currently detectable infection)
and blood testing (using serum to determine past infection) are necessary to establish optimal
prevalence estimates™for the U.S. population. A previous CDC study of stored blood collected
from 1991 to 1994.showed that 18 percent of women and 8 percent of men had HPV-16
antibodies. In addition, a recent CDC study of stored blood from men and women attending U.S.
STD clinics from- 1993 — 1995 found that 30 percent of women and 19 percent of men had HPV-
16 antibody. Because fewer than 60 percent of women with HPV-16 DNA have a detectable
HPV-16 antibody response and because antibody becomes undetectable over time in some
persons who have been infected, measuring antibody prevalence without simultaneously
measuring DNA prevalence seriously underestimates total prevalence of HPV-16 infection.

This study includes the use of self-collected vaginal swabs by women participants, a new
technique. Therefore, a pilot study was performed to assess the feasibility and evaluation of this
new technique before the procedure would be included in the national survey. This study was
approved in July 2001 and conducted from September to December 2001. The pilot study
demonstrated that self-collected vaginal swabs were acceptable to women; therefore, specimen
collection as part of the national survey began in January 2002.

Three years of data collection are required to have a sample size large enough to be appropriately
analyzed. In December 2004, the data collection will be completed, and in March 2005,.the data
will be analyzed.

Prevention Research

Section 317 P (b)(1) directs CDC to conduct prevention research on HPV to include: (a)
behavioral and other research on the impact of HPV-related diagnosis on individuals; (b)
formative research to assist with the development of educational messages and information for
the public, for patients, and for their partners, about HPV; (c) surveys of physician and public
knowledge, attitudes, and practices about genital HPV infection; and (d) development and
dissemination of educational materials for the public and health care providers regarding HPV
and its impact and prevention.

To meet these requirements, CDC has organized three key activities: (a) a multisite behavioral
study to better characterize the impact of HPV-related diagnosis on individuals and 1o assist in
development of educational messages for patients and their partners; (b) surveys of physician
knowledge, attitudes, and practices about genital HPV infection; and (c) surveys of public
knowledge, attitudes, and practices about genital HPV infection. The final activity, development
and dissemination of educational materials, will be based on the results of the three key
activities.
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(a) A multisite behavioral study of the impact of HPV-related diagnosis

In September 2001, CDC funded five, 3-year projects to support different, but complementary,
formative research projects among women with high-risk HPV (HR-HPV)-related diagnoses,
their pariners, and the providers who care for them. Three of the projects are being conducted by
the University of Soiith Carolina, University of Oklahoma Health Sciences Center, and the
University of South Florida. The other two projects are being conducted by the Los Angeles
County Health Department and the State of Washington Health Department. The projects are
being conducted in two phases. The qualitative phase (Phase I) uses focus groups and in-depth
interviews to assess knowledge, attitudes, behaviors, and the impact of a HR-HPV diagnosis on
women and their sexual partners. Preliminary data from Phase I are being used to inform the
development of a quantitative questionnaire to be used in Phase 11. This questionnaire will assess
the impact of a HR-HPV diagnosis on women and differences in impact and health care needs
among different populations of women.

The qualitative protocols of all five projects were reviewed and approved by the IRB at CDC and
the local university and project data collection sites. The qualitative phase has been completed
by two projects (University of South Florida and University of South Carolina). Interim data
from the University of South Florida and University of South Carolina sites will be available in
fall 2003, and an interim report is expected to be completed by November 2003. This interim
report will include data collected from in-depth interviews with African American, Caucasian
and Hispanic women. Health care providers will focus on knowledge, attitudes, behaviors and
the impact of a HR-HPV diagnosis on women, and health care providers” perceptions of the
informational needs of HR-HPV positive patients.

One project (the University of Oklahoma) has been unable to complete the qualitative phase of
the study due to changes in medical research partnerships. The two other projects began
recruiting for the qualitative phase in July 2003. A final report on the qualitative phase from all
five sites is expected in March 2004.

Preliminary qualitative data from the University of South Florida, the University of Oklahoma,
and the University of South Carolina indicate a pervasive lack of knowledge about HPV prior to
diagnosis. Women are largely unaware of the relationship between Pap tests and genital HPV
infection, and few women understand the link between genital HPV and cervical cancer.
Women expressed a variety of reactions fo their HPV diagnosis, including anger, sadness, fear,
concerns about treatment options, anxiety about fertility, concems about impact on future sexual
activity, and questions about follow-up care.. Common questions from HPV-positive women
related 1o the nature of, and their acquisition of, HPV: “What is HPV? When did I get HPV?
Who did I get it from?” Participants in the study expressed concems about notifying sexual
partners about their HPV diagnosis, but most were willing to do so.

The participants received information about genital HPV from several sources, including
providers, friends, family members, and the Internet. Providers were indicated as a trusted
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source of information, but women acknowledged that they had additional questions remaining
after their consultations with providers.

An initial review of the formative data, suggests that educational messages about genital HPV
infection must contain simple, understandable definitions of the diagnosis, as well as
recommendations fof treatment and follow-up testing. Messages should address questions of
source of infection, duration of infection, likelihood of progression to cancer, and whether HPV
has an impact upoh fertility. In addition, messages should include suggestions for disclosure to
male sexual partuiers, recommendations for medical follow-up for men, and messages about the
likelihood of, and prevention of, genital HPV t ission to new partners. Finally, messages
should include statements of the prevalence of genital HPV and suggestions for identifying a
social support network related to HPV.

Two of the projects, University of South Florida and University of South Carolina, have begun
Phase 1. Interim Phase HI data from the University of South Florida and the University of South
Carolina sites are expected to be available in summer 2004, and an interim report from these two
projects is expected to be completed by October 2004. A final report on Phase 1} from all five
projects is expected in March 2005. The final report will contain data from a quantitative
instrument administered by all sites. Common core elements for the instrument were developed
from the qualitative research and include the following: HPV knowledge; counseling information
received from health care providers after a HR-HPV diagnosis; often used, most trusted, and
preferred sources for HPV educational information; disclosure of HPV diagnosis; sexual history,
practices and behaviors; partners’ responses to HPV diagnosis; emotional impact of a HR-HPV
test result; and HPV vaccine acceptability. The study population for Phase Il will include
African American, Caucasian, Hispanic, Asian and American Indian HR-HPV positive and
negative women. Data analysis will compare women by ethnicity, time since HR-HPV
diagnosis, and HR-HPV status.

Findings from all five projects will be used to assist with the development of educational
messages and information about HR-HPV for the public, patients, and their partners.

(b) Surveys of Physician Knowledge, Attitudes, and Practices about Genital HPV Infection

In September 2001, CDC awarded a contract to assess providers’ knowledge, attitudes, and
practices related to genital HPV. infection; to assess providers” perceptions of risks and benefits
of HPV testing and counseling; 1o determine barriers and facilitators to appropriate HPV
prevention, testing, and counseling practices; and to assess perceptions about offering HPV
testing and counseling in the future. The survey consists of three phases.

Phase 1, has been completed. This phase included a series of key informant interviews with
researchers, clinicians, and representatives from organizations and agencies with an interest in
genital HPV.
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Phase 2, which has also been completed, included a subsequent series of focus groups and in-
depth interviews with health care providers. The purpose of the focus groups and in-depth
interviews was to inform the development of Phase 3, a national survey of a large number of
physicians from a variety of practice settings. The data from the focus group interviews are
currently being analyzed arid a summary of the findings will be available in fall 2003.

Phase 3 will focus on health care provider knowledge, attitudes, and practices relative to adult
and adolescent men and women whe are at risk for HPV infection, those who have genital warts,
and those with a positive HR-HPV test. The sample will include primary care providers caring
for sexually active patients infected with or at risk for acquiring genital HPV infection, and
specialty care providers managing patients with genital warts, patients with genital HPV
infection, and women with low-grade cervical cytologic abnormalities. A variety of other
provider types, including nurse practitioners, nurse-midwives, and physician assistants will be
included. Pilot testing was recently completed and the survey will be ready to submit to OMB
for clearance by September 2003. We anticipate the OMB review process to be complete by
January 2004, and the initiation of the survey to begin in February 2004. Data collection should
be completed by June 2004, with data entry and analysis completed by October 2004. A final
report should be available in February 2005.

(c) Surveys of the Public’s Knowledge, Attitudes, and Practices about Genital HPV Infection

Across the United States, CDC will conduct focus groups with members of the general public
stratified on gender, age, and ethnicity to assess the diversity of perceptions and information
needs about genital HPV infection. The focus groups will provide information on knowledge,
attitudes, perceptions, and behavioral intent related to genital HPV infection. In addition, the
groups will provide preferences for receiving information about genital HPV infection (i.e.,
communication channels, media, format, frequency, and timing).

In August 2003, focus group testing started in six states: California, Texas, Kansas,
Pennsylvania, Georgia, and Florida. Thirty-six focus groups will be held overall, in six states
(three in rural areas and three in urban areas). The purpose of the focus groups is to gain an
understanding of the diversity in HPV-related knowledge, attitudes, perceptions, and behavioral
intent among the general population. In addition, the focus groups will provide information
about the general public’s preferences for receiving HPV information (i.e., communication
channels, media, tone, format, frequency, and timing). It is anticipated that a preliminary report
of focus group findings with the general public will be available in November 2003 and a final
report available in December 2003.

(d) Development and dissemination of educational materials.

Materials for patients, partners, and the general public

As outlined in the above sections, the formative research related to knowledge, attitudes anc?
practices of patients, partners, and the general public will be available by March 2004. During
9
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April through June 2004, CDC will synthesize the research findings and formulate a plan for
developing and disseminating educational information 1o these three target populations. In
addition to educational content, the formative research findings will help determine the types of
materials to develop, the “tone” of the materials, the format, communication channels, the timing
and frequency of distribution, credible sources of information, etc.

Because of the expense and delay in using the results to develop educational materials,
conducting a large national survey of the general population does not appear to be warranted. It
is unlikely that this information would add substantially to the information gained through the
formative research, and the estimated cost for such a survey would likely exceed $1 million.
Also, focus group and in-depth interview information typically provides better information for
developing effective educational materials than a large survey. For these reasons, CDC does not
recommend conducting a survey of the general public’s knowledge, attitudes and practices
related to genital HPV infection as a prelude to developing educational materials. The
development of education materials for patients, partners, and the general public is expected to
be completed by December 2004. Shortly thereafter, CDC will begin to disseminate the
educational materials and to evaluate their impact in the primary audiences.

Materials for providers

Determining the HPV knowledge, attitudes, and practices of health care providers is more
complicated and detailed than developing materials for patients, partners, and the general public.
The health care provider assessment must include knowledge of the etiology of genital HPV,
screening practices, treatment recommendations, as well as counseling practices with patients
and their partners. Formative research with this group has already been conducted and analyzed,
and the quantitative research results will be available in Januvary 2005. Subsequently, the
development of appropriate, effective educational materials for health care providers should be
completed by June 2005.

3. Final Report

Upon completion of the surveillance, research, and surveys described above, CDC will issue a
final report describing significant findings. Using these findings, and other available scientific
information, the report will address the best strategies for prevention of future genital HPV
infection in the United States. CDC expecis that the report should be available in summer of
2007.

A copy of the entire timeline is included in the report as Appendix B.

10
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APPENDIX A
4STA" 2763AB72 PUBLIC LAW 106-554

SEC. 516! (a) HUMAN PAPILLOMAVIRUS. Part B of title III of the Public Health Services
Act (42 U.S.C. 243 el seq.) is amended by inserting before section 318 the following section:

HUMAN PAPILLOMAVIRUS SEC. 317P. (a) SURVEILLANCE.
(1) IN GENERAL. The Secretary, acting through the Centers for Disease Control and
Prevention, shail:

(A) enter into cooperative agreements with States and other entities to conduct sentinel
surveillance or other special studies that would determine the prevalence in various age groups
and populations of specific types of human papillomavirus (referred to in this section as HPV) in
different sites in various regions of the United States, through collection of special specimens for
HPV using a variety of laboratory-based testing and diagnostic tools; and

(B) Develop and analyze data from the HPV sentinel surveillance system described in
subparagraph A

(2) REPORT. ---The Secretary shall make a progress report to the Congress with respect to
paragraph (1) no later than 1 year after the effective date of this section.

(b) PREVENTION ACTIVITIES; EDUCATION PROGRAM.

(1) IN GENERAL. The Secretary, acting through the Centers for Disease Control and
Prevention, shall conduct prevention research on HPV, including
{A) behavioral and other research on the impact of HPV-related diagnosis on
individuals;
(B) formative research to assist with the development of educational messages
and information for the public, for patients, and for their partners about HPV;
(C) surveys of physician and public knowledge, attitudes, and practices about
genital HPV infection; and

(D) upon the completion of and based on the findings under subparagraphs (A)
through (C), develop and disseminate educational materials for the public and
health care providers regarding HPV and its impact and prevention.
(2) REPORT; FINAL PROPOSAL. The Secretary shall make a progress report to
the Congress with respect to paragraph
(1) not later than 1 year after the effective date of this section, and shall develop a
final report not later than 3 years affer such effective date, including a detailed
summary of the significant findings and problems and the best strategies to
prevent future infections, based on available science.

11
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(c) HPV EDUCATION AND PREVENTION.

(1) IN GENERAL: The Secretary shall prepare and distribute educational materials for
health caré providers and the public that include information on HPV. Such materials
shall address
(A)Y modes of transmission;
(B) consequences of infection, inclading the link between HPV and cervical
-cancer;
(C) the available scientific evidence on the effective-ness or lack of effectiveness
of condoms in preventing infection with HPV; and
(D) the importance of regular Pap smears, and other diagnostics for early
intervention and prevention of cervical cancer purposes in preventing cervical
cancer.

(2) MEDICALLY ACCURATE INFORMATION. Educational material under
paragraph (1), and all other relevant educational and prevention materials prepared and
printed from this date forward for the public and health care providers by the Secretary
(including materials prepared through the Food and Drug Administration, the Centers for
Disease Control and Prevention, and the Health Resources and Services Administration),
or by contractors, grantees, or subgrantees thereof, that are specifically designed to
address STDs including HPV shall contain medically accurate information regarding the
effectiveness or lack of effectiveness of condoms in preventing the STD the materials are
designed to add Such requi nt only applies to materials mass produced for the
public and health care providers, and not to routine communications.

Sec. 516 (b) LABELING OF CONDOMS. The Secretary of Health and Human Services
shall reexamine existing condom labels that are authorized pursuant to the Federal Food,
Drug, and Cosmetic Act to determine whether the labels are medically accurate regarding
the overall effectiveness or lack of effectiveness of condoms in preventing sexually
transmitted diseases, including HPV.

12
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Appendix B

Human Papillomavirus Timeline for Surveillance and Prevention Research
August 2003

Sentinel Surveillance and Special Research Studies

(a) Sentinel Surveillance

Preliminary data analysis — fall 2004

Final data analysis - fall 2006

Expected content: Analysis of HPV prevalence over time, and risk factors
associated with HPV infection.

{b) Special Research Studies

Data collection completed - December 2004

Data analyzed — March 2005

Expected content: Prevalence of genital HPV DNA, in vaginal specimens,
among a nationally representative sample of 14-59 year old women, and
seroprevalence of antibody to HPV-16 among a nationally representative sample
of 14-59 year old men and women.

Prevention Research
(a) Muitisite behavioral study of the impact of HPV-related diagnosis

Phase |

Data first available —~ Fali 2003

Interim Report- November 2003

Expected content/Limitations — Results from focus groups and in-depth
interviews held at the University of South Florida and University of South
Carolina sites only. Will include knowledge, attitudes, behaviors and impact of
high risk HPV (HR-HPV) diagnosis on women; and health care providers’
perceptions of the informational needs of HR-HPV (+) patients. Population
includes African Americans, Caucasians and Hispanics.

Final Data

Final Report — March 2005 (for ali sites)

Expected Content — Data will contain information on knowledge, attitudes,
behaviors and impact of HR-HPV diagnosis on women and their male sexual
partners. Data obtained from focus groups and in depth interviews with African
American, Caucasian, Hispanic, Asian, and American Indian women, men and
adolescents. Data will also include information on health care providers’
perceptions of the informational needs of HR-HPV (+) patients from a focus
group conducted with health care providers at the South Carolina site.
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Phase 2

Data first available — summer 2004

Interim Report — October 2004

Expected content/limitations — Data will include preliminary findings from
University of South Florida and University of South Carolina sites only. Data
obtained from common quantitative instrument administered by all sites.
Population will include HR-HPV (+) and (-) African American, Caucasian,
Hispanic and American Indian women.

Final Data

Final Report — March 2005 (for all sites)

Expected Content — Data will contain information from a common quantitative
instrument administered by all sites. Core elements for the instrument were
developed from the qualitative research and include the foliowing: HPV
knowledge; counseling information received from heaith care providers after a
HR-HPV diagnosis; often used, most trusted, and preferred sources for HPV
educational information; disclosure of HPV diagnosis; sexual history, practices
and behaviors; partners’ responses to HPV diagnosis; emotional impact of HR-
HPV (+) and {-) women. Data analysis will compare women by ethnicity, women
at varying times since diagnosis, and women by HR-HPV status.

{b) Surveys of Physician Knowledge, Attitudes, and Practices about Genital HPV
Infection

Initiation of survey — February 2004

Data collection — June 2004

Data analysis completed — June 2004

Preliminary report — December 2004

Final Report — February 2005

Expected Content — Completion of the provider survey to assess providers’
knowledge, attitudes, and practices related to HPV, to assess providers’
perceptions of risks and benefits of HPV testing and counseling; to determine
barriers and facilitators to appropriate HPV prevention, testing, and counseling
practices; and to assess perceptions about offering HPV testing and counseling
in the future.

{c) Surveys of the Public’s Knowledge, Attitudes, and Practices about Genital
HPV Infection

Preliminary Report — November 2003

Final Report — December 2003

Expected Content — Summary of focus group results The report will include
information on the general public's HPV-related knowledge, attitudes and current
practices, as well as information on preferred communication channels, message
tone, and credible sources of information.
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Develop and Disseminate Educational Materials

Materials for patients, partners, and the general public
Completion of materials -~ December 2004

Materials for Providers

Completion of materials — May 2005

Final Report -
Date of report — summer 2007



322

Prevention of Genital HPV
Infection and Sequelae:
Report of an External
Consultants’ Meeting

Division of STD Prevention
December 1999

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Centers for Disease Control and Prevention
National Center for HIV, STD, and TB Prevention

Division of STD Prevention
Atlanta, Georgia 30333



323

Copyright Information

All material contained in this report is in the public domain and may be used and reprinted
without special permission; citation to source, however, is appreciated.

Suggested Citation

Division of STD Prevention. Prevention of Genital HPV Infection and Sequelae: Report of an
External Consultants’ Meeting. Department of Health and Human Services, Atlanta: Centers for
Disease Control and Prevention (CDC}, December 1599.

Copies can be obtained from the Office of Communications, National Center for HIV, STD, and
TB Prevention, Centers for Disease Control and Prevention, 1600 Clifton Road, Mailstop E-06,
Atlanta, Georgia 30333.

This report is available by Internet via the CDC home page at:
hitp:/www.cdc.gov/nchstp/dsid/Reports_Publications/99HPVReport.htm

Acknowledgments

This report was prepared by the following staff in the Division of STD Prevention, National Center
for HIV, STD, and TB Prevention, Centers for Disease Control and Prevention: John M. Douglas
{currently affiliated with the Denver Department of Public Health, Denver, Colorado), Katherine M.
Stone, and Michael E. St. Louis; Elizabeth R. Unger in the Division of Viral and Rickettsial Diseases,
National Center for Infectious Diseases, Centers for Disease Control and Prevention; and Robert
Smith of the American Cancer Society.

Use of trade names and commercial sources is for identification only and does not imply
endorsement by the Department of Health and Human Services.

Genital HPV Infection : Report of an External Consultants’ Meeting iii



324

Table of Contents

Abbreviations Used in This Report . . . .. ... i i vii
External Consultants . . . ... .. ... e viii
Executive SUMMAIY . . . ..ottt ettt ettt e e e s 1
IntrodUCHOn . . . . e e e e e 5
L 4 OO 6
Recommendations From The Workgroups. . . ... .. ... i i 9
1. Role of HPV testing in cervical cancerscreening . . . ..., . 9
Backaround . .. ... . s 9
Workgroup DISCUSSION . . .. ..ot e 10
Recommendations for public health/prevention activities . . . ................ 11
Research/evaluation priorities. . ... ... ... . . 11

2. Cervical cancer screening inadolescents. .. ... ... .. Ll 12
Background . ... ... e 12
Workgroup diSCUSSION . . ..ottt e e 12
Recommendations for public health/prevention activities . . .. ............... 13
Research/evaluation priorities. . .. ........ .. ... . . . i 13

3. Non-vaccine modalities for primary prevention of genital HPV infection.......... 13
Background . .. ... .. i 13
Workgroup discussion . .. ... ... e 14
Recommendations for public health/prevention activities . . . ................ 15
Research/evaluation priorities. . .. ........ ... ... 16

4. Preparedness for prophylactic HPV vaccines. . . ....... ... ... . ... ....... 16
Background ... ... ... e 16
Workgroup discussion .. ........v .ttt e 17
Research/evaluation priorities. . ... ... . 18

5. Provider, patient, and publicawareness . .......... .. ... ... .. .. 19
Background . . ... e 19
Workgroup disCussion . . ... ... . e 19

Provider aWareness . .. .. ...ttt e e i et 20
Recommendations for public health/prevention activities ............... 20
Research/evaluation priorities . .. ... ... .. ... .. ... .. i 20

Patient aWareness. . . ...ttt e 20
Recommendations for public health/prevention activities ............... 20
Research/evaluation priorities . . . ....... ... .. ... .. ... 20
Publicawareness .. ... ... ... e 20
Research/evaluation priorities . .. ........ . ... ... .. ... ... 20

6. Anal Cancer ... ... 21
Background . ... .. e 21
Workgroup disCUSSION . ... v it e 21
Research/evaluation priorities. . . ...... ... ... ... i 22

Genital HPV Infection : Report of an External Consultants’ Meeting



325

7. Surveillance for genital HPV infection and sequelae . . ....................... 22
Background .. ... ... 22
Workgroup discussion ... ........ ... 23
Recommendations for public health/prevention activities. . ................. 23
Research/evaluation priorities. . .. ....... ... .. . i 24

References . . .. ... e e 25

vi Genital HPV Infection : Report of an External Consultants’ Meeting



326

Abbreviations Used in This Document

ACS
AGUS
AIDS
ALTS
ASCUS
ASIL
cDC
CIN
CIS
CPT
CSTE
DCPC
DNA
DSTD
DVRD
FDA
GW
HC-1
HIV
HMO
HPV
HSIL
iICD
JORP
LEEP
LSIL
mRNA
MSM
NCCDPHP
NCHSTP
NCID
NDTI
NHANES
NIH
NPCR
PCR
PID
PV
RCT
RRP
SDS
SEER
SIL
STD
VLP

American Cancer Society

Atypical glandular cells of undetermined significance
Acquired immunodeficiency syndrome
ASCUS-LSIL Triage Study

Atypical squamous cells of undetermined significance
Anal squamous intraepithelial lesion

Centers for Disease Control and Prevention
Cervical intraepithelial neoplasia

Carcinoma in situ

Certified Procedural Terminology

Council of State and Territorial Epidemiologists
Division of Cancer Prevention and Control
Deoxyribonucleic acid

Division of Sexually Transmitted Diseases Prevention
Division of Viral and Ricketisial Diseases

Food and Drug Administration

Genital warts

Hybrid Capture II

Human immunodeficiency virus

Health maintenance organization

Hurman papillomavirus

High-grade squamous intraepithelial lesion
International Classification of Disease

Juvenile onset respiratory papillomatosis

Loop electrical excision procedure

Low-grade squamous intraepithelial lesion
Messenger ribonucleic acid

Men who have sex with men

National Center for Chronic Disease Prevention and Health Promotion
National Center for HIV, STD, and TB Prevention
National Center for Infectious Diseases

National Disease and Therapeutic Index

National Health and Nutrition Examination Survey
National Institutes of Health

National Program of Cancer Registries

Polymerase chain reaction

Pelvic inflammatory disease

Papillomavirus

Randomized clinical trial

Recurrent respiratory papillomatosis

Sodium dodecyl sulfate

Surveillance Epidemiology and End Results
Squamous intraepithelial lesion

Sexually transmitted disease

Virus-like particle

Genital HPV Infection : Report of an External Consultants’ Meeting vii



327

External Consultants

Adaora A. Adimora, M.D., M.PH., University of North Carolina School of Medicine, Chapel
Hill, NC; Linda L. Alexander, Ph.D., FAAN, The American Social Health Association, Research
Triangle Park, NC; Thomas M. Becker, M.D., Ph.D., Oregon Health Sciences University,
Portland, OR; Karl Beutner, M.D., Ph.D., University of California, San Francisco, Vallejo, CA;
Gail Bolan, California Department of Health Services, Berkeley, CA; Virginia Caine, M.D.,
Marion County Health Department and Indiana University School of Medicine, Indianapolis, IN;
Willard Cates, Jr., M.D., M.PH.; Family Health International, Durham, NC; Charles W. Ebel,
Independent Consultant, Durham, NC; Maria Eugenia Fernandez-Esquer, Ph.D., UT-Houston
School of Public Health, Houston, TX; Dennis Fortenberry, M.D., M.S., Indiana University
School of Medicine, Indianapolis, IN; Sue J. Goldie, M.D., M.PH., Harvard School of Public
Health, Boston, MA; H. Hunter Handsfield, M.D., University of Washington and Seattle-King
County Department of Health, Seattle, WA; Diane M. Harper, M.D., M.S., M.PH., Dartmouth
Medical School, Hanover, NH; Penelope J. Hitchcock, D.V.M.; National Institute of Allergy and
Infectious Diseases, Bethesda, MD; King K. Holmes, M.D., Ph.D., University of Washington,
Seattle, WA; Edward W. Hook, III, M.D., University of Alabama, Birmingham, AL; David
Jenkins, M.D., Nottingham University, Nottingham, UK; Laura A. Koutsky, University of
Washington, Seattle, WA; Robert J. Kurman, M.D., Johns Hopkins University School of
Medicine, Baltimore, MD; Attila T. Lorincz, Ph.D., Digene Corporation, Silver Spring, MD; M.
Michele Manos, Ph.D., M.PH.; Kaiser Permanente Division of Research, Qakland, CA;
Heather G. Miller, Ph.D., Research Triangle Institute, Washington, DC; Anna-Barbara
Moscicki, M.D., University of California at San Francisco, San Francisco, CA; Evan R. Myers,
M.D., M.PH., Duke University Medical Center, Durham, NC; Jorma Paavonen, M.D.,
University of Helsinki, Helsinki, Finland; Joel Palefsky, M.D., University of California at San
Francisco, San Francisco, CA; Gary A. Richwald, M.D., M.PH., National Coalition of STD
Directors and Institute for Healthcare Advancement, Whittier, CA; Michael W. Ross, Ph.D.,
M.PH., WHO Center for Health Promotion Research and Development and University of Texas,
Houston, TX; Debbie Saslow, Ph.D., American Cancer Society, Atlanta, GA; John Schiller,
Ph.D., National Cancer Institute, NIH, Bethesda, MD; Jane R. Schwebke, M.D., University of
Alabama, Birmingham, AL; Keerti V. Shah, M.D., Dr.PH., Johns Hopkins School of Public
Health, Baltimore, MD; Robert Smith, Ph.D., American Cancer Society, Atlanta, GA; Diane
Solomon, M.D., National Cancer Institute, Rockville, MD; Mark L. Welton, M.D., University of
California at San Francisco, San Francisco, CA; Cosette M. Wheeler, Ph.D., University of New
Mexico School of Medicine, Albuquerque, NM; Jonathan M. Zenilman, M.D., Johns Hopkins
University School of Medicine, Baltimore, MD; Gregory D. Zimet, Ph.D., Indiana University
School of Medicine, Indianapolis, IN.

viil Genital HPV Infection : Report of an External Consultants’ Meeting



328

CDC Participants

Sevgi O. Aral, Ph.D., Division of STD Prevention (NCHSTP); Harrell Chesson, Ph.D.,
Division of STD Prevention (NCHSTP); Susan DelLisle, A.R.N.P, M.PH., Division of STD
Prevention (NCHSTP); John M. Douglas, M.D., Division of STD Prevention (NCHSTP} and
Denver Department of Public Health, Denver, CO; Elamin H. Elbasha, Ph.D., Office of the
Director (NCID); Ted V. Ellerbrock, M.D., FACOG, Division of HIV/AIDS Prevention
(NCHSTP); Lauri Flatt, Office of Communications (NCHSTP); Rima E Khabbaz, M.D.,
Division of Viral and Rickettsial Diseases (NCID); Nancy C. Lee, M.D ., Division of Cancer
Prevention and Control (NCCDPHP); William C. Levine, M.D., Division of STD Prevention
(NCHSTP); Harold S. Margolis, M.D., Division of Viral and Rickettsial Diseases (NCID}; Lauri
Markowitz, M.D., Division of STD Prevention {NCHSTP); Matthew T. McKenna, M.D.,
M.PH.; Division of Cancer Prevention and Control (NCCDPHP}; William C. Reeves, M.D.,
Division of Viral and Rickettsial Diseases (NCID); Russell H. Roegner, Ph.D., Division of STD
Prevention (NCHSTP); Janet St. Lawrence, Ph.D., Division of STD Prevention (NCHSTP);
Michael E. St. Louis, M.D, Division of STD Prevention (NCHSTP); Katherine M. Stone,
M.D., Division of STD Prevention (NCHSTP); Guoyu Tao, Ph.D., Division of STD Prevention
{(NCHSTP); Elizabeth R. Unger, Ph.D., M.D., Division of Viral and Rickettsial Diseases (NCID);
Suzanne D. Vernon, Ph.D., Division of Viral and Rickettsial Diseases {(NCID); Judith N.
Wasserheit, M.D., M.PH.; Division of STD Prevention (NCHSTP).

Genital HPV Infection : Report of an External Consuitants’ Meeting ix



329
Executive Summary

Genital human papillomavirus (HPV) infection is the most common sexually fransmitted disease
(STD) in the United States and is of increasing public health concern, yet no prevention programs
have been established. Certain HPV types cause abnormal Pap smears and are etiologically related
to cervical, vulvay, anal, and penile cancers; other types cause genital warts, recurrent respiratory
papillomatosis, and low-grade Pap smear abnormalities. Recommendations for programmatic ac-
tivities, prevention research, and evaluation were developed by a group of invited experts who met
in Atlanta on April 13-14, 1999. This consultation on “Prevention of Genital HPV Infection and
Sequelae” was cosponsored by CDC’s Division of STD Prevention (DSTD), National Center for
HIV, STD, and TB Prevention (NCHSTP); Division of Cancer Prevention and Control {DCPC), Na-
tional Center for Chronic Disease Prevention and Health Promotion (NCCDPHP); Division of Viral
and Rickettsial Diseases (DVRD), National Center for Infectious Diseases (NCID); and the Ameri-
can Cancer Society {ACS). Discussions were focused around key questions for seven topics perti-
nent to prevention of genital HPV infection and sequelae: the role of HPV testing in cervical cancer
screening, cancer screening in adolescents, non-vaccine approaches to primary prevention of HPV
infection, preparedness for prophylactic HPV vaccines, public and provider awareness, prevention
of anal cancer, and surveillance for HPV and cancer. Following a summary of the discussion of the
issues in each core topic area, recommendations are listed. These include recommendations (sum-
marized below) for programmatic public health/prevention activities ready for implementation in
the near future as well as recommendations for prevention research or other evaluation activities.
While these recommendations were made primarily as suggestions for CDC and ACS, many are
also relevant for other organizations interested in prevention of genital HPV or related sequelae
(e.g., the National Institutes of Health). The intent of this report is to stimulate long-term collabora-
tive efforts among a variety of organizations.

Summary of Recommendations for Public Health/Prevention
Activities for Genital HPV Infections and Sequelae

1. Role of HPV testing in cervical cancer screening

a. CDC and ACS should acknowledge usefulness of HPV testing as an option in triage of
women with ASCUS Pap smears.

b. CDC or ACS should facilitate a meeting to review cervical cancer prevention modeling
and assess cost-effectiveness of different strategies.

dol ents

2. Cervical cancer screening in

a. Because the large majority of cervical lesions in adolescents are self-limited, in those with
low-grade cytologic abnormalities {e.g., ASCUS, LSIL) consideration should be given to
conservative follow-up by repeat Pap smear rather than triage by HPV testing or early
colposcopy/biopsy.

b. CDC and ACS should recommend that the cytology should be collected first when Pap
smear screening is conducted concurrently with STD testing.
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Non-vaccine modalities for primary prevention of genital HPV infection

Given the uncertainties about prevention of transmission of genital HPV to sexual
partners, a standard script for providers to use in education /counseling should be devel-
oped and used.

Preparedness for prophylactic HPV vaccines - none ready for implementation.

Provider, patient, and public awareness

CDC, ACS, and other professional organizations should draft and disseminate a consen-
sus statemnent for use in professional educational materials of what has been scientifically
established about genital HPV (as well as what is not known).

In conjunction with provider materials, patient educational materials should be developed
and distributed.

Anal Cancer - none ready for implementation.

Surveillance for genital HPV infection and sequelae

Routine disease reporting of all genital HPV infections or for any specific types is not rec-
ommended at this time.

CDC should conduct further analysis of the experience with genital warts reporting in
various states to guide future directions in genital warts surveillance.

Because routine reporting of CIS could be a useful adjunct to cancer surveillance, espe-
cially as HPV vaccine programs are implemented, problems encountered by SEER in the
past should be examined and alternative approaches considered.

Surveillance for HPV-related cancers should be enhanced in ways that contribute to un-
derstanding the causative role of HPV infection and prevention strategies (e.g., special
studies using population-based cancer registries to ascertain sexual preference for men
with anogenital cancers).

Summary of Research/Evaluation Priorities for Prevention of

Genital HPV Infections and Sequelae

1. Role of HPV testing in cervical cancer screening

a.

demonstration projects to evaluate feasibility/cost-effectiveness of HPV testing for triage
{high priority)

HPV testing for triage in targeted high-risk populations {high priority)

HPV testing in primary screening in developed countries (high priority)
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HPV testing in primary screening in developing countries (high priority)

HPV testing in follow-up of untreated CIN 1 and treated CIN 2/3 (intermediate priority)

2. Cervical cancer screening in adolescents

a.

e.

natural history of CIN 2 {prospective) and CIN 3 (comparative laboratory studies) in
adolescents (high priority)

long-term reproductive complications of ablative therapy in adolescents (high priority)

long-term behavioral complications of ablative therapy in adolescents (intermediate
priority)

feasibility of recommending initiating Pap smear screening based on coitarche
{intermediate priority).

relative importance of rapidly progressive cancer in younger women {low priority)

3. Non-vaccine modalities for primary prevention of genital HPV infection

a.

assessment of HPV endpoints in ongoing condom and microbicide studies of STD/HIV
prevention (high priority)

efficacy of promotion of behavior change (reduction of partner number, etc.) to prevent
HPV (high priority)

definition of laboratory markers of genital HPV infectiousness {intermediate priority)
benefit of treatment in preventing HPV transmission {intermediate priority)

assessment of risk factors for persistent HPV infection and its role in transmission {interme-
diate priority)

4. Preparedness for prophylactic HPV vaccines

a.

assessment of rates and risk factors for HPV incidence, prevalence, and persistence in
men (high priority)

development of better sampling/ testing methods for incident HPV infection, including
self-sampling (high priority)

marketing research among the general public and providers about HPV vaccine accept-
ability (high priority)

modeling studies of HPV transmission to target immunization programs (high priority)
cost-effectiveness studies of HPV vaccines, including types 6/11{high priority)

studies of more convenient routes of delivery and dosing schedules of HPV vaccines (high
priority)
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following efficacy trials, immunogenicity studies in other groups {men, young teens, STD
clinics) (high priority)

following licensure, studies of behavioral impact of vaccine use (high priority)

Provider, patient, and public awareness

a.

b.

d.

e.

surveys of provider knowledge, attitude, and practices {intermediate priority)

assessment of counseling/education needs of patients/pariners and alternative methods
(high priority)

determination of psychosocial impact of diagnoses of HPV and of disclosure to partners
(intermediate priority)

surveys of knowledge and attitudes of the general public (intermediate priority)

pilot public education programs to assess optimal form and content and drawbacks of
messages (high priority)

Anal cancer prevention

a.

multicenter study of natural history and effectiveness/complications of therapy of anal
LSIL and HSIL (high priority)

anal Pap smear reproducibility, interobserver variability, optimal sampling technique,
predictive value (high priority)

assessment of role of HPV testing in anal cancer screening and triage of abnormal Pap
smears (intermediate priority)

assessment of risk factors for anal cancer in women and heterosexual men (intermediate
priority)

Surveillance for genital HPV infection and sequelae

a.

population-based serosurveys enhanced by collection of mucosal swabs for DNA
detection (high priority)

sentinel approach for surveillance of HPV-related disease (high priority)

enhance surveillance for JORP to better understand risk factors for transmission (high
priority)

expand/redefine ICD and CPT codes to capture better data on HPV-related procedures
(intermediate priority)

collaborate with organizations with electronic clinic databases to monitor genital warts
trends {intermediate priority)
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Introduction

Genital human papillomavirus (HPV) infections are sexually transmitted infections of increasing
public health importance. Known for years as the cause of genital warts, there is a growing body of
evidence demonstrating the etiological association with a variety of anogenital cancers. Further-
more, genital HPV infections are widespread among adults who have been sexually active and are
estimated to have the highest incidence of any sexually transmitted disease (STD) in the U.S.1. Al-
though cervical cancer screening programs have been implemented in the U.S. and other devel-
oped countries for decades, public health agencies have not established programs for primary
prevention of genital HPV infection nor attempted to modify existing cancer prevention programs
to take advantage of the associated role of HPVZ,

With the steady progress being made against bacterial STD and the increasing recognition of the
widespread prevalence of viral STD such as genital herpes and genital HPV infection, the Centers
for Disease Control and Prevention (CDC) has initiated a Viral STD Prevention Initiative to system-
atically evaluate possible control strategies and a prevention research agenda for these infections.
As part of this process, CDC’s Divisions of STD Prevention (DSTD), Cancer Prevention and Control
(DCPC), and Viral and Rickettsial Diseases {DVRD) and the American Cancer Society (ACS)
co-sponsored an expert consultants’ meeting on April 13-14, 1999 on “Prevention of Genital HPV
Infection and Sequelae”. Invited participants included 36 external consultants and 24 participants
from CDC or ACS with expertise in the biclogy and epidemiology of HPV, clinical management,
laboratory sciences, behavioral sciences, health education, health services research, and STD and
cancer prevention program implementation and development. The meeting was organized around
three workgroups during which participants discussed key questions in seven selected core topic ar-
eas pertinent to prevention of genital HPV infection and sequelae: the role of HPV testing in cervi-
cal cancer screening, cancer screening in adolescents, non-vaccine approaches to primary
prevention of HPV infection, preparedness for prophylactic HPV vaccines, public and provider
awareness, prevention of anal cancer, and surveillance for HPV and cancer. It should be noted that
other important topic areas were not considered for specific workgroup discussion {e.g., increasing
coverage of Pap smear screening in the population, treatment of HPV-related disease) because of
lack of time and the perception that they would be more effectively addressed in other settings.

This report is organized around the seven core topic areas and represents the collective delibera-
tions and recommendations from the workgroups and a concluding discussion session including all
participants. Following a summary of the discussion of the issues in each core topic area, recom-
mendations are listed. These include recommendations for programmatic public health/prevention
activities ready for implementation in the near future as well as recommendations for prevention re-
search or other evaluation activities. While these recommendations were made primarily as sugges-
tions for CDC and ACS, many are also relevant for other organizations interested in prevention of
genital HPV or related sequelae {e.g., the National Institutes of Health). The future response to these
recommendations will optimally be collaborative among a variety of organizations, and it is hoped
that this report will serve as a stimulus for such long-term collaborative efforts,
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Overview

Papillomaviruses are members of the papovaviridae family of DNA viruses, all of which are con-
sidered tumor viruses because of their ability to immortalize normal cells. They are species-specific
and occur in a wide variety of vertebrates, where they cause benign and malignant epithelial prolif-
erations. Because papillomaviruses complete their life cycle only in fully differentiated epithelial
cells, they are difficult to propagate in cell culture, which has limited the study of their life cycle, im-
munology, transrnission dynamics, diagnosis, and therapy. The initial lack of well-characterized vi-
ral antigens also means that, in contrast to most other viruses, papillomavirus taxonomy is based on
DNA homology rather than antigenic diversity® 4. For HPV, more than 100 different types have
been detected, over 80 of which have been well-characterized by genormic sequencing, with differ-
ent types defined as having < 90% homology with DNA sequences of L1 (HPV Nomenclature
Committee, 16" International Papillomavirus Conference, Quebec, 1998). Approximately 30 types
cause infection of genital mucosal sites, and these genital types are generally characterized as
“high-risk” types (e.q., HPV 16, 18, 31, 33, 35, 39, 45, 51, 52), which are associated with low- and
high-grade squamous intraepithelial lesions (LSIL and HSIL) and invasive cancer, and “low-risk”
types (e.g., HPV 6, 11,42, 43, 44), which are primarily associated with genital warts, LSIL, and re-
current respiratory papillomatosis (RRP}*®.

The sequela of genital HPV infection of greatest public health importance is cervical cancer. For
over a century, epidemiologic studies have indicated a relationship between cervical cancer and
sexual activity, with consistent associations with age of onset of sexual activity, multiple sexual part-
ners, and contact to “high-risk” males, men with multiple pariners or prior partners with genital
neoplasia’™®, During the past 50 years, there have been ongoing attempts to identify a sexually
transmitted agent responsible for these observations, and associations can be found with most sexu-
ally fransmitted bacteria and viruses. Over the last 15 years, however, the central role of HPV in the
pathogenesis of cervical cancer has been firmly established. High-risk types of HPV are found in >
93% of cervical cancers worldwide, with HPV 16 present in 50% and HPV 18, 31, and 45 in an-
other 30%*% 12, and case-control studies from several areas have demonstrated odds ratios for HPV
detection in cervical cancer of 15-46% 13, Furthermore, high-grade cervical intraepithelial neoplasia
precursor lesions (e.g., CIN 2 and 3) have similarly high rates of the same HPV types {5, 6, 13, 14),
and prospective studies have demonstrated a plausible temporal relationship, with infection with
high-risk HPV types consistently preceding development of CIN 2/3 13, 15, 16). Finally, the
epidemiologic data are supported by laboratory studies demonstrating that high-risk HPV types
contain genomic sequences with oncogenic activity, E6 and E7, which are consistently retained and
expressed in cancers. Integration of HPV into cellular DNA occurs in the majority of cancers. This
event generally disrupts the HPV E2 transcription regulatory gene and enhances stability of HPV
mRNA by attaching it to cellular sequences. Either of these events may lead to increased expression
of the E6 and E7 proteins. They, in turn, affect cell growth by binding with cellular tumor suppres-
sion proteins, E6 with pb3 and E7 with the retinoblastoma gene product, causing their inactivation
and ultimately the disruption of normal cell cycle control® & 17,

This body of epidemiologic and laboratory data is sufficiently strong that the International
Agency for Research on Cancer and the National Institutes of Health have concluded that high-risk
genital HPV types act as carcinogens in the development of cervical cancer® 1. While infection with
high-risk types appears to be “necessary” for the development of cervical cancer, it is not “suffi-
cient” in that cancer does not develop in the vast majority of infected women® 8, raising questions
about other possible co-factors, including smoking, hormonal exposure (e.g., multiparity and
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prolonged oral contraceptive use), nutritional deficiency, HLA haplotypes, other genital tract infec-
tions, and immunodeficiency, especially HIV infection®. The data supporting the role of HPV in
other anogenital cancers are more limited, although a large proportion of anal, as well as a subset of
vulvar, vaginal, and penile cancers are also associated with high-risk HPV®: 1922,

Because genital HPV infection is not a reportable condition, assessments of its magnitude are de-
rived by extrapolation from epidemiological studies measuring current infection by detection of
HPV DNA, with the most sensitive method being the polymerase chain reaction {PCR) technique,
and approximating lifetime infection by measuring HPV antibody in serologic assays. While results
have varied by population studied and sampling and detection methods used, overall they indicate
that among sexually active women, over 50% have been infected with one or more genital HPV
types, approximately 15% have evidence of current infection, 50-75% of which is with high-risk
types, and 1% have genital warts'* %%, These findings are supported by a recent study of incident
HPV infection in young women, which documented a 36-month incidence rate of 43%%. Men have
been less well-studied, in part because sites and methods of mucosal sampling are less well-stan-
dardized. Levels of current infection in men as measured by PCR appear to be similar to women!4?"-
2 while levels of lifetime infection as measured by serum antibody appear to be lower in men, pos-
sibly related to gender differences in the development of antibody after infection® ?°. A recent as-
sessment of the magnitude of various STD in the U.S. estimated an annual incidence of genital HPV
infection of 5.5 million and a prevalence of current infection {detectable HPV DNA) of 20 million'.
The majority of infections with all types appear to be subclinical, detectable neither by physical
exam nor cytology, but only by the use of HPV DNA detection tests* 22,

The disease burden created by genital HPV infection is high. Worldwide, there are estimated to
be 400,000-500,000 cases of cervical cancer per year'® %, Most cases occur in developing coun-
tries without cervical cancer prevention activities; however, even in industrialized countries, where
rates have fallen by up to 75% since the introduction of Pap smear screening programs, the disease
burden is still considerable!® . In the U.S., for example, incidence rates are currently 8.3/100,000,
with approximately 14,000 cases and 5000 deaths annually, despite the performance of an esti-
mated 50 million Pap smears per year. In addition, as a result of these screening activities, an esti-
mated 2.5 million Pap smears with low-grade abnormalities {e.g., atypical squamous cells of
undetermined significance~-ASCUS, atypical glandular cells of undetermined significance-AGUS,
and LSIL) and 200,000-300,000 Pap smears with HSIL are detected annually in the U.S. While
these lesions cause no clinical morbidity apart from that resulting from treatment, their magnitude is
important because of the health care costs they generate®! %, Despite the absence of prevention
programs, the incidence of other HPV-related cancers are 5-10 fold lower than that of cervical
cancer®, with the exception of anal cancer in homosexual men, which was estimated to be
12-35/100,000 prior to the onset of the AIDS epidemic and which may be higher now®* 3. Esti-
mates for genital warts are less precise than those for cancer because of the absence of case report-
ing and because they often recur after treatment; however, limited data suggest that in the U.S.
incidence rates may be as high as 100 per 100,000% with a prevalence of 1.4 million?. Finally, esti-
mates for RRP, a disease of both children and adults in which papillomas of the larynx and upper re-
spiratory tract cause hoarseness and respiratory obstruction, are similarly imprecise, with estimated
incidence rates of 0.4 to 1.2 per 100,000 children®. Only limited attempts have been made to esti-
mate the annual cost burden of genital HPV infection in the U.S. Existing estimates range from $1.6
billion to $6 billion, making genital HPV the second most costly STD after HIV infection; these esti-
mates do not include costs for management of RRP, indirect costs {i.e., lost time and wages), or in-
tangible costs {e.g., emotional pain, anxiety, disrupted relationships}®! 3 5%,

Factors associated with genital HPV infection in women have been evaluated in a large number

of cross-sectional studies. Although smoking, pregnancy, and use of oral contraceptives have been
variably associated with genital HPV infection, the most consistent predictors have been various
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parameters of sexual activity. The lifetime number of sex partners has been associated with both
current and lifetime infection in most studies which have addressed this question?* 252,404 How-
ever, several reports have emphasized that number of partners in more recent timeframes is even
more highly associated with current infection®**? and that the number of partners of the sex part-
ner(s) is an additional risk factor® 6. Studies in men are more limited, but they suggest similar asso-
ciations with sexual activity?* 2%, While non-sexual routes of transmission of genital HPV infection
via fomites, non-sexual contact, or vertical transmission are plausible® and supported by some but
not all serological studies in children®***, cervical HPV infection has been rarely detected in virginal
fernales®™ 7, and it is generally accepted that most genital HPV infections are transmitted by sexual
activity” 4. Alternatively, the likely mode of transmission for RRP is upper respiratory tract exposure
to infected genital mucosa, at the time of delivery in juvenile-onset disease and presumably through
oral-genital sexual contact for adults®®,

Of importance, an increasing body of data suggests that the majority of type-specific genital HPV
infections are only transiently detectable by DNA detection techniques. Most studies have noted an
inverse relationship of age with infection as measured by detection of HPV DNA. Peak rates are
found in women < 25 years old, which is speculated to result from clearance of infection over time
in most women as an effective immunologic response is induced” 14 25.%-48.59-61_Although questions
remain as to whether HPV infection which becomes non-detectable by PCR has completely re-
solved or may intermittently reactivate®®%, median duration of incident infection is reported to be 8
months, with rates of persistence of only 30% after 1 year and 9% after 2 years®®. Because women
with persistent infection, especially those with high-risk types, are at greater risk for developing
CIN15 26, 40.85 3nd CIN lesions which persist rather than regress™®, defining determinants of persis-
tence is important in assessing which of the many women with HPV infection are at most risk of sub-
sequent sequelae. Studies to date suggest that infection with high-risk and multiple types of HPV
and older age are associated with persistent infection?: %,
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Recommendations From The Workgroups

1. Role of HPV testing in cervical cancer screening
Background

With the recognition of the etiologic role of high-risk types of genital HPV infection in cervical
cancer, there has been an intense focus on the use of HPV diagnostic tests in cervical cancer preven-
tion activities. Interest has focused primarily in three areas: triage of women with low-grade Pap
smear abnormalities, primary screening, and follow-up of women with confirmed CIN. All three
uses are based upon the association of high-risk HPV types with high-grade precursor lesions. Eval-
uations of these strategies have used both non-amplified and PCR-based testing, although the re-
centdevelopment and FDA approval of a more sensitive signal amplification assay, Hybrid Capture
I {HC-, Digene), should enhance standardized evaluation of these strategies and make reproduc-
ible use in clinical settings more feasible.

The most comprehensively evaluated area is HPV testing for triage of low-grade Pap smear ab-
normalities (e.g., ASCUS, AGUS, and LSIL}. Although the majority of women with these cytologic
findings have normal histology or lesions which are likely to regress (CIN 1), a minority (5-20%) will
have CIN2/3, representing the majority of high-grade lesions in some settings®”®°. Current manage-
ment recommendations for women with low-grade abnormalities offer several options, including
follow-up Pap smear evaluation with colposcopy only for those with persistent abnormalities or im-
mediate colposcopy for all women®. Neither approach is ideal. Routine colposcopy is costly and
generates a large number of unnecessary procedures, while the follow-up Pap smear approach
may result in women being lost to follow-up and lower cost-effectiveness, and both approaches may
produce anxiety pending completion of the evaluation®!: 7972,

A third option, HPV testing with colposcopy only for those with high-risk types identified, has also
been recommended “for physicians who understand its limitations™®!, but has not been widely
accepted’®7® because of variation of earlier generations of commercially available tests in sensitivity
for detection of CIN2/3 (56-93%) and cost-effectiveness™ 7 8. The current generation HC-I test
has an expanded number of high-risk HPV types and a lower detection threshold for HPV DNA, giv-
ing it a level of sensitivity similar to that of PCR™. It uses a battery of probes to detect presence of any
of a group of 13 high-risk types {16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 68) and any of a
group of low-risk types (6, 11, 42, 43, 44); it does not allow identification of specific HPV types.
Published reports of its performance®”-®, including the largest evaluation to date of HPV testing for
triage®’, demonstrate high sensitivity (approximately 90%) and acceptable specificity {40-65%) for
detection of CIN2/3 for women with ASCUS; similar results have been found in women with
AGUS®. Test specificity and positive predictive value for detecting CIN2/3 are lower in settings
where the prevalence of HPV infection is higher, such as younger women or those with LSJL81-83,
The strategy of obtaining a sample at the time of the initial Pap smear to save for possible HPV test-
ing is feasible using either liquid-based cytology media (PreservCyt fluid, Cytyc Corporation) or a
vial of sample transport media specific for HPV testing. This allows “reflex HPV testing” (testing only
the samples from women whose Pap smears are found to be abnormal) without a return visit67- 83,84,
although does require appropriate sample collection and storage procedures. The use of HPV test-
ing for triage is being further evaluated in two large ongoing randomized trials in the U.S. and the
UK. which are comparing the three management strategies and which should provide even more
information on their relative clinical value 7 8. Because HPV testing for triage largely serves to
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enhance cost-effectiveness of care and reduce patient anxiety™ 72, these RCTs will include cost-ef-
fectiveness analyses to complement those currently underway®. Potential anxiety generated by
HPV testing {when a patient and her partner are told they have or have been exposed to an incur-
able STD) will need to be considered in both clinical use and cost-effectiveness analyses™ 7.

HPV testing for primary cancer screening is a more complex issue, but one with potentially
greater benefit. Used as an adjunct to the Pap smear, it has the potential of increasing sensitivity and
specificity of primary screening, and, more importantly, enhancing cost-effectiveness by lengthen-
ing the screening interval and determining when screening can be stopped altogether, especially
among older women® 77885 Of even greater importance is the possibility that it could be an alter-
native to the Pap smear for accessing women not currently being reached by Pap smear screening.
In developed countries, ease of collection via vaginal swab could facilitate screening in clinic settings
where pelvic examinations are not routinely available or acceptable or in non-clinic-based settings
by outreach workers”. In developing countries without Pap smear screening programs, intermittent
or even once in a lifetime HPV testing might be more feasible and cost-effective than cytologic
screening”” ¥, although would require implementation of treatment programs for its benefit to be
fully realized. By enhancing population coverage, both of these strategies could not only enhance
cost-effectiveness, but also lead to a reduction in cervical cancer incidence and mortality”” #. In the
context of primary screening, several studies have reported enhanced sensitivity for detection of
CIN2/3 when HPV testing is combined with cytology in comparison to cytology alone®*1, There are
a number of ongoing studies of primary screening in developed and developing countries compar-
ing cytology, HPV testing, or both for detection of CIN 2/3, with several preliminary reports describ-
ing sensitivities of HC-Il of > 85%°%%. These and other studies, especially those from ongoing
RCTs¥, should provide the additional data regarding positive and negative predictive value and
optimal age for HPV testing needed to determine its value in primary screening’.

Lastly, regarding the use of HPV testing to manage women with confirmed CIN, interest stems
from natural history studies which indicate that persistent high-risk HPV infection predicts subse-
quent development of CIN 2/3"% 9% and from studies of women with treated CIN which indicate
that persistent HPV is associated with recurrent CIN. Because the large majority of CIN 1 lesions re-
gress without treatment, their routine treatment is not recommended, although close follow-up is re-
quired when treatment is deferred’* '®. Determination of whether high-risk HPV types are present,
and if so, whether they persist, may help select a group in whom closer follow-up and/or treatment
may be most useful. Likewise, following ablative treatment of CIN, approximately 10-15% of
women will experience a recurrence® 1%, Presence of high-risk types of HPV DNA is associated with
recurrences, and follow-up HPV testing could enhance identification of those most likely to recur, al-
lowing more intensive follow-up” 102194,

Workgroup Discussion

The workgroup felt that while the ongoing large RCTs evaluating HPV testing for triage would
provide the most useful data from which to make definitive recommendations about the relative
value of the three management options, recent data on the performance of HC-1l in the triage of
women with ASCUS (and AGUS) supported its value in this setting. The workgroup also thought
that there are insufficient data to recommend HPV testing routinely for other clinical purposes at
present, although there was agreement that testing might be of great value in primary screening and
other clinical settings and that studies evaluating these possibilities were priorities. It was noted that
although there are no data to address the possibility that CIN 2/3 lesions presenting with ASCUS or
LSIL cytology have a different (less aggressive) natural history than those presenting with HSIL,, this
possibility may influence the cost-effectiveness of HPV testing for triage of low-grade abnormalities.
The ongoing RCTs should provide some insight into this question, which may also be amenable to
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evaluation by studies of molecular markers in tissues (e.g., specific HPV type, copy number, physi-
cal state and transcriptional activity, as well as other markers as they are discovered).

Recommendations for public health/prevention activities

a.

The potential usefulness of HPV testing as an option in the triage of women with ASCUS
and AGUS Pap smears should be acknowledged by CDC and other organizations. Formal
recommendations about the use of HPV testing in this setting should be made after ongoing
RCTs have been completed. HPV testing for other purposes is not currently recornmended.

CDC, ACS, and/or other organizations interested in prevention of genital HPV infection
and sequelae should facilitate a meeting to review cervical cancer prevention modeling and
assess cost-effectiveness of different strategies. This meeting could contribute to inter-
change of ideas regarding different approaches and development of a unified model and of
common instruments to collect data for model calibration to enhance consistency of model-
ing efforts. The meeting should also attempt to develop and distribute simple cost-effective-
ness modules for use by local programs.

Research/evaluation priorities

a.

Demonstration projects should be initiated to evaluate feasibility and cost-effectiveness of
HPV testing for triage of ASCUS Pap smears in various “real-world” settings. Such analyses
should consider direct costs of providing counseling and education for patients who test
HPV-positive and their partners, as well as indirect costs (e.g., lost wages and productivity)
and intangible costs {e.g., anxiety, psychosocial burden of being diagnosed with HPV infec-
tion). {High priority)

If ongoing RCTs confirm that HPV testing improves clinical management of women with
ASCUS Pap smears, focused studies should be performed among high-risk women who
may not be adequately represented in multicenter trials (e.g., STD and family planning clin-
ics, minority populations, HIV+ women, adolescents, older women). {High priority)

Additional studies should be performed in U.S. populations to evaluate HPV testing as an
adjunct to the Pap smear in primary screening for cervical cancer as a method of enhancing
sensitivity and lengthening screening intervals. These should involve evaluation of self-col-
lected samples for HPV testing as a means of increasing coverage of screening programs in
difficult-to-access populations and should be supplemented by modeling studies to assess
cost-effectiveness. {(High priority)

Studies should be performed to evaluate HPV testing as a potentially cheaper and easier to
implement alternative to cytology in developing countries that presently lack comprehen-
sive cervical cancer screening programs. {High priority)

Studies should be performed to assess clinical utility of HPV testing in follow-up of women
with untreated CIN 1 (i.e., more intensive follow-up and/or eatlier treatment for those with
persistent high-risk HPV infection) and following treatment of HSIL (as a test-of-cure). (In-
termediate priority)
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2. Cervical cancer screening in adolescents

Background

Since the early 1980s, U.S. guidelines for cervical cancer prevention have recommended initiat-
ing Pap smear screening at age 18 or with the onset of sexual activity™ 195197, In contrast, because
the latency period of cervical cancer after onset of sexual activity is lengthy and rates of cervical can-
cer are very low in adolescents™, guidelines in various European couniries recommend starting rou-
tine screening between the ages of 20 and 30 years. There are several arguments in favor of
beginning screening in adolescence. Despite low cancer rates, there are indications that increasing
sexual activity in adolescents has resulted in increased rates of CIN'® 1% There is also evidence that
the incidence of cervical cancer has increased in younger women (<35 years old) in some
countries!®: 110112 although the trend in the U.S. is less clear® 113, Additionally, questions remain
about a possibly increased risk in younger women of “rapidly progressive” lesions which can evolve
over a much shorter time than the usual latency period!** 1%, Finally, there are concerns that HPV
transmission to pre-adolescents as a result of sexual activity or abuse could be underestimated and
represent an important problem®? 116117,

On the other hand, initiating screening at such a young age raises several problems16: 118321 First,
screening in adolescents is likely to be less cost-effective than in older women, both because the de-
velopment of high-grade lesions within the first several years after the onset of intercourse is infre-
quent and because the latency period of those which do occur is generally long enough to allow
their detection if screening is initiated in the early-mid 20s™ 197, Furthermore, modeling studies sug-
gestthat CIN has a higher probability of regression in younger than older women!?, which is likely a
result of higher rates of recently acquired genital HPV infection in young women, whose manifesta-
tions are usually transient, in contrast to the greater likelihood of persistent infection in older
women. These considerations suggest a greater potential for detecting transient low-grade abnor-
malities in younger wormnen, which lead to additional unnecessary management costs® 118122, Sec-
ond, there are concerns that adolescents may have a higher rate of post-treatment complications
than older women, both physiologic and behavioral. Although the data regarding long-term effects
of the therapeutic modalities for CIN in current widespread use (e.g., cryosurgery, LEEP, and laser)
do not suggest an increase in problems related to fertility or pregnancy, the studies have had rela-
tively short follow-up periods and have been too small to evaluate age-specific outcomes'®. One re-
cent report of complications of eryosurgery in adolescents reported PID in 9%, cervical stenosis in
3%, and cervical narrowing in 30%'%. It has also been suggested that the anxiety engendered asa
result of undergoing a pelvic exam or of being informed of a “pre-cancerous” Pap smear result may
be greater in adolescents than in older women?1 19,

Workgroup discussion

The workgroup agreed that several questions were important to address regarding Pap smear
screening of adolescents. It was not felt that current recommendations about age of onset of screen-
ing should be changed. However, because of the likelihood of a more benign natural history of CIN
2/3 lesions and limited data on long-term complications in younger women, the workgroup felt that
screening in adolescents may have low cost-effectiveness and thus bears reconsideration. There
was consensus that it would be useful and ethical to learn rore about the natural history of CIN 2 le-
sions in adolescent women and that, in young women in whom follow-up could be assured, it would
be appropriate to follow such lesions without treatment in research settings. In those undergoing
both Pap smear and STD testing, it was felt that bleeding induced by cervical swabs was potentially
a greater problem for cytology than for cervical gonorrhea or chlamydia tests and that the Pap
smear should be collected first.
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Recommendations for public health/prevention activities

a.

Because the large majority of cervical lesions in adolescents are self-limited, in those with
low-grade cytologic abnormalities (e.g., ASCUS, LSIL) consideration should be given to
conservative follow-up by repeat Pap smear rather than triage by HPV testing (since predic-
tive value in adolescents is not well-characterized) or by early colposcopy/biopsy.

CDC and ACS should recommend that the cytology sample be collected first when Pap
smear screening is conducted simultaneously with STD testing. If STD tests are run on single
samples collected as part of liquid-based cytology testing, sequence questions will not be an
issue.

Research/evaluation priorities

a.

Prospective studies of the natural history of untreated CIN 2 in adolescents should be
performed in carefully monitored research settings. Although sirnilar natural history studies
of untreated CIN 3/CIS would be difficult to perform for ethical reasons, comparative
molecular studies (e.g., specific HPV type, copy number, physical state and transcriptional
activity, as well as other markers as they are discovered) of these lesions in younger versus
older women would be useful in assessing possible differences in natural history. {High

priority)

Studies should be performed to better characterize the incidence and type of long-term
reproductive complications of ablative therapy of CIN in adolescents. {High priority)

Studies should be conducted to determine if the experience of undergoing ablative therapy
of CIN influences future health-care seeking behavior of adolescents (e.g., makes them less
likely to return for follow-up to avoid pain or complications). {Intermediate priority)

Studies should be conducted to determine the feasibility of recommending initiation of Pap
smear screening a certain number of years after acknowledged first sexual activity rather
than at a specific age (e.g., determine rate of abnormality by years of stated activity, willing-
ness to discuss age of onset of sexual activity). (Intermediate priority)

Multicenter studies should be performed comparing younger and older women with
invasive cervical cancer to determine whether rapid onset disease is more common in
younger wormen and, if so, to assess associated risk factors (e.g., HPV type, histologic type,
age of onset of sexual activity, presence of other co-factors). {Low priority)

3. Non-vaccine modalities for primary prevention of genital HPV infection

Background

The reproductive rate of a sexually transmitted infection in a susceptible population is a function
of three parameters: the efficiency of transmission per sexual partnership, the duration of infectivity,
and the number of new partners an infected person has per unit of time'?> 1?6, In the absence of
measures to reduce susceptibility (e.q., effective vaccines), strategies to reduce each of these
parameters can reduce transmission of infection: the efficiency of transmission by strategies to re-
duce infectivity {e.g., condoms, microbicides), the duration of infectivity by treatment, and new
partnerships by behavior change approaches. There is limited understanding about the value of
each of these approaches for prevention of genital HPV infection.
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Theoretically, barrier contraceptives such as condorms are less likely to be effective in preventing
infections such as genital HPV, which can involve the external genital skin, than they are for
infections which are limited to specific mucosal areas and spread by semen (e.g., chlamydia or
gonorrhea), although estimation of potential benefit of condoms for HPV is hindered by absence of
measures of infectivity. Studies which have attempted to assess male condom benefit for women
have generally found no evidence of protection against infection®: ? 43.45. 46 However, existing
reports have not adequately assessed consistency and correctness of condom use, and, in cross-sec-
tional studies, HPV infection may have preceded condom use. There are data suggesting a benefit
of condom use for men, although the studies are limited® 50 and no data available for female
condoms for either women or men. Some reports have suggested a benefit in prevention of HPV-re-
lated disease {e.g., genital warts, SIL, cervical cancer)®® 1273 possibly by reducing viral inoculum,
repeated viral exposure, or exposure to other co-factors which might be involved in development of
disease. However, a protective effect has not been seen consistently'®*: 132, and the cross-sectional
and case control studies published to date are limited by recall bias and the difficulty in controlling
for a variety of important variables! 133,

There are also reports of a potential protective effect of spermicides in the prevention of cervical
cancer'?’ 128 3L 132 uhich is of interest because of the microbicidal properties of such agents'®.
Evaluation of the activity of microbicides has been hampered by the difficulties with in vitro
cultivation of HPV, which is needed to screen potential products. However, recent work with various
papillomaviruses in animal systems indicates that while nonoxynol-9, which functions largely as a
detergent that disrupts lipid envelopes, has no activity against non-enveloped viruses like
papillomaviruses, other agents such as povidone-iodine and the detergent sodium dodecyl sulfate
(SDS), which also denatures proteins, inactivate papillomaviruses including HPV*>1¥_Since SDS
is a common ingredient in toothpaste and shampoo, it may be a promising agent for clinical trial
evaluation in the future should human toxicity studies indicate lack of mucosal irritation with
prolonged use.

In contrast to bacterial STD, for which transmission can be prevented through curative treatment,
there is no evidence that treatment of HPV-associated lesions is useful in prevention of transmis-
sion. There are no effective systemic therapies for genital HPV, as there are for bacterial and other vi-
ral STD, and current treatment options include a variety of locally destructive approaches for both
genital warts and SIL., as well as topical use of cytotoxic and immunomodulating agents for genital
warts’®, It has been speculated that treatment of genital warts might be useful in reducing
infectiousness'®, This premise is difficult to test because of the lack of assays for infectivity, but is
supported by observations that treatment of genital warts with the imunomodulating agent
imiquimod reduces viral DNA and mRNA in post-treatment biopsies™™ and that therapy of CIN
results in clearance of HPV in follow-up cervical swabs in 70-80% of women!%? 1%, However,
clinically normal skin and mucosa in the vicinity of HPV-associated lesions often contain HPV%0.14,
This reservoir is thought to explain the typical recurrence rates of 10-20% after treatment for CIN®-
103 and 20-50% after treatment of genital warts'# and the fact that treatment of pariners does not
influence recurrence rates of genital warts'®. Thus, based on limited existing data, currently
available therapies for HPV-related lesions may reduce but probably do not eliminate
infectiousness, and whether the reduction in viral load which occurs with treatment impacts future
transmission remains unclear.

Workgroup discussion
The workgroup agreed that existing data were not supportive of a benefit of male condoms, espe-
cially for women, but that because existing studies had serious methodologic limitations, an RCT

would be the only study design by which the issue could be clarified. However, such a trial would be
difficult and expensive to conduct, and because of the low probability of documenting benefit, a trial
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specifically designed to evaluate the value of condoms for HPV prevention would not be a high
priority. A more efficient approach would be to include HPV outcomes in prevention trials being
undertaken for prevention of HIV or other STD, in which use of condoms or microbicides could be
carefully documented. There was also agreement that comparison of the efficacy of existing
treatments for genital warts, development of new therapies for genital warts and CIN, and a better
understanding of the impact of existing and new therapies on transmission were important issues.

Finally, there was extensive discussion about the merits of trying to reduce genital HPV transmis-
sion by focusing on behavior change approaches. As noted, the most consistent risk factor for HPV
prevalence in cross-sectional studies and HPV incidence in observational studies is number of part-
ners and, secondarily, partners’ number of partners® 2% 2. 44 1t was pointed out that although
HPV-related mortality is at least twice that of HIV for women in the U.S,, the predominant STD/HIV
prevention messages promoted are those pertaining to HIV risk reduction, and that, in confrast to
HIV'#, no attempts have been made to look at benefit of counseling strategies for HPV prevention.
Since most women and men do not understand the prevalence of genital HPV infection or its role in
cervical cancer, such knowledge might give them reasons to modify behavior. Increased awareness
that HPV infection is widespread, that it might not be fully prevented by condom use, and that it can
have rare but serious sequelae might help stimulate and sustain efforts to reduce exposure to HPV
and other STD. Such strategies could include delay in initiation of sexual intercourse, a reduction in
the number of partners, and selection of partners perceived to have had fewer partners.

Options for prevention trials to evaluate the benefit of a behavior change approach could include
individualized counseling or health education messages delivered at the community level, with a fo-
cus on the magnitude of genital HPV infection, its association with cancer, and the benefit of reduc-
ing partners and selecting less sexually experienced partners. However, concern was expressed
that, although an intuitively promising approach, such a strategy would have a number of potential
problems, including stigmatization and exaggerated fear about what would likely continue to be a
very common STD, difficulty in using this approach for the large number of women in the popula-
tion with very few sex partners'®®, a likely increased emphasis on and requests for HPV tests, whose
meaning would be difficult to interpret, and a potential to undermine condom use, possibly enhanc-
ing acquisition of other STD (e.g., HIV, gonorrhea) which are more effectively prevented by con-
dom use.

Recommendations for public health/prevention activities

a. Given the uncertainties about prevention of transmission of genital HPV to sexual partners,
promulgation of a “standard script” for providers to use in education/counseling of patients
with HPV infection (e.g., genital warts or CIN) would be helpful. Key messages should in-
clude the following:

Persons with genital warts or CIN should be informed about the high prevalence
of HPV infection among adults who have been sexually active and the likely
persistence of infection after treatment for an indefinite period of time.

.

Those with monogamous partners should be counseled that partners may
already have been infected.

No scientific data support condom use specifically for genital HPV prevention;
however, condoms should be recommended for prevention of other STDs.

¢ Because duration of infectiousness is unknown and because genital HPV is so
common among persons who have been sexually active, the value of disclosinga
past diagnosis of HPV infection to future sex partners is unclear, although candid
discussions about past STD should be attempted whenever possible.
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¢ Given the complexity of counseling messages, clinicians should be encouraged to
refer patients to educational materials, hotlines, and other appropriate resources.

Research/evaluation priorities

a. Randomized clinical trials designed specifically to assess prevention of genital HPV infec-
tion by male and female condoms in both women and men would be desirable; however,
these will be difficult and expensive to perform. Thus, attempts should be made to include
HPV outcomes (e.g., incident infection defined by HPV DNA detection in mucosal samples
or by seroconversion; development of cervical SIL lesions) in ongoing/planned RCTs of
various primary prevention modalities {e.g., condoms, microbicides, behavior change) for
prevention of HIV and /or other STD. (High priority)

b. Because of the limited confidence in condoms for prevention of genital HPV infection,
studies of behavior change (e.g., reduction in number of partners, selection of less sexually
experienced partners, and delayed onset of intercourse, and which focus in part on the high
prevalence and relative difficulty of preventing HPV infection) to prevent HPV outcomes
should be considered. Although it was recognized that such studies would be difficult to
perform and could have the unintended consequence of increasing the stigma and anxiety
associated with HPV infection, they could also have other STD prevention benefits. These
studies would also need to address the potential of such behavior change approaches to
undermine condom use, possibly enhancing acquisition of STD {e.g., HIV, gonorrhea)
more effectively prevented by condom use. {(High priority)

c. Additional studies of the role of treatment in preventing transmission should be performed
including assessment of persistence of detectable HPV DNA after treatment of GW and SIL.
{Intermediate priority)

d. In order to inform patient counseling {especially as HPV testing becomes more common),
transmission modelling, and intervention assessment/planning, studies to better define lab-
oratory markers of genital HPV infectivity {e.g., viral load, mRNA detection, viral capsid
protein detection, etc.) in different anatomic sites and lesion types should be performed.
(Intermediate priority)

e. Additional studies of risk factors of persistent HPV infection should be performed because
of the potential role of persistent infection in transmission dynamics in women and men, as
well as in predicting subsequent neoplasia. (Intermediate priority).

4. Preparedness for prophylactic HPV vaccines
Background

The difficulty with non-vaccine modalities of primary prevention and the large global burden of
HPV-related disease make the development of effective prophylactic vaccines an important public
health priority®, Initial barriers to development of promising candidate HPV vaccines included the
difficulties in propagating the virus in vitro, the potential hazard of a vaccine containing an
oncogenic viral genome, and the lack of an animal model of HPV infection suitable for challenge
experiments®? 146148 The development of L1 virus-like particle (VLP) subunit vaccines through mo-
lecular biologic techniques has remedied the first two problems. L1, the major capsid protein and
the site of the primary neutralizing epitopes of HPV, self-assembles into particles resembling
authentic virions after expression in eukaryotic cells, thus retaining the native conformation
required for induction of neutralizing antibody. The lack of an animal model for studying HPV
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remains an issue, although challenge studies with species-specific papillomaviruses and parenteral
injection of VLPs have demonstrated a consistently high level of protection (90-100%) against
infection in three animal systems, one cutaneous (cottontail rabbit PV} and two oral mucosal
(bovine PV type 4 and canine oral PV)!*. These results have stimulated great enthusiasm about the
potential of VLP vaccines to prevent infection in humans. Several Phase ! trials sponsored by
industry and by the NIH with monovalent HPV 6, 11, and 16 VLP vaccines are underway, with
subsequent larger clinical trials likely if the initially promising immunogenicity and safety results are
confirmed® 147,

Although there is cause for optimism about the potential value of VLPs as prophylactic HPV
vaccines, several important issues remain to be addressed. First, the animal challenge studies,
although encouraging, have not used natural routes of mucosal infection, and vaccination
strategies which produce greater levels of mucosal immunity may ultimately be required to prevent
human infection. Second, while trials of monovalent vaccines are appropriate for initial proof of
concept studies, polyvalent vaccines will ultimately be preferable because of the large number of
HPV types found in cervical cancer and genital warts and the apparent lack of cross-type immunity
produced by L1 vaccines, adding to the time required for full evaluation. Third, cervical cancer will
not be a feasible endpoint to study because of its long latency, and clinical trials will need to focus on
shorter-term {and more indirect for cancer prevention} measures such as HPV infection and CIN.
Fourth, initial studies will need to be conducted in females in order to assess CIN outcomes and
while studying those without prior genital HPV exposure is desirable, trials may need to focus on
young adults rather than adolescents for ethical reasons. This presents an issue of translating clinical
trials into practice, since the ideal target for an STD with a high incidence soon after onset of sexual
activity would be pre-sexually active adolescents or children, including males as well as females. Ul-
timately, a vaccine which has therapeutic value in early infection as well as prophylactic value would
be optimal, providing benefit to those who are already infected as well as those uninfected; this may
allow a greater flexibility of populations who could be targeted, and thus possibly earlier public
health benefit in terms of cancer prevention® 147 198,

Workgroup discussion

Effective HPV vaccines would represent a major public health advance and their development
was strongly endorsed by experts across multiple disciplines as a high priority research initiative.
The workgroup participants thought that industry and the NIH should continue to play the primary
role in developing new candidate vaccines and assessing their efficacy in clinical trials. In addition,
there are a number of important issues which will need to be addressed both prior to as welf as fol-
lowing licensure of effective vaccines which might appropriately involve CDC or other organiza-
tions interested in prevention of genital HPV infection. Several issues were felt to be important for
upcoming clinical trials. Of immediate concern was a better understanding of the incidence and nat-
ural history of HPV infection in men, since they will likely be included in clinical trials at some point.
Also, because serologic measures of incident infection are insensitive and, after VLP immunization,
nonspecific for natural infection versus vaccine response, another priority of relevance for clinical
trials is development of cheaper and less intrusive methods to establish incident HPV infection
through samples collected from mucosal surfaces in order to permit less costly and more frequent
assessment of outcomes. Additional issues would become important if initial trials indicated the
likelihood of vaccine efficacy. For example, because cost analyses have been important in driving
other vaccine implementation efforts and also in influencing pricing decisions, cost-effectiveness
studies of vaccines for both high-risk and low-risk types of HPV would be useful and could lead to
collection of specific cost data during final trials in order to refine analyses. Also, transmission mod-
eling studies could help assess the level of vaccine efficacy required for a population-based
benefit™* and could also be of value in assessing different age and gender mixes in vaccine imple-
mentation strategies. Of particular concern are issues of gaining acceptance among the general
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public and healthcare providers for an HPV vaccine. The experience with hepatitis B immunization,
the only STD for which an effective vaccine exists, showed that implementation was limited in the
general population until a universal immunization approach was recommended, and even with
hepatitis B, because of other routes of transmission, the “STD connection” has not been empha-
sized. The workgroup felt that effective ways of presenting an HPV vaccine to the public, including
parents who would need to consent if the vaccine were administered to minors not yet sexually ac-
tive, and also to providers need to be explored, preferably in collaboration with industry. These as-
sessments should include whether the vaccine is best described as one to prevent a common STD,
which would be applicable to both females and males, versus a vaccine to prevent cancer, which
would be largely relevant for females.

Research/evaluation priorities

a.

More extensive population-based studies should be performed of rates and risk factors for
genital and anal HPV incidence, prevalence, and persistence in men. These studies should
include adolescent and young adult heterosexuals as well as men who have sex with men
{MSM)} and should be conducted in both developed and developing countries. {High
priority)

Improved sampling and testing methods are needed to detect incident genital HPV
infection as a study outcome, including assays sensitive enough to detect HPV infections in
men, sensitive and specific methods to detect type-specific {and quantitative) HPV
infection, and methods amenable to self-sampling (to allow more frequent and less expen-
sive measurements of outcomes). (High priority)

Given that there is no experience with implementing immunization programs for infections
transmitted predominantly by sexual activity, marketing research about HPV vaccine
acceptability in adolescents, their parents, and their health care providers should be
encouraged by and/or carried out by CDC. (High priority}

Mathematical modeling studies of genital HPV transmission should be performed in order
to assess optimal targets for immunization programs {e.g., age and gender mix). (High
priority)

Cost-effectiveness studies of HPV vaccines should be carried out from a societal perspec-
tive, including assessment of indirect and intangible costs. These should include studies of
HPV 6/11 to further encourage industry efforts to develop and test vaccines for these types,
both as a means of preventing their sequelae {e.g., genital warts, CIN 1, and recurrent respi-
ratory papillomatosis) in women as well as to offer benefit to men. (High priority)

Studies of alternative, potentially more convenient routes of delivery and dosing schedules
of HPV vaccines should be conducted. {High priority)

Following successful efficacy trials of HPV vaccines in young adult women, immunogenicity
studies should be performed in other populations (e.g., heterosexual men and MSM, young
adolescent men and women, higher risk patients such as those attending STD clinics). (High

priority)

Following licensure of an effective vaccine, studies should be performed to assess behav-
ioral implications of its use (e.g., increases in risky sexual behavior due to misperceptions
about vaccine protection against other STD, reduced compliance with cancer screening rec-
ommendations, etc.). {Intermediate priority)
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5. Provider, patient, and public awareness
Background

Improvement in awareness by health care providers and the general public has been an impor-
tant strategy in response to widespread public health problems such as HIV infection. Greater pro-
vider understanding can improve management of patients and provision of information to them
and their families {or partners in the case of STD), and awareness in the general public can enhance
responsiveness to prevention activities, such as screening or immunization. Data on provider un-
derstanding about genital HPV infection are limited. They suggest that providers are broadly aware
of the sexually transmitted nature of the infection and its relationship to cervical cancer, but are less
clear about the relationship of genital warts to cancer, the indication for use of various management
strategies, transmission-related issues, and the indications for partner evaluation!®'%2, This lack of
clarity, coupled with discomfort over discussion of issues related to STD and sexuality and limited
time for counseling/education, is often perceived by patients as inadequate information and
advice!®1%, Limited data from selected populations show substantial levels of emotional distress
among patients with a diagnosis of genital HPV infection {genital warts or abnormal Pap smears),
which can far exceed the level of physical distress. These include feelings of shock, shame, anger at
partners and providers, depression, and fear about sequelae and ongoing contagiousness'™ 155
155157 Fear of or actual experience of rejection in future sexual relationships was reported by 67%
and 19% of patients, respectively's>.

Workgroup discussion

The workgroup felt that the awareness of cervical cancer and of Pap smear screening as a preven-
tion strategy are widely recognized and supported by the general public in the U.S. However, the
linkage of genital HPV infection to cervical cancer is much less widely recognized, and understand-
ing of genital HPV as an STD is limited, with STD awareness only slightly greater among women
with multiple partners than other women'™. Promoting public awareness in these areas is
appealing, but represents a complex situation. On the one hand, a policy of consistently informing
the public about strongly documented scientific findings is likely to be the most ethical and effective
policy in the long run, and may help to lessen stigma and increase sympathy for persons suffering
from sequelae of STDs. Such messages could also be useful in enhancing future acceptance of HPV
immunization programs®. Furthermore, STD prevention messages that have been underutilized to
date because of concerns over their likely benefit (e.g., reducing the number of sex partners and
choosing safer sex partners) might become more acceptable strategies for many individuals if there
were greater awareness of the magnitude of genital HPV infection.

On the other hand, promotion of greater awareness that cervical cancer is linked to an STD could
conceivably undermine general support for Pap smear screening programs or could lead women or
providers to decide that a woman considered to be at low risk for an STD does not need a Pap
smear. Directing prevention messages to the general public is further complicated by the lack of
clarity of what the most appropriate health care and prevention strategies are for HPV infection,
given that most infected persons are asymptomatic, the overwhelming majority will not suffer any
adverse consequences, no data document that condoms are effective for HPV prevention, diagnos-
tic services are relatively expensive, and diagnosis of HPV infection has not yet been demonstrated
to lead to improvement in health outcomes. Therefore, it may be counterproductive to promote
messages that increase anxiety in the absence of effective strategies to reduce risk for infection. The
workgroup emphasized that messages must be carefully crafted to deal with these complexities and
that assessment of such prevention messages should be a critical element of research. Audiences
must at least be segmented into providers, persons with known HPV infection, and the general
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population. When messages are directed to patients or to the general public, it is important that par-
allel efforts be made to inform providers at same time.

Provider awareness
Recommendations for public health/prevention activities

CDC, ACS, and other organizations interested in prevention of genital HPV infection and
sequelae should draft a consensus statement for use in professional educational materials of what
has been scientifically established about HPV (as well as what is not known). This statement should
address currently available diagnostic, treatment, prevention, and counseling/education strategies
and should be widely disseminated {e.g., published, put on websites, etc) and updated on a regular
basis.

Research/evaluation priorities

Although methodologically challenging, surveys of provider knowledge, attitudes, and practices
should be conducted to guide future targeting of educational efforts. (Intermediate priority)

Patient awareness
Recommendations for public health/prevention activities

In conjunction with development of professional educational materials, patient educational
materials should be developed and distributed widely, and their use and/or adaptation by groups
involved in patient education strongly encouraged.

Research/evaluation priorities

a. Efforts should be made to assess counseling/educational needs for patients (and partners)
with HPV-related diagnoses and to develop alternatives to physicians as primary providers
of education/counseling. These might include other types of patient educators {e.g., nurse
clinicians who provide diabetes education, which is now a billable non-physician service),
brochures, web-based material, hotlines, etc. {High priority)

b. Studies should be performed on the behavioral/psychosocial impact of HPV-related diag-
noses on persons with genital warts and CIN and their partners and the impact of disclosure
about these conditions on current and future sexual parinerships. {Intermediate priority)

Public awareness
Research/evaluation priorities

a. Knowledge and attitude surveys should be performed to assess information needs of vari-
ous populations within the general public and to help guide existing and possible future
public awareness activities. {Intermediate priority}

b. Pilot public education programs should be carried out in selected areas to assess optimal
form and content of public awareness messages as well as potential drawbacks {e.g., stig-
matization of Pap smear screening programs, competition with other public health preven-
tion messages}, both to respond to the increased public concern likely to occur with wider
use of HPV testing and also to enhance prevention activities related to HPV and sequelae
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(i.e., Pap smear screening, vaccine preparedness, general understanding of relationship of
HPV to cervical cancer) . (High priority)

6. Anal Cancer
Background

Anal cancer is a relatively uncommon malignancy, with a current U.S. incidence rate of only 0.9/
100,000%. However, incidence rates are reported to have increased over the past 20-30 years in
several countries!® 33 34158 including the U.S., where rates increased by 96% for men and 39% for
women from 1973-97%, This increase has been partly ascribed to changes in sexual activity. There
is a growing body of data linking anal cancer to sexual behavior, especially anal intercourse, and
HPV infection!® *5% 1%, The highest incidence is reported in MSM, with rates 12 to 50 times higher
than in heterosexual men?**16? and an overall annual incidence rate of up to 35/100,000'%°, similar
to rates of cervical cancer among women in the absence of Pap smear screening!®. Women with
previous cervical cancer are also at higher risk for anal cancer, an association likely attributable to
the presence of HPV infection at both sites’®.

An additional factor in this increase may be the HIV epidemic. Prevalence rates of anal SIL. {ASIL)
of 20-45% have been reported in HIV+ MSM, substantially higher than in HIV- MSM, with ASIL
most strongly correlated with HPV infection'®® 165168 Tivo prospective studies have documented a
higher incidence of anal HSIL lesions in HIV+ vs. HIV- men, with incident HSIL associated with
persistent HPV infection in both HIV+ and HIV- men'%6 1% Finally, rates of anal cancer are esti-
mated to be 30-80 fold higher in patients with AIDS than in the general population, although the
proportion of this increase attributable to the higher overall rates seen in MSM versus the effect of
HIV-related immunodeficiency has not been determined?6? 7. 1% These data have lead to consid-
eration of the potential benefit of anal cancer prevention programs!®: 170 17! thyough cytologic
screening, since evaluations to date suggest that anal Pap smears may be similar in sensitivity to
cervical smears'’> 173, This approach is supported by modeling studies of anal cancer screening in
MSM, which indicate that the cost-effectiveness of screening could be similar to that for other
prevention interventions. However, the models are most sensitive to assumptions about the natural
history of anal LSIL, about which there are limited data, and the natural history of HSIL and the
effectiveness of ablative therapy, about which there are virtually no data® 174, Furthermore, little is
known about the complications of ablative treatment, either in terms of medical costs or effect on
quality of life. An additional consideration is the uncertain impact of the use of highly active
antiretroviral therapy in HIV+ MSM, in that it could possibly lead to either an increased risk of anal
cancer owing to greater longevity or a reduced risk owing to better control of HPV infection and
regression of SIL lesions as a result of improved immune function'?.

Workgroup discussion

Despite the relative infrequency of anal cancer at the population level, the workgroup thought
that pursuing prevention strategies for high-risk groups (primarily HIV+ MSM, but also HIV+
women and HIV- MSM) was important, and that studies to obtain better information about natural
history and effectiveness of treatment of anal SIL lesions were high priorities. There were differences
of opinion on how best to conduct these studies. On the one hand, because so many key questions
about a potentially important prevention strategy remain unanswered and because lack of wide-
spread implementation of anal cancer screening programs to date mean that “standards of care”
have not been established, most of the workgroup felt that it would be ethical and appropriate for
these studies to be implemented as RCTs. Such studies could provide much-needed unbiased data
on rates of progression and regression of HSIL, and if follow-up were performed at close intervals,
could minimize the risk of those anal cancers which did occur developing beyond an early stage.
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Likewise, they could provide the best information on the effectiveness and complications associ-
ated with ablative therapy. On the other hand, there was also an opinion that, because of the biolog-
ically plausible analogy with the cervix and the risk of untreated HSIL progressing to cancer, it would
be ethically problematic not to offer therapy to those with such lesions. An alternative evaluation
methodology could thus involve a demonstration project of anal cancer screening, with follow-up of
those electing no treatment for HSIL to assess natural history and of those choosing freatment to
assess efficacy and complications of therapy. This approach would also provide the opportunity to
assess operational feasibility and training needs of an anal cancer screening program and help to
further refine cost-effectiveness analyses.

Research/evaluation priorities

a. Multicenter projects (RCTs or demonstration projects) should be initiated to assess parame-
ters of importance in anal cancer screening programs in MSM, especially a better under-
standing of the natural history of LSIL and HSIL in HIV+ and HIV- MSM and the efficacy
and complications of ablative therapy of anal HSIL in HIV + and HIV- MSM. {(High priority)

b. Studies should be performed to determine reproducibility, interobserver variability, optimal
sampling technique, and predictive value of anal Pap smears. {High priority)

c.  Analogousto studies of cervical cancer prevention, studies should be performed to evaluate
performance of HPV testing in triage of abnormal anal Pap smears and in primary screen-
ing. {Intermediate priority)

d. Studies should be performed to determine risk factors for women and heterosexual men
with anal cancer as a possible guide to future screening programs. (Intermediate priority)

7. Surveillance for genital HPV infection and sequelae
Background

The term “surveillance” in public health encompasses a range of activities. Surveillance for STDs
in the U.S. includes three categories of activities: case notification {e.g., reporting of individual
cases of notifiable conditions by providers or laboratories), prevalence monitaring {e.g., monitoring
the prevalence of infection in settings where screening occurs systematically}, and other special
studies {e.g., sentinel surveillance activities, supplemental testing which may provide information
about the incidence or prevalence of an STD). To avoid unnecessary workloads for providers and
laboratories, case notification is recommended for STD with case management implications (e.g.,
curative freatment, partner notification), with planned or ongoing prevention programs (e.g.,
screening, immunizations), or in the setting of an outbreak. Case notification of STDs for these pur-
poses is currently recommended nationally by the Council of State and Territorial Epidemiologists
(CSTE) only for syphilis, gonorrhea, chlamydia, hepatitis B, and chancroid. All three categories of
surveillance activity are reflected in current U.S. surveillance data for STDs'®.

HPV infections and their sequelae pose many challenges for routine public health surveillance ef-
forts. The estimated number of new infections with genital HPV is substantially higher than those of
the reportable STD!, and they are largely undiagnosed given the limitations of routine diagnostics.
Although there have been no national recommendations encouraging case notification of HPV in-
fection, a number of states have made genital warts a reportable condition. Preliminary analysis of
these reports indicate that they did not provide representative data since the vast number came
from public clinics and were of warts in men, despite the widespread occurrence of genital warts in
women (DSTD, unpublished observations). Special surveillance studies for genital HPV infection
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include assessment through the National Disease and Therapeutic Index (NDTI) of the number and
proportion of ambulatory care visits in the U.S. accounted for by genital warts'’, a sentinel surveil-
lance system for RRP¥, and a population-based national household survey, the National Health
and Nutrition Examination Survey (NHANES), which has provided valuable information about
trends in infection with genital herpes'”” and from which pilot seroprevalence surveys for HPV 16
and 6/11 are planned.

At the other end of the natural history spectrum, surveillance for cervical and other anogenital
cancers is through cancer registries. National cancer surveillance in the U.S. has been carried out
through the NIH National Cancer Institute’s Surveillance Epidemiology and End Results {SEER)
Program since 1973, comprising 11 geographic areas covering about 14% of the U.S. population.
Extrapolations from these data are used to determine rates and trends in various types of cancers
and are also the basis for annual estimates of cancer incidence compiled by the American Cancer
Society. To supplement data collected through SEER on a broader geographic basis, CDC initiated
the National Program of Cancer Registries (NPCR) in 1992, which will cover over 95% of the popu-
lation when fully operational.

Workgroup discussion

The workgroup concluded that at the current time public health surveillance for genital HPV in-
fection is best done through prevalence monitoring and special studies rather than through case re-
porting, because of the absence of the rationale for such as discussed above. There was discussion
about a range of potential new surveillance activities for HPV infection and related sequelae in the
U.S,, focusing particularly on events in the natural history of HPV infection that are intermediate be-
tween first acquisition of infection at one extreme, and diagnosis of cancer at the other extreme. For
high-risk HPV types, such events might include: development of persistent genital HPV infection,
given its association with development of CIN; detection of serologic evidence of type-specific in-
fection, given its association with persistent mucosal infection?®; and detection of cervical
carcinoma in situ (CIS). There was consensus that CIS, as the most advanced pre-cancerous
precursor lesion, would be extremely useful to follow at a population-based level as an early
indicator of the impact of an HPV immunization program. It was noted that since this diagnosisis in-
creasingly made in outpatient settings, it had become difficult to capture through traditional cancer
registry programs which focus on hospital-based care, and that because of this problem, the SEER
Program had recently chosen to discontinue collection of this diagnosis. Suggestions about
alternative systems, albeit not population-based, from which to collect data on rates of CIS include
sentinel surveillance within managed care organizations or the Indian Health Service. For low-risk
HPV types, key events for surveillance include not only genital warts, which may be possible to track
through clinic-based and administrative datasets more effectively than is currently the case through
NDT], but also juvenile-onset RRF, which is as common as neonatal herpes infection but much less
widely recognized.

Recommendations for public health/prevention activities

a. Routine disease reporting (e.g., case notification) of all genital HPV infections or of any spe-
cific HPV disease or type {e.g., genital warts, HPV 16 infection) is not practical and thus not
recommended at this time.

b.  CDC should conduct further analysis of the experience with genital warts reporting in vari-
ous states to guide future directions in genital warts surveillance. Although data from the
NDTI have limitations, their continued analysis by CDC is recommended until superior
data, preferably population-based, become available.
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Routine reporting of CIS could represent a valuable adjunct to cancer surveillance, espe-
cially as HPV immunization programs are implemented. However, because of past prob-
lems encountered by SEER, future efforts to report and interpret data on CIS should
examine this experience and consider alternative approaches to monitor this diagnosis.

Surveillance for HPV-related cancers should be enhanced in ways that contribute to
understanding the causative role of HPV infections and to prevention strategies. Such
enhancements could include recording the sexual preference of men with ancgenital
cancers {recognizing that this will depend upon the consistency with which this variable is
recorded in the medical record).

Research/evaluation priorities

24

a.

Pilot NHANES seroprevalence studies by CDC should be continued and other
subpopulations for similar studies should be identified, since monitoring serologic evidence
of infection with HPV 16 and/or other high risk types may be an efficient method of
prevalence monitoring. These studies should also be expanded to include self-collected
samples such as vaginal swabs and urine samples for HPV DNA studies, with a focus on
specific types likely to be included in vaccines, since these may enhance data provided by
serologic studies in monitoring levels of type-specific infection over time. (High priority)

A sentinel approach, possibly in areas where other sentinel surveillance activities {e.g.,
SEER or one of the NPCR sites) have been established, should be considered in order to
evaluate the spectrum and trends of HPV-related disease and as a foundation for
subsequent population-level prevention activities such as immunization programs. Such
activities might include monitoring specific types and type-variants of HPV infection and
population-based Pap smear registries. (High priority)

The current CDC sentinel surveillance for juvenile-onset RRP should be strengthened and
expanded (e.g., additional sites; more data related to acquisition of infection, including ma-
ternal HPV status and other risk factors for mother-child transmission; consideration of case
control and/or observational studies to better define risk factors for transmission and poten-
tial benefit of interventions such as C-section). (High priority}

Because ICD and CPT codes do not accurately capture HPV-related diagnoses, treatments,
or procedures, CDC should explore efforts to redefine these codes. Such changes would
enhance prevalence monitoring of HPV-related outcomes and ongoing assessments of
HPV-related healthcare costs in large administrative databases (e.g., Medicaid, Medstat,
etc.). (Intermediate priority)

CDC should make efforts to collaborate with organizations that have electronic databases
of patient encounters which include variables such as reason for visit and primary
diagnosis {e.g., STD clinics, group model HMOs, etc.) in order to monitor trends in and as-
sess burden of health care related to the prevalence of genital warts. (Intermediate priority)
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Cancer Reference Information

print &
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Detailed Guide: Cervical Cancer
What Are the Risk Factors for Cervical
Cancer?

Arisk factor is anything that increases your chance of getting a disease
such as cancer. Different cancers have different risk factors. For example,
exposing skin to strong sunlight is a risk factor for skin cancer. Smoking is
a risk factor for cancers of the lung, mouth, larynx, bladder, kidney, and
several other organs. But having a risk factor, or even several, does not
mean that a person will get the disease.

Several risk factors increase your chance of developing cervical cancer.
Women without any of these risk factors rarely develop cervical cancer.
Although these risk factors increase the odds of developing cervicai
cancer, many women with these risks do not develop this disease. When
a woman develops cervical cancer or precancerous changes, it is not
possible to say with certainty that a particular risk factor was the cause.

In considering these risk factors, it helps to focus on those that you can
change or avoid (such as smoking and sexual behaviors that can lead to
human papillomavirus infection), rather than those that you cannot (such
as differences in age and family history). However, understanding risk
factors that cannot be changed is still important because it can convince
women with these factors to get a Pap test for early detection of cervical
cancer. Cervical cancer risk factors include:

Human papillomavirus infection: The most important risk factor for
cervical cancer is infection by the hurmnan papillomavirus (HPV). Doctors
feel that 8 woman must be infected with this virus before they develop
cervical cancer. HPVs are a group of more than 100 types of viruses
called papillomaviruses because they can cause warts, or papillomas.
Certain types, however, cause cancer of the cervix. These are called
“high-risk™ HPV types and include HPV 16, HPV 18, HPV 31, HPV 33, and
HPV 45, as well as some others. About half of all cervical cancers are
caused by HPV 16 and 18.

Other HPV types cause different types of warts in different parts of your
body. Some types cause common warts on the hands and feet. Other
types tend to cause warts on the lips or tongue. Certain HPV types can
infect the female and male genital organs and the anal area. These HPV
types are passed from one person to another during sexual contact.

When HPV infects the skin of the external (outer) genital organs and anal
area, it often causes raised bumpy warts. These may be barely visible or
they may be several inches across. The medical term for genital warts is
condyloma accuminatum. Most genital warts are caused by two HPV
types: HPV 6 and HPV 11. These seldom are associated with cervical

http://www.cancer.org/docroot/CRI/content/CRI_2_4 2X_What_are_the_risk_factors_for_... 1/14/2004
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cancer and are called "low-risk” viruses. However, other sexually
transmitted HPVs have been linked with genital or anal cancers in both
men and women.

HPVs can also cause flat warts on the cervix or vagina that are not visible
and cause no symptoms. Flat warts caused by low-risk HPV types have
little or no effect on cancer risk. Flat warts caused by high-risk HPV types
candevelop into cervical or vaginal cancers. Most health care
professionals do not determine the HPV type because these warts are
usually treated.

There is currently no cure for papillomavirus infection. However, the warts
and abnormal cell growth caused by these viruses can be treated
effectively. These treatments can destroy flat warts on the cervix and
vagina and prevent them from developing into cancers.

Most women with HPV infection do not develop cervical cancer. Usually
the infection disappears without any treatment, because the woman's
immune system has been successful in fighting the virus.

Precancerous changes are diagnosed when abnormait celis are found in
specimens (samples) {aken from a Pap test or biopsy (these are
discussed further in "Can Cervical Cancer Be Prevented?”"). HPV infection
can cause changes in cells of the cervix that can be detected by the Pap
test. New tests can directly identify HPVs by finding their DNA in the cells.
Many doctors are now testing for HPV if the Pap smear result is mildly
abnormal (doctors refer to these findings as atypical squamous cells, or
ASC). If a high-risk type of HPV is present, they will perform a colposcopy
and consider further treatment.

Certain types of sexual behavior increase a woman's risk of getting HPV
infection:

= intercourse at an early age
» having many sexual partners
» having sex with uncircumcised males

HPV can be present for years with no symptoms, and HPYV infection does
not always produce warts or other symptoms; so you can be infected with
HPV and pass it on without knowing it. Recent studies show that condoms
("rubbers”} do not protect well against HPV infection. This is because HPV
can be passed from person to person by skin-to-skin contact with any
HPV-infected area of the body, such as skin of the genital or anal area not
covered by the condom. The absence of visible warts cannot be used to
decide whether caution is needed, because HPV can be passed to
another person even when there are no visible warts or other symptoms.

Although condoms do not protect against HPV, it is still important, though,
to use condoms to protect against AIDS and other sexually transmitted
diseases that are passed on through some body fluids.

Although it is necessary to be infected with HPV for cervical cancer to
develop, most women with this infection do not develop cancer. Doctors
feel that other factors must come into play for cancer to develop. Some of
the known factors are listed below.

Smoking: Women who smoke are about twice as likely as nonsmokers to
get cervical cancer. Smoking exposes the body to many cancer-causing

http//www.cancer.org/docroot/CRI/content/CRI_2_4_2X_What_are_the_risk_factors_for_...
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chemicals that affect more than the fungs. These harmful substances are
absorbed by the lungs and carried in the bloodstream throughout the
body. Tobacco by-products have been found in the cervical mucus of
women who smoke. Researchers believe that these substances damage
the DNA of cells in the cervix and may contribute to the development of
cervical cancer.

Human immunodeficiency virus (HIV) infection: HIV is the virus that
causes the acquired immunodeficiency syndrome(AIDS). Because this
virus damages the body’s immune system, it makes women more
susceptible to HPV infections, which may increase the risk of cervical
cancer. Scientists believe that the immune system is important in
destroying cancer cells and slowing their growth and spread. In women
infected with HIV, a cervical precancer might develop into an invasive
cancer faster than it normally would.

Chlamydia infection: Chlamydia is a relatively common kind of bacteria
that can infect the female reproductive system. it is spread by sexual
contact. Although infection may cause symptoms, many women do not
know they are infected unless samples taken at the time of their Pap test
are analyzed for this type of bacteria.

Some recent studies suggest that women whose blood test results
indicate past or current chlamydia infection are at greater risk for cervical
cancer than are women with a negative blood test. Although further
studies are needed to confirm this finding, there is already good reason to
avoid this infection and o have it treated with antibiotics promptly after
diagnosis. Long-term chlamydia infection Is well known as a cause of
pelvic inflammation that can lead to infertility,

Diet: Women with diets low in fruits and vegetables may be at increased
risk for cervical cancer. Also overweight women are more likely to develop
this cancer.

Oral contraceptives: There is evidence that long-term oral contraceptive
{OC) use increases the risk of cancer of the cervix. Some research
stiggests a relationship between using OCs for 5 or more years and an
increase in the risk of cervical cancer. In one study the risk was increased
four fold in women who used OCs longer than 10 years.

In the meantime, the American Cancer Society believes that a woman and
her doctor should discuss whether the benefits of using OCs outweigh this
very slight potential risk. A woman with multiple sexual partners should
use condoms to lower her risk of sexually transmitted diseases no matter
what form of contraception she uses.

Multiple pregnancies: Women who have had many full term pregnancies
have an increased risk of developing cervical cancer.

Low socioeconomic status: Low sociceconomic status is also a risk
factor for cervical cancer. Many women with low incomes do not have
ready access to adequate health care services, including Pap tests and
treatment of precancerous cervical disease. Such women may also be
undernourished, which may play a role in increasing their risk.

Diethylstilbestrol (DES): DES is a hormonal drug that was prescribed
between 1940 and 1971 for some women thought to be at increased risk
for miscarriages. Of every 1,000 women whose mother took DES when

http://www.cancer.org/docroot/CRI/content/CRI_2_4_2X_What are_the_risk_factors_for_...
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pregnant with them, about 1 develops clear-cell adenocarcinoma of the
vagina or cervix. Stated another way, about 99.9% of "DES daughters” do
not develop these cancers,

Clear cell adenocarcinomas are more common in the vagina than the
cervix, The risk appears to be greatest in those whose mothers took the
drug during their first 16 weeks of pregnancy. The average age at
diagnosis of DES-related clear-cell adenocarcinoma is 19 years. Most
DES daughters are now between 30 and 80, so the number of new cases
of DES-related cervical and vaginal clear-cell adenocarcinoma has been
decreasing during the past 2 decades. However, this type of cancer has
recently been found in a woman in her early 40s, and doctors still do not
know exactly how long women remain at risk for DES-related cancers.

Although DES daughters have an increased risk of developing clear cell
carcinomas, about 40% of women with this cancer have not been exposed
to DES or related medications. Some of these patients’ mothers might
have taken DES but did not recall the name of the drug. it is certain,
however, that women don't have to be exposed to DES for clear cell
carcinoma to develop since some cases of the disease were diagnosed
before DES was invented. Some studies suggest that DES daughters are
also at somewhat increased risk of developing squamous celf cancer of
the cervix and precancerous changes of cervical squamous cells.

Family history of cervical cancer: Recent studies suggest that women
whose mother or sisters have had cervical cancer are more likely to
develop the disease themselves. Some researchers suspect this familial
tendency is caused by an inherited condition that makes some women
less able to fight off HPV infection than others.

Revised 10-21-03

hitp://www.cancer.org/docroot/CRI/content/CRI 2 4 2X What are the risk factors_for .. 1/14/2004
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Abstract

Objective

To provide physicians and the general public with a respon-
sible assessment of current screening, prevention, and treat-
ment approaches to cervical cancer.

Participants

A non-Federal, nonadvocate, 13-member panel representing
the fields of obstetrics and gynecology, gynecologic oncology,
radiation oncalogy, and epidemiology. In addition, 28 experts
in obstetrics and gynecology, gynecologic oncology, radiation
oncology, gynecologic surgery, and psychology presented
data to the panel and a conference audience of 500.

Evidence

The literature was searched through Medline and an extensive
bibliography of references was provided to the panel and the
conference audience. Experts prepared abstracts with rele-
vant citations from the literature. Scientific evidence was given
precedence over clinical anecdotal experience.

Consensus Process

The panel, answering predefined questions, developed its
conclusions based on the scientific evidence presented in
open forum and the scientific literature. The panel composed
a draft statement that was read in its entirety and circulated

to the experts and the audience for comment. Thereafter, the
panel resolved conflicting recommendations and released a
revised statement at the end of the conference. The panel
finalized the revisions within a few weeks after the conference.

Conclusions

Carcinoma of the cervix is causally related to infection with
the human papillomavirus {HPV). Reducing the rate of HPV
infection by changes in sexual behaviors in young people
and/or through the development of an effective HPV vaccine
would reduce the incidence of this disease. Pap smear
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screening remains the best available method of reducing
the incidence and mortality of invasive cervical cancer.
Persons with stage IA1 disease have a high cure rate with
either simple hysterectomy or, where fertility preservation
is an issue, by cone biopsy with clear margins. For patients
with other stage | and stage lA disease, radical surgery and
radiation are equally effective treatments. These patients
should be carefully selected to receive one treatment or
the other but not both, as their combined use substantially
increases the cost and morbidity of treatment. Women with
more advanced, nonmetastatic disease should be treated
with radiation. Recurrent cervical cancer confined to the
pelvis should be treated with the modality not previously
received. Radiation is recommended to palliate symptoms
in patients with metastatic disease.
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Introduction

Carcinoma of the cervix is one of the maost common malignan-
cies in women, accounting for 15,700 new cases (6 percent of
all cancers) and 4,900 deaths in the United States each year.
Woarldwide, cervical cancer is second only to breast cancer as
the most common malignancy in both incidence and mortality.
More than 471,000 new cases are diagnosed each year, pre-
dominantly among the economically disadvantaged, in both
developing and industrialized nations. During the last 50 years
in the United States, the utilization of screening programs
based on the Papanicolaou (Pap) smear and pelvic examina-
tion has led to a steep decline in incidence and deaths from
cervical cancer.

Both invasive cervical cancers and precursor lesions have
been firmly associated with the presence of human papil-
fomavirus (HPV) DNA. It has also been well established that
the majority of squamous cell cancers of the cervix progress
through a series of well-defined preinvasive lesions and that
during this usually lengthy process, the disease can be easily
detected by Pap smear screening. During this preinvasive
stage, cervical squamous intraepithelial lesions (SIL) can be
controlled with nearly uniform success and with the retention
of fertility.

Many treatment and quality-of-life issues remain unresolved
for women with cervical cancer. For women with early-stage
disease, key issues include determining guidelines for the
extent of treatment, the pathologic and clinical indicators

for the intensity of therapy, and the selection of a treatment
modality among several competing options. For women with
advanced-stage disease, critical issues include optimal radio-
therapy techniques, whether chemotherapy or combined
modality regimens improve outcome, the morbidity and ben-
efit of salvage therapy for recurrent disease, and palliative
treatment. Additional topics include advances in screening
technology, the implementation of The Bethesda System for
Pap smears, the role of HPV testing and subtyping, treatment
selection for patients with preinvasive disease, advances in
laparoscopic surgical staging and therapy techniques, and
the application of newer imaging technigues such as magnetic
resonance, Prospects for both prophylactic and therapeutic
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vaccines against HPV offer hope for fundamental alterations
in the prevention and management of this disease.

To address these and related issues, the National Cancer Insti-
tute and the NiH Office of Medical Applications of Research
convened a Consensus Development Conference on Cervical
Cancer. The conference was cosponsored by the National
Institute of Nursing Research, the National Institute of Allergy
and Infectious Diseases, the Office of Research on Minority
Health and the Office of Research on Women's Health of the
NIH, and the Centers for Disease Control and Prevention.

After 1'/2 days of presentations and audience discussion,
an independent, non-Federal consensus panel weighed the
scientific evidence and developed a draft statement that
addressed the following key questions:

* How can we strengthen efforts to prevent cervical cancer?

¢ What is the appropriate management of low-stage cervical
cancer (FIGO stages I-11A)?

* What is the appropriate management of advanced-stage
and recurrent cervical cancer?

* What are new directions for research in cervical cancer?
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How Can We Strengthen Efforts to Prevent
Cervical Cancer?

A strong causal relationship between HPV and cervical cancer
and its precursors has been established. The evidence for this
statement is as follows:

* HPV DNA s present in virtually all cases (93 percent)
of cervical cancer and its precursor lesions.

* Multiple epidemiological studies indicate that HPV
infection is the major risk factor for squamous intra-
epithelial lesions (SIL) and invasive cervical carcinoma.

¢ Studies have demonstrated that the HPV genes E6
and E7 are integrated into the host genome and that
the transforming proteins encoded by these genes
are tumorigenic.

More than 70 types of HPV have been identified. However,
only 23 of these infect the uterine cervix; of these, only one-
half are associated with SIL or invasive cervical cancer.
These are further classified into low-risk types, HPV 6 and

11, and high-risk types, most commonly 16, 18, 31, and 45,
which account for more than 80 percent of all invasive cervi-
cal cancers. An unknown percentage of women infected with
HPV will develop either low-grade SIL (LSIL) or high-grade SIL
(HSIL). One-third of all grades of SIL will regress, whereas 41
percent persist and 25 percent progress. Of lesions that
progress, 10 percent progress to carcinoma in situ and

1 percent to invasive cancer. Three-quarters of all grades

of SIL will not progress.

This virus is transmitted through sexual intercourse, with a
peak prevalence of infection in women in the 22-25-year age
group. The prevalence of infection decreases with increas-
ing age suggesting that most infections in women and men
resolve over time through host immune responses.

Epidemiclogic studies are now focusing on cofactors and
host factors that may explain the natural history of HPV
infections and their associated lesions. Factors under inves-
tigation include smoking; use of hormonal contraceptives;
number of live births; young age at first sexual intercourse;
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use of vitamins such as carotenoids, vitamin C, and folic acid;
co-infection with other sexually transmitted diseases (e.g.,
herpes simplex, HIV, chlamydia); growth factors; cytokines;
and humoral and cellular immunity.

Screening

Sqguamous cell cervical cancer is an ideal disease for screen-
ing because of the typically long preclinical phase, which
permits early detection. Use of the Pap smear is effective in
reducing morbidity and mortality from cervical cancer. Despite
the recognized benefits of Pap smear screening, substantial
subgroups of American women have not been screened or
are not screened at reqular intervals. One-half of the women
with newly diagnosed invasive cervical carcinoma have never
had a Pap smear, and another 10 percent have not had a
smear in the past 5 years.

The unscreened populations include older women, the unin-
sured, ethnic minorities, especially Hispanics and elderly
blacks, and poor women, particularly those in rural areas.
One-fourth of the cases of cervical cancer and 41 percent of
the deaths occur in women age 65 and older. Data from the
1992 National Health Interview Survey indicate that one-half
of all women age 60 and older have not had a Pap smear in
the past 3 years. Although older women are screened less
frequently, they have the same number of recent physician
visits as younger women, which indicates the need to edu-
cate older women and their health care providers about the
importance of Pap smear screening. For patients who are
not involved in routine screening programs, any health care
encounter should be an opportunity to obtain a Pap smear
and offer other screening modalities. On the other hand,
recent evidence demonstrates that the gap in the incidence
of cervical cancer between black and white women under
age 50 is disappearing, suggesting that the rate of screen-
ing has increased among young black women.

To improve outreach to unscreened populations, reasons
for nonparticipation in screening must be determined and
addressed with appropriate interventions. Community-

based approaches to reaching diverse ethnic populations
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are recommended and should include using community
leaders and members to assess attitudes and concerns
prior to instituting screening programs, and as patrt of the
process of education and awareness. Culturally sensitive
and linguistically compatible staffing for outreach and
screening is a key component.

Logistical problems associated with screening in both metro-
politan and rural settings should be addressed during outreach
planning (e.g., transportation, child care, duration of appoint-
ments, multiple site referrals, accessible screening sites).
Options such as mobile screening services and incentives
should be considered.

A concerted effort to standardize Pap smear terminology
resulted in The Bethesda System (TBS) (Table 1). TBS evalu-
ates the specimen for adequacy, uses diagnostic terminology,
and makes recommendations pertaining to the smear when
necessary. Determining the adequacy of the specimenis a
major contribution, because retrospective reviews of smears
from women with cervical cancer have shown that many were
unsatisfactory. Smears may be unsatisfactory for a variety of
reasons, the most common of which are cbscuring blood or
inflammation. Evaluation of others may be less than optimal
because of factors such as absence of sampling from the
transformation zone.

Among the diagnostic terminologies are LSIL and HSIL.
Another category of abnormal squamous cells is atypical
sguamous cells of undetermined significance (ASCUS).
Management modalities for HSIL are established and include
colposcopy-directed biopsy and endocervical curettage
followed by conization with scalpel, cautery, laser, or loop
electrocautery excision procedure. Management modalities
for ASCUS and LSIL are not as uniform, A large clinical trial is
currently under way to determine whether HPV testing can
effectively triage these patients, to develop clinical manage-
ment guidelines and provide prognostic information, and to
identify areas for cost reduction in screening and treatment.
The glandular cell abnormalities are divided into two catego-
ries, atypical glandular cells of undetermined significance
(AGUS) and adenocarcinoma.
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Table 1

The 1991 Bethesda System

Adequacy of the Specimen
Satisfactory for evaluation
Satistactory for evaluation but fimited by (specify reason}
Unsatisfactory for evaluation (specify reason)

General Categorization (Optional)
Within normal irmits
Benign cellular changes; see descriptive diagnosis
Epitheliat cell abnormality, see descriptive diagnosis

Descriptive Diagnoses
Benign cellular changes
Infection
Trichomonas vaginals
Fungal organisms morphologically consistent with Candida sp
Predominance of coccobacilli consistent with shift in vaginal flora
Bacteria morphologically consistent with Actinomyces sp
Cellular changes associated with herpes simplex virus
Other
Reactive changes
Reactive cellular changes associated with:
Inflammation {includes typical repair)
Atrophy with inflammation {‘atrophic vaginitis”)
Radiation
Intrauterine contraceptive device (UD)
Other
Epithelial cell abnormalities
Squamous celt
Atypical squamous cells of undetermined significance (ASCUS). qualify*
Low-grade squamous Intraepithelial lesion (LSIL}encompassing HPV* * mild dysplasia/CIN 1
High-grade squamous intraepithelial lesion (HSIL) encompassing moderate and severe
dysplasia, CIS/CIN 2, and CIN 3
Sauamous cell carcinoma
Glandular celt
Endometrial cells, cytologically benign, in a postmenopausal woman
Atypical glandutar cefis of undetermined significance: qualfy*
Endocervical adenocarcinoma
Endometrial adenocarcinoma
Extrauterine adenocarcinoma
Adenocarcinoma, not otherwise specified
Other malignant necplasms: specify
Hormonal evaluation (applies to vaginal smears only)
Harmonal pattern compatibie with age and history
Hormanal pattern incompatible with age and history; specify
Hormonal evaluation not possible due 1o...(specify}

* Atypical squamous or glandular cells of undetermined significance should be further qualified as to whether a
reactive or a premalignani/malignant process is favored.
**Cellutar changes of HPV (previousty termed “kollocytotic atypia” or “condylomatous atypia”) are included in the
category of low-grade squamous intraepithefial fesion.
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Methods of specimen acquisition, preparation, and evalua-
tion of the Pap smear have changed little since its introduction
in the 1940’s. Although it is highly effective in screening for
preinvasive lesions of the cervix, a single test has a false-
negative rate estimated to be 20 percent. One-half of the false
negatives are due to inadequate specimen sampling, and the
other half are attributed to a failure to identify the abnormal
cells or to interpret them accurately. Pap smears should be
obtained in conjunction with a pelvic examination. If a gross
lesion is visualized, it should be biopsied, as a Pap smear
alone is inadequate in this situation.

To improve the adequacy of the cervical smear specimen, a
variety of sampling devices is available (e.g., spatula, endocer-
vical brush, broom, and cotton swab). Liquid-based specimen
collection methods are currently being evaluated toc improve
sampling and cell preservation and presentation.

In fall 19985, the Food and Drug Administration (FDA}approved
two automated instruments for rescreening smears evaluated
as negative on the initial screen. Data from clinical trials sug-
gest that these could reduce the rate of false—negative smears.
Neither the efficacy in routine practice nor the cost-benefit of
these devices has been determined. In addition, these and
other devices are being evaluated for use as primary screen-
ing instruments.

In 1988 a group of experts recommended that annual Pap
smears and pelvic examinations begin at onset of sexual
activity or age 18. After three consecutive normal examina-
tions, the interval between screenings may increase at the
discretion of the physician and patient. in 1995, the Ameri-
can College of Obstetricians and Gynecologists (ACCG)
recommended that patients with one or more risk factors
for cervical cancer {e.g., HIV or HPV infection, a history of
LSIL, high-risk behavior) be screened annually. Women
over the age of 65 should continue to be screened.

Prevention

Primary prevention of HPV infection will require (1) directing
education efforts toward adolescents and health care provid-
ers regarding the strong causal link between acquisition of



10

378

HPV as a sexually transmitted disease and development of
cervical cancer and its precursors, (2) encouraging delayed
onset of sexual intercourse, (3) developing an effective pro-
phylactic vaccine, and (4) developing effective vaginal microbi-
cides. The data on the use of barrier methods of contraception
to prevent the spread of HPV are controversial but do not
support this as an effective method of prevention.

Secondary prevention efforts must focus on (1) developing
effective antiviral agents to treat HPV and/or prevent trans-
formation by E6/E7, (2) developing therapeutic vaccines to
prevent HPV progression, (3} improving the sensitivity and
specificity of screening for the precursors of cervical cancer,
and (4) expanding education and screening programs to
target underreached populations.
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EXECUTIVE SUMMARY
Background

Sexually transmitted diseases (STDs), including HIV, are common, important, and
preventable causes of morbidity, mortality, disability, lost-productivity, and health care
costs. In the United States, more than 65 million individuals are living with an STD, the
majority of which are incurable viral infections. Approximately 15 million new sexually
transmitted infections occur annually in the U.S. In the United States, approximately
493,000 individuals have died from AIDS, and 800,000-900,000 people are living with
HIV disease. Many sexually transmitted infections can cause adverse pregnancy
outcomes including miscarriages, stillbirths, intrauterine growth restriction and perinatal
(mother-to-infant) infections. Some STDs can cause infertility or lead to ectopic
pregnancy among women and one, the human papillomavirus, can cause cervical and
anogenital cancer. Furthermore, other STDs facilitate HIV transmission.

The Problem and the Process

Primary prevention of STD infection is an important health priority. Unfortunately there
are no STD vaccines, except for hepatitis B vaccine, and topical microbicides to prevent
STDs are not available, Beyond mutual lifelong monogamy among uninfected couples,
condom-use is the only method for reducing the risk of HIV infection and STDs available
to sexually active individuals.

Recently, a number of Federal agencies sponsored a workshop to answer the following
question: "What is the scientific evidence on the effectiveness of latex male condom-use
to prevent STD transmission during vaginal intercourse?” This workshop was attended
by 180 persons, and the data from numerous peer-reviewed published studies were
discussed. Following the workshop, a panel of 28 experts worked to develop this report.

The sessions included review of published information on the properties and user
patterns of the male latex condoms for vaginal intercourse and included data from
studies on pregnancy prevention. Focused research studies have documented the high
effectiveness of condoms for prevention of pregnancy. The data associated with
condom use in eight specific STDs were considered in detail, including HIV infection,
gonorrhea, chlamydial infection (including gonococcal and chlamydial pelvic
inflammatory disease), syphilis, chancroid, trichomoniasis, genital herpes, and genital
HPV infection and associated diseases (i.e. cervical dysplasia, cervical cancer and
genital warts).

The meeting was not intended to make public health policy recommendations regarding
the role of condoms in HIV/STD prevention policy and programs.

Assessment of the Data

In general, the Panel found the published epidemiology literature to be inadequate to
definitively answer the question posed to the workshop participants. Most studies
reviewed did not employ a prospective design, which is the optimal method to assess
the effectiveness of condoms in preventing infection.
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Conclusions on STDs Transmitted by Genital Secretions

The published data documenting effectiveness of the male condom were strongest for
HIV. The Panel concluded that, based on a meta-analysis of published studies “always”
users of the male condom significantly reduced the risk of HIV infection in men and
women, These data provided strong evidence for the effectiveness of condoms in
preventing HIV transmission in both men and women who engage in vaginal intercourse.

The Panel also concluded that the consistency of findings across four epidemiological
studies of gonorrhea indicated that the latex male condom could reduce the risk of
gonorrhea for men.

The strongest evidence for potential effectiveness of condoms on other STDs
transmitted by genital secretions (i.e. gonorrhea in women, chlamydial infection and
trichomoniasis) was the laboratory-based studies on the properties of the male latex
condom and the strength of the evidence for condom use reducing the risk of HIV
transmission in men and women and gonorrhea in men. The Pane! concluded, however,
that because of limitations in study designs there was insufficient evidence from the
epidemiological studies on these diseases to draw definite conclusions about the
effectiveness of the latex male condom in reducing the transmission of these diseases.

Conclusions on Genital Ulcer Diseases

The Panel agreed that the published epidemiologic data were insufficient to draw
meaningful conclusions about the effectiveness of the latex male condom to reduce the
risk of transmission of genital ulcer diseases (genital herpes, syphilis and chancroid).

Conclusions on HPV

For HPV, the Panel concluded that there was no epidemiclogic evidence that condom
use reduced the risk of HPV infection, but study results did suggest that condom use
might afford some protection in reducing the risk of HPV-associated diseases, including
warts in men and cervical neoplasia in women.

Summary

The Panel stressed that the absence of definitive conclusions reflected inadequacies of
the evidence available and should not be interpreted as proof of the adequacy or
inadequacy of the condom to reduce the risk of STDs other than HIV transmission in
men and women and gonorrhea in men. To definitely answer the remaining questions
about condom effectiveness for preventing STD infections will require weil-designed and
ethically sound clinical studies.
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10. NCI Letter to House Subcommittee on
Health and Environment
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—/@ DEPARTMENT OF HEALTH & HUMAN SERVICES Fubiic Health Service

*“'h National Institutes of Heaith
National Cancer Institute
Bethesda. Maryland 20882

APR 8 1999

The Honorable Michael Bilirakis
Chairman

House Committee on Commerce
Subcommittee on Health and Environment
Washington, D.C. 20515

Dear Mr. Chairman:

1 am responding to your letter of March 19, 1999, in which you pose twelve questions as a
follow-up to my testimony before the Subcommittee on Health and Environment on
March 16, 1999.

As requested, the questions have been restated below. The answer follows each numbered
question.

1. The National Cancer Institute (NCI) is in the process of conducting a randomized
trial to establish the best way to manage abnormalities that are discovered during
Pap smear tests, This study is often referred to as ASCUS/LSIL Triage Study or
ALTS. Please explain the purpose and significance of this trial?

NClI is conducting a large randomized trial to find the best way to manage the mild abnormalities
that often show up on Pap tests and may, in rare instances, progress to cancer if left untreated.
The ALTS trial is comparing three approaches: 1) immediate colposcopy (a procedure in which a
physician examines the cervix through a magnifying instrument and biopsies any abnormal area;
2) repeating the Pap test every six months (because most abnormalities return to normal without
treatment); and 3) testing for cancer-associated types of HPV as a means to differentiate between
abnormalities that need immediate colposcopy and those that can be best followed with repeat
Pap tests. Researchers will compare the three different groups to assess the effectiveness of each
management option in detecting the serious abnormalities that can progress to cancer, the
acceptability of each option to patients, and the cost effectiveness of each option.

2. When do you estimate the NCI will develop a vaccine for human papillomavirus
(HPV)? Can you describe all of the different HPV vaccines that are being tested?

There are both preventative and therapeutic HPV vaccines which have been developed by the
NCI that are currently being tested in clinical trials. They seek to prevent infection or to induce
regression of established infection via immune recognition of specific HPV-encoded proteins or
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peptides. Such vaccines can be delivered either directly as a protein or by viral vectors derived
from organisms of a different but related species.

3. ‘What effect, if any, does HPV have on men?

Scientists have found an association between several types of HPV and the development of anal
cancer and cancer of the penis (a rare cancer). HPV also frequently causes benign warts.

4. In addition to cervical cancer, what other effects can HPV have on the body?

Genital warts (condylomata acuminata or venereal warts) are caused by only a few of the many
types of HPV. Other common types of HPV infections, such as those that cause warts on the
hands and soles of the feet, only rarely cause genital warts. In women, the warts occur on the
outside and inside of the vagina, on the cervix, or around the anus. In men, genital warts are less
common. If present, they are seen on the tip of the penis or the urethra; however, they also may
be found on the shaft of the penis, on the scrotum, or around the anus. Rarely, genital warts also
can develop in the mouth or throat of a person who has had oral sexual contact with an infected
person.

5. Please provide the number of HPV cases in the U.S. Is this number increasing or
decreasing? To what can this trend be attributed?

It is important to remember that estimating the prevalence of HPV is difficult. Prevalence
depends on many factors which include: the population screened, the sexual habits of those
screened, what is classified as HPV infection at the time of screening, etc. Estimates for the
number of HPV cases varies. In November of 1996 the CDC estimated that 24 million
Americans were infected with HPV. The incidence of HPV infection has increased with
changing sexual mores starting in the 1960's. It is difficult to know whether variations in
incidence and prevalence reported during the 1990's represent an actual change in the number of
cases of HPV.

6. ‘What, if any symptoms are associated with HPV? If it is asymptomatic, how would
one know one is infected?

HPV may cause warts with many different characteristics. They may appear small or large, flat or
raised, single or multiple; sometimes the warts may not even be visible to the naked eye. The
most common places to notice genital warts are outside the vagina, on the penis, and around the
anus. In women, HPV can lead to the development of warts inside the vagina and on the cervix
as well. For many people who have HPV infection, there are no obvious signs of infection.
However, if warts are present, a doctor can diagnose HPV infection by their characteristic
appearance and the history of how they developed. In women, to look for warts on the cervix or
in the vagina, a doctor may use a colposcope, which is like a telescope. In addition, Pap smear
results may be suggestive of HPV infection. There is currently no biood test that has proven
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reliable in the diagnosis of HPV infection and it is not possible to routinely culture HPV.
However, there are sensitive DNA based assays which can be used to diagnose symptomatic and
asymptomatic HPV infection.

7. How widespread or common is HPV? Of the women who have HPV, what is the
percentage of those women who will develop cervical cancer?

More than 80 types of HPV have been identified. However, approximately 25 types infect the
uterine cervix; of these, only some are associated with invasive cervical cancer. They are
therefore classified into low-risk types, HPV 6 and 11, and high-risk types, most commonly 16,
18, 31, and 45, which account for more than 80 percent of all invasive cervical cancers. Less
than 15 percent of women infected with HPV will develop either low-grade squamous
intraepithelial lesions (LSIL) or high-grade squamous intraepithelial lesions (HSIL). At least
one-third of all grades of SIL will fade, whereas less than half persist and approximately one-
quarter progress. Of lesions that progress, approximately 10 percent progress to carcinoma in
situ and 1 percent to invasive cancer.

Since the virus is transmitted primarily through sexual intercourse, there seems to be a peak
prevalence of infection in sexually active women who are younger than 25 years of age. The
prevalence of infection decreases with increasing age, suggesting that most infections in women
and men resolve over time through host immune responses.

8. The NCI has identified risk factors, such as the human papillomavirus, in the
development of cervical cancer. What werk has NCI done te coordinate a Federal
response to the prevention of cervical cancer? Specifically, what has NCI done to
coordinate with the Department of Health and Human Services (HHS) Office of
Population Affairs and the HHS Health Resources and Services Administration
(HRSA) to alert women cencerning the risk factors associated with cervical cancer?

Federal agencies are designated to serve the United States in specific ways. The National
Institutes of Health (NIH), of which NCI is a part, is a research agency. In its mission to protect
and improve human health, the NIH (and NCI) conducts and supports basic, applied, and clinical
and health services research to understand the processes underlying human health and to acquire
new knowledge to help prevent, diagnose, and treat human disease and disabilities. This may
include developing an information campaign such as the Pap Tests: A healthy habit for life
campaign and evaluating its effectiveness at achieving its goal. NCI also has a mandate to
disseminate research findings so that when the development and evaluation are completed, other
Federal and state agencies, and private sector organizations, may take this information and apply
it accordingly. NCI, therefore, plays an integral role in these activities.

The NCI disseminates research findings widely through scientific publication, press conferences,
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press statements, clinical alerts, patient education materials, meetings of professional societies,
television and radio, the World Wide Web, our toll-free Cancer Information Service, our PDQ
databases, and the Information Associates Program. Our staff has many contacts within agencies
for a variety of programs and issues. Through these personal contacts, and those mechanisms
mentioned above, Federal agencies and offices have direct access to information pertinent to their
programs. In addition, we maintain and foster close working relationships with other Institutes
that have formal collaborative relationships with the Office os Population Affairs-our projects
and programs are thus included in that broad knowledge base. NCI has several partnerships with
other federal agencies and non-federal groups to enhance our information dissemination
activities. Following are examples of two specific information campaigns on cervical cancer:

Pap Tests: A healthy habit for life: In May 1998 the Office of Cancer Communications began a
campaign to alert the public of the results of a survey that showed that older women were
unaware of their continued risk for cervical cancer. National activities have included focusing on
minority media outreach and the distribution of a media packet that focused on cervical cancer
and older women. Additionally, NCI collaborated with the Healthcare Financing Administration.
(HCFA) to reprint an NCI cervical cancer publication with Medicare information for older
women to be distributed through HCFA and NCI networks. Other activities have included
conducting research with physicians to identify their attitudes and perceptions of Pap test
screening among women 65 and older. Based on this research, a print public service
announcement and newsletter article are being developed that encourage physicians to talk to
their older patients about Pap test screening. These materials will be promoted through physician
publications and newsletters. .

The Pap Test and Cervical Cancer Video: An intertribal video on the early detection of
cervical cancer for American Indian Women was produced by the NCI in conjunction with the
Nebraska Department of Health. The video comes with educational material to help inform
American Indian women of the importance of regular Pap tests.

9. Please name the NCI liaisons with CDC, HRSA, and the Office of Population
Affairs. Has NCI coordinated activity with the Title V Abstinence Education Grant
Program or the Title XX programs within those agencies?

As previously stated, NCI staff has many contacts within agencies for a variety of programs and
issues. Liaisons with CDC, HRSA and the Office of Population Affairs vary on the program and
issue involved.

NCTI has not formally collaborated specifically on Title V Abstinence Education Grant program
or the Title XX programs. As a research agency, NCI's role is to conduct and support research,
then disseminate widely, new knowledge gained. This is done through information campaigns
like the Pap Tests: A healthy habit for life campaign.
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10.  What is the amount of research dollars spent by NCI on HPV as compared to the
virus that causes AIDS? How many women die annually in the United States from
cervical cancer? How many women die annually in the United States from AIDS?

There are over 80 types of HPV, about 15 of which are associated with cancer of the cervix. NCI
estimates that it will spend about $38 million on cervical cancer-related HPV research, and about
$235 million on AIDS related cancers, in FY 1999, There are about 5,000 deaths in the U.S.
from cervical cancer each year, and more than 200,000 deaths world wide. Over 90 percent of
these cancers are HPV-related. There were about 4,600 female deaths in the 11.8., and 900,000
worldwide, from HIV-related illness in FY 1997,

11.  On January 12, 1999, Chairman Bliley sent a letter to the NCI on women’s health
issues, including cervical cancer. In response to that letter, NCI estimated the
number of Americans with HPV to be 24 million. In testimony before this
committee by Dr. Ronald Valdiserri, of the Centers for Disease Control and
Prevention (CDC), on March 16, 1999, he indicated that number is 45 million. Can
you explain the discrepancy in numbers?

The NCI estimated number of Americans with HPV came from the CDC website. The entry title
is “The Challenge of STD Prevention in the U.S.” and it was written in November 1996. CDC
was not contacted by NCI for verification of this number and the CDC testified using an
estimated number that may be more current than the one posted. Once again, it is important to
remember that estimating the prevalence of HPV is difficult. Prevalence depends on many
factors which include: the population screened, the sexual habits of those sereened, what is
classified as HPV infection at the time of screening, etc.

12. In the above referenced letter from NCI to Chairman Bliley, NCI stated that,
“Condoms are ineffective against HPV because the virus is prevalent not only in
mucosal tissue (genitalia) but also on dry skin of the surrounding abdomen and groin
and it can migrate from those areas into the vagina and cervix.” That letter went on
to say that “additional research efforts by NCI on the effectiveness of condoms in
pre ing HPV tr ission are not warranted.” To the contrary, Dr. Ronald
Valdiserri of CDC testified on March 16, 1999 that “Several studies have shown
condoms to provide some protection against cervical cancer...” Can you explain
the difference in conclusions made by CDC and NCI?

The NCI conclusion that condoms are ineffective against HPV infection is based on the resuits of
several long term studies which have failed to show that barrier contraceptives prevent cervical
HPV infection, dysplasia, or cancer (Attachment 1, 2, 3). Dr. Valdiserri’s testimony might be
based on studies that show that while condoms are ineffective in preventing transmission of
HPV, they are quite effective at preventing transmission of HI'V and other sexually transmitted
diseases. CDC would be able to provide insight into the basis of Dr. Valdiserri’s statement.
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Please do not hesitate to contact me if you have further questions.
Sincerely,

SN
e

Dr. Douglas Lowy O/

Deputy Director
Division of Basic Sciences, NCI

Enclosures
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ATTACHMENT 1

Original Aricles

Barrier and Spermicidal Contraceptive Methods and Risk of Invasive
Cervical Cancer

Allan Hildesheim,? Louise A. Brinton,' Katherine Mallin,” Herman F. Lehman,? Paul Stolley,*
David A. Savitz,” and Robert Levine®
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The strong and consistent assaciation between sexual
behavior and invasive mmcnl cancer {1) has led to the
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sugpestion that 2 d agent is i
in the etiology of this dtsuac Two agents in particular
have been ively d: herpes simplex virus type

2 and humoan pnplllomnvnmses (2,3).

Given the possible mfecnom nature of ccrvxcal can-
cer, it is of b w0
effect of contraceptive methods. Spedﬁcally, barrier
methods of contraception {(mainly the diaphragm and/or
condom) prowdc a phyucal bamcr that could reduce the
likelihood of i by itted agents
and consequently reduce the risk of developing cervical
cancer, Alo likely is that use of spermicides (foum,
jelly, andor cream) reduce the risk of cervical cancer by
protecting users from acquiring sexually transmitted dis-
eases. Spermicides conmain surfactants, mainly nonox-
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ynol-9 (4), which have been shown w neutralize HSV-2
{5,6), a¢ well as other venereal agents (7.8). In addition
to the role of each contraceptive method in isolation,
use of spermicidal agents in conjunction with barrier
methods might further protect against cancer of the cer-
ViX.

Previous studies of barrier contraceptives and spermi-
cides in relation o invasive and preinvasive cervical
cancer have yielded conflicring resule. Many studies
(9—16). but not nll (17—!9). have reported an inverse

between d and/or condom use and cer-
vical cancer risk. In addition, four studies (9, 12.14.17)
have d da relation b
micide use and cervical cancer, although one :tudy t!ut
also examined this issue did not detect an association
(19).

Of the smdummtwnedabove,mlymmapua
ble of controlling for potential confounding by both sex-
ual and screening behavior (12,17). Both of these were
studies of invasive cervical cancer, Celentano et al (17)
reported a2 70% reduced risk of invasive cervical cancer
among women who reported ever use of o vaginal sper-
micide compared with never users of spermicides. Un-
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duration of spermicide use on risk of cervical cancer.
Peters et al (12) reported 2 7% reduction in risk of
invasive ccrvu:\lcanwrpervearof\nedahmu

hod of (defined m d dig-

phragm, and/or spermicide). Although results are not
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presented in detail, Peters et 8l also noted that women
who used vaginal spemmicides without a diaphragm ap-
peared to be at a lower risk of invasive cetvical cancer
than those who used the diaphragm without vaginal
spermicides.

In an attempt to assess the effect of barier and sper-
micide mct}\ods of conttaccptmn on nsk of cervical can-
cer, we ob d ion regarding lifetime birth
control practices from invasive cerwcsl cancer cases and
community controls in five regions of the United States,
The availability of informetion on numerous potential
confounders, including demographic characteristics,
sexual and reproductive facrors, Pap smear screening
history, smoking, and use of other contraceptive meth-
ods, allowed us to examine the effects of barrier and

permicide use ind dent of other kmown cervical
eancer risk factors.

Methods

Between April 1982 and January 1984, women 20-74
years of age with newly diagnosed invasive cervical can-
cer were recruited from 24 participating hospitals in 5
areas reporting to the Comprehensive Cancer Potient
Dara System (Birmingham, Chicago, Denver, Miami,
and Philadelphia).

Community controls were obtained through random
digit dialing techniques (20). Controls were individuslly
matched to cases on age (within 5 years), race, and
telephone exchange. Two Is were selected

CONTRACEFTION AND CEKVICAL CANCER

cases and 788 controls for whom coraplete contraceptive
history was gvailable.

The odds ratio {OR), as an estimator of the relative
risk, was the measure of association used ro determine
the relation between contraceptive usage and cervical
cancer. Unconditional logistic regression analysis pro-
vided adjusted ORs and 95% confidence intervals (Cl)
(22). Conditional! logistic regression {23) thar retained
the matching of cases and controls yielded similar esti-
mates. We present resuls from unconditional logistic
regression in this report, since use of conditional regres-
sion analyses involved the exchmon of 22% of study

bjects owing to missing

Results
Table 1 describes the contmc:puve practices among the
610 (77%) y ! lled in the stwdy
who reported use of contraceptive methods and illus-
trates the fiequent use of combinations of birth control
methods. Seven methods of contraception were exam-
ined: vaginal spermicides, the diaph cond oml
contraceptives, intrauterine dewces {IUDs), female
sterilization, snd vasectomy. The majority of these con-
trols (75%) reported use of two or more methods. A
total of 22% of users reported the use of four or more
different methods in their liferime.

Among 293 women reporting ever use of vagins! sper-
micides, only 10 (3%) used ir as the sole method of birth
1, while 227 (77%) also reported use of barrier

case. More details of the selection process are provided
elsewhere (21).

A total of 658 cligible cases and 1114 controls were
ascertsined. Home interviews were conducred by
trained interviewers who chtained information on ' con-
traceptive ices, sociod hic ch

gnancy history, 1 hmory hygiene practices,
sexual beha\nor, medical events, smoking, dict, marital
history, and family history of cancer. Information on
birth control use was obtained by using lifetime calen-
dars 10 record usage of specific methods on a monthly
basis in the context of other relevant life events such as
age at menarche, age at first intercourse, pregnancies,
and age ar menopause.

Interviews were successfully cbtained from 481 cases
{73.1%) and 801 c ks (71.9%). N ponse was
accounted for by refusal {9.7% of cases, 21.9% of con-
trols), subjects having moved or being unlocatable
(3.8%, 3.4%), death (5.0%, 0.5%), illness (2.1%,
1.1%), and other problems (1.7%, 1.1%). In addition,
physician consent was not obtained for 4.6% of cases.
‘The final groups used in the anslysis consisted of 479

- Epidemiology  July 1990, Volume 1 Number 4

methods of contraception. Less than 1% of 164 women
teporring dizphragm use and 15% of 287 women report-
ing condom use used these methods exclusively.

Tables 2 and 3 present the risk of cervical cancer
sssociated with use of specific birth control methods.
Initially, barrier methods of contraception appeared to
be associated with reduced risks of cervical cancer. How-
ever, sfter contmolling for age, race, education, income,
interval since last Pap smear, and lifetime number of
sexual partners, the effect nearly disappeared. Thus, the
rvisk associated with ever use after adjustment was 1.2
(95% Cl1 = 0.9,1.6). In addition, after adjustment, no
significant trend was observed with increased duration of
use of barrier methods (p for trend = 0.68), short-term
users (<5 years) having an OR of 1.4 and long-term
users an OR of 0.9. Further adjustraent for duration of
oral contraceptive use or smoking did not alter these or
any other observed estimates.

When barrier methods of contraception were sepa-
rated into diaphragm and condom use (Table 2), there
was no effect on sisk for condom use, but some evidence
of d d risk jared with diaph use. Risk

ah

267
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TABLE 1. Contraceptive Practices among 610 C ity Controls Reporting Birth Control Use
Pairwise Birth Control Use with
Vagireal Oral
Total Only  Spermicide  Diaph Condom ptive TUD  Sterilization  Vasecromy
Vaginal '
spermicides 93 10 — 154 157 199 82 64 37
Disphragm 164 1 154 —_ 87 9 “ 28 25
Condom 87 M4 157 87 - 183 64 51 41
Ol
contreceptives 403 56 19 9% 183 - 113 90 64
iuD 151 10 821 “4 64 113 _ 43 8
Female
sterilization 151 29 64 28 51 90 43 - 1
Vasecromy 85 5 37 25 41 64 18 1 ——
Number of Birth Control Methods Uted in Lifetime
1 2 3 4 5 6 TOTAL
Number of women 155 174 148 86 39 8 610
Pevcentage 25.4 8.5 24.3 14.1 6.4 1.3 100
TABLE 2. Risk of Invasive Cervical Cancer Associated with Barrier Contraceptive Use
Cases™ Controls® ORt OR$ a
Barrier methods}
Neves 81 418 1.0 1.0
Ever 182 356 0.8 1.2 10-9,1.6]
Never 281 418 Lo 1.0
<35 years 124 223 2.9 1.4 [1.0,1.8)
5+ yean 58 133 0.6 0.8 ©.6,1.4}
Trend p = 0.004 p = 0.68
Diaphregm§
Never 401 613 1.0 1.0
<5 years 46 123 0.6 0.9 K.6,1.3]
S+ years 16 38 0.6 0.8 0.4,1.6)
Trend p = 0.002: p = 0.36
Condom$
Nevex n ¥4 L0 1.0
<5 years 104 189 1.0 1.2 10.9,1.7
5+ yeans 2 91 0.6 1.0 10.6,1.5)
Trend: p.= Q.05 p =062

* Wasnen with mising values are excluded from analysis.
1 Adjusted for sge.

3 Adjuseed for age, race, education, income, interval since lact Fap xmear, and lifetime number of soxus! parmers.
thethods also used spermicides, either synchronousk heonoust

$ Many usens of berrier

decreased slightly with increasing duration . of use, but
the trend was not statistically significanc (p for trend =
0.36).

Table 3 presents the risk of cervical cancer associated
with use of vaginal spermicides. After adjusting for con-
founding factors, spermicide users wete at a similar risk

268

of disease as nonusers {OR = 1.0; 95% CI = 0.7,1.3).
When duration of use was examined, no significant
trend of risk with increasing duration of use was ob-
served (p for trend = 0.71), long-term users having an
OR of 0.9 (95% CI = 0.5,1.4). However, when sper-
micide use was restricted to those women who reparred

Epidemiology July 1990, Volume 1 Number 4
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TABLE 3. Risk of Invasive Cervical Cancer Associated with Vaginal Spermicide Use

Cases® Controls® ORY OR% i
Vaginel spermicides§
Never 331 486 1.0 1.0
Ever 132 188 0.7 1.0 10.7,1.31
Never 33 486 1.0 1.0
<$§ years 102 26 0.8 1.0 0.7.1.4
5+ yeau 30 n 0.6 0.9 {0.51.4
Trend p = 0.009 p=0n
Spermicide without barrier
Never 383 605 1.0 1.0
<5 yeurs 69 140 2.9 1.0 0.7,1.4
5+ years 1 29 0.7 0.7 [0.3,1.5)
Trend p =019 p = 0.51

* Women with missing values are excluded from ansiysic.
t Adjusted for age.

£ Adjusted for age, race, education, income, interval since lase Pup smear, and lifetime number of sexust

pRrtnen.

§ Includes women who usad vaginal spermicides alone, as well 2 women who wed vaginal sprmicides with the diaphragm o condoms,

using vaginal spermicides without the simultaneous use
of @ barrier method {vaginal spermicide only use), long-
term users had @ slightly reduced cervical cancer risk
(OR = 0.7; 95% CI = 0.3,1.5), sithough the test for
trend was not significant (p = 0.51).

Given the possibility that timing, in addition to du-
ration, of birth control use might be of importance, the

1.

ences, excluding women wha never used contraceptives
from the anslyses did not markedly alter the adjusted
estimates of risk, and conclusions drawn from the data
remained unchanged.

The effect of excluding women wlm had ever usd
otal e prives was d in

users of nonhormonal contraceptives with csch other.

perind of contraceptive nsage was d in

to the date of diagnosis of the case {and comparable data
for controls). Five-year periods of time were constmucted
starting from the date of diagnosis of the case and mov-
ing backwards in time. Within each 5-year period,
women reporting 6 or more months of use of 3 given
method were compared with those reporting no use of
the same method during the same period. No time pe-
riods could be identified where the varying methods of
birth control had distinct effects.

Women who report never having used any birth con-
trol may be an inappropriate reference for comparison
with women who repont wsing methods of contracep-
tion, owing to wide differences in patterns of health
care, sexual behavior, and socioeconomic status (SES).
This concern led us to investigate the issue more closely.
A ronal of 31% of the cases reported never wsing any
method of birch contral compared with 23% of the con-
trols, yielding an OR of 1.5. When controls who re-
ported no contraceptive usage were investigated, they
were found to be more likely than controls who reported
having used contraceptives to be poor, uneducared,
black, and never to have been screened for cervical can-
cer. We detecred significant differences with regard to
niumber of lifetime sexus] partners. Despite these differ-

Epidemiology July 1990, Volume ] Number 4

Although no significant trends were observed, long-
term vaginal spermicide only users were found to be at a
70% decreased tisk of disease (OR = 0.3; 95% CI =
0.06,1.1). )
Because of concemns regarding the ® accuracy and con-
sistency of use of ¢ we
contraceptive users and nonusen within different cate-
gories of income and education (Table 4). Women with
0-11 years of education and =$20,000 yearly income
were classified as low SES, Those with 124+ years of
education and income >$20,000 were classified as high
SES, and the remainder were classified as medium SES.
When anslysis was performed stratified by SES, barrier
and spermicidal contraceptive use smong low and me-
dium SES women did not appear to be associated with
reduced risks. Among low SES women, long-term vag-
inal spermicide users were at a 1,7-fold excess risk, but
this effect was not stacistically significant. Among high
SES women, & significant dose response of decreasing
risk with increasing duration of use was observed among
spermicide users (OR = 0.5 for long-term users; p for
trend = 0.03). Furthermore, the reduction in risk was
strongest among women who reported usc of vaginal
use of barriexr methods
0.3 for long-term users; P for wend = 0.05).

ive

(OR =

69
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TABLE 4. Risk of Invasive Cervical Cancer Associsted with Bisth Control Use, by Socioeconomic Status

Low SES” Medium SES High SES
OR} Casest OR Cases OR Cases

Vaginal spermicides
Never wed 1.0 (148) 1.0 {92) 1.0 (73)
<5 yeors L 31 11 {39) 0.? {30)
5+ yeuns 1.7 (10) 1.0 {8) 0.5 {11)
p for rend p = 0.40 p=072 p=0.03

Vaginal spermicide slone
Never used 1.0 (157 1.0 (110} 1.0 9N
<5 yesnt 1.3 (18) 1.t (25) 0.7 (14)
54 years 1.1 ) 0.9 [8)] Q.3 [6)}
b for trend p = 052 p = 0.88 p = 0.05

Diaphragm
Nevet used 1.0 (174) 1.0 {121} .0 {86)
<5 yeans 2.4 {11) 0.6 {14) 0.7 {21)
5+ years 1.1 {4) 1.1 4) 0.6 (4]
b for trend p =017 p =040 p=012

Condom
Never used 1.0 {150} 1.0 {88) 1.0 (64)
<5 years 1.3 {29} 1.2 {35) 1.2 (36)
5+ years 0.7 (10 1.1 (16) 10 (14}
p foe rend p = 0.89 p=10862 b= 068

* Low SES = 0-11 years education and =20K yearly income. M;dmm SES = {0~11 yrans education and > 20K income) or {12+ yrars education
education

and 820K income). High SES = 12+ years

>20K income.

t Adjumted for nge, race, inrerval since bt Pap smewr, and lifetime number of sexual parmess,

$ Women with mising values are excluded from analysis.

Among high SES women, there was also evidence of
decreased risk associated with long-term diaphragm use.
The wend, however, was not statistically significant {p
= 0.12). Among condom users, no protecrive effect was
detected.

Analysis was also conducted stratifying by number of
lifetime sexual partmers, under the assumption that
women wha teport multiple pareners would have greater
benefits from use of barrier and spermicidal contracep-
tive methods. No differences were observed when ORs
obtained from the main analysis and those obtained
from the stratified analysis were compared (data not
shown),

Discussion

Previous studies have reported reduced risks of cervical
cancer associated with barrier (9-16) as well as spermi-
cide (9,12,14,17) methods of contraception. Few stud-
ies, however, have been able to adjuse appropriately for
confounding variables (12,17). Adjustment for Pap
seaear screening history, SES, and sexual behavior is
essential when assessing the effect of birth control meth-
ods on risk of cervical cancer, as has been shown in our

70

previous report of the effect of aral contraceptive use on
risk of invasive cervical cancer (21).

Indeed, education and interval since last Pap smear
were strong confounders of the tation of birth con-
trol use and cervical cancer, while lesser confounders
were income and number of sexual parmers. Ad)ustmcnt
for these factors brought the of risk i
with barrier and spermicidal methods of contraception
close to unity. Additional adjustmenx for duration of
oral contraceptive use and smoking had little effect on
the risk estimates. Thus, although both condom and

h use d initially to be associated with a
reduced risk of cervical cancer, these eﬁ'ccu WEre essen-
tially eliminated by adj fm di ,fau:om

Initial ion of permicide use showed an ap-
parent protective effect on the risk of invasive cervical
cancer, although ad;ustmcnt for confounding factors

d this intion. Further
within categories of SES, h , revealed that
of high SES who used vaginal spermicides were aca
significantly reduced risk of invasive cervical cancer.
Although 3 similar, but nonsignificant effect was ob-
served for diaphragm users, the observation thar high

Epidemiology July 1990, Volume 1 Number 4
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SES women who used vaginal spermicides without con-
comitant use of a barrier methods were at & Jower risk
than those who used spermicides with a barrier method
suggests that the spermicide and not the disphragm pro-
vects apainst disease. Furthermore, 92% of diaphragm
users reported also using vaginal spermicides, indicating
that the nonsignificant decrease in risk observed amang
women of high SES who reported diaphragm use could
result from the effect of the spermicide on risk. In ad-
dition, our finding that long-term vaginal spcrmlcxde
only uscrs were at a 70% d inrisk when comp
with other nonhormonal contraceptive users further
strengthens the hypothesis that the reduction in risk is
from spermicide mher than diaphragm use.

A passibl i for this subgroup effect is that
wancnofhnghchBandﬁmwhomespermmdea
alone are more likely to use the spermicide consistently
ar wmore Jikely to use larper quantities of spermicide.
Also, dats obtained from higher SES women might be
more accurare and ORs obtained from this subser of
women might be better estimators of the association of
birth control use and cervical cancer. Caution, how-
ever, must be exercised in interpreting these results,
given the small numbers of women involved and also the
possibility of confounding by sexual behavior of the male
parmers of women, a variable nov assessed in this study.

The lack of 3 signifi protection provided by the
diaphragm migh also be explained by the fact that the
diaphragm traps some of the spermicide close to the
cervix, reducing the effectiveness of the spenmicide 10
protect against viral infection of the vaginal vault. Var.
ious agents, including those believed to be linked caus-
ally to cervical cancer (HSV-2 and HPV), are capsble of
infecting the vagina and vulva (24-18). The vaginal
vault may thus become infected during intercourse, and
the infection may spread to the cervix after removal of
the disphragm.

Condom use has traditionally been regarded as a phys-
ical barrier that prorects the vaginal vault from infection
during sexual intercourse. Our ohservation that condom
use does not reduce the risk of cervical cancer might be
interpreted as indicating that the condom is not always
wsed appropriately. Sexual conract prior to the place-
ment of the condom would eliminate its protective ef-
fect. In this study we were unable o assess directly the
reliability of use of condoms. Stravification by SES vari-
ables did not suggest any dxﬂ'ﬂemnl use patterms among
high and low SES women. Anoth
for the lack of protection provided by the condom is that
areas of the base of the penile shaft may not be shielded
by the condom, and any infections in this area may be

Epidemiology July 1990, Volume 1 Number 4
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transmitted to the female partnet. A previous report
(29) has demonstrated that high proportions of male
HPV infections oceur in the penile shaft.

In summary, sfter adjustment for confounding in this
study, neither diaphragm nor condom usc appeared to
reduce substantially the risk of invasive cervical cancer.
A protective effect of vaginal spermicide use smong high
SES women was suggested by the data; the effect was
strongest among women who used spermicides without
the diaphragr. Although a reduction in cervical cancer
risk among women reporting spermicide use is biologi~
cally plausible based on its proven antiviral effects, fur-
ther investigations are needed to confirm the relation-
ship.

References

1. Brintom LA, Faumenti JF Jr. Epidemiclogy of uterine cervical
cancer, ] Clwon Dis 1986;39(12):1051-65.

2 KaufmnRH.Adm Herpes sitplex virus and human papil-
foma ving in the deve of cervieal cancer. Clin Obaet

Gynecol 1986.19(3):678—92.

pepitfomavirutes and cervical cancer. Rev Infect Dis

LM.U(J) 426-39.

l%‘.xml) H-157-Hvlm

Pustic B, Singh B, Squeglia NL, Guevarrs LO, Inactivation of

clinical isolates of herpesvirus homints, rypes 1 and 2, by chemical

contraceprives. Sex Trarwm Dis 1978;5(1):22-4.

Singh B, Pount B, Cutles JC. Virucidsl effect of cenain chemical

1 herp Am ] Obster Gynecol
1976,126(4)'411—4

. Singh B, Cutler JC. Vngmnl cmtmeptiva prophylaxis
against sexually disesses. In: hni G et al, ed.
H Mury~

bl

Brmalati

>

bad

"

~

Vaginal new
fanc: Harper & Row, 1979.
8. Portes J. C and sexually disenses.

Healthright 1984:3(4):12-5.

Slattery ML, Ovenall JC, Abbotx T™, French TK, Robison LM,

Gardner }. Sexual activity, contraceprion, zmlnl infections, and

cervical cancer: for a sonmlly Gansmitred disease hypoth-

esis. Am ] Epidemicl 1989;130:248-58,

10. Harris RW, Brinton LA, Cowdell RH, ¢z sl. Characrevistics of
wormen with dysplasia or carcinoms in sit of the corvis uteni, Be
} Cancer 1960:42:359-69.

11, Wright NH. Veacy MP, Kenward B, McPhenson K, Doll R,
Neoplasia and dysplasia of the corvix ureri and contmecption: »
possible protective effect of the diaphragm. Br ] Cancer
1978:38:273-9,

12 &malu( Thomas D, mmw.uka Hmdulmﬂﬂ-

isk factons for invasive cervical cancer latinas and non-
l;;nnmlnAnp:luCo-mty }N:dCur.txlnu 1906;77:1063-

13. Fasal E, Simmons ME, Kampest JB. Factors sesccisted with high
and low risk of cervical neoplasia. } Natl Cancer Inst
1981;66:631--6.

14, Swan SH, B-mm WL, Onl contraceptive wse, scxum! activity,
and cervica! cercinoms, Am ] Olweet Gyneml 1981 139:52-7.

15. Richardsors AC, Lyon JB. mmdm_mm
cell cervieal intracpithelis]l ncoplasia. Am ] Obstet Gynecol
1981;140:909--13.

»

n



16.

7.

396

HILDESHEIM ET AL

Melina R, Thomas DB, Dabancens A, et al. Oral ives 23, Lubin JH. A computer program for the analysis of marched case.
and cervical carcinoma in sitv in Chile. Cancer Res comtrol stddies. Compor Biomed Res 1981;14:138-43.
1988:48:1011-5. 4. Xouoky LA Glﬂm-:y DA, thnﬂ KK Epidemiclogy of genital
Celenrano DD, Klassen AC. Weisman CS, Rosenheim NB. The human 1 Rev 1988;10:122-63.
role nfmnmapuve use I cervical cancer: The Maryland corvi- 25. Spiner M, Xrumhol: BA, Scltzer VL. The multicentric nature of
cal cancer oue-conmrol study, Am J Epidemiol 1987;126(4):592~ diseasc velated to huwnan papillomavitus infection of the feowle
604, lower genital truct, Obstetric and Gynecnlogy 1989;73:303-7.

. Melamed MR, Flehinges B). Eadly incidence rates of 26. Bexd AM, Klﬂl!‘NB Daling JR, Shfﬂnln X}, M:&mpﬂ
cervical hesicnw in women using contraceptives. Gynecol Oncol JK. Humen papillo type 1? in asia of
1973;1:290-8. le genital tact, Journal of Gy Fa

Thomas DB, Relationchip of ot v 0 comvical ear- g ::’H ‘é‘“;li’.;‘h Jenson AB, et ol, Serually eransmiseed
unqms‘. Obazer Gynnm( 19725 40:508-18. . 1 The Y ind
Hange P, Benton LA, Rosenthal JF, Cahill )1, Hoover RN,

Waksbesg 1. Rxndmndighdulm:m"ehc(mgl .Jnyuh-mw ologic grade of "“”""" lesions associated with different vinl

.

2.

272

canttol group. Am )} Epidemiol 19841 20:825..33,

Brinton LA, Huggins OR, Lehman HF, et al. Long-term use of
onl cantracepeives samd tisk of nvasive cervical cancer. Int ]
Cancer 1986:38:339-44.

Breslow NE, Day NE. Satistical methods in cancer research, vol,
l.gg- analysis of case-controb studies. Lyom, France: IARC,
i

6.

2.

types. Am ] Obstet Gyneeol 1987:156:212-22.

McCance D}, Clarluon PK, Dysom JL, Walker PG, Singes A.
Human pepillomavirus types § and 16 in multifocal intraepithelial
neoplmiss of the female lower genital race. Be § Obwter Gynaecol
1985,92:1093-100,

O'Brien WM, Jenson AB, Lancwster WD, Maxted WC. Human
&up’i-llsnmvhu typing of penile condyloma. ] Urol 198%;:141:

Epidemiology  July 1990, Volume 1 Number 4

TOTAL P.08



397

ATTACHMENT 3 .

atirs

ARTICLES

Epidemiologic Correlates of Cervical
Neoplasia and Risk of Human Papillomavirus
Infection in Asymptomatic Women in Brazil

Luisa Lina Villa, Eduardo Luis Fabiano Franco,* Ludwig Institute
Jor Cancer Research Human Papillomavirus Study Group

To investigate whether the cpi ol .}
vnlmarepndmso!mluﬁonmﬂ:gmmmm
papiliomavirus (HPV), we

mmmmwdlhnlnasofxmnl.llwfennds.o?anlo.

much xp { and hi hologic evid has
of cor- Ot d in regard to the oncogenic potenua] of this group of
viruses (8,9). HPV pucleic acid sequences have been found
in a prop of sp from cervical
i ing in different populations (10). Other
Tudi control groups representa-

The data records of four ly selected FPV-negati
wmmm&lﬁdmthebassdage,chnx,adam
sonpenodwuththoseduehoflxpmmtswnhmbve
HPV DNA bybridi Anal i rate
ratio (PRR} = 1.7] and eurrent (PRR 23) were
(heonlyvamblsmnd wmxﬂvalu mfemon(l‘
<.10). Ouly the freq of gy was
W(W)MMMHPVIGIIBMM(P=
.0175). Our data failed to provide evidence for the existence
of shared risk factors for genital HP'V infection and cervi-
cal ¢cancer, The frequency of mixed HPV infections was 13
times higher than expected, a finding suggestive of the exis-
tence of additional i of HPV infection not akin
6 the general behavioral characteristics of women that are
probed in the study. [ Nat! Cancer Inst $1:332-340, 1989)

idemiologic studies bave isteatly shown that the
main determinants of risk for cervical lasia are corre-

tive of asymptomatic women have demonstrated that, al-
though HPV DNA sequences are also found in nonmnal
cervical epithelia, they are detected at rates that are much
Jower than those found in cervical cancer cases (17-13).
The above model of & single-agent causation for cervical
cancer has two drawbacks. First, the mere statistical associ-
ation between the HPV detection rate and the occurvenee of
discase is also consistent with another possible role for this
group of viruses. On the basis of the hypothesis that abnor-
mally proliferating epithelia would be more prone to infec-
tion by HPV; enc would also observe a higher detection rate
among women with cervical abrormalities than among nor-
mal controls. Secondly, cervical cancer appears to be a dis-
ease with & multifa i patiern of . since other
i (e.g., oral ptive use, parity, and tobacco
king) have also i 1y d as ind dent risk

lates of sexual activity. The characteristics geperally identi-
fied in such investigations are (e) early onset of sexual ac-
tivity, (b) multiple sex p and (¢) p of the
partner (1-3). In addition, other studies have suggested that
wives of paticnts with penile cancer are at an increased risk
of developing cervical cancer later in life (4,5). Such findings
are further supported by results from population correlation
studies, in which strong associations have been found be-
tween the development of cervical cancer and penile cancer
with the usc of mortality and morbidity data (6,7). These epi-
" demiologic associations suggest a role for a sexvally trans-
mitted infectious agent in the etiology of cervical cancer.
Human papillomaviruses (HPVs) have been implicated as
the most likely causal 2gents of cervical ncoplasia, since
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factors in epldcnuolog:c mvmgauo:s (14). Only prospec-
tive studics can di the si ty of cff

e

3 i thosoh.
mp

mens wuc d saline (PBS) and

fects b
the two models beansc. unlike cross-sectional or retrospec-
tive surveys, follow-up studies provide the correct time per-
spective necded for establishing causation. However, most
prospective swdies of HPV-infected women arc in the initial
stages; thus, their results are only preliminary and lack sta-
tistical power to provide conclusive evidence for the role of
HPV 23 a causal agent for cervical cancer.
In the present i we propose an i ive study
dmgn for assesslng the role of HPV in cervical neoplasia.
Qur wvestigation is besed on the hypothesis that the sexual
activity correlates of the disease are in reality d i of

frig lt2-8'Cfor:(most,3daysbd‘orcv.beywm
shipped in wet ice to the laboratory in Sao Paulo, where
HPV DNA amalyses were p d. After specimens were
collectedﬁomdscpaumu:hcpanmtsmsubpmdto
a standardized, structured interview that lasted 30-40 min-
utes. The trained female interviewers elicited mfmmnon on
ic and demographic variables, g and al-

cohol drinking habits, p ! hygiene p access to
health care, reproductive history, and sexual practices. The
interviewers were not swate of the study hypotheses or of
any cunenl or past cytologic resulu for the patients. Since
dealt with i the inter-

genital infection with HPV. As such, these correlates should

viewees were asked fo grade the responses of the patients on
the basis of their willingness 10 cooperate in answering all

be directly in an epidemiologic study of behavioral
predictors of the HPV preval rates in p i
‘womett.
Methods

. Cancer
Study Populations

Two Brazilisn metropolitan arcas were sclected for the
study: Recife and Sio Paulo. The capitat of P

HPV DNA Hybridization Analysis

Detection of HPV DNA sequences of subtypes 6, 11, 16,
and 18 (provided by Professor Harald zur Hausen, German
Center, Heidelberg, Federal Republic of
Germany) was performed by the filier in sita hybridization
method (17) with the following modifications. The cervi-
cal cell ions were ifuged for 2 minutes at 1,500

State, Recife is in Brazil's northeastemn region and is consid-
ered 1o be » high-risk area for cemcal cancer. The average

& resuspended in 1 ml of PBS, and counted in 2 hemocy
tometer to establish the number of cells delivered onto ni-

annual incid rate for this disease) in

Recife during the most recent survey pediod of 1976-1979
was 965 new cases per 100.000 women, age-adjusted by
the world population (I5). Sio Paulo, the capital of Sio
Pavlo State, is in southeastern Brazif and is considered 1o
be an intermediate-risk area for cervical cancer, with an
age-standardized incidence rate for 1978 of 35.1 (16).
Study subjects were selected by swatified random sam-
pling of the aduit female populations attending three
family-planning nnd malema) and child health clinics, two
in Recife {Tnsti Infantil de P buco (IMIP)
and Hospital do Cancer de Permnambuco (HCP)] and the thicd
in 850 Paulo [Hospital de Vila Nova Cachoeirinha (HVNC)).
The reasons given for ding the clinics included (@) ron-

: filters (Millipore, 0.45-um porosity, 25 mm in
diameter). Cell-containing filters were overlaid on Whatman
3MM paper that had been soaked in deaaturing solution (0.5
N NaOH, 1.5 M NaCl) for 5 minutes and then overlaid on
‘Whatman paper that had been soaked in 1.5 M Tris-HCI
and 0.5 M NaCl for 5 minutes. The filters were then air
dried and baked a1 80 °C for 2 hours. Only highly strin-
geat conditions (18 °C below the melting temperature) were
used for both hybridization and washing of the filters. The
two halves of each filter were scpzmcly prehybndnzed ina
solution S50% f 5X Denhandt’s solution
(0.1% Ficoll, 0.1% polyvinylpyrrolidoue, 0.1% bovine serum
2lbumm) 5X SSPE {0.9 M sodium chioride, 50 mpf sodium
buffer (pH 7.4), 5 mM EDTA), 0.1% sodium dode-

tine medical examinations for women using contraceptive
thods, (b) child i ion, and () general pediatric
and gynecologic care. The nationwide health and social secu-
Aty system maintained by the Brazilian Government is billed
Firectly for all health delivery services. Additional funding
is provided under by the f and state gov-
:mmeats. These clinics matntain for their communities ac-
ive sereening programs for cervical cancer, During the study
eriod (April 1986 through April 1988), the combined bicn-
vial acerual for these clinics was 29,000 women. On the
asis of this dynamic population, we selected 2,050 a5 the
wpet sample size, to sllow sufficient statistical power to de-
s at least a S0% difference in HPV infection rate above the
wpected prevakence level of 2% that was obtsined during 8
retest phase conducted in S3o Paule in 1986,

Informed consent was obtained from all patients. None of
¢ selected paticnts refused to participate. A routine Papa-
.colaou cytology cxamination was done on all subjects. The
ion-tipped swabs used for harvesting cervical cell speci-

A, 81, No. S, March I, 1989

11d

cyl sulfate, and 100 ug of denaturcd salmon sperm DNA/mL
at 42 °C for 12-18 hours and hybridized with radiolabeled
HPV DNA sequences of subtypes 6, 11, 16, and 18. Probes
were nick translated in the presence of 32P-fabeled deoxynu-
cleotides to specific activities of 1-5 X 10* cpm/pg and
added (combinations 6/11 and 16/18) to the hybridization
mixture (S X 10¢ cpm of 2P-labeled DNA probe/mL). Afier
36-48 hours at 42 *C, filters were washed twice in 2 §8C
(300 mM sodium chloride, 30 mA sodinm citrate) and 0.1%
sodium dodecyl sulfate at 68 °C for 30 minutes and ex|

for § days at —70 *C 10 x-ray film (Kodak, X Omat, XK 1).
Autoradiographs were read by a single observer (L. L. Villa),
who was totally unaware of both the cytology results and the
risk factor profiles of the patients. HPV DNA hybnd:uuon
results were classified on the basis of the signal mtcnsny of
the di hs into three border-
line, and frankly positive. HPV-posmve cel) scnpmgs from
cervical dyh were used as posi Is in every
hybridization batch.
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‘Statistical Analys

The total stedy sample accrued during the investigation
was 2,618 patients. Exciuded from the study were 253 pa-
mswboseecwm!eeﬂweumensmutdnmbceﬂmhd
and an additional 35 paticots whose questionnaires were
judged 1o be of poor quality by the interviewers. For the
rematning 2,330 women, HPV infection rates were calcu-
Iated according to each study variable. The search for vari-
ables predictive of the likelihood of & positive HPV DNA
result followed 8 two-step analysis Initally, we estimated
group-specific HPV prevalence rate ratios (PRRs) by com-
puting crude and clinic-adjusted Mantel-Haensze! odds m-
tios and their 95% confidence intervals (Cls). Adjusted trend
effects in the relationship between factor dose and magni-
tude of risk were evaluated by Mantel's extension to the
Mantel-Hacnszel method (18).

Because of the risk factor heterogencity of the populations
sampled in the study, a nested case-controt analysis was sub-
sequently performed 10 allow better conwol of confounding.
The data records of four randomly sclected patients with
HPV.negative or borderline results were matched on the bl-
sis of clinic, S-year age group, and tri of

Results

None of the statigtical correiates of a frankly positive HPY
specimen were associated with the risk of having a borderiine
result (data not shown). If borderline resuits from autoradio-
graphs represented for the most pavt true intcrmediate results,
becanse of lower numbers of viral eopu:sor lowerfrequcn—
cics of infected cells per speci their
would be similar to those of frankly positive specimens. The
numbes of epithelial oclls per fiter used in the hybridiza-
tiop was the most important determinant for our finding a
bordedline result. Frequeacies of such results were two 1o
four times higher among specimens containing >330,000
oclls per filter than amoag specimens with Jower celi counts.
However, frankly positive specimens were only 1.2 times
morc frequently observed among lysates with hxghu‘ aum-
bers of cells. In addi of HPV j as
judged by frankly positive results, were much higher in the
Recife chinics than in the 3o Paulo clinic, whereas the fre-
quency of bordedine resulls was l'ugher in the clxm: in Siio
Paulo. Therefore, we tH zsduc
mostly to back and all
included these results among the cleardy negnuve ones.

with those of cach of the 141 women with a frankly positive

HPV result (either subtype). The process of computerized,

randowmn record linkage to gencate the nested case—control

maiched sets eliminated five patients because fewer than four
1s were available in their hing strata. The resultis

trol data set, of 136 cases and 544 con-

trols, was analyzed according to the subset ds ined by the

HPV infection rates according to HPV group and clinic are
shown in table 1. Since the Sio Paulo population has many
migrant groups from other Brazilian regions and, in pastic-
ular, from the northeastern region, PRRs are preseated both
as crude esti and after adj for the geographi
mgm of paticnts. Infection rates for both HPV aroups were

iderably higher in the Recife clinics than in lhc Sio Paulo

HPV group: 89 HPV 6/11 cases with their contspondmg 356
controls and 96 HPV 16/18 cases with their p

clinic. Thm were no statistically significant di in
fection rates b the two Recife clinics, regardiess of

384 controls. For each matched casc-control subsev. crude
PRRs for alt were computed by conditi logxsuc

HPV group. The magnitude of the HPV 6/11 PRRs for study
clinics was eonfounded by the geographic origin of the sub-
o

regression (19,20). The likelihood ratio chi-square
from each univariate matched analysis were used to build
multivariate models containing all factors that were associ-
ated with tisk of HPV infection at the 10% significance level.
The most p\'edu:uvc modcls for each subset were men ob~

jects. G hi d PRRs for HPV 6/1 1 were sub-
stantially I’nghc( than the crude estimates. The same was not
observed for HPV 16/18, because adjusted estimates wese
not materially different from wnivariate PRRs (uble 1).
Tab!c 2 shows the frequencies of group-specific HPV

tained by step of all variables not '3 to selected socioeconomic and demo-
the above sigaificance level. graphic factors. Because of the strong association seen with
Table 1. PRRe* and 95% Cls for HPV infection according 10 HPV group and stwdy clinic
Cruge anatysis Adjusted for geographic
HPV group Srudy clinic Infection e (%) origin of gatient
: PRR 95% CIf PRR 95% C1Y
st HVNC (3o Panio) 24 10 (ref) 10 (e
IMIP (Recif) 35 24 1440 44 15-104
HCP (Recife) 4.7 20 10-38 39 12114
Both cliwics (Recile) 52 23 1438 4 1487
wHs HVNC (530 Pauio) 20 10 el 10 {re)
IMIP (Recie) 54 28 16-50 30 20-70
HCP (Rocife) ki3 3% 2010 41 1610
Both chinbes (Recifc) 59 3.4 18-54 33 (4-7.1

*Mantel-Haenszet odde ratio estimates,
Frel) = reference category.
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Table 2. Group-pecific HPV infection rates (%) and PRRs® with 95%

Chs according to weicoted sacioeconomic, demographic, and related factors

Hrvem HPV 618
Variable No.t
* PRR 95% C1¥ *® FRR 5% CIt
Age (v}
=25 561 39 0 e 50 9 ref)
26-32 631 4.1 12 06-22 44 09 05-1.7
3341 51 44 13 07-34 40 [:3 85.15
567 37 i 05-20 35 0.7 04-14
Chi-square for tread (Px 000§ (9771} 17351878
Race
‘White P62 28 10 {ref) 26 18 {ref)
Mu\mu 1254 5.1 13 0.1-22 58 15 08-26
i1 25 0 02.36 10 03 0.0-22
samrm; o)
Ligt 41 10 | {reh) 39 io ret)
$~3 941 34 10 06-16 4.1 14 09-22
198 66 16 08-3¢ kA %1 9-35
Qi-nun for trend (P 0.961 (3271) 4.287 (0384
Monthily incoroe (LS. dotlars)
$Mg 1018 s 10 (ref) 5.1 Lo (rel)
>140 1,038 39 15 Q928 36 il 0.7-18
Unknown 27 sS4 13 03-25 36 (2] 03-13
Masiaal sams
Never married 188 12 19 (et} 1% 10 {
Ever married 2145 &% 14 06-33 40 a6 03-12
Geographic engin - )
Northem/nariheastern region 1,685 45 10 {ref) 5.1 Lo {rel)
Southern/southcasiers Tegion 625 30 28 0351 21 10 04-27
Distance from elinic (km)
i-10 1256 32 i0 (eef) 31 10 {ref)
21 979 48 09 05-1.7 5.3 1.0 0.6-1.7

*Manicl-Hacagzet odds ratio estinuates adjusted by study clmic.
+Missing valucs cxcluded from some analyses.
${red) = refecence Catepcey.

study clinic, PRRs are presented after we controlled for this
vamblc. Gmup—spemﬁc mfectmn tates and adjusted PRRs
opp of with age, as

d pp iles of the distrit for

this vanablc However, nenhef the trends observed nor the
lcvcl-spcc:ﬁc PRRs reached statistical significance. Likewise,
scemed 10 experi a 30%-50% in-

crcase in visk of HPV infection, the magritude of the differ-

gist was associated with risk of HPV infection, most notably
for infection by HPV 16/18. Risk of infection was nega-
tively associated with frequency of visits (P = .0172). None
of the women with an altcred Papanicolaou smear cytology
(class T or higher) had a positive specimen for HPV 6/11.
On the other hand, paticats with abrormal smears had twice
the risk of infection with HPV 16/18 than did women with
cytology clxsses § and I In ncither case, however, did the

ences could be attnibuted to chance. Of the vari-
ables, only years of schooling secmed to exert 2 risk effect
for HPV 16/18, A 1rend test for this variable in regard to the
association with HPV 16/18 was slgmﬁcam (P~ .0384).
ilarly, table 3 dispk in regard
to ions with selected for reproductive his-
tory. Most of these factors failed 10 be associated with risk of
a positive HPV result, regardiess of the HPV group. Patients
who reported that they were preguant during the interview
seemed 10 experience 8 twofold higher risk of infection with
HPV 6/11, a marginally significant association. Parity, 3 vari-
able frequently associated with risk of cervical cancer, failed
10 correlate with the likelihood of HPV infection in cither

The interviewer elicited information with respect 10 2 num-
ber of health-related and p ! hygiene p (tabic 4).

cytology class and HPV infection risk
reach statistical significance because of the small number of
women with abnormal smears in the survey. Cigarente smok-
ing or other forms of tobacco smoking were not predictors
of the risk of HPV infection. Likewise, when cumulative ex-
posure: was caleuiated as numbcr of pack-years of cigarette

g, 1o dose ionship was found with risk
of HPV infection (uble 4).

Table 5§ shows the association between risk of HPV in-
fection and four sumogate measures of sexusl activity and
promiscuity, Most of these variables failed to exhibit im-
portant correlations with the likelihood of finding a positive
HPV specimen of either viral group. Although women re-
poning more than five sex partners had a 30%--70% increase
in tigk of HPV infection when compared with the risk found
in patients, the differences were not significant.

Of those, only the fifetime frequency of visits to a gynecolo-
Vol. 81. No. 5, March 1, 1989
£€1'd

Likewise, patients reporting having had their first intercourse
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‘Fubde 3. ww&mmm(s)mmm'-hns:cnmmmmdw\hw,m

HPV 411 HPV 16/18
Variable Kot
- PRR 95% CIt » PRR $5% Cif
menarche (y1)
A o 0 a0 10 (reh) 30 0 ()
>12 1479 49 o9 06-1.5 45 13 08-20
] 42 58 19 {reh) 54 10 (rel)
-2 819 35 07 03-14 43 (24 05-19
=3 1263 40 o7 04-1.4 37 0.7 04-14
Chi-square for trend (X 0.287 (3921) 1921 (1658)
No. of abortions
o 1347 42 1o {re) 44 10 (ref)
1 35% 42 (24 06-1.6 a5 10 06-17
22 429 s a8 04-15 3s 0% 04-14
Chi-square for trend (P 0.497 (4810} 0.768 L1807y
Current pregn
No ey 2227 38 10 {zef) 42 10 e
Yes. 85 94 21 09438 59 12 0433
Use of oral contraceptives
Nover used 900 4t 10 (rel) 44 10 tref)
Ever uead a2 40 it 817 42 L 6717
Usc of condoms
Never used 1983 40 L0 {ref) 43 1o {ref)
Ever used 7 40 15 08-29 a7 15 07-29
Uise of intsatrtering contraceptive device
Never gsed 2,160 42 10 {ref) 43 [£:] (=)
Ever usad 1720 24 07 . £2-2.1 s iZ 05-3.1

*Mantel-Haenszel odds ratio estimares sdjusted by smdy clinic.
T Missing values excinded fram some snalyses.
3{ref) = referonce category.

below the age of 16 were at 1.3 to 1.4 times higher risk of
infection, but the confidence bounds for these estimates in-
cluded the null value (unity). Conversely, lower risks were

for number of cells per filter and age at fivst intercourse, both
of which were used as dichotomous variables,
The dissimilatity between the above profiles of predictor

observed in patients with more active lifetime sexual activi-  variables prompied us to verify whether the distribution of
ties after we controlled for the study clinic. ,as with  group-specific infections was ind dent or exhibited a pat-
the i )} o statistically i fati tern that could refiect a joint mechanism favoring the oc-

were seen. There were five virgins among the women sur-
veyed. One of them was infected with both HPV 6/11 and
H