CLINICAL TRIAL SUBJECTS: ADEQUATE FDA
PROTECTIONS?

HEARING

BEFORE THE

COMMITTEE ON
GOVERNMENT REFORM
AND OVERSIGHT
HOUSE OF REPRESENTATIVES

ONE HUNDRED FIFTH CONGRESS
SECOND SESSION

APRIL 22, 1998

Serial No. 105-138

Printed for the use of the Committee on Government Reform and Oversight

&R

U.S. GOVERNMENT PRINTING OFFICE
49-827 CC WASHINGTON : 1988

For sale by the U.S. Govemment Printing Office
Superintendent of Documents, Congressional Sales Office, Washington, DC 20402
ISBN 0-16-057279-7




COMMITTEE ON GOVERNMENT REFORM AND OVERSIGHT
DAN BURTON, Indiana, Chairman

BENJAMIN A. GILMAN, New York HENRY A. WAXMAN, California
J. DENNIS HASTERT, Illinois TOM LANTOS, California
CONSTANCE A. MORELLA, Maryland ROBERT E. WISE, Jgr., West Virginia
CHRISTOPHER SHAYS, Connecticut MAJOR R. OWENS, New York
CHRISTOPHER COX, California EDOLPHUS TOWNS, New York
ILEANA ROS-LEHTINEN, Florida PAUL E. KANJORSK]I, Pennsylvania
JOHN M. McHUGH, New York GARY A. CONDIT, California
STEPHEN HORN, California CAROLYN B. MALONEY, New York
JOHN L. MICA, Florida THOMAS M. BARRETT, Wisconsin
THOMAS M. DAVIS, Virginia ELEANOR HOLMES NORTON, Washington,
DAVID M. McINTOSH, Indiana DC
MARK E. SOUDER, Indiana CHAKA FATTAH, Pennsylvania
JOE SCARBOROUGH, Florida ELIJAH E. CUMMINGS, Maryland
JOHN B. SHADEGG, Arizona DENNIS J. KUCINICH, Ohio
STEVEN C. LATOURETTE, Ohio ROD R. BLAGOJEVICH, Illinois
MARSHALL “MARK” SANFORD, South DANNY K. DAVIS, Illinois

Carolina JOHN F. TIERNEY, Massachusetts
JOHN E. SUNUNU, New Hampshire JIM TURNER, Texas
PETE SESSIONS, Texas THOMAS H. ALLEN, Maine
MICHAEL PAPPAS, New Jersey HAROLD E. FORD, Jr., Tennessee
VINCE SNOWBARGER, Kansas _
BOB BARR, Georgia BERNARD SANDERS, Vermont
DAN MILLER, Florida (Independent)

KEVIN BINGER, Staff Director
DANIEL R. MoLL, Deputy Staff Director
WILLIAM MOSCHELLA, Deputy Counsel and Parliamentarian
JubITH McCoy, Chief Clerk
PHIL SCHILIRO, Minority Staff Director



CONTENTS

Hearing held on April 22, 1998 .........cccoiimminrinrerenererseieesaesesesessesnsssssesnnes
Statement of;
Foster, Barbara, accompanied by Joe Foster, clinical trial participant;
and Judith Vukov, M.D., psychiatrist ........cccccevvrceeirevreveneceaceveee e
Friedman, Michael, M.D., iead Deputy Commissioner, Food and Drug
Administration, accompanied by Diane Maloney; Robert Temple; Stuart
Nightingale; Diane E. Thompson; Robert Delap; Patricia Keegan; and
Patricia Delaney ..........ccccocvverveireeinienenieninsersesrirtstereneteseetsssesesseasevsessessersenses
Shamoo, Adil E., research scientist, representing Citizens for Responsible
Care in Psychiatry and Research; and Peter Lurie, M.D., Public Citi-
zen'’s Healt{ Research Group, and Institute for Social Research, Uni-
versity of MiChigan ........cccciriiiiiiciceiee e srensesreersseersressesrasanne
Letters, statements, etc., submitted for the record by:
Foster, Barbara, information concerning a volunteer ad .............cceoeeuenene.n.
Friedman, Michael, M.D., Lead Deputy Commissioner, Food and Drug
Administration:
Letter dated June 29, 1998 ...........ccoccrmrcrririenienenrenrsesesreseersersessensens
Prepared statement of .............c.ccvrneerencenrinenienenenienennnns
Prepared statement of Deputy Commissioner Pendergast
Lurie, Peter, M.D., Public Citizen’s Health Research Group, and Institute
for Social Research, University of Michigan, prepared statement of .......
Shamoo, Adil E., research scientist, representing Citizens for Responsible
Care in Psychiatry and Research, prepared statement of .........................
Vukov, Judit{:, M.D., psychiatrist:
Letter dated May 18, 1998 .........ccoverieeeeee e
Prepared statement of ...........ccococrcererienreernnenieerisisnnessiresnsessessessessesssasnns
Waxman, Hon. Henry A., a Representative in Congress from the State
of California, prepared statement of ...........cccoocvverrecrecterecnvrecrernereerrnenans

am

152

10






CLINICAL TRIAL SUBJECTS: ADEQUATE FDA
PROTECTIONS?

WEDNESDAY, APRIL 22, 1998

HOUSE OF REPRESENTATIVES,
COMMITTEE ON GOVERNMENT REFORM AND OVERSIGHT,
Washington, DC.

The committee met, pursuant to notice, at 1:08 p.m., in room
2154, Rayburn House Office Building, Hon. Dan Burton (chairman
of the committee) presiding.

Present: Representatives Burton, Cox, Horn, Davis of Virginia,
Pappas, Waxman, Maloney, Barrett, Norton, Cummings, and
Kucinich.

Staff present: Kevin Binger, staff director; Daniel R. Moll, deputy
staff director; William Moschella, deputy counsel and parliamen-
tarian; Judith McCoy, chief clerk; Teresa Austin, assistant clerk/
calendar clerk; Laurie Taylor, professional staff member; Will
Dwyer, director of communications; Ashley Williams, deputy direc-
tor of communications; Robin Butler, office manager; Cherri
Branson, minority counsel; and Ellen Rayner, minority chief clerk.

Mr. BURTON. The committee will come to order. A quorum being
present, the Committee on Government Reform and Oversight will
start its business.

I ask unanimous consent that all Members and witnesses’ writ-
ten opening statements be included in the record and, without ob-
jection, so ordered.

Today is the third in a series of hearings examining issues relat-
ing to the Food and Drug Administration and its policies affecting
American citizens in need of medical care. We began this series in
February, addressing ways to expand access to alternative and in-
vestigational therapies. We heard from patients and experts who
testified about the need for change, both in the way the FDA allows
treatment through compassionate use of investigational drugs as
well as the need for legislation that would give all Americans the
freedom to choose their own medicine.

Today, we hope to hear from the Lead Deputy Commissioner
from FDA, Michael Friedman, on those issues and to introduce an-
other issue of concern in patient care. That is, the withholding of
therapeutic care from patients who are enrolled in high-risk clini-
cal trials, many of which are approved and regulated by the Food
and Drug Administration.

The FDA has prided itself on its regulatory process of drug ap-
proval as one which fully protects Americans from unsafe products.
But it is troubling to learn that the agency continues to approve
the use of Americans who are at high risk for serious illness and
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death in its clinical trial process in ways that are considered by
many research scientists to be completely unethical. Specifically, I
am talking about the exposure of clinical trial subjects to periods
of, quote, washout, end quote, where they are taken off medications
which are significantly improving their condition and longevity. An-
other common method of testing new drugs is the study of a group
of patients who are given a placebo, once again taken off of their
current medications, and switching them to a treatment that has
no therapeutic value. These procedures are undertaken daily
throughout our country in the name of scientific advancement.

But what happens to those who are at high risk of danger, and
who submit themselves to such experiments without understanding
the dangers involved?

The FDA may say that clinical trial subjects are required to give
their consent to such experiments after being fully informed of the
risks involved. But do patients with severe depression, attention
deficit disorders, or even schizophrenia have the ability to fully un-
derstand what they are agreeing to?

We will hear today from a renowned research scientist, Dr. Adil
Shamoo, who has found through his own studies that they do not.
What'’s more, he has found that when subjects are lost through ad-
verse reactions or suicide during the washout and placebo phases
of research, these casualties are almost never reported to the Food
and Drug Administration. How can we better insure that these pa-
tients are not being treated improperly or used as guinea pigs?

And what about patients who ﬁave potentially deadly illnesses,
for which there is an existing treatment? Should we ever, in the
name of science, take them off of all therapeutic treatment, placing
them at risk for death or serious illness? There is a growing chorus
of research scientists throughout the world who say that such a
practice is unethical and unacceptable. Yet, the FDA continues to
promote the use of placebos in research where patients are at high
risk of severe danger or even death.

We will hear today from Joe Foster, a man whose life was
changed forever when he was taken off of the medication his doctor
had prescribed to control his blood pressure. He entered a clinical
trial and was told by the new doctor that his health would be close-
ly monitored. He was then sent home with a bottle full of sugar
pills. He suffered a heart attack and a stroke within several days.

This clinical trial was designed to test a new drug against a pla-
cebo, and Joe Foster will tell you that if he had understood what
coulld happen to him, that he would not have volunteered for that
trial.

Today, we will also hear from Dr. Peter Lurie, a highly esteemed
doctor of research methodology. He will explain why FDA should
discontinue its promotion and approval of trials that place a con-
trolled group of patients at such a high risk of harm.

At our previous hearings, we heard testimony about the need to
promote the progress of medicine and that further testing of alter-
native therapies is needed. But it needs to be accomplished in ra-
tional ways, using methods that do not endanger the subjects. As
I have stated in the past, not many dying cancer patients want to
part of a test where they will end up with a placebo and no chance
for survival. And, indeed, in the field of cancer research, placebo



3

trials are almost unheard of. So why does FDA continue to require
their use in other areas of research?

Medical progress is important to our future. But the process of
scientific proof should not take us backward in history. The 40-year
Tuskegee study in which treatment was withheld from black men
with syphilis and the injection of live cancer cells into elderly pa-
tients in the 1960’s should serve as a stark historical reminder of
the abuses that can occur in the name of science. However, this
past week in New York City it was revealed that the New York
Psychiatric Institute conducted experiments on young boys and
girls by injecting them with fenfluramine, a substance first ap-
proved by the FDA and later banned because of potentially deadly
side effects. This drug was found to cause heart valve damage in
adults and, as yet, there is not enough evidence to show that it
does not hurt children. What’s more, this drug was injected into
children to study its effects on their brains, not because it would
benefit them in any way.

Yesterday’s paper reported that the experiments on children con-
tinued even after the drug was banned by the FDA, with an FDA
spokesman stating that this experiment using inner-city children
was apparently grandfathered in. If the drug was banned for use
iin adults, certainly the FDA should have banned its use in chil-

ren.

This is startling news in modern-day America and provides fur-
ther evidence that somewhere the system has broken down. What
are the rights of experimental subjects, especially children who
may be subjected to a treatment that could harm them? What safe-
guards are afforded after a drug is banned in the marketplace, to
ensure that these experiments do not continue? Perhaps Dr. Fried-
man from the FDA, who is highly credentialed in research and
medicine, will be able to shed some light on this matter.

We have an obligation to answer these questions, to encourage
the practice of medicine which focuses on the best interests of the
patients, rather than sacrificing the rights, health, and safety of
the patients to accomplish the objectives of science.

I would like to welcome all of our witnesses here today and look
forward to hearing their testimony. I would ask that all witnesses
summarize their testimony in 5 minutes. Your full statements will
be submitted for the record. And with that, I now recognize my col-
league, Mr. Waxman, for his opening comments.

Mr. WaxMAN. Mr. Chairman, the protection of human research
subjects has a history replete with disturbing abuses and great suc-
cesses. Although the horrors of Tuskegee and Willowbrook are
fresh in modern memory, the principle of informed consent and our
country’s “common rule” of human subject protections have served
as the foundation for successes in biomedical research and medical
innovation.

There’s no question that our system of human subject protections
could be stronger. Institutional Review Boards or IRBs should be
registered with the Federal Government. Privately sponsored re-
search in some settings currently evades Federal oversight and the
common rule of Federal protections should apply to all research in
this country, but does not.
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These are legitimate issues which deserve further exploration.
Last year, this committee took its initial steps through a thoughtful
and comprehensive subcommittee hearing chaired by Congressman
Shays. Testimony was given by all of the key Federal officials, in-
cluding the Director of NIH, Dr. Harold Varmus; Surgeon General
David Satcher, then Director of CDC, the Centers for Disease Con-
trol; Food and Drug Administration Deputy Commissioner Mary
Pendergast; and the Secretary’s Science Adviser, Dr. William Raub.

This afternoon, we will go over some of that same ground. One
of today’s witnesses testified at that earlier hearing, and I hope we
will have as constructive an afternoon as was spent last year in
Mr. Shays’s subcommittee.

These issues are tough issues. To compare the use of a placebo
in a clinical trial with anything like the Tuskegee horrors I believe
is off-base. The only way to get a clear understanding of the science
is to use a placebo. But there is a tension. There is a tension in
using a placebo when we have an alternative therapy where you
have a treatment. And, under those circumstances, serious ethical
questions are raised. We are looking at the edges of science, the
places where science is pushing forward and pushing against ethi-
cal considerations.

These are tough calls. The first calls are those made by the sci-
entists themselves. They are dealing with uncertainties. They are,
however, on the first line. Later FDA is involved. It’s easy to
blame, but is not particularly constructive to do so. These are tough
and complex issues, and it is a challenge for everyone involved to
make the right decision.

Finally, I want to note for the record my concern over the last-
minute problems with this hearing’s organization. Until a few days
ago, it was the committee’s commitment and stated intention to
convene another hearing relating to patient access to unapproved
therapies. Only on Friday did the administration and the Demo-
crats learn that informed consent and human subject protections
would be the subject of the hearing. In other words, the subject of
this hearing was changed Friday without any notice to anybody.
Not that this is not an important hearing, not that this is not a
worthwhile hearing to have, but people ought to be given advance
notice of it. Only yesterday, after objections were raised, was the
administration finally granted its traditional privilege of testifying
first, and only this morning was certain testimony provided to the
FDA, by which I suppose they’re supposed to comment. I trust in
the future that such irregularities will be avoided and a regular
order will be observed. Without objection, I wish to submit with my
statement a letter from the minority staff to the chairman regard-
ing these irregularities.

Without further delay, Mr. Chairman, I want to yield back the
balance of my time. I look forward to the testimony of the wit-
nesses. I have one request to make—and I apologize to all the wit-
nesses—that I have a conflict in my schedule and won’t be here to
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hear them and to ask questions. I'd ask unanimous consent that
the record be held open so that all the witnesses that appear will
have an opportunity to respond to questions in writing that may
be submitted to them by me and any other member of the commit-
tee.

[The prepared statement of Hon. Henry A. Waxman follows:]



STATEMENT OF CONGRESSMAN HENRY A. WAXMAN
GOVERNMENT REFORM AND OVERSIGHT COMMITTEE
HEARING ON
"FDA VIGILANCE IN PROTECTING
HUMAN SUBJECTS OF CLINICAL TRIALS"
WEDNESDAY, APRIL 22, 1998

Mr. Chairman, the protection of human research subjects has a history
replete with disturbing abuses and great successes. Although the horrors of
Tuskeegee and Willowbrook are fresh in modern memory, the principle of
informed consent and our country's "Common Rule" of human subject protections
have served as the foundation for successes in biomedical research and medical
innovation.

There is no question that our system of human subject protections could be
stronger. Institutional Review Boards (IRBs) should be registered with the Federal
government. Privately sponsored research in some settings currently evades
Federal oversight. And the "Common Rule" of federal protections should apply to
all research in this country, but does not.

These are legitimate issues which deserve further exploration. Last year,
this Committee took its initial steps through a thoughtful and comprehensive
subcommrittee hearing chaired by Mr. Shays. Testimony was given by all of the
key federal officials, including the Director of NIH, Dr. Harold Varmus; Surgeon
General David Satcher, then director of CDC; FDA Deputy Commissioner Mary
Pendergast; and the Secretary's Science Advisor, Dr. William Raub.

This afternoon, we will go over some of the same ground. One of today's
witnesses testified at the earlier hearing. [ hope we will have as constructive an
afternoon as was spent last year in Mr. Shay's subcommittee.

Finally, I want to note for the record my concem over the last minute
problems with the hearing's organization. Until a few days ago, it was the
Committee's commitment and stated intention 1o convene another hearing "relating
to patient access to unapproved therapies.” Only on Friday did the Administration
and Minority staff leamn that informed consent and human subject protections
would be the subject of this hearing.

Only yesterday, after objections were raised, was the Administration finally
granted its traditional privilege of testifying first. And only this morning was
certain testimony provided to the FDA.

I trust in the future that such irregularities will be avoided and the regular
order observed. Without objection, I wish to submit with my statement a letter
from the Minority staff to the Chairman regarding these irregularities.

Without further delay, | welcome the witnesses and look forward to their
testimony.
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April 21, 1998

The Honorable Dan Burton

Chairman

Committee on Government Reform and Oversight
2157 Rayburn House Office Building
Washington, D.C. 20515

Dear Mr. Chairman:

The purpose of this letter is to express my concern about the subject matter and scope of
the hearing entitled “Clinical Trial Subjects: Adequate FDA Protections?,” which is scheduled to
convene on April 22, 1998.

As you may recall, I wrote to you prior to the February 4, 1998, hearing on “Patient
Access 10 Aliernative Treatments: Beyond the FDA.” In a letter dated January 30, 1998, 1
requested that the FDA be asked to testify before the Committee on February 4, to allow
members to raise any questions or issues which may havve arisen from testimopy of the invited
patients. You denied that request, but your staff assured the minority that the FDA would testify
and have an opportunity to respond to issues raised at the February 4 hearing at & later date.

This issue also arose at the February 12 hearing. During this hearing, you said “we’re
going to be having the FDA before this committee on a regular occasion until we get some
answers” (p. 35); and “our pursuit of the FDA in trying to bring about faimess will continue and
will be resolute” (p.35). On several occasions, you asked witnesses for questions or
recommendations to present to the FDA (p. 68; p. 78).

Unfortunately, it now appears that you are not following this commitment. Although
FDA has been invited to attend the hearing on April 22, the subject matter is substantially
different than patient access to alternative treatments. According to the hearing notice and the
majority briefing memorandum, the focus of the hearing will be patient protections in controlled
trials. This does not afford FDA a chance to respond to allegations raised at previous hearings.

Serious charges were made at the February 4 hearing. During the hearing, you asserted
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“the FDA often gets in the way of our choices of alternative medicines and treatments” (p. 3);
“the FDA dictates what treatments doctors can use in treating serious illnesses, but most of those
are toxic and often dangerous 1o already-weakened patients” (p. 6); “‘the FDA has harbored a
culture of intimidation and sometimes harassment against those who are looking for alternative
cures” (p. 6); “the FDA process is broken™ (p.8); and “the FDA shuts off every avenue to people-
and we've had some witnesses here today who have had those avenues shut-off — it's pretty
inhumane™ (p. 139). Because of the serious nature of those statements, the agency must have a
chance to respond. Failure to provide that opportunity is unfair and damages the credibility and
impartiality of this investigation.

I am also roubled by the inadequate notice provided 1o the agency. In a letter dated
April 8, 1998, the FDA is invited to appear before this committee to “‘offer testimony relating to
the Food and Drug Administration and its regulations pertaining to clinical trials and patient

t jes.” However, according to the hearing notice and the majority’s

briefing memorandum distributed on April 17, 1998, wi at the upcoming hearing are
expected to provide testimony about “the FDA's oversight and protection of clinical trial
subjects.” There is a major variance between issues iavolving access to unapproved treatments
and questions involving patient protections in clinical drug trials. Access involves examination
of the process and procedures used by the FDA and manufacturers in establishing and conducting
drug trials. However, issues involving patient protections involve assuring the safety of patients
who are participating in clinical trials. While these issue are both related to FDA's oversight
responsibilities, they involve significantly different aspects of the agency’s function and
therefore raise different public policy concems.

This major change in the focus and direction of the hearing is not an insignificant matter.
If the agency’s testimony conforms to the letter it received from the Committee, it will not be
responsive to issucs raised in the hearing notice and majority’s briefing memorandum. This is
unfair to the members of the Committee. Because the agency has not been informed about this
change in direction, it cannot respond to issues raised in the memo. Members will be deprived of
the opportunity to raise questions and receive meaningful answers about the topic as presented in
the memorandum.

Additionally, this major change in hearing scope effectively precludes the FDA from
responding to concerns raised by witnesses at previous hearings.
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Finally, custom and practice of this institution provide that absent exigent circumstances,
witnesses representing Executive Branch agencies appear on the first panc! at any hearing. I urge
you to follow this procedure.

Sincerely,

Henry Waxman
Ranking Minority Member
Committee on Government Reform and Oversight

c¢: The Honorable Michael A. Friedman
Acting Commissioner
Food and Drug Administration



10

Mr. BURTON. Without objection, your additional correspondence
will be put in the record and we will also add, without objection,
the response to that. Now does any other Member have a——

Mr. WAXMAN. Mr. Chairman, I ask also unanimous consent to
submit questions in writing.

Mr. BURTON. Without objection. Do any other Members have an
opening statement?

[No response.]

Mr. BURTON. If not, we’ll ask Dr. Friedman to stand. Please raise
your right hand——

Dr. FRIEDMAN. Sir, would—those others who are accompanying
me who might wish to respond to questions, would you like them
also to be sworn in at this time, sir?

Mr. BURTON. Sure. That would be fine. That would be a good
idea to have them sworn as well in case they have to give testi-
mony.

Dr. FRIEDMAN. Please, if you would.

Mr. BURTON. Did you bring your whole staff with you?

Dr. FRIEDMAN. Given the importance of the hearing——

Mr. BURTON. That'’s fine. That'’s fine.

[Witnesses sworn.]

Mr. BURTON. Be seated.

Dr. FRIEDMAN. Thank you.

Mr. BURTON. You have an opening statement, Dr. Friedman?

STATEMENT OF MICHAEL FRIEDMAN, M.D., LEAD DEPUTY
COMMISSIONER, FOOD AND DRUG ADMINISTRATION, AC-
COMPANIED BY DIANE MALONEY; ROBERT TEMPLE; STUART
NIGHTINGALE; DIANE E. THOMPSON; ROBERT DELAP; PA-
TRICIA KEEGAN; AND PATRICIA DELANEY

Dr. FrRIEDMAN. Yes, sir, if I may. Mr. Chairman and committee
members, I'm here today serving as the Acting Commissioner for
the Food and Drug Administration, and I'm pleased to be here to
help you with your inquiries and with this discussion on what until
a couple of days ago I understood the subject of this hearing, the
various programs that we have at FDA for providing access to
promising therapies for seriously ill and dying patients. Now other
members of the agency are here with me to respond to questions,
since I do recognize that there are other areas that you would like
us to try and address, and we will do our best to do so.

But let me reaffirm, if I may, that our commitment to programs
which provide access is intensive, is longstanding, and it’s un-
equivocal. And I speak to this important issue today with no arro-
gance nor with any self-righteous egotism, but with a profound
compassion and a desire to see how we can further improve our
systems because we are committed to doing so.

Fundamentally, we believe this to be an issue of balance. On the
one hand, we want to optimize the opportunities for today’s pa-
tients, with serious and life-threatening diseases who sometimes
lack truly satisfactory treatment options to have access to promis-
ing experimental interventions, interventions that have yet to be
proven safe or effective. At the same time, we want to make sure
that all future patients with that disease are afforded the best
therapies. Hence, we continue to have sponsors developing new
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treatments, performing studies needed to show that these treat-
ments are actually safe and actually effective for a defined group
of patients.

Many products appear to be promising in early stages of develop-
ment only to prove ineffective or in fact even detrimental upon clos-
er scrutiny. It's been estimated that perhaps 80 percent of all drugs
that undergo testing in humans are abandoned early in research
because they proved to be unsafe or ineffective or otherwise unsat-
isfactory. Unless careful, well-designed studies are performed and
analyzed, countless future patients will be needlessly harmed by
dangerous or useless interventions.

Historically, FDA was created because of injuries and deaths
caused by carelessly made or poorly tested pharmaceuticals, start-
ing early in this century. With each disaster, Congress added to
FDA'’s responsibilities for ensuring that products are safe and effec-
tive. Our capacity to promote and to protect the health of the con-
sumer rests on rational, science-based and safety decisions about
the medical products offered in the United States. Access to prod-
ucts is terribly important. But I suggest that even more important
is the information associated with those products to allow them to
be used properly. Information about how best to employ treatment,
that’s what’s fundamentally important.

The best way to gain this information is through formal clinical
trials in which new therapies are tested in volunteers. The condi-
tions of this testing must be carefully controlled, carefully scruti-
nized and must be of the highest ethical principles. There are ap-
propriate procedures for conducting clinical trials. Now these clini-
cal trials are often complicated, they take time to complete the ap-
proval phase, to have sufficient followup, to be interpreted and re-
ported and analyzed and I certainly sympathize with the frustra-
tion and the sense of urgency that Congress, the sick individuals,
and their families and friends have as they wait for clinical studies
to provide answers.

As a physician who has cared for cancer patients myself, I have
felt this same frustration. As a family member, as a colleague, I
have experienced these same emotions. I know what it is to watch
the best available treatments fail to stop the disease. I know first-
hand what it’s like to see desperation and anger rise up in patients
or in family members as time appears to be running out when
available treatments fail to benefit. There is a frantic search for the
next experimental treatment that holds the promise of lengthening
life, expanding time or comfort, and, yes, even providing a miracle.

At this stage, patients and their families don't want to hear
about scientific process or overall public health goals of providing
safe and effective therapies for all patients. They want to try any-
thing and they want it now. They object to any institution that
they perceive standing between them and a treatment they believe
may help. I do understand that. I also know that this is the time
when patients and their families are most vulnerable to the seduc-
tion of promised miracle cures that work like mirages just beyond
the borders of medicine.

As a physician, serving as the Acting Commissioner, it’s my job
to help patients and those that care about them and for them to
find the most effective therapies and to get access to accurate infor-
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mation to allow for informed choices. It's FDA’s job, written into
the law by Congress and reaffirmed as recently as last year, to pro-
tect patients from untested and unproven products and to promote
the public health with good options. The best way to do that re-
mains with controlled clinical trials which provide the foundation
for evidence-based medicine. And I understand that there will be
questions probably later about the exact structure of those trials
and I look forward to trying to provide some answers to you.

There's promise here. Clinical studies are a very active part of
medical research. More than 13,000 active drug and biologic stud-
ies are currently filed with FDA. As many as 50,000 patients may
be enrolled in a single study and it’s estimated that more than
120,000 patients are enrolled for a year just in NIH-sponsored clin-
ical studies.

Clinical trials have taught us many important lessons about the
safety and effectiveness of whole classes of products. They've also
shown how our notions and beliefs about a drug can be simplistic,
naive, and, in some cases, even dangerous. I'll give you one exam-
ple, if I may. A drug clarithromycin is an antibiotic used to treat
atypical mycobacterium infections, simply referred to as MAC. It’s
an infection related to tuberculosis. It tends to strike people with
damaged immune systems. It’s one of the fatal complications of
AIDS. In the laboratory, clarithromycin was highly active against
this microorganism.

Because the drug was already on the market, physicians started
using it in high doses to treat patients with MAC before clinical
trials were completed. It was a sensible approach; it was a thought-
ful approach; and such high doses have been the best way of reduc-
ing the severity of the infection in the past. In this case, however,
two early studies showed unexpectedly an increased death rate in
the high-dose group. This was completely unexpected. It was rather
counterintuitive. The patients receiving the high dose had better
control of their infections. They should have lived longer than with
the low-dose group. They did not. A third study confirmed this find-
ing, including the fact that a lower dose actually extended life. Now
if the clinical studies had not been performed, doctors might still
be using the wrong dose with fatal results.

While I believe in the power and the utility of clinical trials, I
do not want FDA to construct administrative barriers that delay ef-
fective treatments needed by sick patients. FDA is committed to
providing early access to promising but unproven interventions for
seriously ill patients who might otherwise have no hope. There are
many examples I can give. Nifedipine is one particular example,
but there are many others.

To give patients a place to get information they need, FDA estab-
lished the Office of Special Health Issues. Most callers want infor-
mation about treatments currently being researched. These calls by
their nature are difficult and sensitive ones. This staff is trained
to provide as much assistance as possible to patients, to family
members, and others undergoing extremely difficult times and to
help them with—research their treatment options.

Mr. Chairman, I know the time for this statement is short. I
want to say just a word if I may about alternative therapies. Let
me assure you that FDA does not care where a new product comes
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from—a flower growing in the Amazon, a biotech laboratory, any-
where. What does matter is that a product is manufactured consist-
ently and with high quality; studied scientifically in properly con-
trolled clinical trials so we can know whether it's safe and works
for a specific purpose; and that the persons who participate in
those clinical trials are adequately protected, fully informed of the
risks and possible benefits of their participation.

Before I close, I'd like to say just a word about the proposed piece
of legislation, the Access to Medical Treatment Act, H.R. 746. We
believe this legislation, while well-intentioned, would unfortunately
lower the standards for safety, thus putting patients at unneces-
sary risk. We also believe this legislation would have at least three
unintended consequences. First, by allowing access to unapproved
therapies outside of the investigational new drug, biologic, and de-
vice processes, the bill would reduce or eliminate the critical proc-
ess of scientific data collection necessary to establish the safety and
effectiveness of the product. Second, assurance of appropriate in-
formed consent, the issues that you brought up so cogently, in
human subject protection we believe would be diminished. And,
third, the bill would make it very difficult to protect consumers
against health fraud.

We've learned a great deal about expanded access and expedited
product approval from the various programs we’ve implemented to
provide access to unapproved products. We have learned that un-
controlled expanded access cannot coexist with the need to pursue
controlled clinical trials which provide the information necessary to
serve everyone’s interests. We need to work under controlled situa-
tions. We also understand the need for speed. We need—in recent
years we've really revitalized our product approval and review
processes. It has been our goal to improve access to promising
therapeutic agents without compromising the thoroughness and in-
tegrity of the scientific review, the development or the rights of the
individual patient participating. We really work to make sure that
human subjects do receive the protection they deserve,

[The prepared statement of Dr. Friedman follows:]
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Mr. Chairman, Members of the Committee, I am Michael A.
Friedman, M.D., Lead Deputy Commissioner for the Food and Drug
Administration (FDA or the Agency). I am pleased to be here
today to discuss the various programs for providing access to
promising therapies for seriously ill and dying patients. our
commitment to these programs is longstanding and unequivocal.
While most of our attention today will focus on drugs and
biologics, my written statement also covers medical devices to
provide the Committee information on the full scope of FDA's
activities and of H.R. 746, "The Access to Medical Treatment

Act.’

Under the Federal Food, Drug, and Cosmetic (FDC) Act and
related statutes, the Government has a vitally important role
in helping to ensure that the medical products upon which
patients and their health care practitioners rely are both safe
and effective. These safeguards are particularly important for
our most vulnerable citizens, those who are desperately ill.

We believe the existing programs under which patients can
obtain access to experimental therapies, and those under which
we expedite approval of such therapies, establish the
appropriate framework for achieving our mutual goal of
providing patients with serious and life-threatening diseases
the earliest reasonable access to promising therapies. These
programns were codified in the recently enacted *Food and Drug

Administration Modernization Act of 1997" (FDAMA). Of course,
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we recognize the value of even more effective access programs,
and as we proceed with implementation of FDAMA, we will focus
particularly on ways to improve the effectiveness of these

processes.

Finally, as I discuss below, we have significant concerns with
H.R. 746, “The Access to Medical Treatment Act.” This
legislation would lower the standard for safety, thus putting
patients at unnecessary risk. We also believe this legislation
would have at least three unintended consequences. First, by
allowing access to unapproved therapies outside of the
investigational new drug, biologic, and device processes, the
bill would reduce, or eliminate, the critical process of
scientific data collection necessary to establish the safety
and effectiveness of a product. Second, assurance of
appropriate informed consent and human subject protection would
be diminished. Third, the bill would make it very difficult to

protect consumers against health fraud.

I. THEE STATUTORY AND REGULATORY FRAMEWORK

FDA's primary mission for over 90 years has been to promote and
protect the public health, as directed by the FDC and Public
Health Service Acts. These statutes were enacted and amended,
in part, in response to devastating public health tragedies

resulting from the sale to, and use by, an unsuspecting public
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of unsafe and ineffective products sold as medicines and
medical devices. The FDC Act requires that new drugs be shown

to be safe and effective before being marketed in this country.

The requirement that a person wishing to sell to the public a
product to prevent, cure or mitigate illness or injury must
first prove that such product is safe, and actually does what
the vendor claims it does, is the single most important
consumer protection provision of these statutes. It is this
statutory provision that affords consumers the most effective
protection against untested and unproven products. Sadly, such
products most often are promoted to desperate victims of

illness and injury.

A new drug or bioclogic (referred to in this statement as
‘drug”) may not be distributed in interstate commerce (except
for clinical studies) until a sponsor, usually the drug
manufacturer, has submitted and FDA has approved. a New Drug
Application (NDA) or a Biologics License Application (BLA) for
the product. For approval, an NDA or BLA must contain
sufficient scientific evidence demonstrating the safety and

effectiveness of the drug for its intended uses.

The evidence of safety and effectiveness usually is obtained
through the conduct of controlled clinical trials. The

disciplined, systematic, scientific conduct of such trials is
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the most effective and efficient means of getting the data
which will let the patient/consumer and his or her health care
practitioner know how to use the new product so that it will

have the most beneficial effect.

A. INVESTIGATIONMAL NEW DRUG APPLICATION PROCESS

To obtain approval for a new drug, the first step a sponsor
usually must take is to test the drug in animals for toxicity.
The sponsor then takes that animal testing data, along with
additional information about the drug's composition and
manufacturing, and develops a plan for testing the drug in
humans. The testing plan generally is referred to as the
protocol. The sponsor submits these data, along with its study
plan, the qualifications of the investigators who will conduct
the clinical studies, and assurances of informed consent and
protection of the rights and safety of the human subjects, to
FDA in the form of an Investigational New Drug application

(IND).

FDA reviews the IND for assurance that the proposed studies,
generally referred to as clinical trials, do not suggest that
human subjacts might be exposed to unreasonable risk of harm.
FDA also verifies that there are adequate assurances of
informed consent and human subject protection. At that point,
the first of three phases of study in humans can begin.
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Phase 1 studies primarily focus on the safety studies of the
drug in humans. Phase 1 studies carefully assess how to safely
administer and dose the drug with an emphasis on evaluation of
the toxic manifestations of the therapy, how the body
distributes and degrades the drug, and how side effects relate
to dose. Phase 1 studies typically include fewer than 100

healthy volunteers or patients.

The next step, called Phase 2 studies, are clinical studies to
evaluate the effectiveness of the drug for a particular
indication and to determine common short-term side effects.
Phase 2 studies typically involve a few hundred patients.
Importantly, it is estimated that 80 percent of all drugs
tested are abandoned by their sponsors after either Phase 1

or 2.

once Phase 2 studies are successfully completed, the drug's
sponsor has learned much about the drug's safety and
effectiveness. At this point Phase 3 studies, involving up to
several thousand patients, may be conducted. These studies can
examine additional uses, obtain further safety data including
long-term experience, and consider additional population
subgets, dose response, etc. FDA strongly encourages sponsors.
to work closely with the Agency in planning definitive Phase 3

clinical trials so as to help assure that the trials are
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designed to have the greatest likelihood of producing results

sufficient to permit product marketing.

once Phase 3 trials are completed, the sponsor éubnits the
results to FDA in the form of an NDA. FDA's medical officers,
chemists, statisticians, and pharmacologists review the
application to determine if the sponsor's data in fact show
that the drug is both safe and effective. The manufacturing
facility is evaluated to confirm that the product can be
produced consistently with high quality. Of note, it is common
to allow participants in Phase 2 and 3 studies to continue on
a therapy if it seems to be providing benefit. This practice
provides longer term safety information at an early stage in

this process.

At present, there are literally thousands of clinical trials
ongoing, involving hundreds of thousands of patients. There
are over 13,000 active drug and biologic INDs filed with the
Agency, with as many as 50,000 patients enrolled under a single
IND. It is estimated that well over 100,000 patients are
enrolled per year in NIH sponsored treatment clinical trials
alone. 1In addition, there are hundreds of clinical trials
assessing approved drugs for new, unapproved uses that are
conducted under the auspices of local Institutional Review

Boards.
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Results of controlled clinical trials are the basis of
evidence-based medicine. They allow physicians and patients to
utilize therapies with a clear understanding of their benefits
and risks and, in some cases, a basis for strong public health
recommendations for treatments. Clinical trials alsoc have
saved us from disastrous public health consequences as

illustrated below.

For example, when AZT was the only approved AIDS treatment, ddcC
was made available under treatment-IND for the several years
while clinical trials were underway. These trials were to
assess whether ddC was superior to AZT or if it was effective
for patients intolerant of AZT. Although the product could
cause permanent, sometimes severe nerve damage, there was great
demand for early access to the product. It was even
manufactured by sources other than the company (probably by
amateur chemists) and this “bath-tud” ddC was made available
through buyers clubs when the demand exceeded the sponsor's
supply. FDA acted with the sponsor, the buyers clubs, patient
advocates, and investigators to make more of the drug available
and get the illicit, poorly manufactured product off the

market.

What did the ddC clinical trials show? 1In a head-to-head
comparison versus AZT as initial therapy, an independent data

safety monitoring board stopped the trial early because the
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death rate in the ddC group was at least twice higher than in
the AZT group. For patients intolerant to AZT, a clinical trial
compared switching to ddC versus ddI. In this study the trend
was that ddC had superior survival to ddI. Later studies
showed that ddC in combination with AZT had superior survival
to AZT alone. Each of these studies involved hundreds of
patients and was essential to determining where ddC improved
survival and where it did not. Although some of the early
access uses were later found to be poor choices, it was
considered reasonable at the time to provide the drug while the
question was still being answered. The important point is that
patients are only well served by early access when the
controlled clinical trials proceed in parallel with early

acCess.

A second example that illustrates the need to conduct trials is
Clarithromycin for treatment of atypical mycobacterial
infections (Mycobacterium-avium-intracellulare complex or MAC).
This infection, related to tuberculosis, is an infection of
patients with damaged immune systems and is one of the fatal
complications of HIV infection and AIDS. In cultures of the
MAC organism, clarithromycin is one of the most active drugs
against the organism. Before clinical trials were completed,
it was used widely in high doses to treat MAC. Such doses have
the best effect on reducing the severity of the infection. 1In

this case, the early access trials randomized patients to high -
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and low doses as did the controlled clinical trials. Both
trials demonstrated an increase in the death rate in the high

dose group, even though there was better control of MAC.

This was a totally unexpected, counter-intuitive result. A
third trial was done which showed the same higher death rate in
the high dose group. Had the product simply been used
off-label (it had other approved uses) clinicians using MAC
control as their rationale for treatment with high doses might
not have recognized the fatal toxicity of chronic high doses of

the drug. At the lower dose this drug was life-extending.

At the same time, it cannot be disputed that as science and
technology have advanced, proving that a product is safe and
effective can require considerable effort, time, and money.
Thie makes our system of drug development particularly
susceptible to market forces. Most new therapies today reach
the market because a private commercial entity was willing to
invest in the development and testing process necessary to

bring a product to the market.

I want to stress that it does not matter to FDA whether a
product is characterized as "mainstream” or “"alternative”; it
does not matter whether the product was synthesized in a state-
of-the-art laboratory or was found in the Brazilian rain

forest. What does matter is that a product is manufactured
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consistently and with high quality; studied scientifically in
properly controlled clinical trials, so that we can know
whether it is safe and works for a specific purpose; and that
the persons who participate in clinical trials are adequately
protected and fully informed of the risks and possible benefits
of their participation. The Agency frequently works with
sponsors and investigators, whether in large organizations or
as individuals, to facilitate the development of new products.
The amount and kind of information that is required for any new
product is commensurate with the risks involved and the

complexity of the issues that the particular product presents.

There are many examples of products used in complementary and
alternative medical practice that are being evaluated either in
the United States or abroad, under an IND, including the

following:

St. John's Wort (Hypericum) for depression;

Ginkgo biloba for cognitive impairment/cerebrovascular
ingufficiency vascular indications;

Chinese Herbal product mixture for postmenopausal hot flashes;

Chinese Herbal preparation (topical) for plantar warts;

Chinese Herbal preparation for HIV-associated chronic
synositis;

Saw Palmeto for benign prostatic hypertrophy;
Green Tea extract(s) for cancer;

Shark cartilage extract for advanced lung and other cancers;

10
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Ozone therapy for transfusion-related diseases;
Melatonin for chronobiology and reproductive. indications;
Antineoplastons for cancer;

Dietary Arginine Supplements for cancer;

Vitamin D for cancer; and,

Zinc Supplementation in Head and Neck cancer patients.

B. EXPEDITING APPROVALS AND

EXPANDING ACCESS TO INVESTIGATIONAL PRODUCTS

Let me emphasize that FDA is committed to providing early
access to promising, but unproven, medical treatments for
seriously ill patients who might otherwise have no hope. The
Agency for many years has worked to provide patients broad
access to unapproved therapies. For example, Nifedipine, first
approved in 1981 under the brand name Procardia, was the first
calcium channel blocker. Prior to approval, tans of thousands
(20,000 to 30,000) of patients had access to the drug in open
protocols., In recent years, FDA has reexamined the product
approval and review processes to identify ways to improve
access to promising therapeutic agents, without compromising
the thoroughness and scientific integrity of their development
or of the review of such products, or the protection afforded
to human subjects. Importantly, we also are addressing ways to

improve public awareness of these processes.

11



25

Our efforts are aimed at two main areas: 1) to speed the
approval process of important new drugs, biologics, and medical
devices, including expedited review, priority review, and
accelerated approval; and 2) to expand the availability of
promising, but unapproved, products to seriously ill patients.
FDA has developed regulations and issued guidance documents
that explain when a breakthrough product can be approved before
clinical research is completed (accelerated approval). These
documents also describe how and when promising, but unapproved,
therapies can be made available to patients while controlled
trials are still in progress (e.g., treatment IND and parallel
track). These efforts reflect an evolving institutional
philosophy supportive of more thoughtful risk-taking in the
pursuit of safe and effective products with describable
benefits and toxicities for patients with serious and life-
threatening diseases thﬁt are not well-treated by avajilable

therapies.

We s8till believe that the best means of providing access to
useful medical treatments for all Americans is to continue to
shorten the review and approval times and to continue to work
with industry to shorten development times for drugs,
biologics, and medical devices. Today, we are approving drugs
in time periods that are as fast, or faster, than any country
in the world with a comparable system of human subject

12
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protection. We are doing so while maintaining our longstanding

standards for safety and effectiveness.

In addition to our overall efforts, ve have implemented a
number of specific initiatives targeted at products for serious
and life-threatening diseases. These include the expedited
review procedures (21 CFR Part 312, Subpart E), the accelerated
approval process for certain drugs and biologics (21 CFR

Part 314, Subpart H and 21 CFR part 601, Subpart E), and our
commitment to early and frequent meetings with product
sponsors, among other efforts. All of these efforts have
contributed substantially to shortening the time for many

important products to get to market.

Despite this important progress in speeding therapies to
market, FDA recognizes that, for a person with a serious or
life- threatening disease, who lacks a satisfactory therapy, a
promising but not yet fully evaluated product may represent the
best available choice. FDA wants such patients to have early
aécess to promising medical interventions. FDA has worked hard
to balance two compelling factors: the need for the
disciplined study necessary to identify treatments that may
improve patients' health; and, the desire of seriously ill
persons, with no effective options available, to have the
aearliest access to unapproved products that could be the best

therapy for them. The specific programs FDA has put in place

13
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to expedite the approval of promising investigational drugs and
medical devices and to make them available to the very ill as
early in the developmwent process as possible without unduly
jeopardizing their safety, are described in detail in the

Appendix.

Importantly, these issues were considered extensively during
Congressional action in 1996 and 1997 on FDA reform and
modernization legislation. Congress affirmed the approach the
Agency has taken by codifying in FDAMA the expanded access and
expedited approval programs developed by the Agency. Congress
specifically included the safeguards the Agency had
incorporated into those programs. As guided by FDAMA, FDA
currently is reviewing its processes to optimize the Agency's
ability to assist and expedite development of, and access to,
important new products for serious and life~threatening

illnesses.

C. ROLE OF SPONBORS, INVESTIGATORS AND PATIENTB IN IND

It should be noted that in the drug development process, FDA's
primary point of contact is with the sponsor of the product, or
sometimes with a patient's physician, who is seeking permission
to use an investigational therapy on an individual patient.

This is true even in the case of an individual patient who is

14
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seeking access to an investigational therapy for herself, and
may or may not be eligible for enrollment in a clinical trial.
The sponsor of the investigation must decide whether it is
willing to make the product available to the patient. Assuming
it is, and such access cannot be provided through an existing
protocol, FDA may be called upon to consider the patient's
physician as the sponsor for a study involving the patient. If
the sponsor of the already ongoing study is not willing to make
the product available, it is impossible for the single patient
study to proceed even though the Agency has no objections to
the treatment. In considering such cases, the Agency is bound
by strict rules of confidentiality governing the types of
information it can disclose to a physician about the sponsor's

product and development data.

We understand that there have been instances where sponsors who
did not want to provide access to an experimental product under
a single patient IND told the patient or requesting physician
that FDA had refused the request, when we had not. We also are
awvare of situations where patients or physicians have sought
access to a particular investigational product without knowing
all of the relevant information that needs to be considered in
deciding whether use of the product would be appropriate for a
particular patient. Our ability to fully disclose such
information to the patient, her physician, or, for example, a

member of Congress who inquires on her behalf, is dependent

15
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largely on the sponsor's willingness to disclose confidential

commercial information.

One may ask why FDA is involved in this process at all. We
believe that we play a crucial role and one that provides a
unique and vital service to the patient, the physician and the
American public. 1In the typical single patient IND situation,
especially those involving emergency IND requests, the
patient's physician may have only very limited information
about the investigational therapy being requested. The
Agency's primary role in deciding whether to allow a single
patient IND to proceed is to determine whether use of the
therapy in the particular patient involved would be reasonable.
In making that determination the Agency considers a variety of
factors, including: the patient's diagnosis; the evidence of
potential benefit and toxicity from clinical situations; the
avajilability of therapies that are likely to be curative or
highly beneficial; the sufficiency of information on dosage
and toxicities; and whether the patient is being provided
timely, complete and useful information as part of the informed
consent process. We are mindful, as well, that the clinical
trial process -- which is vital to understanding the clinical
utility of a product, and which is therefore vital to.all
patients with the disease -- not be impacted negatively by the
availability of the product outside the clinical trials.

16
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Although, for the most part, the Agency does not keep records
of denials of single patient or emergency IND requests received
orally, an informal survey of the drug and biologic divisions
suggests that such denials are rare. In the case of an
emergency, it is common for FDA to give a physician permission
over the telephone to begin treatment and to allow the

paperwvork to be completed later.

D. THE OFFICE OF SPECIAL HEALTE ISSUES

Given the frustrations that patients and their families
experience in being one step removed from what may be life or
death decisions involving the availability of potentially
helpful therapies, the Agency created the Office of Special
Health Issues (OSHI). The center piece of the activity in OSHI
is the patient with a life threatening disease, most often
cancer and AIDS. Most callers want information about
treatments currently being researched. Although we are
constrained by statutory and regulatory requirements from
disclosing proprietary information about products under
development, we are able to talk with patients about any
treatment that appears in public access data bases, such as the
National Cancer Institute's PDQ data base which contains more

than 1500 cancer clinical trials.

17



31

Our goals in serving patients with life threatening diseases

and their family members are straightforward:

1) Promptness (returning patients' and family members' calls
within 24 hours);

2) Accessibility (listening to the caller's concerns and
giving him or her as much time as he or she needs);

3) Education (about the drug approval process and his or her
options) ;

4) Assistance (providing additional information to the
patient or family member that may be helpful, e.g. other
sources of information).

The nature of the calls vary greatly. Sometimes they are

simple calls in search of information on clinical trials.

Often, the calls are more complex, such as distraught patients

or family members seeking access to a drug which has not been

approved.

These calls, by their nature, are very difficult ones. OSHI
has a trained empathetic staff dedicated to providing as much
assistance as possible to patients and family members
undergoing extremely difficult times. It is our responsibility
to remain rational and reasonable and most of all
compassionate. The staff explains the steps to follow in
requesting access to unapproved products. Patients and family
members are encouraged to call back as often as needed to get
their questions answered or express their point of view. OSHI
receives approximately 1000 calls from patients and family
members annually requesting access to unapproved products.

18
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OSHI also works within the Agency to assist with patient and
consumer requests to become more involved with the drug
approval process. There is a web page which is updated
regularly with information on AIDS and cancer issues.
Specifically, there is information on patients and clinical
trials, product approvals, meetings, and other articles of
interest to this constituency. This web page receives

approximately 27,000 hits per month.

Sometimes, there are persons who refuse to participate in the
statutory scheme. This puts patients at risk of using unproven
products and also deniés to all patients the knowledge of
therapies that actually may work. Our challenge today is to
find ways to speed remedies to patients, without sacrificing
the protections established in the law. Collectively, we need
to address how to promote research on possibly effective

remedies where market incentives may not work.

We have faced, and met, many challenges in keeping pace with
unprecedented medical and scientific breakthroughs and the
evolving and increasing .expectations regarding access to
medical products and meaningful health information. An
individual with a life-threatening and chronic illness for

which there is no adequate remedy has a compelling case. As
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compelling as an individual case is, however, the cost of
providing individual access cannot be to sacrifice the system
that ultimately establishes whether therapies are safe and
effective. It is essential to preserve the system of
controlled clinical trials that provides the information
necessary to make the final determination on the safety and
effectiveness of unapproved products. The two concepts, the
protection of public health and compassion and respect for

individuals, can, and must, coexist.

II. CURRENT ACTIVITIES REGARDING "ALTERNATIVE® AND
‘COMPLEMENTARY" PRODUCTS

FDA has undertaken a number of initiatives to address some of
the new and varied challenges posed by alternative and
complementary products. I would like to share some examples

with you today.

A. DA COLLABORATION WITH THE NIN OFFICE OF ALTERNATIVE

MEDICINE

Since establishment of the Office of Alternative Medicine (OAM)
at the National Institutes of Health (NIH) in 1992, FDA has
worked closely with this new office. In addition to
collaborating with OAM in the organization of a series of

conferences, FDA also has provided assistance to OAM and to

20
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others interested in examining alternative or complementary
products. FDA has been involved in clarifying existing
regulations and policies, and in the design and conduct of

research studies.

FDA and OAM have held ongoing meetings to discuss issues of
mutual interest. At these meetings, Government and non-
Government participants discussed current policies and cost
implications of reimbursement for alternative medicine and
medical management. The discussions touched upon how one can
make the determination that a particular modality is safe and
effective. There also has been consistent representation of
FDA at the meetings of OAM's advisory panel since 1992, and at
the meetings of the Alternative Medicine Program Advisory

Council.

B. BOTANICALS

There is increasing public interest in botanicals. Botanicals
include herbal products made from leaves, as well as products
made from roots, stems, seeds, pollen or any other part of a
plant. Many of these products are marketed legally as dietary
supplements. Botanical products used as “articles intended for
use in the diagnosis, cure, mitigation, treatment or prevention
of disease in man or other animals® would be considered 'drugi,'

under the FDC Act.
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NIH has filed several INDs for botanical products being studied
under NIH grants, as. indicated above. The announcement of the
filing of these IND's raised the public's awareness of the
issues involved in the medicinal use of unpurified forms of

botanicals.

Botanical products pose some issues that are unique to this
class of product, including the problem of lot-to-lot
consistency. These unpurified products, which may be either
from a single plant source or from a combination of different
plant substances, often are thought to work through mechanisms
or “active principles” which are either unknown or undefined.
For these reasons, the exact chemical nature of these products
may not be known, as it is with small molecular weight drugs.
In addition, issues of strength, potency, shelf-life, dosing

and toxicity monitoring need to be addressed.

currently, FDA is developing a quidance document on botanicals
used as "drugs.’ This document will address certain types of
information to meet statutory requirements for an IND for a
botanical. On another track, the Agency is considering
requests to accept foreign marketing data for products that
night be sest suited for sale as over-the-counter products.
This mechanism could allow the American public much quicker
access to many types of products, including botanicals,

currently marketed abroad.
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Many workshops have been held over the past several years to
examine the use of botanicals for treatment of health
conditions. For example, FDA and NIH collaborated on a
conference held in late 1994. This conference, the Symposium
on Botanicals: A Role in U.S. Health Care?, attended by more
than 450 participants, brought together representatives of
United States and foreign herbal, fcod, and pharmaceutical
industries, their trade organizations, researchers and
practitioners of herbal medicine, academia, and regulatory and

other Government agencies.

The conference identified and addressed issues concerning the
use and development of botanical products in the United States.
Participants discussed such questions as: 1) What are
botanicals and how are they currently used? 2) How could we
know that botanicals work? 3) How can we know that these
products are safe? 4) How can we ensure that botanical
preparations will be of good quality? 5) How do regulations
affect the marketplace and impact the cost of health care?
Reports of this conference hava been published. There was
consensus regarding the need for improved quality control,
including proper plant classification and nomenclature, and
control of growth, harvest conditions, and other parameters
important for lot-to-lot product consistency. If a product
varies greatly, as can occur vith botanicals, it is critical to

obtain lot-to-lot product consistency. Without this, it is
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difficult to determine if the product is causing the change in
a patient's condition, or the change is related to some other
factor. The conference concluded that safety of these products
is difficult to evaluate with certainty in the absence of
quality control standards for the product and effective

monitoring for adverse effects associated with product use.

C. ACUPUNCTURE

In 1994, FDA and NIH identified the need to examine the
regulatory status of acupuncture needles. Acupuncture needles
were still considered investigational in the United States and,
as a result, had to be labeled as investigational and could not
be advertised or promoted. On March 29, 1996, after reviewing
the data on acupuncture needles, the Agency reclassified the
needle from a Class III medical device (a category in which
clinical studies are required to establish safety and
effectiveness) to a Class II medical device (a less restrictive
category for which regulatory controls, in this case, focused
on matters such as sterility and needle breakage). This change
effectively removed the needle from the "investigational”
category, established some minimum standards for manufacturing

and labeling and confirmed their safety.
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our primary concern with “The Access to Medical Treatment Act’
(AMTA), H.R. 746, is that it would weaken the protections of
the FDC Act. Specifically, it would limit FDA's ability to
help assure reasonable safety, effectiveness, informed consent,
and scientific data collection. 1In assessing the impact

H.R. 746 would have on the Agency and, more importantly, on the
consumer, we must begin with an understanding that the consumer
protection afforded by the FDC Act is grounded in the ability
of the Agency to make science-based health and safety decisions
about the medical products offered in the United States. 1In
turn, these science-based health and safety decisions are a
cornerstone of the informed consent process on which patients
rely in deciding what types of medical treatment to pursue. We
know from experience what happens to consumers left to fend for

themselves in a health marketplace.

FDA's original law, the Pure Food and Drug Act of 1906, was
passed by Congress as a result of unhygienic conditions in
Chicago's meat-packing plants. The law, however, did little to
control the use of dangerous and fraudulent drugs and devices.
It took a catastrophic incident to propel further action. 1In
1937, more than 90 people in 15 States, almost all of them

children, died as a result of taking a liquid dosage form of

25



39

the drug sulfanilamide. This new liquid formulation, Elixir
Sulfanilamide, contained diethylene glycol (used commonly as
antifreeze) and was marketed without benefit of any toxicity
testing. At the time, the law did not require safety studies
on new drugs. The Elixir of Sulfanilamide scandal followed
closely on the heels of another tragedy. 1In the 1930's,
another drug, dinitrophenol, widely used for weight reduction,
resulted in deaths, as well as hundreds of cases of blindness,
agranulocytosis (a potentially fatal blood disorder), and other

serious adverse reactions.

These incidents hastened the enactment of the FDC Act in 1938,
which considerably expanded consumer protection by requiring
safety testing of new drugs prior to approval for marketing.

In short, in 1938, Congress told companies that they had to
test their drugs for safety and submit an application to FDA
before a drug could be legally marketed. Under this law, FDA
had the necessary authority to keep products such as
thalidomide off the market for use during pregnancy to reduce
nausea (which caused phocomelia, a severe limb deformity in
exposed fetuses). Consequently, the American pub;ic was spared
enormous suffering. Of note, thalidomide is now under
investigation, under multiple INDs, for a variety of other
indications for populations that may benefit. The authority to
regulate biologics and the responsibility for protecting the

public against communicable diseases are contained in the
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Public Health Service (PHS) Act. The requlation of biological
products was administered by NIH until 1972 when the regulation

of biologics was transferred to FDA.

In 1962, Congress set in place the second cornerstone for our
public health and consumer protection efforts. Congress stated
that before a company could legally market its drug to
patients, the company had to test the drug and show that it was
both safe and effective. Effectiveness had to be shown through
adequate and well-controlled trials, including clinical trials,
which represented the scientific standard for evidence in 1962,
and still does today. In 1976 and 1990, Congress again amended
the law to establish a reqgulatory scheme designed to help
ensure that medical devices also would be safe and effective.
Also, a major amendment to the PHS Act, the National Childhood
Vaccine Injury Act of 1986, extended FDA's authority by

authorizing FDA to recall biologics.

Finally, as recently as November of last year, Congress again
amended the FDC Act and related statutes through enactment of
the “Food and Drug Administration Modernization Act of 1997.”
This legislation was the culmination of over 2 years of
hearings, oversight and other legislative activity assessing
the Agency's performance and reviewing its statutory mandate.
Congress specifically rejected the arguments of those who urged
that the fundamental requlrements of the statute -~ that drugs
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and devices be found to be safe and effective before they can
be marketed -- be lowered or eliminated in order to open the
marketplace. Moreover, as noted above, the expanded access. and
expedited approval processes already being used by the Agency

were codified.

These laws were designed to protect the public health, and they
have done a good job. At the same time, the laws are flexible
and allow desperately ill patients access to unproven
treatments and drugs. While FDA shares with the sponsors of
H.R. 746 interest in expanding the options for medical
treatment for the American public, we must take care to do so
in a way that does not lower existing public health

protections.

Patients want to make informed choices about medical
treatments, whether conventional or alternative and
complementary. While H.R. 746 addresses access to unproven
products, the bill, as. written, does not adequately address the
need for accurate information on the safety and effectiveness

of such unproven products.

A. PROTECTING THE PUBLIC FROX UNSAFE PRODUCTS

Unlike current law, H.R. 746 does not reguire a company to test
a drug or device before selling it to humans. There will be no
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teratogenicity tests, which give information about the
potential toxicity of drug products, like that of thalidomide,
80 that teratogenic drugs will not be given to pregnant women;
there will be no tests to determine whether the drug causes
cancer in animals; there will be no acute toxicity tests, of
the kind that keep many drugs out of human studies altogether;
there will be no tests to determine whether the drug causes
acute damage to the liver or kidneys; and there will be no
assessment of chronic animal toxicity prior to chronic exposure

of humans.

There is also no requirement to study drugs carefully in humans
prior to widespread use in treatment. A very significant
percentage of all drugs tested in humans are dropped from
further development because of unacceptable toxicity. This
toxicity is not apparent initially, but often is discovered

during early clinical testing.

Medical history is replete with examples of useless and
sometimes even dangerous products and procedures that were used
based on anecdotal information, not evidence, and were thought
for years by many clinicians to be effective. For example, in
the 1940's and 1950's, it was common clinical practice to
administer pure oxygen to premature infants. It took over a
decade to discover that the treatment was causing blindness.

By that time, approximately 10,000 babies had been made blind.
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If clinical trials and systematic data collection and analysis
had occurred early in the use of this oxygen treatment, these
babies may have been spared their eyesight. After the
effectiveness standard was established in 1962, FDA worked with
the National Academy of Sciences National Research Council to
review the effectiveness of drugs marketed for various claims
in the United States before that effectiveness standard was
established. Of the 3,443 drugs on the market, 1,124 were
pulled from the market because they were not effective for

their intended use.

Under current law, the burden is on the sponsor of a product to
prove that the product is safe and effective. In essence, this
legislation would shift that burden to the Government. Under
this bill, a product would be assumed safe unless the
Government could show that it °poses an unreasonable and
significant risk of danger.” In addition, it appears that such
a showing would need to be made on a product-by-product basis.
This would make it enormously difficult and resource intensive,
and in many cases might require laboratory and research
capabilities that do not exist, to regulate the marketplace

effectively.

In addition, we are concerned about products that are labeled
‘natural” or from an herbal source that may be assumed to be

safe under H.R. 746, but could pose serious risks. For
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example, FDA published a proposed rule last year to reduce the
risks with dietary supplement products containing ephedrine
alkaloide by, among other things, limiting the amount of
ephedrine alkaloids in such products and requiring labeling to
give adequate warning and information to consumers. (62 Federal
Ragistar 30678) The proposal also articulates FDA's policy
that products marketed as alternatives to illicit street drugs

are drugs, not dietary supplements.

The ephedrine alkaloids in dietary supplements usually are
derived from one of several species of herbs of the genus
Ephedra, sometimes called Ma huang or Chinese Ephedra.
Ephedrine alkaloids are amphetamine-like compounds with
potentially poverful stimulant effects on the nervous system
and heart. Since 1994, the Agency has received and
investigated more than 800 reports of adverse avents associated
with the use of dietary supplement products which contained, or
were suspected of containing, ephedrine alkaloids. Reported
adverse events range from episodes of high blood pressure,
irregularities in heart rate, insomnia, nervousness, tremors
and headaches, to seizures, heart attacks, strokes, and death.
Most events occurred in young to middle aged, otherwise healthy
adults, using the products for weight control and increased

energy. -
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The proposed rule was developed based on FDA's review of its
adverse event reports, the scientific literature, and public
comments reviewed by the Agency, including comments generated
by an October 1995 advisory working group public meeting and an
August 1996 public meeting of FDA's Food Advisory Committee.
These experts suggested a number of steps the Agency might take
to reduce injuries associated with use of dietary supplements
containing ephedrine alkaloids. If implemented, the proposed
rule will reduce the risk of adverse events for consumers who

use these products.

H.R. 746 attempts to address some of these concerns by
requiring that patients be informed of “any reasonably
foreseeable” side effects. The difficulty is that there will
be no way to know about potential side effects without
systematic testing, data collection, and evaluation. In
effect, patients will not have the information necessary on

wvhich to make informed consent.

Moreover, H.R. 746 effectively removes any requirements for
reporting adverse events for treatments or products that are
used to treat serious medical conditions. The bill only
regquires practitioners to report medical treatments that are a
‘danger” to the patient. The bill's definition of “‘danger” only
includes negative reactions that are “more serious than

reactions experienced with routinely used medical treatments
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for the same medical condition or conditions.” Even well-
studied drugs, biologics, and devices that are “routinely used”
to treat patients can, in themselves, cause significant adverse
effects in some patients. For example, many conventional drugs
"routinely used” to treat cancer patients can have serious or
life-threatening effects. Without the comprehensive collection
of data on adverse events, there will be no way of knowing

whether a product is safe, or for that matter, dangerous.

B. XNOWING WHETHER PRODUCTS WORK A8 INTENDED

We are concerned that H.R. 746 would significantly diminish
incentives for practitioners and manufacturers to gather data
on whether products are effective for their intended use.

Based on substantial scientific experience, it is critical to
obtain data on specific uses of products and to analyze those
data so that we can know if a product will work as intended.
Encainide and flecainide are two drugs that unfortunately
illustrate this point guite dramatically. These drugs were
approved by FDA only for the treatment of serious, potentially
fatal, abnormal heart rhythms or rhythms that were severely
symptomatic. The labeling for the drugs specifically warned
that effectiveness and safety were not established for people
with recent heart attacks. These drugs appeared to be safe and
effective anti-arrhythmia drugs, and therefore, many physicians

prescribed them for recovering heart attack victims with mild,
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non-gsymptomatic rhythm abnormalities, hoping to lower their
risk of sudden death (which is increased in people with mild
heart rhythm abnormalities). This practice came to an abrupt
halt when a large clinical trial sponsored by the NIH found
that these drugs, while effectively suppressing the abnormal
rhythm, were actually killing heart attack victims, not helping
them. Encainide and flecainide increased the sudden death rate

in recovering heart attack patients by two and one-half fold.

We are concerned that under this bill limited data would be
collected on the effectiveness of any treatment and
ineffective, or even unsafe, treatments could become widely
used. While the bill requires that OAM be informed of
beneficial medical treatments and the Secretary of Health and
Human Services be informed of dangerous medical treatments,
there is no requirement for systematic data gathering or
testing. The bill is silent on the extent of data gathering
and analysis a practitioner must perform in order to inform
OAM. Systematic data collection must be conducted in order to
obtain a clear understanding of the range of benefits a patient

may gain from a treatment or combination of treatments.

We do not believe that the bill's labeling and advertising
restrictions are adequate to assure patients will not be misled
into accepting unsafe and/or ineffective treatments. From

FDA's experience, advertising, as discussed in H.R. 746, is not
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necessary to achieve wide use of a medical treatment. We know
that widespread use of medical products or treatments by health
care practitioners is not dependent on “advertising” claims,

but can occur simply through professional meetings, seminars,
conventions, articles, and word-of-mouth communications.
Information technology, such as the Internet, have increased
the speed and volume of such informsl communication many fold.
Moreover, FDA has found that often seemingly independent
seminars, conventions, and press conferences have, in fact,
been sponsored by the companies whose medical products were

discussed at the meetings.

Further, by allowing for the informal marketing of treatments
without any evaluation, this bill actually creates a
disincentive to testing. In fact, under the definition of
“seller,” H.R. 746 specifically excludes the health care
practitioner who receives payment for a treatment. Allowing
wide dissemination of a treatment and subsequent widespread use
combined with little accountability or liability, significantly
reduces the incentive for manufacturers and health care

practitioners to conduct studies of safety and effectiveness.

c. INPORMED CONSENT

Let us now turn to the informed consent provisions in the bill.

It is well accepted that informed consent exists only if the
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patient is given information about the risks and benefits of a
treatment before making & decision. Under current law, a
patient is not considered to have given informed consent unless
the patient has been advised, in writing, among other things,
of the reasonably foreseeable risks or discomforts to the
patient; a description of the potential benefits that might be
expected, either to the patient or to others; a disclosure of
appropriate alternative procedures or courses of treatment that
might be advantageous to the patient; and an explanation of who
will pay for the patient's care if the patient is harmed by the
experimental treatment. Furthermore, FDA's informed consent
regulations are intended to work in concert with Institutional

Review Board oversight.

While H.R. 746 attempts to include these provisions, one must
question whether informed consent can truly be achieved without
consistent collection and analysis of data. Under H.R. 746, a
patient will have little or no information upon which to base a
decision, because no preliminary work on possible risks and

benefits will have been required.

Informed consent is a particularly important matter for the
acutely ill as well as for those suffering from a chronic
illness. H.R. 746 does not preclude practitioners from either
unknowingly or intentionally misleading patients with little or

inadequate information. This increases the chance that

36



50

patients will be subjected to unorthodox testing of new medical

treatments without adequate protections or information.

D. REMOVAL OF DANGEROUS PRODUCTS

We also are concerned that under this bill the only authority
the Secretary has when she does learn of a dangerous therapy is
to publicize the fact. Now, when a product is determined to be
unreasonably dangerous, we can remove the product from the
market. This legislation raises serious questions about FDA's
authority to remove dangerous and/or fraudulent products from
the market. Pather, the Federal Government would have to
expend significant resources to engage in an ongoing
educational campaign about the dangers of the treatment so that
health care practitioners and their patients will not make the
same harmful mistake over and over again. This brings us back
full circle to the years before the 1938 FDC Act, when FDA
could do little to protect the public from dangerous and/or
fraudulent drugs and had no authority to require the submission
of reliable information before a drug could be legally

marketed.

I¥. CONCLUSION

We have learned a lot about expanded access and expedited

product approval from the various programs we have implemented
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to provide access to unapproved products. We have learned that
uncontrolled expanded access cannot co-exist with the need to
pursue controlled clinical trials, which provide the
information necessary to serve the interests of everyone. The
best interest of the patient, of all patients, is not only to
provide access, but also to complement it with the collection
of information necessary to lead to a demonstration of safety
and effectiveness. We also have learned that it is possible to
make promising products available before approval in ways that
protect the patients, gather valuable information, and permit
the timely completion of the clinical trials. Patients,
physicians, sponsors, and FDA all want the same thing -- safe
and effective products to treat patients with serious and
life-threatening diseases. We believe that the role FDA has
played in expanding and expediting access has permitted, and
will continue to permit, the most critically ill patients to

have access to the most promising products.

There is always more that remains to be done. There may be
more FDA could do to make physicians aware that there are
mechanisms through which they may be able to treat patients
with promising experimental products. FDA also must explore
mechanisms to make physicians and patients more aware of
potentially beneficial products that are available currently
under expanded access. Equally, we must explore mechanisms to

communicate to physicians and patients how much accurate
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information is known and how much is unknown about a particular
experimental drug. There must be processes to evaluate and
disseminate data rapidly on new products, both unapproved and
approved, in a manner that is credible to patients and useful

to physicians.

It seems that there also are questions to be addressed that go
beyond the scope of FDA's authority or particular expertise.
There are guestions about how to create the market incentives
that may be necessary if existing, unpatentable products are
going to be tested. The Congress looked at that gquestion in
addressing the need for private investment in the development
of products to treat so-called orphan diseases, those which
affect populations that are too small to attract standard
commercial investment. There are questions about how to
encourage sponsors and manufacturers to be willing more
frequently to provide expanded access. There also are
questions about how we as a country spend our scarce public
health research dollars, and wvhether more of those dollars
should be spent understanding the safety and effectiveness of
alternative and complementary treatments. We certainly would
be willing to work with the Committee in examining such

questions.

Fundamentally, you ask the gquestion where should we, as a

matter of public policy, draw the balance between public health
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protection and personal autonomy. We think Congress has drawn

that balance correctly in the FDC Act.

FDA shares the Committee's concern about making promising new
treatments available to the public in a timely manner. To that
end, we have tried to be responsive and compassionate to
individual patient reguests for products for which the
neceasary studies have not been completed. Our core mission
remains to help ensure that there is adequate scientific
evidence that new treatments are safe and effective as the

public deserves and the law requires.

Thank you for the opportunity to testify.
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APPENDIX

FDA has implemented mechanisms designed to increase access to new
drugs, biologics, and medical devices by expediting their
development, review and approval. FDA has three such programs
for human drugs and biologics: expedited review, priority review
and accelerated approval. Section 112 of FDAMA amends the FDC
Act providing explicit authority for FDA to approve a drug based
on surrogate endpoints, i.e., accelerated approval.

A. Expedited Reviaw

FDA assists companies to expedite the development, evaluation,
and marketing of new therapies intended to treat persons with
life-threatening and severely debilitating illnesses under
procedures contained in 21 CFR Part 312, Subpart E. Recognizing
that such drugs are often approved with a smaller safety data
base than drugs with less significant clinical benefits, FDA is
prepared to assist sponsors in designing definitive clinical
trials to evaluate safety and effectiveness at the earliest.
possible stage point in the drug development.

Subpart E emphasizes that while the statutory standards for
safety and effectiveness apply to all drugs, the many kinds of
drugs and range of uses compel flexibility in applying the
standards. In general, patients and physicians are willing to
accept increased risks from products that treat life-threatening
or severely debilitating diseases. If a beneficial effect is
demonstrated, approval may be warranted without the additional
data and usage information developed during Phase 3 studies. 1In
these instances, additional data, long-term effects, and
differences in response among subsets of the population, may be
obtained after approval. In the meantime, patients with life-
threatening diseases are afforded direct access to the drug.

Since the effective date of the Subpart E regulations, there have
been 43 new drug applications (NDA) approved that had been
designated under Subpart E while in the investigational new drug
application (IND) stage. Of these NDAs, 27 were for cancer and
AIDS, and 16 were for indications other than cancer and AIDS,
including several for conditions that occur in patients with
cancer or AIDS. It should be noted that almost all cancer and
AIDS therapies are handled under expedited review in accordance
with the Subpart E procedures, even if the sponsor has not
requested the designation.



B. Priority Review

To further assist in speeding the review of NDAs, BLAs and
effectiveness supplements, FDA has implemented a review priority
classification. Upon initial receipt, applications are
classified as either priority or standard based on the estimate
of therapeutic preventive or diagnostic value. A priority
designation is intended to direct overall attention and resources
to the evaluation of applications for such products that have the
potential for providing significant preventive, diagnostic, or
therapeutic advances, particularly for patients with serious or
life-threatening illnesses. Such a classification will determine
an overall approach to setting review priorities.

c. Accelerated Approval

In December 1992, FDA published final regulations outlining a new
procedure for accelerated approval of certain new drugs or
biclogical products based on the product's effect on an objective
surrogate endpoint that is reasonably likely to predict
effectiveness of the product. (21 CFR Part 314, Subpart H and

21 CFR part 601, Subpart E). In addition, FDAMA provides
explicit authority for FDA to approve a drug based on surrogate
endpoints. A surrogate endpoint is a laboratory effect or other
clinical measurement that does not itself directly measure
clinical benefit but is thought to correspond to clinical
outcome. Approval can be based on such an endpoint if it is
scientifically reasonable to believe that an effect on the
surrogate will correlate to a clinical benefit. For example,
lowering blood pressure or cholesterol in patients with
cardiovascular disease is desirable only if lower blood pressure
andfor lower cholesterol are correlated with decreased rates of
stroke, heart attack, or other clinical events, not because a low
blood pressure reading or lower cholesterol is good in and of
itself. Well-established surrogate endpoints have been the basis
of approval of many drugs in the past. Under accelerated
approval, less well established surrogates also can be the basis
of approval if they are reasonably likely to predict benefit.

The accelerated approval requlations apply to products used in
the treatwent of serious or life-threatening illnesses that
appear to provide meaningful therapeutic benefits over existing
treatments. When approval is based on substantial evidence of an
effect on a surrogate endpoint, the sponsor may be required to
conduct additional adequate and well-controlled studies that are
necessary to verify that the effect on the surrogate marker
represents improved clinical outcome. Often, the postmarketing
studies will be underway at the time of approval. The procedures
also allow for a streamlined withdrawal process if, for example,
the postmarketing studies do not verify the drug's anticipated
clinical benefit, or if there is other evidence that the drug
product is not shown to be safe and effactive.

2



56

Because effects on surrogate markers usually can be demonstrated
with studies that are much smaller and much shorter than studies
using endpoints like survival, these efforts have allowed drugs
for serious and life-threatening diseases to be marketed much
sooner than normally would be the case. There is always the risk
that the effect on the surrogate, despite its reasonableness,
will not reflect an ultimate clinical benefit, but in these
urgent cases, that risk appears acceptable. Since its inception,
there have been 17 drugs and biologic products that have received
accelerated approval under this procedure.

Importantly, FDA regulations also emphasize several safeguards
for the protection of human subjects, including the requirement
for informed consent, Institutional Review Board (IRB) review,
conduct and review of animal studies prior to human testing, IND
safety reports and updates, and adverse drug reaction reports.

11, EXPANDED ACCESS TO, AND ACCELERATED APPROVAL OF, CANCER
THERAPIES

In March 1996, building on FDA's accelerated approval program,
President Clinton and Vice-President Gore announced a new FDA
initiative to improve patient access to promising new cancer
therapies. Under this initiative FDA is taking four steps to
speed the approval of promising therapies for treating cancer.
These include:

L Shortening approval times for cancer treatments by
recognizing that tumor shrinkage is often a reasonable
surrogate endpoint of a treatment's effectiveness in
patients with otherwise untreatable cancer. Basing approval
on evidence of tumor shrinkage--which can be more easily and
quickly demonstrated--can speed up access to promising new
therapies (compared with waiting for evidence of improveament
in survival time);

L Encouraging pharmaceutical companies to submit expanded
access protocols in the United States for cancer therapies
that have been approved by recognized foreign regulatory
authorities, thus helping to make promising cancer therapies
approved by foreign countries available to cancer patients
before the products are approved in the United States;

L] Inproving the product review process by ensuring that all
FDA cancer therapy advisory committee meetings include an ad
hoc member who has personal experience with the illness for
which a new product is being considered; and,

. Making it easier for investigators to test new uses for
cancer therapies already on the market by reducing the
number of IND applications filed for additional studies of
already approved therapies.
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FDA undertook these initiatives after careful consideration of
suggestions and advice offered by cancer patients and their
advocates, pharmaceutical industry representatives, and
physicians and researchers about how to speed access to cancer
therapies. FDA's goal is to improve significantly patxent
access to promising cancer treatments without compromising
patient safety or the requirement that marketed drugs be proven
safe and effective before they are sold.

I1I. EXPANDING ACCESS TO INVESTIGATIONAL PRODUCTS

The ideal mechanism for a patient to receive a promising but
unproven drug is as a participant in a controlled clinical trial.
Such trials provide a range of patient protections and benefits
(for example, IB. review, informed consent, free product or
treatment, and FDA review of pre-clinical data) and maximize the
gathering of useful information about the product thereby
benefitting the entire patient population. It is not always
possible, however, for all such patients to enroll in controlled
clinical trials. 1In this situation, FDA believes that it is
possible, and appropriate, to help make certain promising, but
unproven, products available to patients with serious and life-
threatening illnesses. This should be done in a way that poses
neither an unreasonable risk to the patient nor an unreasonable
risk of losing valuable information about the effect of the drug.

While the phrase “compassionate use” is commonly used to describe
some of the ways of making unapproved products available, there
is no FDA regulation or policy defining a "compassionate use.”
Compassion, however, should be, and is, an element of all our
activities. FDAMA has codified certain FDA regulations and
practices regarding expanded patient access to experimental drugs
and devices. The new legislation addresses three expanded access
procedures with respect to: 1) emergency situations; 2)
individual patient access to investigational products intended
for serious diseases; and 3) treatment investigational new drug
applications and treatment investigational device exemptions.

The Agency is in the process of reviewing current regulations and
practices to assure coordination with FDAMA. There are a number
of mechanisms FDA has used to provide access to promising
investigational therapies. These mechanisms fall under a variety
of terms, including: treatment INDs; treatment protocols; single
patient INDs; emergency INDs; open label protocols; protocol
exemptions; continued availability of investigational devices;
special exceptions; open label extensions; parallel track;
emergency use of unapproved medical devices; and treatment
Investigational Device Exemptions (IDE).

A. Treatment INDs or Treatment Protocols

As noted, the most useful mechanism for access to unapproved drug
or biologics therapies is for patients to be enrolled in a
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controlled clinical trial under an IND which may benefit
patients' health as well as contribute to the data necessary to
determine whether the drug or biologic is sufficiently safe and
effective to merit final marketing approval. Some patients who
might benefit from access to an investigational new drug,
however, might not be enroclled in a controlled clinical trial.
If there is sufficient evidence available to provide a reasonable
basis for concluding that the drug or biologic may be safe and
effective for patients with a serious or immediately
life-threatening disease, one mechanism through which patients
can have access to the drug or biologic prior to approval is a
treatment protocol or treatment IND.

The most explicit expanded access mechanism in the regulations is
the treatment IND or treatment protocol. The final rule on
treatment protocols or treatment INDs was issued in 1987 and is
found at 21 CFR Section 312.34. These regulations were codified
in FDAMA. This mechanism is intended explicitly to facilitate
the availability of promising new drugs and biologics to
desperately ill patients as early as possible in the development
process before general marketing begins.

Although a primary purpose of a treatment IND is to allow
treatment, this mechanism also is intended to obtain additional
data on the drug's safety and effectiveness under certain
criteria: the drug must be. for a serious or immediately
life-threatening disease; the available data must provide a
reasonable basis for concluding that the drug or biologic may be
effective for its intended use; there must be no comparable
treatment alternative; the controlled clinical trials of the drug
or biologic must be completed or underway; and the sponsor must
actively be pursuing marketing approval.

Since the treatment IND procedures were developed, FDA has
designated 40 drug or biologic investigational products for such
early availability, and 36 of the products have proceeded to
marketing approval or licensure under NDAs or product license
applications (PLAs). Of the products approved, 11 have been for
cancer, 11 for AIDS or AIDS-related conditions, and the remainder
for a wide variety of other severely debilitating and life-
threatening diseases, including obsessive compulsive disorder,
severe Parkinson's Disease, multiple sclerosis, respiratory
distress syndrome in infants, Gaucher's disease, diabetes,
amyotrophic lateral sclerosis or ALS (Lou Gehrig's disease), and
others. :

B. single Patient/Compassionate INDs

As early as 1968, an FDA mechanism, informally known as a
"compassionate use” study, provided patients who were not
participating in the controlled clinical trials access to
investigational drugs. The °‘compassionate use” study could be
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conducted either under a separate or existing IND. Such studies
were not formal controlled trials, but they permitted use of an
investigational drug under a protocol for an individual patient
or patients, or for an early exploration of a novel idea. As
noted previously, FDAMA addresses expanded access to unapproved
therapies in emergency situations and in the case of individual
patients who seek access to investigational products intended for
serious diseases. An FDA working group is reviewing existing
regulations and practice to assure coordination with FDAMA.
Currently, the mechanisms used to provide expanded access
include: single patient/single use IND, an emergency use IND, an
open label protocol, or an open label extension. The term
emergency IND refers to single patient uses for which there is
not enough time for the treating doctor to file the required IND
papervork before administering the investigational product. 1In
such cases, FDA can authorize the use of the product over the
phone.

Under current practice, single patient/single use (non-emergency)
and emergency INDs often are allowed to proceed when a physician
determines that a particular unapproved therapy might be of
benefit to a particular patient under his or her care for whom
other options do not exist. For a treating physician to
administer an unapproved product to a patient, the following
conditions are necessary: a) the patient must be informed about
the relevant circumstances about the drug and consent to take the
product; b) the physician must be properly licensed and she/he
must agree to administer the product and be responsible for
monitoring and reporting data on the patient's use of the product
to the gponsor; c) the IB. must approve the proposed single
investigation (note that in emergency situations, the physician
may notify the IB. promptly but after treating the patient); and
d) the manufacturer/sponsor must be willing to provide the
product without charge (unless the sponsor has applied for and
FDA has allowed charges for cost recovery). Each of these
conditions is critical to maintaining the dual goals of providing
the patient with a promising product, and protecting the patient
from potentially unsafe or ineffective products. There is a
minimal amount of paperwork required to process a request for a
single patient or emergency use IND.

Emergency INDs are treated as matters of medical urgency and are
intended to be handled expeditiously by FDA. In the vast
majority of emergency INDs, FDA renders a decision on such
requests within a few hours. There are some rare exceptions when
the particular therapy is completely unknown and may require
additional information. These usually are approved within

48 hours.

For certain unapproved products, FDA has set up internal
procedures to facilitate single patient IND requests. One
example of this is the process for single patient IND requests
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for thalidomide. Physicians are put in touch with a consumer
safety officer within the relevant reviewing division; the
consumer safety officer helps the physician understand the IND
process to facilitate completion of the IND application. Some of
the information required includes the name of the drug supplier,
the patient's disease history and prior therapies, a detailed
protocol of treatment, the patient's informed consent, and the
investigator's qualifications.

C. Open Label Protocol

Patients may be able to gain access to an unapproved product
through what is termed an open label protocol. An open label
protaocol allows patients to receive the drug while some safety
information is collected, but these patients have no control
group. In effect, these are similar to single patient INDs, but
multiple individuals can be processed through one general request
by the drug sponsor. When many patients are in need of an
unapproved therapy and the above-mentioned conditions pertain
[e.g., a physician judges that a particular unapproved therapy
might be of benefit to a particular patient for whom other
options do not exist; there is sufficient evidence of safety and
effectiveness to support the use of the investigational product;
and the sponsor of the unapproved new drug or biologic has agreed
to provide the drug free of charge (unless the sponsor has
applied for, and FDA has allowed charges for cost recovery)] the
drug or biclogic may be available through the open label
protocol.

Many thousands of patients have received unapproved therapies by
this means. For example, there have been several large open
label protocols for anti-retroviral drugs (e.g., anti-HIV drugs)
which have involved tens of thousands of patients.

Open label extensions provided another mechanism for gaining
access to unapproved products. These extensions enable those
patients who received a therapeutic response during a controlled
clinical trial under an IND that has ended to continue the
investigational drug treatment.

There are a number of situations in which a patient who wants
access to an unapproved drug is unable to receive the drug. 1In
many cases a sponsor is unwilling to provide the product.
Patients sometimes are confused by this situation and
mnisinterpret a company's unwillingness to provide the product as
an FDA action. Much less frequently, the cause may be FDA's
concern about the risk to patients because of the nature of the
product. Generally, if a physician makes the request and a
sponsor agrees to provide the product, FDA does not object to the
study proceeding.
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At times, there may be relatively little evidence supporting the
usefulness of the drug for the particular indication, but its use
may be considered appropriate because there is no alternative for
the particular condition. Physicians may always contact FDA to
propose such a use for a specific patient when they believe
circumstances warrant. Of course, the company still has to make
the product avajilable before a patient can gain access.

D. Protocol Exception/Exemptions

In cases where a patient cannot be enrolled in a protocol because
of some factor that makes the patient ineligible to participate
in the study, research sponsors or investigators often can make a
protocol exception to enroll a patient without including the data
on that patient in the report of the results from the controlled
study participants. This mechanism is sometimes referred to as a
special exception.

B. Parallel Track

Another mechanism, parallel track, is an FDA policy that was
formally announced in the Federal Register in 1992 (53 Federal

13250, April 15, 1992). This policy allows promising
investigational drugs for AIDS and other HIV-related diseases to
be made more widely available under “parallel track” protocols
while the controlled clinical trials are carried out. The
purpose of the parallel track mechanism is to permit access to
unapproved drugs for people with AIDS and HIV who are not able to
take standard therapy, or for whom standard therapy is no longer
effective, and who are not able to participate in an ongoing
controlled clinical trials. 1Included in this mechanism is the
possibility of having a National Institutional Review Board to
review the ethical access to these products.

There has been one large parallel track program since the policy
was implemented that included 12,000 patients. Other anti-HIV
drugs have been made available by the open protocol mechanism, as
noted above. Given the accelerated rate of approval for many
drugs for people with AIDS and HIV and the availability of open
label studies, it has not been necessary to use this process in
recent years.

I¥. ACCESS TO MEDICAL DEVICES

Although the Committee has asked that we concentrate on access to
drugs and biologics, we feel that a complete picture regquires an
overview of other FDA mechanisms to permit access to promising
investigational products. Similar procedures for access exist in
the Center for Devices and Radiological Health (CDRH) which allow
access to investigational devices. Under the CDRH “Continued
Availability of Investigational Devices® policy, FDA has worked
with sponsors and investigators to facilitate treatment use of
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promising or important investigational devices once the core
clinical investigation of new devices has been completed. The
policy allows additional subjects to be enrolled in the IDE
protocol while the marketing application is being prepared by the
sponsors and reviewed by FDA. This policy has allowed the
collection of additional safety and effectiveness information
while providing continued access to promising new devices. FDAMA
has codified FDA's practice with respect to expanded access to
investigational devices.

A. Treatment Investigational Device Exemption

To formalize an access process for important medical devices and
to more clearly define procedures and criteria for treatment use,
FDA published a final rule on September 18, 1997, effective
January 16, 1998, to allow for treatment use of investigational
devices. The regulation is patterned after the drug treatment
IND regulations with modifications to account for the differences
in the IDE process. FDA anticipates that this regulation will
facilitate the availability of promising new devices to patients
as early in the device development process as practicable while
safeguarding against the proliferation of fraudulent products.
This regulation also will ensure the integrity and validity of
controlled clinical trials.

B. Emergency Use of Unapproved Medical Devices

In 1985, FDA published a guidance document to address those cases
in which an emergency need for an unapproved device had been
identified, but the device was to be used in a manner not
approved under the IDE; the physician or institution was not
approved under the IDE; or no IDE existed. The guidance provides
criteria to establish whether an emergency exists. These include
instances when: 1) the patient is in a life-threatening
condition that needs immediate treatment; 2) no generally
acceptable alternative for treating the patient is available; and
3) the need to use the device is immediate because there is no
time to use existing procedures to get FDA approval for the use.
The physician is expected to determine whether the criteria have
been met. The guidance also describes patient protections in
these circumstances including informed consent; institutional
clearance; the IB. chairperson's concurrence; an independent
assessment from another physician; and, authorization from the
sponsor if an IDE exists.

c. IDE Protocol Deviations

In addition to the above mechanisms, for diagnostic and
therapeutic devices for which there is no satisfactory
commercially available alternative and the patient does not meet
the clinical protocol requirements, FDA has approved requests to
modify the existing protocol to treat single patients who do not

9
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meet the initial protocol requirements. In these cases FDA
required the requester to submit a justification for such use and
to follow certain patient protection measures.
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Dr. FRIEDMAN. In this regard, sir, I would be happy if you would
like to submit for the record testimony provided at the hearing that
Mr. Waxman mentioned by Deputy Commissioner Pendergast con-
cerning IRB human protection issues if that would be of interest
to you as well, sir.

Mr. BURTON. We would love to have that submitted for the
record and, without objection, I'll put it in the record.

[The information referred to follows:]
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I. INTRODUCTION

Mr. Chairman and Members of the Subcommittee, good morning. I
am Mary K. Pendergast, Deputy Commissioner and Senior Advisor
to the Commissioner of Food and Drugs, U.S. Food and Drug
Administration (FDA). 1 am pleased to be here today to discuss
ﬁhe Agency's policies with respect to the protection of human
subjects in biomedical research. I will discuss the basic
structure for human subject protection in the United States,
the interconnection between FDA and Department of Health and
Human Services (DHHS) regulations, and emerging issues in
informed consent, including our exception to the informed
consent requirements for those patient populations who are in
need of immediate medical intervention but who are unable to
give consent because of their medical condition. But first I
will set out the protections the Federal Food, Drug, and
Cosmetic Act (FD&C Act) and the FDA's regulations afforded to
ressarch subjects, and the Agency's mechanisms to monitor and
enforce those protections through Institutional Review Boards
(IRBs), our Bioresearch Monitoring program, and educatjonal

efforts.

IXI. 7FDA'S STATUTORY AND REGULATORY BABIS FOR INFORMED CONBENT
The FD&C Act and its implementing regulations are ons part of a
complex system of safeguards that has been designed to promote
the highest ethical principles described in the post-worla

War II Hurembarg Code, the World Medical Association's
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Declaration of Helsinki, professional codes of ethics, and the
reports and recommendations of the National Commission for the
Protection of Human Subjects of Biomedical and Behavioral

Research.

In the system of safeguards that has evolved over the years,
there are multiple levels of protection provided to research
subjects. Each participant in a research effort -- the company
that sponsors the research, the physician who conducts the
research, and the IRB -- is obliged to protect the interests of
the people who are taking part in the experiments. The FDA's

responsibility is to see that the safeguards are met.

A. Responsibilities of the Research Sponsor

The sponsors of research -- usually, manufacturers or academic
bodies, but sometimes individual physicians -- must select
well-qualified clinical investigqators, design scientifically-
sound protocols, make sure that the research is properly
conducted, and make certain that the clinical investigators
conduct the research in compliance with informed consent and
IRB regulations. The sponsor also has the obligation to make
certain that any IRB reviewing one of its studies comports with
FDA's IRB regulations. Sponsor obligations are set forth in
the FDA's regulations that govern the design and conduct of

clinical trials, and the requirements for submission of
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applications Eé'éondubt clinical research (21 CFR Parts 312,

314, 601, 812, 814).

B. Responsibilities of the Researcher

The primary regulatory obligations of the clinical investigator
are to: 1) follow the. approved protocol or research plan; 2)
obtain informed consent and ensure that the study is reviewed
and approved by an IRB that is constituted and functioning
according to FDA requirements; 3) maintain adequate and
accurate records of study observations (including adverse
reactions); and, 4) administer test articles only to subjects

under the control of the investigator.

The essential core of FDA's informed consent regulations,

21 CFR Part 50, is that the clinical investigator must obtain
the informed consent of a human subject or his/her legally
authorized .epresentative before any FDA-regulated research can
be conducted. The researcher has to make sure that, whenever

" possible, the study participants fully understand the potential
risks and benefits of the experiment before the experiment
begins. The information provided must be in a language
understandable to the subject, and should not require the
subject to waive any legal rights or release those conducting
the study from liability for negligence. Specifically, the

clinical investigator must give the following information to
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research -ubjiéts'in':ookinq their informed consent to

participate in research:

A statement that the study involves research, an
explanation of the purposes of the research, the expected
duration of the subject's participation, a description of
the procedures to be followed, and identification of any
procedures which are exparimental:

A description of any reasonably foreseeable risks or
discomforts to the subject:

A description of any benefits to the subject or to others
which may reasonably be expected from the research:;

A disclosure of appropriate alternative procedures or
courses of treatment, if any, that might be advantageous
to the subject;

A statement describing the extent, if any, to which
confidentiality of records identifying the subject will be
maintained and that notes the pnssibility that FDA may
inspect the records;

For research involving more than minimal risk, an
explanation as to whether any compensation and any medical
treatments are available if injury occurs and, if so, what
they consist of, or vhere further information may be

obtained’;

"Minimal risk"™ in both FDA and HHS regulations means that,

"the probability and magnitude of harm or discomfort anticipated
in the research are not greater in and of themselves than those
ordinarily encountered in daily life or during the performance of

4
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. An explaﬁﬁéibn‘bf whom to contact for answers to pertinent
questions about research and research subject's rights,
and whom to contact in the event of a research-related
injury to the subject; and,

. A statement that participation is voluntary, that refusal
to participate will involve no penalty or loss of benefits
to which the subject is otherwise entitled, and that the
subject may discontinue participation at any time without
penalty or loss of benefits to which the subject is

otherwise entitled. (21 CFR 50.25(a))

Depending on the nature of the research, other "additional"
elements are required if they are appropriate to the research.
These additional elements of informed consent include
information about the anticipated circumstances under which the
investigator may terminate the subject's participation, any
additional costs to the subject that may result from
participating in the research, the consequences of a subject's
decision to withdraw from the study, a statement that the
research may involve risks that are currently unforeseeable, a

statement that significant new findings will be provided to the

routine physical or psychological examinations or tests.” (21 CFR
50.3(1), 56.102(i), and 45 CFR 46.102(i)) This definition is a
key factor in the HHS requlations in its criteria for when
informed consent may be waived. FDA and HHS published a list of
categories of research in the 1981 Federal Register that could be
reviewed by expedited means when they impart no greater than
minimal risk. :
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subject, and the approximate number of subjects in the study.

(21 CFR 50.25(b))

In short, the clinical investigator must tell the human
subjects important information about the study and its
potential conseguences, so that the person can decide whether
to be in the experiment. The entire informed consent process
involves giving the subject all the information concerning the
study that he or she would reasonably want to know; ensuring
that the subject has comprehended this information; and
finally, obtaining the subject's consent to participate. The
process, to be meaningful, should involve an opportunity for
both parties, the investigator and the subject, to exchange
information and ask questions. It is up to the clinical
researcher to make certain that, as best as possible, the
person understands the information. To acknowledge that the
person has received the information and has consented to the
research, FDA also requires the clinical investigator to
document in writing that consent was obtained. We recognize
that the documentation of informed consent represents only one
part of the entire consent process. The consent form itself is
an aid to help ensure that a required minimum amount of
information is provided to the subject and that the subject

consents.
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ibilities of Insti . 1 _Revi 3
An IRB is a group formally designated to review, approve the
initiation of, and periodically review the progress of,
biomedical research involving human subjects. The primary
function of IRBs is to protect the rights and welfare of the

people who are in clinical trials.

FDA's regulations, 21 CFR Part 56, contain the general
standards for the composition, opsration, and responsibility of
an IRB that reviews clinical investigations submitted to FDA
under sections 505(1i), 507(d), and 520(g) of the FD&C Act.

IRBs must scrutinize and approve each of the more than 3,000
clinical trials that are conducted on FDA-regulated products in
this country each year. IRBs must develop and follow
procedures for their initial and continuing review of the
integrity of each trial. Among other requirements, IRBs nmust
make sure that the risks to suhjects are minimized and do not
outweigh the anticipated study benefits, that the selection of
participaptl is equitable, that there are adegquate plans to
monitor data gathered in the trial and provisions to protect
the privacy of subjects and the confidentiality of data. The
IRB has the authority to approve, modify, or disapprove a
clinical trial. If an IRB decides to disapprove a research
activity, it must notify, in writing, the investigator of its
decision, state its reasons for the decision, and give the

researcher an opportunity to respond in person or in writing.
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The IRB must approve the informed consent form that will be
used, If it finds that the research presents no more than
minimal risk of harm to subjects and involves no procedures for
which written congent is normally required outside the research
context, the IRB may waive the requirement that informed
consent be documented. Where the documentation requirement is
waived, however, the IRB may require the investigator to
provide the research subjects with a written statement
regarding the research. If the researchers fail to adhere to
IRB requirements, the IRB has the authority and the
responsibility to take appropriate steps, which may include

termination of the trial.

An IRB must consist of at least five members with varying
backgrounds to promote review of the covered research
activities by persons of diverse disciplines. The IRB must
have persons qualified in terms of professional experience and
expertise. Considerations should be given to cultural, racial,
and gender diQ.rlity, and sensitivity to such issues as
community attitudes. If an IRB regularly reviews research that
involves a vulnerable category of subjects, such as children,
prisoners, pregnant women, or physically or mentally disabled
persons, the IRB must consider including one or more members
primarily concerned with the welfare of those subjects. The
IRB must include at least one member vhose primary concerns are

in scientific areas, one member whose primary concerns are in
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non-scientific areas, and one member who is not otherwise
atfiliated with the institution (one person may fulfill
multiple roles). No IRB may have a member participate in the
IRB's initial or continuing review of any project in which the
member has a conflicting interest, except to provide

information raquested by the IRB.

The IRB is required to conduct continuing review of ongoing
research at intervals appropriate to the degree of risk, but
not less than once per year. It also has the authority to
observe or have a third party observe the consent process and
the research. IRBs are not required-to register with FDA nor

inform FDA when they begin reviewing studies.

III. HUMAM SUBJECT PROTECTION ACTIVITIES

FDA, which monitors the activities of research sponsors,
researchers, IRBs and others invnlved in the trial, provides an
additional layer of protection. We take no human right more
‘seriously than the protection of people enrolled in clinical

trials.

A. FDA's Bioresearch Monjtoring Program

In order to protect the rights and welfare of human research
subjects and to verify the quality and integrity of data
submitted to FDA in support of marketing applications, PDA

monitors all aspects of FDA-regulated research through-a -
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comprehcncivdzbqurhh'of on~site inspections and data audits.
FDA uses a combination of surveillance, enforcement, and
education to achieve regulatory compliance. Under the Agency's
Bioresearch Monitoring Program (BIMO), FDA field investigators
and headquarters' scientists conduct site visits of research
sponsors, clinical investigators, contract research
organizations, IRBs, radiocactive drug research committees, and
non-clinical (animal) laboratories. In Fiscal Year 1996, FDA

conducted approximately 1,070 inspections under the program.:

The BIMO program is implemented through several compliance
programs: 1) Good Laboratory Practice (GLP) Program (Non-
clinical Laboratory):; 2) Clinical Investigator Program:;

3) Institutional Review Board Program; 4) Sponsor, Contract
Research Organization, and Monitoring Program; 5) In Vivo
Bioegquivalence Program; and, 6) Radioactive Drug Research
Committee (RDRC) Program. The Clinical Investigator Program
and the IRB Program are the primary programs for ensuring
compliance with the informed consent requirements for human

subjects in clinical trials.

2Excludes color additives and radioactive drug research
committee inspections, and includes domestic and foreign
inspections.

10
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PDA's Inlpoetibn-'et'éliniell Investigators

Under the Clinical Investigator Program, FDA conducts study-
specific inspections and audits of physicians and other
investigators conducting clinical trials of FDA-regulated
products. In Fiscal Year 1996 FDA conducted approximately 700

clinical investigator inspections.

FDA carries out two principal types of clinical investigator
inspections: 1) study-oriented inspections; and

2) investigator-oriented inspections. Study-oriented
inspections are conducted on studies that are important to
product marketing applications, such as new drug applications
(NDAs), product license applications (PLAs) for biological
products, and premarket approval applications (PMAs) for
medical devices, that are pending before the Agency.

The Agelncy roucinely inspects and audits the pivotal studies
upon which the Agency intends to base marketing approval of a
new product. In these inspections and audits, FDA examines
study records and findings, giving particular attention to
protocol adherence and data integrity. We also look for
documentation of informed consent and IRB review, approval, and

continuing review of ongoing studies.

An investigator-oriented inspection may be initiated as a

result of complaints received from subjects about alleged human

11
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subject protection violations or when a study sponsor or FDA
staff raise concerns about an investigator. If a clinical
investigator fails in his or her obligations, FDA can reject
the study, disqualify the clinical investigator from doing
additional studies, impose certain restrictions on carrying out
future clinical investigations, and in cases of fraud, pursue
criminal prosecution. The names of clinical investigators who
are disgqualified or restricted are publicly available and can
be accessed through FDA's home page on the World Wide Web.
From 1993 through 1996, FDA disqualified four clinical
investigators and imposed restrictions on the investigational

drug use of six other clinical investigators.

FDA's Inspections of IRBs

The primary focus of FDA's IRB Program is the protection of the
rights and welfare of research subjects, rather than validating
the data cbtained from resemarch. FDA performs on-site
inspections of IRBs that review research involving products
that FDA regulates, including IRBs in academic institutions and
hospitals as well as those independent from where the research
will be conducted. All IRBs regardless of location or
affiliation are required to conform to the same reguiations and
are inspected in accordance with the same compliance program.
The inspectional data show that there are similar findings
between types of IRBs. It has been demonstrated, howaver, that

12
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IRBs being reinspected are more often found to be in compliance

than those being inspected for the first time.

The frequency of the inspections depends on the performance of
the IRB and the number of clinical studies it is monitoring.
FDA's approach to these inspections traditionally has
emphasized obtaining compliance throdgh education, explanation
of requirements, and cooperation but the potential for

regulatory or administrative sanctions also is important.

The Agency has a very high standard for the quality of consent
forms and applies this stringent standard during its
inspections. We look to see whether the consent form includes
all the information required by our regulations and vwhether
there are areas in which the consent form could be improved, in
our judgment. (We recognize that even a consent form that we
find adequate, if submitted to othavr groups of persons, could
be modified to "improve" it further -- so to at least some
degree, the review of the adequacy of a consent form is
subjective.) One of the reasons why we assign the review of
consent documents to IRBs is because the IRB knows the most
about its potential subject population and is best able to
tailor the consent document to meet the information needs of

that subject population.

13
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The most commSh.dcticlcncies that we find are: 1) lack of
clarity about the person to contact if there are questions
concerning the research and the research subject's rights in
the event of a research related injury; 2) inadequate
description of the research procedures to be-followed; 3)
inadequate description of available compensation if the subject
suatains injury as a result of the research; 4) inadequate
confidentiality statement; and, 5) inadequate description of
alternative procedures that are available to subjects shoula
they choose not to participate in the research.’ A deficiency
in the informed consent document does not necessarily mean-that
the informed consent process vas inadequate. It is the
interactive information exchange that is most important to the

informed consent process. FDA focuses on the consent form

during our inspections b it is the best evidence that we

have of the basic information that was exchanged during that

process.

FDA can impose administrative sanctions when necessary to
protect human subjects of research and. in cases of significant
non-compliance. Significant non-compliance may include

inadequate review of studies, inadequate reéord~keepinq

? FDA recently published a final rule requiring informed

consent documents to be dated at the time of signature (61 FR
57278, November 5, 1996). Although a common practice, this was
not previously required by regulation. This new rule permits FDA
to verify that consent was obtained prior to a subject's entry
into a study.

14
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practices thaérirh ib'deficient that IRB review and approval
cannot be verified, or not obtaining adequate informed consent
from research subjects. FDA's sanctions include withholding
approval of new studies that would be conducted at the
institution or reviewed by the IRB, or directing that no new
subjects be added to ongoing studies until corrections are
made. In the most extreme cases of non-compliance, an IRB may
be disqualified from serving as an IRB. Since 1993,
approximately 59 warning letters have been issued and several
consent agreements have been signed. To date, no IRBs have
been formally disqualified by FDA, although several have ceased
operations following FDA inspections. FDA also may ask the
Department of Justice to initiate appropriate civil or criminal

proceedings.

The following is an example of an administrative action FDA has
taken with respect to an IRB for noncompliance with the

Agency's IRB regulations.

In early 1994, FDA sent a wvarning letter to a major university,
citing failure of the university and its IRB to protect
adequately the rights and welfare of subjects in research. In
this letter the Agency notified the IRB that it was no longer
authorized to approve new studies, [under 21 CFR 56.120(b)(1)],
and directed that no new patients be added to ongoing studies,
[under 21 CFR 56.120(b) (2)7.

15
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The university-‘was instructed to: (1) ensure that the IRB
receives and acts on all reports of unexpected adverse events
in order to protect adequately the rights and welfare of all
research subjects; (2) ensure that the IRB and the principal
investigators are informed of their mutual responsibilities for
initial and continuing review of IND studies, especially the
timely submission and review of all progress reports; and

(3) ensure that the informed consent documents meet FDA
requirements and that the clinical investigator only uses

informed consent documents approved by the IRB.

In March 1994, FDA lifted its restrictions against the
University after it agreed to correct the problems the Agency
had found and documented the plan to accomplish this objective.
At that time, FDA gave the university approval to again approve

studies and add new patients to ongoing studies.

B, FDA's Review of Research Conducted Outside of the
United States

FDA's protections extend beyond our national borders. All
drug, biclogic, and medical device studies conducted under an
investigational new drug application (IND) or an
investigational device application (IDE) ars governed by FDA
informed consent and IRB requirements. Regardless of the

location of the research, our standard is the same.

16
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In general, Fﬁh'aisék5ccapts foreign safety and efficacy
studies that were not conducted under an IND or IDE provided
that they are well designed, well conducted, performed by
qualified investigators, and conducted in accordance with
ethical principles acceptable to the world community. We
recognize that standards for protection of human subjects vary
from country to country. If FDA, however, is to accept the
data, the conduct of these studies must meet at least minimum
standards for assuring human subject protection. Therefore,
for studies submitted to FDA vhich were conducted outside the
United States (and not under an IND or IDE}, the Agency
requires demonstration that such studies conformed with the
ethical principles outlined in the Dcclaraﬁion of Helsinki or
with the laws and requlations of the country in which the
research is conducted, whichever provides greater protection of

the human subjects.

Thus, as is evident from the foregoing discussion, there are
many different entities which must be involved in the
protection of human subjects. FDA works hard to make certain
that all of the entities understand their roles and
responsibilities and that they live up to the expectations
Placed on them. The protection of the people of this country
who are willing to participate in medical research demands no

less.
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C. FDA's Educational. Efforts

On our own and in cooperation with other professional and
governmental organizations, we strive to inform those
conducting and overseeing clinical research of how to meet
their responsibilities and why their doing so effectively is
important to protecting the rights and welfare of the human:
subjects who rely on them.

FDA has developed a set of over two dozen information sheets
for IRBs and clinical investigators which address human subject
protection issues -- including informed consent -- where
questions or problems have arisen over the years. Each
information sheet package includes the Belmont Report and the
Declaration of Helsinki, important historical documents dealing
with informed consent which might not be readily available to
users, the FDA informed consent and IRB regulations, and a
self-evaluation checklist for TWBs, cross-referenced to the
regulations. FDA diatributes the information sheets at
professional conferences and meetings, through an automated
facsimile system, and on FDA's home page on the World Wide Web.
More than 6,000 copies have been aent directly to IRBs and to

individuals who have requested them.

FDA staff fregquently handle calls from IRB staff and members,
clinical investigators, regulated industry representatives, and

staff of other regulatory agencies .on specific problem areas

18
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and to give explanations of particular points in the
regulations. When these contacts raise general issues, they
are included in new information sheets. FDA also disseminates
its educational message through articles and reqular columns in
professional journals. FDA's publications, including the
Medical Bulletin (distributed to health professionals
nationwide) and FDA Consumer, also include educational articles

on human subject protection issues.

Professional conferences are an important arena for FDA's
educational efforts. FDA recently held a one day national
conference on human subject protection that was attended by
over 500 people affiliated with IRBs, clinical research
studies, and other Federal agencies. Additionally, FDA looks
for opportunities to magnify the reach and effectiveness of its
educational efforts by working with other organizations. For
many yes&rs, FDA has cooperated with NIH's Office of Protection
from Research Risks in a series of several educational
conferences annually. The conferences are cosponsored by
universities, medical schools, or other nonprofit institutions
and are held in different parts of the country. A longstanding
collaboration similarly exists with the premier professional
organizations in the IRB field -- Public Responsibility in
Medicine and Research and the Applied Research Ethics National
Association. On a less regular basis, human subject protection

education efforts are made at meetings of other health

19



84

professional groups -and at meetings sponsored by non-profit
organizations where sponsors make up a large proportion of the

audience.

In addition to their inherent value in focusing attention on
the importance of informed consent, FDA's educational efforts
support our enforcement and product approval missions.

Educated researchers who devote appropriate attention to
informed consent and other human subject protections are likely
to conduct studies of high quality in other respects as well.
Such studies are easier for FDA to review and audit, and
approvals can be issued more rapidly. The ultimate beneficiary
is the American public, both those who participate as subjects
in research and those who are treated with the products

approved on the basis of that research.

1V, Iniersction Betveen FDA and Departmental Bequlations

Both FDA and the Department of Health and Human Services (HHS)
have requlations pertaining to the protection of human subjects
(21 Code of Federal Regulation (CFR) Parts 50 and 56 for FDA;
45 CFR Part 46 for HHS). The HHS regqulations apply to research
that is conducted or supported by HHS'; FDA's regulations apply
to human subject research involving products regulated by FDA,
whether privately or publicly funded. These FDA-requlated

‘The implementation of these regulations is the
esponsibility of the National Institutes of Health (NIH).
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products include, for example, investigational drugs,
biologics, and medical devices. The FDA and HHS regulations
are essentially identical, with differences only where required
to reflect the distinct statutory mandate of the organizations

and the focus of FDA regulations.

The two agencies apply the regulations in ways fitting their
distinct missions. NIH implements the HHS regulations through
assurances made by the institutions where the research is
conducted. FDA regqulates the investigators who conduct the

research and the IRBs which review proposed research studies.

If a research project is conducted or supported by HHS and
involves a product regulated by FDA, both sets of regulations
will apply. In addition, most large research institutions
receiving grant and contract support from HHS have agreed to
review all research involving hnman subjects conducted at the
institution in accordance with the HHS requlations regardless
of the source of the funding for any particular study. The two
sets of regulations are complementary and together they set

forth criteria that are needed to protect research subjects.

FDA regulates clinical research of investigational drugs,
biologics, antibiotics and medical devices under sections
505(i), 507(d) and 520(g) of the FD&C Act. FDA first imposed

informed consent requirements on January 8, 1963, pursuant to

21



86

the 1962 amendiients -to the FD&C Act, which required that
informed consent be obtained in most, but not all, research
involving drugs. Later, in 1976, Congress imposed, through the
Medical Device Amendments, an informed consent requirement for
research involving medical devices, which was similar, but not
identical, to the informed consent requirement for drugs. 1In
1981, FDA promulgated comprehensive informed consent
reqgulations which applied the most recent statutory

requirements to all FDA regulated research (21 CFR Part 50).

In 1981, FDA and HHS simultaneously promulgated new regulations
establishing standards governing the composition, operation,
and responsibilities of Institutional Review Boards (21 CFR
Part 56, for FDA and 45 CFR Part 46, for HHS). These
requlations established a common framework for the operations
of IRBs that review research funded by HHS and research
conducted undar FDA regulatory regquirements. In 1991, the
‘common rule” (modeled after the core provisions of the HHS
requlations) was adopted by HHS, FDA and 14 other Federal
departments and agencies that conducted, supported or regulated
research involving human subjects. FDA modified its
requlations to conform to the common rule to the extent
permitted by its statut;l. Last year, FDA published a draft
guideline -- "Good Clinical Practice: Consolidated Guideline’
under the auspices of the International Conference on

Harmonization of Technical Requirements for Registration of
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Pharnacouticai;'for‘Hunan Use (ICH). This guidance, while not
a regulation, defines what is good clinical practice and
provides a unified international standard for designing,
conducting, recording, and reporting trials that involve the

participation of human subjects.

¥. _LIMITED EXCEPTIONS TO THRE INPORMED CONGENT REQUIREMENTS

Having discussed the system for human subject protection, it is
important to recognize that there are limited circumstances
when informed consent is not obtained from a human subject or
his or her representative. There are three "exceptions” to
FDA's informed consent requirements. These exceptions are:

1) for a physician to preserve the life of an individual
patient; 2) for the conduct of a narrow class of research in
emergency settings; and 3) for use by the Department of Defense
(DoD) of specific investigational products in combat

exigencies.

The FD&C Act specifically requires that investigators inform
subjects receiving drugs under an IND that the drugs (and
biologics) are investigational and “obtain the consent of such
human beings or their representatives, except where they deem
it not feasible, or in their professional judgement, contrary
to the best interests of such human beings” (Section 505 and
520). The Medical Device Amendments of 1976 provided that the

sponsor of clinical investigations must ®"assure that informed
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consent will ba obtained from each human subject (or his
representative). . . except where subject to such conditions as
the Secretary may prescribe, the investigator conducting or
supervising the proposed clinical testing of the device
determines in writing that there exists a life-threatening
situation involving the human subject. . . which necessitates
the use of such device and it is not feasible to obtain
informed consent from the subject and there is not sufficient
time to obtain informed consent from the subject and there is
not sufficient time to obtain such consent from his
representative® (Section 520(g)(3)(D)). The three exceptions
to the informed consent requirements that FDA has promulgatead
into regulation meet the standards described in those two

statutory sections.

i . ¢ the Pati
According to the first exception (21 CFR 50.23 (a) and (b))
which has been in effect since 1981, informed consent of the
subject or his/her legally authorizcd repressntative is
required unless the investigator and a physician who is not
otherwvise participating in the clinical investigation, certify
in writing, befors the test article's use, that:

1. The subject is confronted by a life-threatening

situation necessitating the test article's use.
2. Informed consent cannot be obtained from the subject

because of an inability to communicate with, or obtain
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laqaiiy affective consent from, the subject (for
example, if the subject is unconscious). In contrast,
a subject's inability to speak a particular language
is not considered an inability to communicate.

3. Time is not sufficient to obtain consent from the
subject's legal representative.

4. No alternative method of nppfoved or generally
recognized therapy provides an equal or greater
likelihood of saving the subject's life.

The first three requirements are contained in the Medical
Device Amendments. The fourth requirement was added by FDA to

prevent routine reliance on the exception.

The regulatory requirement for this exception ‘applies to
individual situations and not to categories of studies as a
whole” (46 FR 8945, January 27, 1981), and suggests that there
should be great confidence in the effectiveness of product,

i.e., the situation must ‘necessitate’ use of the product.

B. _conduct of Ressarch in Emergancy Settings

Because the section 50.23 exception was not formulated to apply
to clinical trials, in October 1996 FDA promulgated a limited
exception to the informed consent requirsment to permit the
conduct of a narrow class of research involving subjects in

life-threatening situations (21 CFR 50.24). These regulations
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set forth minimum standards designed to protect individuals who
may benefit from emergency research (61 FR 51498, October 2,
1996). At the same time, the Secretary, HHS, announced a
comparable waiver of informed consent requirements in certain
emergency research subject to the HHS requlations

(61 FR 51531, October 2, 1996).

FDA developed this second exception to the informed consent
requirements following extensive consultation and deliberation
with the ethics and research communities as to whether and how
research could be ethically conducted in the acute
care/emergency medicine context. In the summer of 1993, the
Commissioner of Food and Drugs received letters from the
neurology and emergency medicine communities expressing concern
about their inability to conduct emergency research in subjects
unable to provide informed consent because of conflicting HHS
and FDA regulatory requirements. At a May 23, 1994, hearing of
the Subcommittee on Requlation, Business Opportunities, and
Technology, House Committee on Small Business, problems
encountered in securing informed consent of subjects in
clinical trials of investigational drugs and medical devices
were discussed. At that hearing, Representative Wyden

emphasized the need to harmonize the HHS and FDA regulations.

On October 25, 1994, professional and patient organizations and

the biocethics community met at the Coalition Conference of
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Acute Resuscitation and Critical Care Research to discuss this
problem further. Following this conference, the Coalition
developed a consensus document to resolve some of the issues
concerning informed consent and waiver of consent in emergency
research. The issue received further broad discussion at a
meeting of the Applied Research Ethics National Association
(Boston, MA, October 30, 1994) and at a conference sponsored by
Public Responsibility in Medicine and Research (Boston, MA,

November 1, 1994).

Concurrently and at the direction of HHS, FDA and NIH were
working together to harmonize their respective informed consent
regulations as they pertained to this eneréency research. On
January 9-10, 1995, FDA and NIH cosponsored a Public Forum on
Informed Congent in Clinical Research Conducted in Emergency
Circumstances in order to obtain as much public input from the
researcli, legal, ethical, and patient advocacy communities as
possible. FDA also sent “Dear Colleague” letters to the IRB
‘community, called the major consumer and minority organizations
which we thought would be interested in the proposed rule, and
held briefings for the emergency research organizations as well
as minority organizations in which questions about the rule
could be addressed. It was only after all of these activities
that FDA published its proposed rule on September 21, 1995

(60 FR 49086) .
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FDA received §6'cbmiénts in response to the proposed rule. The
vast majority of these comments supported the proposal,
although frequently the comments contained suggestions or
requests for clarification. ©Of the 16 comments opposed to the
proposed rule, the majority were from individuals who concluded
that informed consent should not be waived under any
circumstances. The comments were addressed in the preamble to

the final - rule published in October 1996.

The final rule provides access to potentially promising
experimental treatments to patients in life-threatening
situations. This rule sets forth special protections to human
subjects who may benefit from this research, but who are not
able to give consent on their own, and for whom a family member
or legally authorized representative is not available to either
withhold or give consent on the subject's behalf. Clearly, any
researcher who can obtain infoxrmed consent must do so.
Frequently, there are ways to design a study so that one is not
confronted with emergency situations in which consent cannot be
obtained. But in some cases, a subject cannot give his or her
informed consent, for example, vhen there is a life-threatening
emergency and there is no one available who is authorized to
consent to an experimental treatment that might save that

person's life. In that case, the Belmont Report directs us to
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protect these individuals with diminished autonomy®. That is
what the emergency research rule does. It recognizes the need
for rigorously designed studies to obtain data on interventions
in acutely life-threatening situations such as cardiac arrest
and traumatic brain injury in those cases where existing
therapies are either unsatisfactory or unproven and consent is
not feasible. Without such studies, new therapies for
critically injured patients may never be validated and patients
in need of emergency medicine may never receive the benefit of
improved treatments. Alternatively, such therapies could
become widely used in the practice of medicine without any
rigorous demonstration of their safety or effectiveness through
clinical trials and emergency medicine physicians may never
know whether they are in fact saving lives or harming patients

through these interventions.

The emergency research reqlation requires the following

actions to be accomplished. Each study proposing to invoke

*The National Commission for the Protection of Human

Subjects of Biomedical and Behavioral Research stated in The
that: “Respect for persons incorporates at least

two basic ethical convictions: first, that individuals should be
treated as autonomous agents, and second, that persons with
diminished autonomy are entitled to protection. The principle of
respect for persons thus divides into two separate moral
requirements: the requirement to acknowledge autonomy and the
requirement to protect those with diminished autonomy” (44 FR
23192, April 19, 1979). This report was in response to one of
the National Commission’s mandates, contained in the “National
Research Act”, P.L. 93-348 (See 42 U.S.C. 218). That mandate was
to identify the basic ethical principles underlying clinical
research.
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this waiver must be submitted to FDA as a separate and clearly
identified investigational device exemption (IDE) application
or investigational new drug (IND) application. This will
permit the Agency to very carefully review each of these
studies to help ensure that they meet the narrow criteria of
the rule before the study is allowed to proceed. The IRB and a
physician free of conflict~of-interest must ensure each of the

following for these emergency research activities to proceed:

. The human subjects are in a life-threatening situation;
. Available treatments are unproven or unsatisfactory; and
. Research is necessary to determine the safety and

effectiveness of the particular intervention.

. It is not feasible to obtain informed consent from the
subjects as a result of their medical condition or from
the subjects' legally authorized representative because
the intervention must be administered before they could
fecsibly be reached, and there is no reasonable way to
identify prospectively the individuals likely to become
eligible for participation in the research.

. Participation in the research holds out the prospect of
direct benefit to the subjects because: the life-
threatening situation necessitates intervention:
information from appropriate preclinical (animal) studies
and related evidence support the potential for the
intervention to be beneficial; and the risks associated

with the research are reasonable in light of what is known
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about the condition, the risks and the benefits of current
therapy, and what is known about the risks and benefits of
the proposed intervention.

The research could not practicably be carried out without
the waiver. That is, the research could not practicably
be carried out in a subject population who could provide
informed consent.

The protocol must define the length of the potential
therapeutic window based on scientific evidence and the
researcher must commit to attempting to contact a legally
authorized representative for each subject within that
window of time and, if feasible, to asking that
representative for consent rather than proceeding without
it. The researcher must summarize his or her efforts and
make this information avaijlable to the IRB at the time of
continuing review. The “therapeutic window” is the period
of time in which the patient mnst receive the therapeutic
intervention if it is to be effective.

The IRB must have reviewed and approved informed consent
procedures and an informed consent document consistent
with FDA's informed consent provisions (21 CFR 50.25).
These are to be used with subjects or their legally
authorized representatives in situations where their use
is feasible.

The IRB also must review and approve procedures and

information to be used when providing an opportunity for a
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family member to- object to a subject's participation in

the research.

Additional protections of the rights and welfare of subjects
are provided in this rule. These additional protections
include:

. Consultation with representatives of the communities in
which the research will be conducted and from which the
subjects will be drawn:

. Public disclosure to both of these communities prior to
initiation of the research of plans for the research and
its risks and expected benefits;

. Disclosure to the public of sufficient information
following completion of the researxrch to apprise the
community and researchers of the study, including the
demographic characteristics of the research population,
and its results; and

. Establishment of an independent data monitoring committee

to exercise oversight of the research.

Because the default in this rule is that, once research has
been approved by an IRB, eligible subjects are entered into
these studies, the rule expands the number of caring
individuals who may object to including a subject in one of
these studies. Thus, if consent is not feasible from either

the subject or a legally authorized representative, the
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investigator ﬁﬂét'cbhhit to attempting to contact within the
therapeutic window, the subject's family member (who may not be
a legally authorized representative) and asking whether he or
she objects to the subject's participation in the research.

The investigator's efforts to make this contact must be
summarized and made available to the IRB at the time of

continuing review.

The IRB also is responsible for ensuring that procedures are in
place to inform each subject, legally authorized
representative, or family member at the earliest feasible
opportunity of the subject's inclusion in the research, the
details of the research and other information contained in the
consent document, and that they may discontinue further
participation of the subject at any time without penalty or

loss of benefits to which the subject is otherwise entitied.

These policies establish narrow limits for allowing research
without informed.consent in certain studies of emergency
medical interventions, and harmonize these standards throughout
HHS. We believe HHS's new overall approach to emergency
research situations may offer the best hope, in an ethical
manner, to critically ill, unconscious persons who have no
readily available legal representative to give consent and who
cannot be successfully treated through conventional means, but

might benefit from a promising experimental intervention.
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Since the promulgation of the final rule on emergency research,
FDA has tracked all INDs and IDEs submitted under this rule.
We have committed to an ongoing evaluation of the
implementation of this rule to ensure its adequacy for
protecting research subjects and to ensure it is appropriately
applied. To date, there have been very few submissions under
this rule. We have received one IDE application and four IND
applications under the emergency research rule. This rule was
designed, and is being used, only when it is not feasible to
conduct research without a waiver. Thus, this rule is being
used as it was designed -- only for that limited class of
emergency research which cannot be conducted without a waiver
and which meets the stringent criteria built into the rule to

protect the research subjects.

This life-threatening situation rule was promulgated in
response to growing concern that existing rules were making
high quality acute care research activities difficult or
impossible to carry out at a time when the need for such
research is increasingly recognized. By permitting certain
adequate and well-controlled clinical trials to occur that
involve human subjects who are confronted by a life-threatening
situation and who also are unable to give informed consent
because of their medical condition, the Agency expects the
clinical trials to allow individuals in these situations access

to potentially life-saving therapies and to result in the
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advancement iﬁ'kﬁoﬁiddge and improvement of those therapies
used in emergency medical situations that currently have poor

clinical outcome.

E : ; .
The third exception to our informed consent requirements
concerns the use of an investigational drug or biologic in
certain situations related to military combat. During the
months preceding the Persian Gulf War, DoD had discussions with
FDA regarding the potential use of specific investigational
products in military personnel serving in the Persian Gulf. We
also had extensive internal discussions involving technical and
policy-level staff, as well as experts from other Federal
agencies and academia. It was thought that the products under
discussion represented the best preventive measures for
providing protection against possible attack with chemical or
biological weapons. DoD requested the assistance of FDA in
allowing the use of these products in certain battlefield or
combat-related situations in which they considered obtaining
informed consent “not feasible.” FDA gave considerable
deference to DoD's judgment and expertise regarding the
feasibility of obtaining informed consent under battlefield

conditions.

In response to this request, on December 21, 1990, FDA

published an interim regulation amending its informed consent
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requlations. “This regulation allowed the Commissioner of FDA
to determine, upon receipt of an appropriate application from
DoD, that obtaining informed consent from military personnel
for use of a specific investigational drug or biologic would
not be feasible in certain circumstances, and to grant a waiver

‘from the requirement for obtaining such consent.

The exemption extended, on a case-by-case basis, only to
investigational drugs (including antibiotic and biological
products, including those for protection against chemical and
biological warfare agents) for use in a specific military
operation involving combat or the immediate threat of combat.
A request from DoD for an informed consent waiver must include
the justification for the conclusion (made by physicians
responsible for the medical care of the military personnel
involved) that: 1) the use is required to facilitate the
accomplishment of the military mission; 2) the use would
preserve the health of the individuals and the safety of other
personnel, without regard for any individual's preference for
alternate treatment or no treatment; and, 3) the request
contains documentation to indicate that the protocol has been
reviewed and approved by a duly constituted IRB for the use of

the investigational drug without informed consent.

Each application for waiver from the informed consent

requirewents was assessed by the appropriate FDA review
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division, and:by fhé“Agency‘s Informed Consent Waiver Review
Group (ICWRG). The ICWRG included senior management of the
Center for Drug Evaluation and Research, the Center for
Biologics Evaluation and Research, the Office of General
Ccounsel, the Office of Health Affairs, and NIH's Office of
Protection from Research Risks. The ICWRG core was
supplemented by technical experts as hpproprihte for the
particular investigational drug being considered for exception.
The ICWRG considered DoD's justification supporting the reqguest
for the waiver and the reviewing division's evaluation of the
available safety and efficacy data. The ICWRG requested
additional supporting information in some cases, and required
changes in the information to be provided ﬁo the troops in
several rounds of iterative exchanges with DoD. The ICWRG then
made a recommendation to the Commissioner regarding whether or
not to grant the waiver. The Commissioner made a decision on

the applicatiun and informed DoD in writing.

Under this regulation, waivers were granted for two products
during Operation Desert Storm/Shield--pyridostigmine bromide
and botulinum toxoid vaccine. Although FDA had concluded that
informed consent was not feasible, FDA did obtain DoD's
agreement to provide accurate, fair, and balanced information
to those who would receive the investigational products. To do
this, DoD developed information leaflets on both products with

FDA's input and these leaflets received final FDA approval.
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Following the cessation of combat activities, the Assistant
Secretary of Defense for Health Affairs notified the
Commissioner in a March 1991 letter that DoD considered the two
waivers granted under the interim rule to be no longer in
effect. He also informed the Commissioner that DoD had
ultimately decided to adwinister the botulinum toxoid vaccine

on a voluntary basis.

Since that time, the Presidential Advisory Committee on Gulf
wWar Veterans' Illnesses has recommended that we “solicit timely
public and expert comment on any rule that permits waiver of
informed consent for use of investigational products in
military exigencies.” (Final Report, page 52.) FDA has
carefully evaluated the committee's recommendations as well as
other information that has come to its attention. FDA has
engaged in discussions within the Agency, with DoD, and with
others on this important topir. As a result of these
discussions, the Agency will solicit public comment in line
with the conmittee's report. This public comment will be
directed towards whether the FDA should finalize the interim

rule, modify it, or eliminate it completely.

VI. CONCLUSION
The first layer of the subjects' protection is provided by the
medical research sponsor. It is the responsibility of the

sponsor to design the research study to be ethically and
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scientifically-soﬁnd;'select qualified researchers, provide
them with the information they need to properly conduct the
research study, and ensure proper monitoring of the study. The
second layer of protection is provided by the researcher, whose
professional and civic obligation is to conduct ethical
research and make sure that the study participants are apprised
of, and fully understand, the potentiai risks and benefits of
the research. The third layer of protection is provided by
IRBg. It is the responsibility of the IRBs to develop and
follow procedures for initial and continuing review of the
integrity of the research and the protection of the rights and
welfare of its human subjects. The last layer of protection is
provided by FDA, which regulates the organization and
procedures of IRBs, researchers, research sponsors, and others
involved in clinical trials. These layers of protections are
applied to each clinical study to ensure the integrity of the
data and in order to protect the rights and welfare of the

human subjects of clinical research.

We take very seriously our obligation to protect the rights and
welfare of all research subjects who participate in research
involving FDA-regulated products. We believe that our
regulations and inspection programs are important to help
ensure that human research subjects are protected at the same
time that vital information on the safety and effectiveness of

drugs, biologics, antibiotics, and devices is gathered,
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I would be haﬁﬁy to answer any questions you have about FDA's

oversight and regulation of research activities.
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Dr. FRIEDMAN. Thank you for the opportunity for the statement,
sir.

Mr. BURTON. First of all, let me thank you and your staff for
being with us today. I know it’s an imposition, but we think it's im-
portant that we discuss these issues. The reason that we went into
the fenfluramine issue was because it became so prominent in the
news in just the last few days and we thought that it was some-
thing that was relevant to what we’ve been concerned about and
that is the health of people and how the FDA works. So we thought
we would add that to the agenda today. We think your agency was
given adequate time. I hope, if there was a disagreement, I apolo-
gize for that but we thought we had adequate time to prepare for
this and the minority was made aware of it last Friday.

Let me ask you a couple of questions about that fenfluramine sit-
uation. You had children in New York City in the inner city, that
were subjects of this experimental procedure and even after it be-
came apparent that this caused health problems in adults, it was
allowed to continue to be used and injected into children from the
inner city there. Why was that?

Dr. FRIEDMAN. Well, sir, I don’t know when that particular ques-
tion was addressed to the agency. I only found out about it this
morning. So I can assure you that we can provide a much more
substantive answer with more time. But I'm happy to share with
you the information I have today.

Mr. BURTON. What we have here, as reported in the newspaper—
and I don’t always believe what the newspapers say, but—is a Rob-
ert Temple in your agency?

Dr. FRIEDMAN. Yes.

Mr. BURTON. He is alleged to have said, quoted as saying, “Just
because a drug is pulled off the market . . . it still may have a le-
gitimate use for research. The benefit of the product will outweigh
the risk. Lumpkin and Dr. Temple, the director of the FDA’s Office
of Drug Evaluation, admitted they had ‘very little data’ showing
the impact good or bad one or two doses of fenfluramine will have
on children.” I don’t understand that——

AgDr. FRIEDMAN. Well, let—if I may, I'll be happy to respond, sir.
ain——

Mr. BURTON. Your—he'd be—I'd be happy to hear his response
as well.

Dr. FRIEDMAN. And—as I would be happy to offer it, sir. I think
the critical issues here, have to do with the question of whether or
not the perceived benefits of the investigation are relevant. I un-
derstand—and I've just received information on this this morning
so my information is not totally complete in this regard—that when
this product was removed from the market, those investigators who
were using it were contacted and told of this information. Now it
is absolutely correct that there are some products which, when they
are removed from the market for one indication, continue to be re-
searched for others and there are some examples of great benefit
coming from such situations.

Mr. BURTON. What—but doctor, there were heart valve problems
created——

Dr. FRIEDMAN. May I continue please, sir?

Mr. BURTON. Sure.
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Dr. FRIEDMAN. Thank you. What was asked at the time of the
product being removed from the market is that all clinical trials
cease and that if an investigator wished to continue the research,
that certain things must be done. First and most importantly, there
must be adequate informed consent. And the informed consent in
this process, the document itself was modified. You mention that
there were some children involved. There were also, as I under-
stand it, more adults than children, but there were a number of in-
dividuals involved. Those people had a new informed consent docu-
ment that talked about the risk of heart disease. That's No. 1. No.
2, those people who wished to participate in this clinical trial, and
it was voluntary, underwent a cardiac examination to examine
their heart valves to see if there was any damage there before they
began taking the one dose that they would be offered. Afterwards
they had to submit to a second heart valve examination. It’s not
painful, but it is a highly sophisticated test. Third, the local inves-
tigational review board, the board that knows best the local situa-
tion of the people involved, the investigators who are doing the re-
search, had to be informed and had to agree that this was an ap-
propriate technique.

You raise issues about informed consent and how this process is
best conducted. As I'm sure you recognize, sir, there are at least
three important components here, one of which is the Food and
Drug Administration, but IRBs, the Institutional Review Boards
that are critically involved in this unfortunately aren’t going to be
represented here today. I think that’s lamentable because they've
a very important role to play. Nor the Office for Protection of Re-
search Risks, OPRR.

Informed consent was provided. All appropriate testing was done.
This was clearly a voluntary kind of activity. And we take very se-
riously the special care that must be given to populations of pa-
tients whether they be children, patients who are desperately ill,
patients with psychiatric conditions, and so forth. That there must
be built in extra safeguards for those individuals because they by
themselves can’t look after their own best well-being.

Mr. BURrTON. I understand. But we're talking about children.
There may be some adults, but we’re talking primarily about chil-
dren who would not be able to give informed consent. Their parents
could. But Dr. Temple said very little data exists on this and so
how did you know that children would not be affected down the
road after being subjected to this treatment?

Dr. FRIEDMAN. There are many thousands of patients who've
been treated with this product.

Mr. BURTON. Children?

Dr. FRIEDMAN. No, adults. Before research is carried out in chil-
dren, frequently there must be a large experience in adults. Not al-
ways, but frequently that is the case. This is a situation where not
just the Food and Drug Administration, but a body of scientists
and the Institutional Review Board looking at this information be-
lieve that there was a real promise of scientific information being
gained that might be of help to these children and adults later. I
can——
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Mr. BURTON. But the children—but, Doctor, you already knew
that there had been some heart valve problems created by the use
of this drug in the past.

Dr. FRIEDMAN. We have never seen—there has never been re-
ported a case of any heart valve or other illness from taking—a
heart valve or blood vessel illness, I should say, from taking one
dose. That’s not been reported to the agency in thousands of pa-
tients who've been treated in adults or anyone else.

Mr. BURTON. But how did you know? You know, children are
much smaller than adults. How did you know that——

Dr. FRIEDMAN. That’s very appropriate, sir.

Mr. BURTON. How did you not know—how did you know that it
would not adversely affect a child because the dose might—because
they’re much smaller, might have a much greater impact on their
bodies than it would with an adult in the same amount.

Dr. FRIEDMAN. The fact that there are unknowns in clinical re-
search is certainly true. But I know, sir, because you’ve been pas-
sionately eloquent about this, the need for investigation under
properly controlled situations is something that you have been an
ardent spokesman for.

Mr. BURTON. Right.

Dr. FRIEDMAN. I think that this is a situation where if you say
that the Food and Drug Administration must only allow that re-
search to go forward for which the answer is almost surely known,
we v:ioulld restrict medical research and I know you don’t want that,
nor do L.

Mr. BURTON. No, I want to—I don’t want to——

Dr. FRIEDMAN. I certainly don’t—I'm sure you don’t mean that.

Mr. BURTON. No, what I wanted to understand, at least in part
in this hearing today, is why when there was a substance that had
damaged adults that it was continuing to be used in the scientific
research program on children after the fact. And the answer that
was given to the newspapers by Dr. Temple did not seem adequate
to me. And all I want to find out for sure is why. Obviously re-
search is important.

Dr. FRIEDMAN. Well, let me just say one other thing and then I'm
more than happy to have Dr, Temple join me to respond specifically
in case that quotation wasn’t thoroughly complete or entirely ade-
quate. I'm very happy to have him join me. The thing I have to re-
affirm, though, sir, is that the risks to adults was described in de-
tail in the informed consent process that the parents of these chil-
dren or that the adults had to sign. That was disclosed in there.
I looked at the informed consent document this morning myself to
assure myself of the fact that that had not been left out.

Now you and I might say that, for us as individuals, we have a
threshold for what clinical trials we would participate in or allow
our children to. And that's certainly our privilege. But I believe
that the critical question here—I think this is question of personal
choice as well. And I know that you've been very keen and very
supportive of having patients have their choices. What you’ve re-
quired and what I thoroughly support with you, sir, is having the
proper information disclosed to that individual in a noncoercive and
in a thoroughly educational mode. That’s extremely difficult. I do
recognize that and I’'m not making light of that.
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Nonetheless, I believe that our primary responsibility is to pro-
vide the information, to make sure that things are ethically con-
ducted. If a patient or if a parent wishes to have, with the child’s
assent, our agency recommendation to participate in such a study
they should do so fully knowledgeable of all the side effects that
we're aware of.

I'm sorry to have gone on so long. Dr. Temple might want to em-
bellish on his comment.

Mr. WaxmaN. Excuse me, Dr. Temple, I have to leave and——

Dr. FRIEDMAN. I'm sorry, sir.

Mr. WAXMAN [continuing]. If the chairman would permit me. You
can go in the second round. ‘

Mr. BURTON. We'll defer and let him answer.

Dr. FRIEDMAN. Thank you. Please go right ahead.

Mr. WAXMAN. It’'s my 5 minutes of questions to you.

Dr. FRIEDMAN. Yes, sir.

Mr. WAXMAN. We had two hearings in this committee on a dif-
ferent subject and we were only informed as the chairman indi-
cated Friday, that we now have a different subject for today’s hear-
ing. Well, I'm going to have written questions to you for the
record——

Dr. FRIEDMAN. Yes, sir.

Mr. WAXMAN [continuing]. To explore both areas. But on this
particular issue, thalidomide comes to mind. That was a drug that
was pulled off the market and now it’s part of a research protocol.
Tell ‘.;ls‘7 about that and is there anything wrong with using that re-
search?

Dr. FRIEDMAN. I think it’s a very important example. As we all
know, thalidomide had horrible side effects as a sleeping agent. It
did result in sleep, but it had terrible effects on developing fetuses.
The drug was not on the market in the United States, thankfully,
but it continued to be tested in the United States because it had
a very powerful and positive impact on patients with a certain very
painful form of leprosy. Now this was such a terrific treatment. It
was so valuable for these patients that we continued to allow its
use under very carefully controlled conditions where you did worry
about the possibility of pregnancy, but did everything you could to
prevent that. In fact, we have recently reviewed and approved an
application for thalidomide under those very same circumstances.

Mr. WAXMAN. So the research on thalidomide is a different
ex——

Dr. FRIEDMAN. It’s an excellent example.

Mr. WAXMAN. It’s a different kind of research.

Dr. FRIEDMAN. That’s right.

Mr. WaAXMAN. On the use of the drug when it was available, not
in the United States, but in other countries.

Dr. FRIEDMAN. And the information that was supplied to patients
receiving that information for that medication was as fully inform-
ative as what we've just described for fenfluramine. As you recog-
nize, sir, 'm not defending the experiment with fenfluramine or
criticizing it. I don’t know whether it’s going to be 4" positive piece
of scientific information, that we will learn important new insights,
but I do believe that it is appropriate and ethical and that it’s
being conducted under carefully scrutinized circumstances.
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Mr. WAXMAN. Now both the FDA, which you represent, and Dr.
Varmus, who’s the head of the National Institutes of Health, testi-
fied extensively last year at our subcommittee hearing chaired by
Mr. Shays on this issue of informed consent and I think this hear-
ings focus on FDA is somewhat misleading, sort of like a blind man
trying to describe an elephant simply by looking at the trunk. Isn’t
it true that the oversight of human research is a responsibility of
thousands of Institutional Review Boards, trial sponsors, the NIH
Office of Protection Research Risks, the FDA, and, ultimately, the
scientists who conduct the research in accordance with professional
standards?

Dr. FRIEDMAN. That’s exactly right. And some people say it’s the
very complexity and multiple nature of that system that builds in
special protections for patients, that those number of different per-
spectives are very important in protecting patient rights. At any
point there may be a difficulty. There may be an investigator who
doesn’t follow the rules or an IRB that doesn’t function as well as
it should. We recognize that there can be problems at any point in
the system, but I think that collectively we are all committed to
having an ethical, proper system.

Mr. WaxXMAN. For this hearing, the only one as I can tell, that’s
being asked to respond to the concerns that are legitimately being
raised about clinical trials and adequacy of informed consent, the
placebo trials, is the FDA.

Dr. FRIEDMAN. Lamentably, that’s true.

Mr. WAXMAN. And others are involved as well.

Dr. FRIEDMAN. That’s very true, sir.

Mr. WAXMAN. Now, as an accomplished medical researcher and
as acting commissioner, can you explain to us the purpose of a pla-
cebo-controlled trial? When is a placebo necessary and are there
situations where a placebo group is simply inappropriate?

Dr. FRIEDMAN. If I may, let me begin with the third of your ques-
tions, because in some sense it’'s the most important. There are
clearly a number of situations where a placebo-controlled trial is
inappropriate and is not ethical and we don’t sanction or approve
such trials. It’s absolutely true. It’s especially true if there is effec-
tive treatment, life-saving treatment, dramatically beneficial treat-
ment that's available. We feel very strongly that under those cir-
cumstances patients should not be denied those options.

Clinical trials are very complicated and trying to decide how best
to show the benefit of a new treatment can be very difficult. We
believe that the principles that need to be adhered to are, first of
all, complete informed consent. So when a placebo is used, a pa-
tient is fully informed about that and he or she makes the choice.
There've been some dramatically effective and dramatically star-
tling trials recently. Just last week, the announcement about the
tamoxifen trial for breast cancer prevention—what I think of as a
major important trial-—that was a placebo-controlled trial. It was
scrutinized very carefully by hundreds of investigators, thousands
of patients participated, dozens or more review boards. Under those
circumstances, it was a—it was the proper choice to make, we be-
lieve. It demonstrated a new therapy that—it has promise for
many, many patients.
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Distinguished scientists will have legitimately different points of
view about when a placebo-controlled trial is appropriate and when
some other kind of trial is not appropriate. I think that specifics
must be tailored to the disease, to the options that exist for the pa-
tient, for the condition of the patient, and, most of all, for the pa-
tient’s choice. There are some situations in which we believe that
placebo-controlled trials are appropriate. There are other situations
where you think they are entirely inappropriate. But we think that
the seriousness of the condition, the relevance of other options, it
might have real patient benefits, and patient preference are some
of the most important features.

Mr. WAXMAN. Are all these decisions FDA decisions?

Dr. FRIEDMAN. No, sir. We certainly have a role and we certainly
want to help with this, but these are decisions that are made at
the investigator level; at the IRB level; at the sponsor of the prod-
uct level; if there’s a NIH-sponsored trial, at their level. We partici-
pate in this colloquium, but we’re only one of several participants.

Mr. WAXMAN. Thank you, Mr. Chairman.

Mr. BURTON. Mr. Horn.

Mr. HORN. Thank you very much, Mr. Chairman. Let me review
some of the matters. What year was the first time the FDA knew
of this experiment by the New York State Psychiatric Institute?

Dr. FRIEDMAN. Sir, I would have to provide that for the record.
Again, I was not informed that that——

Mr. HORN. You don’t have the file or papers on you?

Dr. FRIEDMAN. No, sir, not with me, no, sir. I'm sorry.

Mr. HORN. Who in the FDA has such a file?

Dr. FRIEDMAN. The appropriate portion of the Center for Drug
Evaluation and Research, sir.

Mr. HORN. And they didn’t give this to you to prepare for this
hearing?

Dr. FRIEDMAN. No, sir, I found out about this, this morning at
9 that this would be part of the hearing. I'm sorry, sir. I don’t want
to waste your time. I would have much preferred to prepare prop-
erly for this issue. This was not an issue that we had been in-
form—that I had been informed about nor do I know of anyone else
on my staff who passed that information on to me.

Mr. HORN. Well, my question, obviously, gets nullified by not
being prepared and the question is—let’s then put it on a hypo-
thetical. Let’s say the experiment started in the 1980’s and it’s now
the end of the 1990’s. What's the policy of the FDA in reviewing
the consent papers on projects that come to you for approval? How
often do you review them to see that theK’re conforming to the con-
sent? And, No. 2, to see what, if any, change has occurred in the
protocol with regard to the pharmaceuticals that are being tested?

Dr. FRIEDMAN. I would ask Dr. Nightingale if he would please as-
sist me with this answer. We certainly—we rely upon the Institu-
tional Review Board to assure that proper informed consent docu-
mentation and informed consent occurs. We site visit those IRBs on
a regular but episodic basis and look at those forms at that time.
It is not a mandatory requirement that we review all consent forms
for all situations when the project is first started. Frequently, if not
always, the sponsor supplies that to us for their—for our review at
the time of initiation. We make efforts, and certainly did in this
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case I know because I received this fax this morning, to update in-
formed consent documents to require that these be updated so that
pla)\fients will be given the latest information when it becomes avail-
able.

I can speak to you from other venues not about this case, but as
you've pointed out, the hypothetical case. When I was a clinical in-
vestigator at a university and then when I was at the National
Cancer Institute, I had to both serve on Institutional Review
Boards and present before them proposals that they would review.
And whenever I found out new information as an investigator, I
modified my consent form, I took it back to the IRB. Often they
wouldn’t require to meet with me; they just took that as a paper
submission, but on occasion they would. But when I was at the Na-
tional Cancer Institute and we were sponsors of some trials, we
certainly asked for informed consent documents to be updated and
changed as new information emerged about a side effect that had
not previously been noted or, in some instances, a benefit that
wasn't known before.

I don’t know if Dr. Nightingale wants to add anything.

Dr. NIGHTINGALE. Right. May I just add a little to that. Basi-
cally, the FDA does the review of informed consent in a variable
manner. Certain parts of the agency routinely do review informed
consents; others don’t. It depends on the situation as well as the
product class. When there are deficiencies found, when FDA does
a review itself, they are passed on to the sponsor and changes are
made throughout the system.

But, more typically, where the rubber meets the road, of course,
is at the IRB, as Dr. Friedman has stated before. That is the main
locus for this ethical review and any changes that are made there
glust be made before a trial can begin. And that’s where this is

one.

Mr. HORN. What is the FDA policy if there’s an introduction of
a new drug that hasn’t been in the original protocol? Do you then
go back to get informed consent? Or how do you handle that? How
do you require that—— )

Dr. FRIEDMAN. I want to make sure I understand your question.

Mr. HORN. Well, I'm trying to get at just how vigilant is the FDA
in reviewing what an Institutional Review Board has done when
there are changes in the protocol? Do you demand that they go
back to a new consent on the part of the people that are exposed
to that particular experiment? How does that work?

Dr. FRIEDMAN. 1 think I understand your question. If I don’t get
it right, give me another chance and I'll try to answer your ques-
tion again. If you're saying for those people who are currently on
a clinical trial, they’ve agreed to participate, they’re enrolled in the
study, they're taking the treatment, and then a new observation is
found and the consent form is changed. Did those people then get
the ;1ew information about that consent form? That new observa-
tion?

Mr. HorN. Right.

Dr. FRIEDMAN. It certainly would be, depending upon the serious-
ness of the side effect or the opportunity for providing this informa-
tion, I think it would be absolutely optimal to do that. I can tell
you that my experience at the National Cancer Institute was ex-
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actly that, that when we found new information for patients who
were receiving the treatment, there were occasions when we had
the investigator go back and talk to every patient who’d been re-
cruited to that clinical trial to say to them, here’s new information
we just want to let you know this for your interest.

You recognize, I know, that at any point in the clinical trial, the
patient is given the opportunity to stop, to withdraw from the trial
and the consent form must say with no prejudice, with no risk of
any adverse health consequences, that they won’t be cared for or
they’ll have to find a new doctor, or anything else. That you prom-
ise them that you will care for the patient whether or not they par-
ticipate in the trial or you will see that they get care whether or
not they’re in the trial. That always exists for the patients.

Now, I think that the local IRB has the formidable task of re-
viewing that information. And the GAO report that the chairman
referred to earlier points out that IRBs often do a very good job of
this. But as this report points out, there are real strains on the sys-
tem at the OPRR level, at the IRB level, at the investigator level,
and that the FDA has strains. But that they recognize that, in gen-
eral, the system works well, but should work better and is exposed
to risks in the future.

Mr. HORN. Because when we talk about the IRB, the Institu-
tional Review Board, has the FDA examined the one that relates
to the New York State Psychiatric Institute to see if there are con-
flicts of interest? I mean, let’s face it, I've been a dean of research
in my past incarnations and you can easily have conflicts of inter-
ests of other faculty and it’s each one scratch each other’s back type
of arrangement. What's the FDA done in this case to look at the
situation in terms of the makeup of that board? And my next ques-
tion’s going to relate to informed consent for children. But let’s deal
with that.

Dr. FRIEDMAN. Let me answer—if I may, I'll respond subsequent
to the hearing since I don’t have that information. We will identify
for you when last that IRB was site-visited, what was found at that
time. Again, I don’t have that information. I would have—I'm as
dissatisfied with this as you are, sir. It's my intention to be here
to engage in the highest quality discussion that we can and I'm
frustrated by not having adequate time and adequate notice to pre-
pare for this and I apologize to you, sir.

Mr, HORN. Well, I appreciate that. But now on the general policy
of informed consent of children, what are the FDA rules on that?

Dr. FRIEDMAN. Again, I'll have Dr. Nightingale supplement my
answer. The short answer is that the parent or legal guardian
must provide his or her consent. But our agency policy is one step
further than that which is that the assent of the child is something
to be striven for as well. Because it’s not merely that children are
totally passive in this as all of us as parents clearly recognize in
good ways and in times of illness. Nonetheless, we want to have
the patient’s best interests, in this case the children’s best inter-
ests, looked after by those people who have the greatest care and
the gréeatest knowledge about them. Perhaps Dr. Nightingale can
expand.

Dr. NIGHTINGALE. Just to add to that, there aren’t specific addi-
tional FDA regulations for children in the informed consent area,
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but clearly to have the informed consent requirement carried out
properly, great attention has to be paid to vulnerable subjects such
as children. There is a requirement in the IRB regulations that
when you're dealing with vulnerable subjects on a regular basis
that the makeup of the IRB should be paid attention to and that
you should have those concerned about the welfare of that particu-
lar vulnerable group serve on the IRB to assist in the review.

Mr. HORN. Now is vulnerability decided by what age they are?
Or is it decided by what psychological and physical condition
they’re in?

Dr. FRIEDMAN. Well, I would say both are important factors, sir.

Mr. HORN. But what is the age minimum now at which a child
can give consent?

Dr. FRIEDMAN. There’s an emancipated——

Dr. NIGHTINGALE. I think it varies State to State in terms of the
specifics.

%\{Ir. HORN. So FDA follows the State rule, not a national stand-
ard.

Dr. FRIEDMAN. If necessary, we’ll get back on that.

Dr. NIGHTINGALE. We can check, sure.

Mr. HORN. Well, does anybody of the eight who took the oath
know the answer to that question?

Ms. MALONEY. My name is Diane Maloney in the Office of the
Chief Counsel and, with regard to informed consent, the informed
consent is by the subject or the legally authorized representative
and that is determined by State law. So the age, I believe, would
be, if the State law is a person is eligible to give consent at 18 in
one State, then that would be acceptable. If it were higher or lower
indanother State, that, I believe, would be what the law would pro-
vide.

Mr. HORN. I'm fascinated because, with all the thousands of
pages of regulations this Government has turned out since FDA
was established under Theodore Roosevelt, I would have thought
there’d have been a standard age of consent on a federally ap-
proved praject across the country.

Mr. Cox. Will the gentleman yield?

Mr. HORN. Yes, I’d be glad to.

Mr. BURTON. In fact, why don’t we let Representative Cox have
his 5 minutes, then we’ll come back to you, Mr. Horn.

Mr. Cox. Well, I don’t mean to interrupt this very profitable line
of questioning, I just asked the gentleman from California to yield
for a moment.

Mr. BURTON. OK. All right.

Mr. HORN. And I am glad, Mr. Chairman, to yield because I'm
due in another hearing right now.

Mr. Cox. Dr. Friedman, you said that it was FDA policy, in addi-
tion to gaining the legal consent of the parent, also to strive for the
assent of the child. What is FDA’s policy on that? How old must
a child be to give his or her assent?

Dr. FRIEDMAN. I don’t know that there's a written policy. I'll have
to look into that and supply that to you if I may. I would say that,
as a parent and as a physician, I would hope that at whatever age
the child was capable of doing it. Obviously, the exigencies of ill-
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ness and the frightening situation of a medical facility would make
that difficult, but, wherever possible, I think it’s ideal.

Mr. Cox. Mr. Chairman, who has the time?

Dr. FRIEDMAN. It is, I'm told, sir, that it’s in our good clinical
practices guidelines and we’ll be happy to supply that to you.

Mr. Cox. Mr. Chairman, it’s my understanding that that’s actu-
ally what this hearing’s about, so I don’t think that these questions
are off-base at all, and I'm just surprised that the witnesses aren’t
prepared to answer them, but I do appreciate that you could pro-
vide us supplemental information.

Dr. FRIEDMAN. Yes, may I speak to that, sir?

Mr. BURTON. If the gentleman yields briefly, as I understand it,
Dr. Temple of the FDA was made aware of this yesterday afternoon
about 3 o’clock, when he was contacted by a reporter so that was
when everybody at the FDA had their antennae go up. And I would
have thought that possibly you could have brought some of those
records in that period of time. But, nevertheless, it was very short
notice.

Dr. FRIEDMAN. Sir, I think that for a hearing of this importance
and for subjects this complex and asking us to deal with all in-
formed consent, all human protection, all access issues, I think that
less than 24 hours notice is very difficult. I take this very seriously.
I apologize to the committee, but we were not even given formal
notification by anybody on the committee that this would be an
issue. A reporter calling us is hardly notification from such an im-
portant and distinguished committee.

Mr. BURTON. Well, Doctor, let me just say the reason we decided
to go into this subject—if the gentleman will yield a little bit fur-
ther—was because we had the hearing scheduled. It was a timely
issue. We apologize for the shortness of notification but we would
have had to have you come back at another time and drag all your
staff back and we thought that we would try to kill two birds with
one stone. So that’s the reason for it. Thank you for being here.

Dr. FRIEDMAN. Well, and we're happy to try to respond to it; it's
just that I'm—I apologize and I don’t wish to be held to not being
ready for everything since there was relatively little time. But, Mr.
Cox, I'm sorry, I interrupted you, sir.

Mr. Cox. That actually amply answers my question and I did not
know of the foreshortened notice that you had, and so your answer
under the circumstances is quite acceptable.

Dr. FRIEDMAN. But we will respond fully to any questions that
you have.

Mr. Cox. Just to lay the foundation then, so we're all operating
under the same set of assumptions for any questions that I might
put beyond that, I take it that you have had an opportunity to re-
view the General Accounting Office report that is titled, “Scientific
Resegrch Continued Vigilance Critical to Protecting Human Sub-
jects?”

Dr. FRIEDMAN. Yes, sir. Yes, sir.

Mr. Cox. And that you had a chance to lay your hands on and
review it even before learning about the hearing today?

Dr. FRIEDMAN. I had looked at it previously but, certainly, this
hearing has focused my attention on it, yes, sir.
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Mr. Cox. And did FDA cooperate with GAO in any fashion prior
to their conclusion of their report?

Dr. FRIEDMAN. I don’t know the answer to that question. I be-
lieve that our general posture is to be very cooperative with GAO.

Mr. Cox. It would be my assumption that FDA would——

Dr. FRIEDMAN. There may be something specific about this, but
my understanding is in general we work collegially with them.

Mr. Cox. So if I approach further questions from the standpoint
of this report, with which FDA has been involved, I hope that—and
I take it I'm using up all my time in the preamble to the question
in any case, I notice the amber light has just turned on—let me get
immediately to a question.

Dr. FRIEDMAN. Please.

Mr. Cox. To followup on what my colleague from California, Mr.
Horn, was just talking to you about, obviously gaining the consent
of an adult is one thing and dealing with a human subject that is
below the age of majority is quite another. Furthermore, there's an
issue when parents give consent for children that doesnt exist
when a human being gives consent for himself or herself, because
they’re separate people and, as much as parents care for children,
it’s just a different issue.

Specifically, for example, in one of the cases that’s resulted in a
lot of negative press for the FDA, a young girl was given these ex-
perimental doses; she was promised psychological help, and appar-
ently that psychological help was not forthcoming, but, generally
speaking, there was consideration for her participation in the test.

What is FDA’s general practice when it comes to offering consid-
eration for a child’s participation in the test? Can—to use a stark
example—can somebody under a protocol approved by FDA—has
this ever happened before—give money to the parents if their chil-
dren are subjected to experimental drugs?

Dr. FRIEDMAN. I don’t know the answer to that question. Again,
I would have to try and supply that for the record later. I think
that the local considerations are some of the most important, and
that’s why I get back to the absolute central nature of the IRB; the
integrity, as Representative Horn described; the non-biased ap-
proach; the lack of conflicts of interest. In many ways, the local In-
vestigational Review Board and the local researcher are critical on
this issue. I don’t know the answer to whether money has ever
been given as a consideration for participation in a local trial.

I can—currently, I can tell you that when I was a medical stu-
dent, I participated in such studies for such reimbursement——

Mr. Cox. As an adult.

Dr. FRIEDMAN. As an adult, yes, sir. But not as——

Mr. Cox. Not to help somebody else when you were being paid
so that they would take a drug.

Dr. FRIEDMAN. Right. I can’t—no, sir, and I can’t say anything
about chiidren.

Mr. BURTON. If the gentleman would yield, let me say briefly,
I've been informed that each time a child was injected the parent

ot $125. Is that correct? It’s been reported that they were paid
%125 each time there was an injection, which might have been an
inducement for a parent to continue in that program. Do you have
any knowledge of that?
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Dr. FRIEDMAN. I don’t, sir. Again, I'll have to look at the record
and we can supply that answer later.

Mr. BUurTON. OK. Let me just ask, if it’s all right, just one or two
quick questions, and I'll yield to Mr. Cummings in just a second
here. The consent form that you're talking about, after it was taken
off the market for adults and the program continued for children,
was the consent form changed or was a new consent form required
of the children who were in the program?

Dr. FRIEDMAN. I'm not sure I understand the distinction between
changed and a new consent form required. New information was
required to be added. That new information was added.

Mr. BURTON. And the parents were informed that there was
heart damage or suspected heart damage in people who were
adults who were taking it? And they continued to keep their child
in it after they were informed of that?

Dr. FRIEDMAN. My understanding, sir—and again I apologize;
we’re spending a lot of time on something that I am absolutely ill-
prepared to deal with. My understanding is that these children and
these adults only received one or at most two doses. There was no
continuing therapy. That’s my understanding.

Mr. BURTON. Well, if you could, for the record, if you could get
that information to us, we’'d certainly like to review it.

Dr. FRIEDMAN. Certainly. And you may well have questions
about the questions that——

Mr. BURTON. OK.

Dr. FRIEDMAN. Any questions that you have, we will supply the
answers to.

Mr. BURTON. OK. Mr. Cummings.

Mr. CUMMINGS. Thank you very much, Mr. Chairman.

Dr. Friedman, I want to thank you for being here today. I don’t
think that you owe us any apologies. None. We didn’t even know
on this side that the hearing subject matter had been changed until
this morning. As a lawyer of 22 years, I can tell you that I don’t
care how prepared I was for a hearing, if somebody changed it in
a short period of time, it would be impossible for me to address
probably some simple issues, let alone complex issues. And so you
don’t have to sit there and apologize. There’s no one in this room,
no one, even up here, who could handle complicated issues on less
than 24 hours notice that—and when they got the information from
a reporter. And I think that is blatantly unfair to you.

A lot of allegations are being made. You’re not in a position—and
I understand you got a lot to deal with. You've got a big agency
and common sense—and I don’t think the American people—I hope
they watch this because they will understand; they wouldn’t want
to be in the position that you’re in, and so I—you don’t have to
apologize to us.

Dr. FRIEDMAN. Thank you, sir. I appreciate that.

Mr. CUMMINGS. You really don't.

Let me ask you some questions that—and our staff prepared for
the hearing that you came here for and they spent many, many
hours, and I want to thank them and I know they must feel kind
of bad because they spent so many hours preparing for the hearing
that we were supposed to have. So I need to get back to some of
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those things, because I'm interested in them. And I've spent quite
a few hours preparing myself.

This is our third full committee hearing on FDA issues. In the
first two hearings, some serious charges involving patient access to
unapproved therapies were made against the FDA. Given privacy
concerns, I want to give you an opportunity to respond as fully as
possible. Several witnesses testified to the safety and efficacy of Dr.
Burzynski’s treatments. Are you familiar?

Dr. FrRIEDMAN. Yes, sir, I am.

Mr. CUMMINGS. Do you have any information about the toxicity
or the effectiveness of any of Dr. Burzynski’s treatments?

Dr. FRIEDMAN. Yes, sir. As you know and as was described to
this committee previously, there are a large number of clinical
trials currently being conducted by Dr. Burzynski. We fully support
the conduct of those clinical trials, because we believe that’s the
way we’ll get answers and that’s very important. Dr. Burzynski has
recently supplied to us—and these are his data that I'm discuss-
ing—information about 828 patients that have been treated with
the intravenous form of his therapy; 404 patients were treated on
protocols and 424 patients were treated as special exceptions, the
compassionate patients that you’ve heard about in the past.

The benefits that have been seen in these patients have been in
some categories not observable. So that, for example, no patient
with breast cancer that he reported to us benefited, responded, 0
out of 74; 0 out of 88 lung cancer patients; 0 out of 29 prostate can-
cer patients. There were other categories where patients did not re-
spond. There were, however, some instances where patients did
have a response, albeit at a low range. But we certainly want those
clinical trials to continue. Under no observable areas did we see,
overall, more than 8 percent of patients having even a temporary
benefit.

There were toxicities associated with this treatment. More than
half the patients had a significant elevation in their serum sodium;
that’s the amount of salt that’s in your blood. That's kept in very
fine balance usually. In more than half the patients, there was a
greater than 10 percent increase in the serum sodium level. In
some patients it was much higher. We believe that there were seri-
ous side effects from those situations.

All told, we have information that is developing for Dr.
Burzynski. We want to encourage him to continue the clinical trials
to assess this information because it appears that in some cat-
egories no benefits are seen, in other categories it must yet be de-
termined.

Mr. CUMMINGS. You mentioned prostate cancer. I think in one of
those you said 0 out of 80 I think——

Dr. FRIEDMAN. Twenty-nine patients is what’s reported to us re-
cently, yes, sir.

Mr. CUMMINGS. OK. It's just—I just want you to understand that
that is a major concern. That's why, I mean, I'm concerned very
much. In my district, African American men are dying—I'm not
talking about just suffering with it—at alarming rates. And, of
course, we're very, very fortunate in my district in Baltimore to
have Johns Hopkins there. And we have, of course, Dr. Walsh——

Dr. FRIEDMAN. That’s right.
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Mr. CUMMINGS [continuing]. Who is one of the greatest physi-
cians in this area operating on folks and treating folks from all
over the world, every day. But with—our African American men
are dying, and so I just wanted to express my concern. I want to
make sure that that issue is addressed. The President has made
some statements about it saying that he thinks we need to do a lit-
tle bit more about it, and I agree, and I just want to put that on
the record. Thank you, Mr. Chairman.

Dr. FRIEDMAN. Yes, sir. Yes, sir.

Mr. BURTON. Doctor, I think, since we have two other panels, we
might hold you in abeyance, since you've agreed to stick around for
a little while, so you could hear what the other people have to tes-
tify. So we could ask questions after they've concluded. So we’ll ex-
cuse you now and ask Dr. Judith Vukov, Joe Foster, and Barbara
Foster to approach the table.

[The information referred to follows, tab E may be found in sub-
committee files:]



119

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food end Drug Administration
Rockvile MD 20867

AN 29 BB
The Honorable Dan Burton
¢Chairman, Committee on Government
Reform and Oversight

House of Representatives
wWashington, D.C. 20515-6143

Dear Mr. Chairman:

This is in response to lssues raised during the April 22, 1998
hearing, "Clinical Trial Subjects: Adequate FDA Protections?"
Several questions were raised with respect to clinical trials
conducted by the New York State Psychiatric Institute using
fenfluramine. In addition, you asked for information regarding
control groups in clinical trials. Questions and answers are
set forth below.

1. When wvas the first time the Food and Drug Administration
knev of the experiment by the New York State Psychiatric
Institute (NYSPI)?

We are assuming that the NYSPI experiment to which you are
referring was the one published in the September 1997
"Neurcendocrine Response to Fenfluramine
Challenge in Boys: Assocliations with Aggressive Behavior and
Adverse Rearing™ (Archives study). The Food and Drug
Administration (FDA or the Agency) became aware of the Archives
atudy when it was discussed at a March 4, 1998 meeting of the
National Bioethics Advisory Commission. FDA's reading of the
paper indicated that the study would have qualified for
exemption from requirements under the investigational new drug
(IND) regulations at the time it was conducted.' Information

The use of fenfluramine in this study appears to have met
the requirements for exemption from IND regulations contained
in 21 CFR Section 312.2(b), promulgated in 1987. In 1997,
because fenfluramine was no longer being marketed, FDA's
Division of Neuropharmacologic Drug Products (the Division)
notified investigators, who to its knowledge were conducting
clinical studies using fenfluramine, that FDA no longer
recognized the exemption and that such studies needed to be in
compliance with IND requirements (Tab A). In response to this
notice, the Division was informed of ongoing clinical studies
using fenfluramine at NYSPI (Tab B). With respect to the use
of fenfluramine in children, only one protocol provided for the
inclusion of pediatric subjects (ages 12-26); the sponsor
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provided to the National Institutes of Health, Division of
Human Subject Protection, Office for Protection from Research
Risks (OPRR), indicated that the use of fenfluramine in this

study was terminated in August 1995, more than 2 years
prior to the voluntary withdrawal of fenfluramine from the
market by the manufacturer, at FDA's request, because of its
association with heart valve damage.

2. What is the policy of FDA in reviewing the consent papers
on projects that come to YDA for approval?

For human drug studies performed under an IND, FDA's Center for
Drug Evaluation and Research (CDER) generally does not receive
the informed consent form. If a CDER review division receives
the informed consent form with an IND application or in
response to a request, the division obtains a review of the
informed consent form by the CDER Division of Scientific
Investigations in the Office of Compliance. For biclegic
studies performed under an IND, FDA's Center for Biologic
Evaluation and Research routinely requests the informed consent
form and reviews those forms which it receives. For medical
device studies performed under an Investigational Device
Exemption (IDE), FDA's Center for Devices and Radiological
Health requires the submission of, and reviews, the informed
consent form for all investigational studies. FDA also reviews
informed consent forms during audits of specific studies after
a marketing approval application is received.

3. How often does YDA review clinical trials to see that they
are conforming to the consent? How often does FDA review
to see what if any change has ocourred in the protocel
with regard to the pharmaceuticals that are being tested?

Review of a clinical trial to assess conformance to the consent
occurs only when a study in support of a new drug application
or a premarket approval application for a device is audited as
part of a marketing approval review. Protocol changes which
significantly affect the safety of subjects must be submitted
before the changes are implemented, but the sponsor is not
required to await FDA review before proceeding. Annual reports
of ongoing INDs/IDEs must be submitted, including a suummary of
all serious adverse experiences and safety reports submitted
during the year. Significant modifications in phase 1 IND
protocols not previously reported must be described in the
annual report.

indicated that this protocol is not proceeding pending review
of echocardiogram findings from adult protocols.
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4. Has the PDA examined the IRB of the MNew York sState
Psychiatrio Institute to ses if there are conflicts of
interest? What has FDA done in this case to look at the
situation in terms of the makeup of that IRB?

The last inspection of the NYSPI Institutional Review Board
(IRB) was in March 1993. No significant problems were found.
No conflicts of interest were identified at that inspection.
Review of membership is a standard part of an IRB inspection
and the Establishment Inspection Report review (composition,
conflict-of-interest). The IRB is due for reinspection in
1998.

s. Is there written Agency policy regarding informed consent
for ochildren? Wwhere a parent consents for a child, are
there rules or practice regarding obtaining a child’s
"assent"?

With regard to informed consent for children, FDA regulations
pertaining to the protection of human subjects and informed
consent apply. See, Title 21 Code of Federal Regqulationa (CFR)
Part S0, Subparts A and B. The legally effective informed
consent of the subject bl

must be obtained before enrollment in a clinical
trial. FDA's regulations define "legally authorized
representative® as an individual or judicial or other body
authorized under applicable law to consent on behalf of a
prospective subject to the subjectsa' participation in the
research (gee, 21 CFR Section 50.3(1l)). Thus, parents, legal
guardians, and/or others may have the authority to give
permission to enroll children in research, depending on
applicable State and local law of the jurisdiction in which the
research is conducted.

IRBs review clinical investigations regulated by FDA. The
primary purpose of such review is to assure the protection and
rights of human subjects. Regulations pertaining to IRBs are
at 21 CFR 56.2 Many IRBs require investigators to obtain the
of one or both of the parents or guardian (as
appropriate) and the assant of children who possess the
intellectual and emotional maturity to comprehend the concepts

With respect to IRB membership, FDA regulations provide
that if "an IRB regularly reviews research that involves a
vulnerable category of subjects, such as children . . .
consideration shall be given to the inclusion of one or more
individuals who are knowledgeable about and experienced in
working with those subjects™ (gee, 21 CFR Section  56.107(a)).
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involved.’ Some IRBs require two documents, a fully detailed
explanation for parents and older children to read and sign,
and a shorter simpler one for younger children.

In order for the IRB to approve research covered by FDA
regulations, 21 CFR Section 56.111(a) states that it shall
determine that certain requirements are satisfied including
that: risks to subjects are ninimized and are reasonable in
relation to anticipated benefits; selection of subjects is
equitable; informed consent is sought and appropriately
documented; the research plan provides for monitoring data to
ensure safety of subjects; and there are provisions to protect
the privacy of subjects. Furthermore, 21 CFR Section 56.111(b)
provides that additional safeguards must be included to protect
subjects, such as children, who are likely to be vulnerable to
coercion and undue influence.

6. What are Agency regulations and/or policies with respect
to payments to subjects participating in clinical trials?
Are there specific requlations/policies pertaining to
pl{l.ntl to parents of children participating in clinical
trials?

There are no specific Agency regulations with respect to
payments to subjects participating in clinical trials or to
payment to parents of children participating in clinical
trials. The requlations, however, do require that an
investigator seek consent under circumstances that minimize the
possibility of coercion or undue influence (xee, 21 CFR
Section 50.20). FDA does have an "information sheet" that
provides some guidance on payments (Tab D). FDA's Office of
Health Affairs published a series of "information sheets® to
help IRBs carry out their responsibilities for protection of
ressarch subjects (Tab E). The information sheet, "Payment to
Research subjects,” notes that payment is not considered a
benefit but rather a recruitment incentive. It states that the
amount and schedule of payments should be presented to the IRB
at the time of initial review. The IRB should review the
amount of payment and the proposed method and timing of
disbursement to assure that neither are coercive or present
undue influence.

’seq also, FDA's guideline, "Good Clinical Practice:
Consolidated Guideline,® which recommends obtaining the assent
of children who are subjects in clinical trials (Section
4.8.12) (Tab C).
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7. Was the consent form for the NYBPI study changed to
reflact the new information on fenfluramine?

The Archives study at issue was completed prior to the
withdrawal of fenfluramine from the market because of its
association with heart valve damage.

8. Wers the parents informed that there was heart damage
or suspected heart damage in adults taking
fenfluramine? Did they continue to keep their child
in the study after they were informed of that?

The Archives study was completed prior to the withdrawal of
fenfluramine from the market because of its association with
heart valve damage.

9. Could you give us a breakdown on hov you determine
what control groups are appropriate for an IND?

Typically, the sponsors of the investigational product propose
protocol designs based on what they believe will generate
statistically relevant, clinically useful information, and are
in keeping with generally accepted ethical principles. The
Agency 1s avallable for early consultation about trial design
and related issues if the sponsors request it (21 CFR

Section 312.41). The Agency reviews the IND proposal and
decides whether it is appropriate for the study to proceed,
taking into account the safety of the human subjects and the
scientific quality of the clinical investigation and likelihood
that it will yileld data of the quality necessary to support
warketing approval. The sponsor must commit to proceed under
the oversight of an appropriate IRB. The study can then
proceed at a particular site only if the IRB approves it.

As you know, the approval of a new drug or a new indication
must be based on adeguate and well-controlled studies.
Regulations at 21 CFR Section 314.126 describe the
characteristics of adequate and well-controlled studies. The
regulation notes that, in general, five kinds of control groups
are recognized: placebo concurrent control, dose-comparison
concurrent control, no treatment concurrent control (the
control group gets no active drug but is not given a placebo
either; the group is merely under observation), active
treatment concurrent control, and historical control.
Concurrent means that the treated and the control groups were
studied at the same time and typically implies randomization to
one of the two groups. "Placebo control” does not necessarily
mean that the placebo group gets no therapy. More commonly,
particularly in drug studies for serious illness needing
treatment, placebo-controlled trials are really “add-on® trials
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in which subjects are already receiving standard therapy and
then are randomized to receive either the investigational
therapy or placebo in addition to the continued standard
therapy.

No general preference is expressed in the various regulations
cited above for any one type of study design, but the atudy
design chosen must be adequate to the task. Thus, in
discussing historical controls, the regulation notes that,
because it is relatively difficult to be sure that historical
control groups are comparable to the treated subjects with
respect to variables that could affect outcome, use of
historical control studies usually are reserved for special
circumstances, such as cases where the disease treated has high
and predictable mortality (e.g., certain malignancies) and
those in which the drug effect is self-evident (e.g., a general
anesthetic).

Placebo control, no~treatment control (suitable where objective
measurements are felt to make blinding unnecessary), and
dose-comparison control studies are study designs in which a
difference is intended to be sh between the test article and
some control. The alternative study design generally proposed
to these kinds of studies is an active treatment concurrent
control in which a finding of no difference batween the test
article and the recognized effective agent (active-control)
would be considered evidence of effectiveness of the new agent.
There are circumstances in wvhich this is a fully valid design.
Active-controls are usually used in antibiotic trials, for
example, because it is easy to tell the difference betveen
antibiotics that have the expected effect on specific
infections and those that do not. In many cases, however, the
active-control design may be simply incapable of allowing any
conclusion as to whether or not the test article is having an
effect.

In many situations, deciding whether an active-control design
is likely to be a useful basis for providing data for marketing
approval is a matter of judgment influenced by available
evidence. If, for example, examination of prior studies of a
proposed active-control reveals that the test article can very
regularly be distinguished from placebo in a particular setting
(subject population, dose, and other defined parameters), an
active-control design may be reasonable if it reproduces the
setting in which the active-control has been effective.

It is often possible to design a successful placebo-controlled
trial that does not cause investigator discomfort nor raise
ethical issues. Treatment periods can be kept short; early
escape mechanisms can be built into the study so that subjects
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will not undergo prolonged placebo treatment if they are not
doing well. In some cases, randomized placebo-controlled
therapy withdrawal studies have been used to minimize exposure
to placebo or unsuccessful therapy; in such studies apparent
responders to a treatment in an open study are assigned
randomly to continued treatment or to placebo. Subjects who
fail (e.g., blood pressure rises, angina worsens) can be
removed promptly, with such failure representing a study
endpoint.

IRBs may face difficult issues in deciding on the acceptability
of placebo-controlled and active-control trials.
Placebo-controlled trials in which the control group actually
would receive no treatment obviously are not ethically
acceptable where existing treatment is life-prolonging,
regardless of any advantages in interpretation of results. A
placebo-controlled study that exposes subjects to a documented
serious risk is not acceptable. It is critical, however, to
review the evidence that harm would result from denial of
active treatment. Alternative study designs, especially
active-control studies, may not be informative. A study design
that will not be informative is, likewise, not acceptable
because such a study results in exposing subjects to risk
without being able to collect useful information to make that
risk worthwhile.

* * *

For your information, in April 1998, FDA became aware that OPRR
was investigating the Archives study.

In addition to the above-noted questions raised on April 22,
following the hearing, your staff member, Ms. Laurie Taylor,
asked whether FDA was looking into the issues raised in the
testimony of Mr. and Mrs. Joe Foster. We asked CDER's Division
of Scientific Investigations to review the testimony and it
concluded that further investigation was warranted. We will
report to you when its investigation is complete. Please note
that the existence of this investigation is confidential and we
ask, therefore, that the Committee not publish or otherwise
make public this information.

Information contained in footnote 1, including the enclosures,
containa confidential commercial information protected from
disclosure to the public under the Freedom of Information Act
(FOIA) (5 U.S.C. §552) and FDA's regulations implementing FOIA.
We ask that the Committee not publish or otherwise make public
this information. We would, of course, be glad to discuss with
the Committee staff the confidentiality of any specific
information.
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Further information with respect to fenfluramine will be
provided in our response to your May 19, 1998 request for
information and document request. In the meantime, if you have
further questions, please do not hesitate to contact us.

Sincerely,

Y Pl

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

5 Enclosures

cc: The Honorable Henry A. Waxman
Ranking Minority Member
Cormittee on Government Reform
and Oversight
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/zé DEPARTMENT OF HEALTH & HUMAN SERVICES Arsc Hetth Servis
BB -%.l :;-.'-." 3';’31-7
REGISTERED MAIL peEC 01 1BY
RETURN RECEIPT REQUESTED =
- MV 20 B7
IND 25,419
] John Mazn, M.D.
The New York Hospital-Curnell Medical Center
The Paync Whitney Clinic
325 East 6%th Sgeet

New York, New York 10021

Dear Dr. Mann:

Please refer o your lovestigational New Drug Application (IND) subminten) pursuant tn saction
304(i) of e Federal Fuod, Dmg_ and Cusmetic Act for feaffuramine kydrocajoride.

We acknowiedge receipt of yuur amcndment dated September 18, 1997, providing for your annaal
report. -

Theve bas becn evideoce linking tw combined use of fenfluramine and phemcrmine of
mmmmmwmw As a result of \his oew information,
facmrers of Poodomin (fenfluramine bydrochioride) and Redux (dexfenfluramiine
wm)hwwwMWMpm&mhmumAb
recammended that patienss stop laking these drugs.

The Divirion is therefore requiring that all swdies iavolving the use of fenfluramioe of
dextenfluramine inclede pre-exposure and post-exposzre echocardiograms. 10 imvestigaes the
posxibility of drug-relssed. vaivalar changes. Therefore, if you imznl two continue using
fenfluramine, we raquire thal you submit an amendément o your IND providimg for a change in
your protocol to incorporate echocardiograms o the safaty mogitorisg.

We sdditionally request it you clarify the following iwems ig regard to your IND:
. Dosimexry information on the exposure tv target orgams trom 18-FDG and 1S-HO &
Iacking. Pisase provide this information.

We note that your annual repont inchades the ues of intravendus clomipramine. which is
an jovegtigarional Quy. Do you have a separste IND for intravenous clomipramine? If
mmmvmmmummmwum
assncisted with this drg be submined 0 your IND.

TABA
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We requast dar you fonmally respond @ the shove ftems within two mogths froe the date of this
jetier.

1f you have afy questions concerning this [ND, pleass contact Mr. Paul Devid, Project Manager,
ar (301) $94-5530.

Division of Neoropharmacologica
Products

Drug
Office of Drug Evatustion I
Cenrer for Drug Evaiuation and Research
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COLUMBIA UNIVERSITY

Couscs or PHYSICIANS & SURGIONI

DEPARTMENT Of PIVCRIATRY ! ! e

Tolophonn (X2) 343-85T71
FAX: (LX) Se3-amtT

Jauary 9, 1998

Paul Laber, M.D.
Directoc, Divizion of Nesrepharmseological Drug Products
Office of Drug Evalumion [, Cenrer for Drug Evaluation and Resesrch

Department of Health & Human Sarvices
Food and Drog Admiristrarion
Rockvills, MD 20857
RE: IND 725419
Dear Dr. Leber:

Thank yoo for your letter of November 20. | would Like to rspoad e foBows.

L We will perfoan echocandiograns before and after the feafluramine chaflenge teats that sre
given © our research subjacts. We would propose at since those cases that bave two
fenfluramive challanges, ons bafors and oo after tmatment, thet we do the fimt

‘before an indlvidusl hag the fivst fexfluramine challenge and than the second
echocardiogram 2-3 waaks aftec the second feafluramins chaileage. My own opizion is that
these s will show g0 enduring effects on heart valves, The rpants of vaivader changes in
petiests being prescribed Snflurzmine oa & loag-term basis sppear W invalve strocouzal
changes in the vaives, and these effects are unlikely © sppesr aiter ¢ yingls challenge.
Becsuss pomntial effects are ualikely th appear umxi) at least 2 coapls of weeks have pamsed,
we will do the echocardiogramas, whars posaible, berween 2.3 weeks after the second
fenfluramine challenge.

2 T arzach a list of rotocals that are cruploying the fenfioraraine challeage st at our stinsticn
underthe ancpices of this IND. a0 that there is a0 smbiguity s 1 which studies are involved.
All of these protoceis tollow the feafluramine challzage protacol precieely & described in
this IND file. We have previously provided you with this llat, ischiding other demils of theas

3 Your lettar was adrirssad to 2y old location at The New York Hospital, and I sk that you
plases note my new address at the New York State Paychiatric fastitme. 1hud menticaed the
change in loeation in gy previous carrespoadencs regarding this IND.

TR W NGh Svese  New York, NY 10853

ThG 6
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4. You requested dosimetry information an expasure to trgst argens from 2FDG and "H,0
water. Pleass nots thar wo use S Q) of “FDG and “H,0 per scan. These doses are lower
than thoss used for clinical imaging studies of metaboliem or blood Sow. Dosimetry
information ig ss foltows. Subjects g2 p 10 four “FDG braiz sudies using PET. The wile
body dose Is 0.041 rade/mCl and qritical argaa dose (bladdar) is 0.529 rads/mCL

I you require further information, plasss lat me know.
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List of Protocols that sre Empioying the Feafiuramine Chaliengs Test at Our Institation,
andar the Aaspices of this IND 8384t

A sampile of 2 revised [RB Prowoai and coasent form are attached for 1)
Final IRB-approved conscat forms will be seat for all protocols whea available.

) IRB #2692 (NYSPT:; IRB #1221 (CPMC)
Neurobiologlcal Studies of Antidepressanss ta Depression
PL: J. Jobn Mann, M.D.

2) IRB #2693 (NYSPD: IRB #1222 (CPMC)
Neurotransmirter Studiss by PET Imaging
PL: J. Johm Maas, M.D.

k) [RB # 2824 (NYSPI; IRB # 1230 (CPMC)
Prychobiological Predictors of Suicidal Behavior in MDE
PC J. john Manz, M.D.

4) IRB #3195 (NYSPD: IRB # 1326 (CPMC)

FMR Pmaging Suady of he CN3 Respanse % FEN Challengs
Pls: 1. Jobm Mann, M.D, and Dasis{ Pine, M.D.

M0EFOA 01 F.vps



132

—

Frida:
May 9, 1997

. Part Il

Department of
Health and Human
Services
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Intemational Conference on
Harmonisation; Good Clinical Practice:
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Avallablility
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Regarding ICH: Janet ). Showal!
Office of Health Affairs (HI-'Y-ZO).
Food and Drug Administretion.
5600 Fishers Lane, Rockville, MD
20857, 301-827-0864.

sum.alanm INFORMATION: In recent

d and
the three guidelines were consohdlled
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Regarding the guldeline: Betts L. “Guideline for E: 5. Ci are to be identified
Bnnm.CnmhrDmEvnlumon lthonduuohdhinlStudy"(soﬂ wnhthdndotnunhfbundh
and Rasearch (HFD-344), Food and  40774). The notices gave kets in the heading of this
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document. A copy of the guideline and
recsived comments may be seen in the
office above between 9 a.m. and 4 p.m..
Mondn{ through Friday.

ectronic version of this guideline
is available via Internet. Type http.//
www.fda.gov/cder and go to the

5.19 Audit
5191
5.19.2 Selection and Qualification of
Auditors
5.19.3 Auditing Procedures
$.20 Noncompliance
$.21F T ion or Susp
of & Trial

25693

by the regulatory authorities in thess
jurisdictions.

The guideline was developed with
consideration of the current good
clinical practices of the European
Union, Japan. and the United States, as
well as those of Australia, Canada, the
Nordic countries, and the World Health

$.18.4 Monlitor's R

lb'nunnlmofclln!mldnu

R_I-_gull(ory Guidance" section. 5.22 Clinical Trial/Study Reports
e text of the guideline follows: 5,23 Multicenter Trials v 0|¥|hln.|uuon (WHO).
Good Clinical Practice: Consolidated 6. Clinical Trial Protocol and Protocol s gmdnhm should be followed
- Guidaline Amendment(s) when clinical trial data that
6.1 Goneral Information are intended to be submitted to
Tabie of Contents 6.2 Information sutharities.
Introduction ::;ﬂ Objectives sad Purpose RI ﬁ;dplel established in this
LGlemry 8. Selection wnd Withdrewal of Subjecs ““d‘"";mo: e oo an
2. The Princi CGl : tment blects
by v 'p...‘:‘.'- ndepend ‘_7._ of Efficacy impact on the safety and well-being of
Ethics .(:nmln:ﬂ‘ aﬂm) 68 m of Salety lilm subjects.
3.1 Raspansi 6.9 -
3.2 Camposition, Functions, sad 6.10 Direct Access to Source Data/ LLAWM‘WH‘{ ‘nw" with
ons Documents
3.3 Proced a11 Coutrol and a new madicioal product or [ts aew useges.
3 ures A Quality Quality mﬂ:‘- the therapeutic dossls) may
e m Qualifications and o and uaiaiended ~ | product
43 tar’s Qual .13 Data
14 Pomaing 1 ouvs ey £ i el
4.2 Abqnm €.13 Publicstion bs medicinal n
4.3 Medical Care of Trial Subjects 6.18 Supplements e e
4.4 Communication with IRB/TEC 7. Investigator's medicinal product £1d an edverse sveat s at
4.5 Compliance with Protocol 7.1 lntroduction least & resscnshle Le., the
4.8 lavestigational Product(s) 7.3 General Considerations 2 ressoneble possibility, L.
U‘i{ Randomization hve-dnnllnd 7.21 “C:'ﬂh 4 Aatad A
nblinding 722 identiality Statement acdious
4.8 Informed Consent of Trial Subjects 7.3 Contents of the s B Teepanse t0 8 dmug that s naxious and
4.9 Records and 7.3.1 Table of Contents normally ussd in man for proplrylaxis,
4.10 Progress 733 or of diseases ar for
::: Safety Reporting 7.3.3 Introduction g (owe
.12 ¥ or
JRSLES " 7uPhy-in-O-=lc:.!-d-nd the ICH Cuideiine m.::mbyqn;u
4.13 Final Report(s) by Investigatar/ 7.3.5 Nonciinical Studies ited
;usutudm 7.3.6 Effects in Humans " for 1.2 Adverse t {AE)
ponsor 7.3.7 of Dama Guidance
5.1 Quality Assurance and Quality Control  the hmm.m o m” e -l.:: ...dwhh|
3.2 Contract Ressarch Organization (CRO} 7.4 Appendix 1 .
$.3 Madical Expertise 7.5 Appendix 2 that does Dot
5.4 Trial Desiga 8. Essential Documents for the Canduct of a necessarily have a cousal relutiooship wi
HTMNIWLD-MHA-&HB& Qlinical Trial this trestrment. An AR can therafore be any
Recordkesping, and (ndependent Dats 6.1 kntroduction s d
Moultoring Committes 8.2 Before the Clinical Phase of the Trial b | y finding). or
5.6 Investigator Selaction disease temporully associsted with tbe use of
5.7 Allocation of Duties and Punctions 8.3 During the Qlinicel Conduct of the Trial  « medicine! (investigational)
hS-lCmp-n-ﬂn'nSubhmnd ml:mﬂnplnbnu‘fmd whether ar not related 10 the medicine)
vetigaiars vestigational) product the ICH
::uﬂnnth . 5> Regul L . g:ld-u lud)hhl oot
. r dards for
Authariry(ies) Good clinical prectice (GCP) is an z-pd ted Reporting).
S temann ot iee &7 M C intermatiooal ethical and scleatific A-Mn-nlbu-nwwﬂ
Productls) qunury standard for d-uimlg.
513 ing, Packeging, Labeli:
and Coding Investigational Product(s) :’i-h that involve the mwﬂ:ﬂ. mm h;(w.u"d mnw m—w" g e
5.14 Supplying and Hand! um-nluhhdn.(:m liance wi
o o dactls ing products of the jurisdiction where e trial is
5.15 Record the n;hu. safety, and well-being ollrhl 1.5 Approval {in relation to !
5.16 Safety Boards (IRB's))
3.17 Adverse Drug Reaction Reporting lhnpﬂndpl-'.hﬂhl"thdl‘dﬁﬂnh decision of the IRB that the
3.18 Monitaring the Declaration of Helsinki, and that the ¢linical trial bes been reviewsd and be
8.18.1 Purposs Mmm“m‘. conducted st the institution site within the
9.18.2 Salection and Quslifications of Thoob"diﬂoﬂhhn'lGi? constraiats sst forth by the IRB, the
Moaaitors Cuidali Y institution, good clinical peactios (GCP), and
5.18.3 Extant and Nature of is to & unified the

1.8 Audit
A and ind d
of trial-relatad activities and documents to




determine whether the svaluated trial-related
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activities wrs conducted, and the data were

‘s
clinical
le regulatory

suditor that an sudit has taken placs.

1.8 Audit Report

A written evalustion
auditor of the results of
1. D Audit Trail

the sponsor's
sudit.
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119 Cnardinuun‘ Imfnu'pwr

suitability of the investigator(s). facilities,
lndl.hlnmhod.llndmllrullohlu-dm

:r :“ of i at d consent

t centers pum:lpcnn; ina of the mnl -nbpcu
multicenter trial. The hpl -mm mponunn function,
1 20 Contract O {CRO) P

A person or an ] ™ deot Ethics C
acadamic, or other) contracied by the sponsor  may dlﬂn among ‘countries, but should allew
to perform one or mare of a sponsor’s trisl- the Independent Ethics Committee to act in
relawd duties and functions. agresment with GCP as described in this
1.21 Direct Access guideline.

Permission to examine, analyzs, vu'tfy and  1.28 Informed Consent

reproduce eny records and that are A process by which a subject voluntarily
important to evaluation of a trial confirms his or her willingness to pnnmpulc

Any party (e.g.. domestic and foreign
tory authorities. spoasors, monitors,
lnd suditors) with direct sccess should take

1.10 Blinding/Masking

h:_w-ﬂm:n-mmumm muubh&r:enﬂml-iﬁhlh
sssignmant(s). Single blinding refars requirement(s) to maintain the

iiauig rmially ruoes (o e mableckt mﬁhryllnhﬂﬂ- =d
investigator(s), monitor, and, In scme cases, :zznu-um

All records, in any form (inchuding, but not
zhdnnlc and

in & particular trial, after having bee:
informed of all npoannham-ldmm
nl'vulmllnluhpald-dnmn

assignmant{s). limited to, written, Mmhdbylhunhﬂltyﬂ-)mb
1.11 Case Report Form (CRF) o?umumx- md related 10 the clinical trial and that may be
© M'““;m N that or record located at the site of the trial, nlh.lpm-rl
designed I'-‘ o bers o the methods, conduct, snd/or results of and/or contract ressarch organization
'-‘“h‘donud trial ported lﬂll. the factors affecting & trial, and the {CRO's) facilities, or at uh--hlllhmnu
12 linica) Trial/Study actions taken, desmed appropriate by the
" Any Lnvestigation in bumen sublects 1.23 Essantial Docu, authority{ies).
intendad to discover ar verify the clinical. dmnmn:aﬂwm 1.30 institution (medical)
vely permit uation conduct Any or entity or agency or
andjor other of a study and the quality of the deta m-dlur:qdcn facility where clinical trials
in o). and/or to identity (000 8. “Esssatial d
any sdverse resisions bo the Conduct of s Clinical Trial*). 131 Institutional Review Board (IRB)
ey e o sy spton, 134 Good lncn Pocin (0G7) Mw,,mvww,«
performance, monitoring, ‘whose responsibility it is to ensure
"“wmﬂ:y‘“‘""“""*“' ng. analyses, and of clinical mm.{mm-ﬁy and wsll-
s clnical wrial end cllskal sy s T8 """“"“"""""""‘.L‘;h’"““"'""‘
Illah:llfﬂlﬂsmdyhpat‘ o 2ccursis. uad that the rights. izegrity. aod mu Coatinuing review
any b d i 1.25 Independ ! mm-ﬂmuhw
aget conducted In human subjects. In whicks e oo oo ssbon A nldnnw-ubbm ‘
presentations, and anaiyses are full Data Monitoring Committes) 1.32 Interim Clinicol Triel/Study Report

o single repoct An independent deta manll
c.mzm. (oo the ACH mmn-thn(myh--uﬂmbym evaluation besed on analyses performed
Clinical Study o essess ot intarvals the progress of  during the course of a trial
1.14 Comparutor aclinical trial, the safety data, and the 1.33 In Product
An fn or markated w0 A tical form of an active
(1. active coagol), or placebo, used as & recomnmend to the sponsor whether to ingredient or placebo being tasted or used as
refsrency in s clinical trial. . modify, or stop e trial. refarence in s clinical trial, including &
1.15 Campliance {in relation 10 trials) 1.28 Impartial Witness pndm-nhuﬁhuuum-bn
to ol the -related A parson, who is in__apendent of the trial or bled (f lated X
ts, clinical practice (GCP) who cannot be unfairly influsnced by people  in s way different from &Whﬂ.
" y ived with the trial, who sttends the or whea used for an unspproved
ts. Informed coasent procsss If the subject or the  or when used to gain further information
1.16 Confidentiality subject’s y scceptable representative shout an epproved uss.
tion of disclosure. to other then cannot and who resds the informed 1.3 Investigator
authorized individuals, of « sponsoe’s mlhﬂnnd'ﬂm'rnm A pervon for the conduct of the
or of a subject’s information supplied to the subject. clinical tria] 2t o trial site. If a trial is
tity. 1 ch dent Ethics Ce d by a team of individuals et s trial
1.17 Contract An independsat body (s review board ora  site, the (o is the responsible leader
A written, dated, snd w dchmudmyhalhdlhpdulpﬂ
between two or more involved parties that or o J of medical. Ses aiso
sets out sny on delegation and  scienti L J dical/ 138
u:: b and. if tiflc sponsibility Ao “ tiga
appropriate, on financial metters. The it is 10 ensure the of the rights, wuum,-hmwbym
sy serve as the basis of a contrect. -:L.::dwll-hﬂudh\num
ll;m MCﬂnn_ im I:;Ihludhpwlﬁpuﬂlc ‘IHW 's Brochure
ttes & SpONSCr May organize  assurence . among other unﬂldmdlhdhlalud
o coordinate the conduct of & things. ing t’_, on the )
trial. favorable opinion trisl protocol, the Mﬂl)ﬁnhﬂmhhmﬂyoﬂh-
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investigational pmdun(u] in human subjects - Results in death,

(ses 7. “Invastigator's Brochure™). - Is lifo-threstening,

1.37 Lagally -Reg ion or
An individual or yurldiml or other body ! i n(lxmlng ital

suthorized under spplicable law 10 consent,
on behalf of a prospective subject. to the
subject’s participation in the clinical trial.
1.38 Monitoring

The act of overseeing the progresa of a
clipical trial, and ohnnmn. that ftis
conducted, recorded. and reported in
accordance with the protocol, standard
op-l-nuﬂpmudum (SOP's), GCP, and the

PP Y

1.39 Monitoring Report

A written report from the monitor to the

An adverse reaction, the nature ar severity
of which is not consistent with the Ippllﬂbll
pmdllcl information {e.g., h'.lﬂ'

for an +

- Results in persistent or uplﬂunl
disability/incapacity.
or

- 1s a congenital enomaly/birth defect.
(Sﬂ the ICH Guidcllm for Clinical Slhl’y
and §i

product o package Illllﬂ/l\lﬂﬂll’y of

product characteristics for an approved

product). (Ses the ICH Guideline for Clinical

S-hty Dats Manegement: D-ﬁnmonll and
for "

ble Subjects

br Expedited Reporting.}
1.51 Source Dala

All informastion in ariginal records and
cartified copies of original records ol chmul
find! or other

1. 6] I
ividuals whose willi

in a clinical trial may be unduly mﬂmﬂd

by the expectation, whather justified or not,

of benelits associated with puu:lpnon or

of a rewl from senior

a clinical trial B for the
reconstruction and evaluation of the trial.
Source dets sre contsined in source

ofa hhm\:hy in case of refusal to participate.
Enmplummmhnohywpwuha
hierarchical . such ss medical,

hmnqhnul.lnd unin.mlhn
P o ts.
bospital b

sponsor’s SOP'L documsnts (original records or certified
1.40 Multicentsr copies). Y
A clinical trial conducted o 1.2 Source Documents °'
ﬂhpnmlhunmﬂhmudu, Original documents, data. and records (e.g., hdwnﬂﬂ'l-! lmldhﬂl and
tharefore, carried out by more thao ome  hospital records, clinical and office charts,  Persons kept in detwntion. Other le
lsboratory notes. memorenda, subjects’ subjects include petients with incursble
u:demulaudy diaries hackllsts, ph diseases, o .
not perk d an records, d data from unemployed or inpoverished .
human lumna'lnmmu.wpl-u 'l’-"'m
1.42 Opinion (in relation to Independ cartified sfter verification as Mw-wnh-“dm_m“m-dr s
mﬂ-m-{:ﬂl the od “‘“’J.E;m. i °
it ar vice p ph b i or
PRSI St i
X
‘Source Documents Iab and at medico zmnpl“t}idptcl.,n.lnndhlnl
1.« departraeuts involved ta the clinical trial). 21 trials should be conducted in
A that describes the ob 1.53 Sponsar by th the ethical principles thet
dm._n.nm.hndnl , statistical An {ndividual, or have their origin T the
o oppnization of a trial zation that takes bility for the  y1,)5iny, and that are consistent with GCP
E:'x,w.al o ﬁmm finical trial. o of%  and the applicabl
it clinit Before tated, foreeses
!h.-muldhpwidndhmml 1.54 Sponsor-investigator mﬁmn&ﬂwu-&‘p‘d
referenced documents. Throughout the ICH An individual who both initistes and against the anticipated benefit for the
GCP Guidsline, the tarm peotcol refars to conducts, alone or with others, a cllnical individual trial subject and society. A trial
protocol and protocol amandments. u-hl-ndundnwhn-lnmdhndlnwm nhauldhlnlﬂ.bd-ndmnﬁnmdmlylnh
148 Mumdnnn' —— the | product ls beneflts fustify the risks.
A written m:a ac o) toar to, dispensed to, or used by e subject. The
formal clarification of s protocol term does pot include any person other than zl’mm"’“"";""“‘“"“
anmlnvamna(QA) lnludlvidunl(o;.llbumhcludnl uhnhmud-haddpnvlﬂm
mAthmn lanned and '.hn!b:dm‘:lu i oru*ncy)-ﬁ-;l:pthuol intorests of sclence socisty.
it are lished to ensure that ialis a lpunmr-lnvnd.tw include those of mihbln nonclinical
performed and the dats are generated @ sponsor and those of an 24The MP,SJ:::?I

tory requirezer
1.47 Q.-luyConbnllQC)

1.85 Standard Operuting Procedures (SOP’s)
Detailed, written instructions to schisve
\l:ln:cmh-mlly of the performance of & specific

end
unbml-nmhln the quality sssurance
system 1o verify that the requirernents for
anhl’yoldu trial-related activitiss have

1.48 Randomization

The process of assigning trial subjects to
treatment or control groupe using so element
of chance to determine the assignments in
order to reduce bias.
‘l.“hﬂhﬂydnﬂmdﬂ.

Bodies baving the

ICHG?MIM npuu

“Regulatory Autherities” In:lnd-!hp

Innpnllh. In the

1.58 Subinvestigo
Any individual member of the clinical tria}
team designated and suparvised by the
investigator at & trial sits to perform critical
trigl-related procedures and/or to maks

product(s) or as a control.
‘l..':l Subject Identification Code
A unique identifier assigned by the
to sach trial subject 10 protect the

that review
dmudzbouummndmln-p-:ﬂm(
1.28). These bodies are sormstimes referred to

lnbhnlldnmymdundinllnonh
subject’s name whes the investigator reports
sdverse events and/or other trial-related data.
1.59 Triol Site

The location(s) 'lh‘n trial-related

180L ;

:lhnulddh- ld.qnlhhmppmthpvpa-d

1ni
!50h|nln'hlllbwldb'tdmdﬂully

sound, and described 1n a clear, detailed

protocol.
2.8 A trial should be conducted in

approvel/!
2.7 The medical care given to, and medical
decisions made on behalf of, subjects should
always be the responsibllity of a qualified
llyndn or, when sppropriam,
dentist.

1!!:!! dividual invoived in
s trial should be qualified by education,
training, and experience to perform his or ber
p’-ﬂwml'(l

d Adverse Drug A
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2.3 The confidentiality of records that
could idenatify subjects should be d,

mmmwwm«

u-mu»mmu

respecting the d confdentiali elovent sihien and ™ "M'm varsble opinion of the
an iality el COBCENS mests written
rules In ”“‘3@&. licabl lstory forsuch  trial
regulstory requirement(s). trials (Le., in smergeacy si ). 3.3.7 Spacifying that wo deviaticas from, or
1.12 Investigatioaal should be 3.1.8 The (RB/IEC should review both the dn_e“hlmmhhmnd
manufactured, , and stored I amount and method of payrent 1o subjects vl&nmmmmw
accordance with applicable good 1o assure that neither of favorsble opinion of lnmh.
p-nlu(cwl'l'hyshmld coerclon or on the trial when
be used in sccordance with the spproved subjects. to » subject should eliminste immediate h_ﬁblhmbhcb
prorsied and aot whol oo or when the changa(s) iavolves caly
2.13 Systeras wil thet esure pletion of the trial by the logistiaal or aspects of the trial
dng-ﬂtydwcy-pndlhuhlw 3.1.9 The [RB/IEC should ensure that (og. dn-lh(u).-hphnn-
e o eview Board o odiog be . hy i (-‘lu)&nwlﬂlhwld
Bthics Commities (IRB/TEC) g schedule of payment to trial subjects, is set Peport to the IRB/IEC:
31 forth in the written loformed consent form [} frora, or changss of, the
3.1.1 An [RB/IEC safoguard the rights, and any other written information protocel
safisty, and well-being of all trisl subjects. 0 subjects. The way will  the trisl subjects (see 3.0.7, 4.5.3, 4.5.4).
Special be paid 1o trials that prorated should be (b) Cheages increasing the o subjects
may 3.2 and and/or afflacting significastly the conduct of
3.1.2 The IRB/IEC should obtain the 3.2.1 The IRB/IEC should consist of 8 the trisl (ese 4.10.3).
following e oumber of mebers, who {¢) All adverse drug reactions (ADR's) that
Trial J dment(s), ik iy the qualifications snd are both sarious and unaxpected.
informed consent form(s) snd consent form wbmﬁ‘nhﬁ“:“- ("*':h-ﬂ:r .
e Propome b trial | la recommended that the :r.had&:Eb
{:‘" d to subjects, o {a) At Jeast Sve members. nﬂ’ﬂ]h-ﬂh‘hhwm
Brochure (18], evailable sefaty information. [b) At least cue member whose primery
about and is in 3 gonscientific (a) 'opinioas.
compenasticn to subjects, the () At lasst coe member who i {b} Tha reasons for its
s current vitee snd/ar P of the {c) Procedures for sppeal of its decisions/
other documentaticn Ouly those wembers who are
and any other documents that e f the tral ahouid o/ oo > 1he TRB/IBC sbould retain all eleve
INB/IEC may raquire to falhll its sponsot & provide retain t
ties. ”marmmmm MH'm:‘
ctinl IRBMEC should review 4 propossd qualticn mh‘ d -ﬂl_-ﬁi—h:n.-hlt’ud
mn;;hw'tl‘!nq.d-dy o h-ﬂlb‘ 'n ‘"_." ;“‘.h.'. :: l.l:
W"d‘h““hhm of its ectivities and minutes of its li--nlhhhnp-uTa-
-‘le “"n"l‘ it and should comply with GCP and with the suthority(ise)
appeovel/ "‘“"m rod P"l" requirement(s). ey be askad by investigstors,
" Dise, " ve apinion; and :iz.:An nbu.llnmhh‘d.;d?- all: ties to provide
-T-n\nncnlnu:;uhnolmywiw q\mn-ﬂmhhmm lists.
3.1.3 The RB/IEC should consider the :'.z.couyi.:m'mm tinthe 4.1 brvastigator's Qualifications and
the investigator for IRB/IEC review and discuseion shonild vose/

s documentsd by & current their and/or sdvise. 4.11The should be qualified
custiculum vitss and/ot by any other relevant mhmmmm by e training, and o
the hhndmmuy-p:oﬂhnhlb\n for the proper coaduct
3.1.4 The IRB/TEC should conduct should not delib of  af the trial, should mest all the
review of each ongoing trial at intervals mmmmm&.wmdmw spociBied by the
a to the degres of riak to human EC. requirement(s), and should provide evidence
subjects, but at leest ance per year. 3.2.6 An IRB/IEC may invite nonmembers of such qualifications
3.1.5 The IRB/IEC may with expertise io specisl areas for assistance.  curricutum vites and/ar other
tion than is outlised in ph .3 Procedures requasted by the ., the
Quohdnnbnbbmvh-‘\;lnlbl The [RB/IEC should sstabish, docurnent in  IRB/EEC, sad/or the regulesry rity(ies).
ditio mmuhmm-m 412The tigator be hi:
would edd to the include: familiar with use of the
of the rights, sefsty, and/or well-  3.3.1 Determining | investigational s}, a8 deecribed in the
Seing Bllh.m e trid Is 1o b a&mmﬂm’“‘m prokocol, in the current .
When aul under wl lhmbl.h.h.d. Brochure, in product informastion, in
cartied out with the consent of the subject’s 332 Lo of, ideadied sources pe -
h::l)-::p lvpn-amiv-l-dml.!‘l and copducting nnﬂn.-. 3
4.8:14 IRB/IEC should determine Llsmlﬂwndmﬂmh. 4.13The should be aware of.
l‘hpvpuodpnmoludjla:dhr review of and should with, GCP and the
relevant :MDllnnhh.lhhqnyol plicebl
sthical and Teview, 4.1.4 The investigator/inetitution should
ts for such trials. 3.3.3 Providing, nnh- licablk and euditing by the
3.1.7 Where d: that prior Latory spomsor, and inspection by the sppropriats
consent of the trial subject or the subject’s and 8 Inlnofnhu regulstary muthority(ies).
logally acceptable repressutative is not changs{s} in that have the 4.15 The investigaior should malntsin s list
possible (see 4.8.15), the IRB/IEC should approval/i opinion of the IRB/TEC. of sppropriststy qualified persons to whom
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the bas gated 8, by the IRB/TEC. The investigator/institution The investigator should follow the trial's
tria)-related dutles. nndlhatpommldﬂplhplmlw randamization procedures, if any, and should
4.2 Adequote an altamative contract, to confirm the! n-mlh-nhnd-l- broken only in
4.2.1 The investigator should be sble to t sccordance with the protecol. If the trial is
n.t.b-dn 4.5.2 The investigator should not impl blinded. the tor should promptly
dats) & potegtial lurnaulunubunqumd any deviation from, or of, the dommtndqphlnmlh-pomny
number of sultsble subjects within the agreed protocol without agresment by the spoasor (q,
recruitraent period. price review and op) blind by & serlous
422Thei should bave suffh opinioa trom the IRB/EC of sn .dv-un-uum.m-u..ml
unl"‘ m’w M::;::.plmm liminme Llnmdl::-. I:AI m[nm{.odtbn-m ubpru
trial wi ol ] o) to 48 Trial S
4.23Thain u“douldhv:'vnmbh -ubma-hchd-m-)hvdv':.:l‘yl 4.8.1 [n obs ?
an sdequate numl qualified end logistical or administrative sspects mt.hmumdml with
edequate facilities for the foreseen durstion (-...mn'ofmuna(-).:h-'o{ the applicable reg R
of the trial to conduct the trial propesiy end telsphone pumber(s)). . should adbere 10 GCP and 1o the ethical
safely. 4.5.3 The or low that have their arigin in the
2.4 The tavestigator sbould ensure ther it the investigator, and D of Helsinki Prior to the
persons asisting with the trial are sdequately explain soy from the spp b of the trial, the investigator should
informed about the bave the IRA/IRC'y approval/
™ s), and their rial 454 tor may implemant ¢ opinian of the written informed
ruleted duties end d«hﬂuiun.w-:hn'h.lhrcuml form and any other
4.3 Madicel Care of Trial to eliminaty an baserd(s) o trial  jafrmation to be provided to subjects.
4.3.1 A qualified (or dentist, when 4.8.2 The written informed consen! Jorm and
1, who is n Lovestigator or s opinion. As 5000 8 possible, the gy other written information to be provided
mhﬂ- should be implemented devistion or chengs, o subjects should be revised
respocaibie for all trial related medical (or  Fwsous for It, end, if approprists, the Important new
dental) dons ool enemdmentis) should be  gygjighly thet may be ralevant to the subjact’s
4.3.2 During & subject's consent. Any revisd written
Ry L L T
institution sanzre d r should recsive L
medical care ks provided to a for any (b} To the sponsor for agresment; and, favorabla in advance of uss, The
adverss events, or the subject’s
Jeborvioey vasm. risned 1o the Sr e rogultory sutharicytis). prectmitios shentd e oekad e hinaly
tril. The lovestigator/insti should “,wm"’ _'_,M tmennar if new information
inkorm & ‘whea madioal care is oeeded product(s) sccountability et the trial site(s) that may be relevent to the ]
for intercurrent illness(es) of which the Litpars Afraeris W&Mﬂ -Iﬂl?hmﬂnupmuﬂu?hdn
T Aot 4.6.2 Whare allowsd/required, the ""Ll"b
infarm the 's primary about sesign 4.8.3 Naither the investigator, vor the trul
Ihonh:::'-pmldpaﬂfnlnﬂumdum m’.:‘:.mh:m' u-uuul:uly
l\m lm 3 mbmﬂ' continus to
ublec agree o the rizery bl being Alicy ot the tral siwle) &0 a8 avial
4.8.4 Nooe written
l:omhghnnbh:thwablbdhdw TPprorriat individual who ls under che the
his/her reasan(s) for withdrawing .‘smw and/or & the written indormed consent form, should
mnmlyhmlnﬂ.mw wﬂ‘ﬂ.l a-':hny that cuuses the subject
a v © vy o subject’s
the while fully ting the vhots wb’ records of the rpressntative to waive or {0 appear to waive
subject’s rights. product’s delivery o the trial site, the «ny lagal rights, or that relesses or appears
4.4 Commu, with inventory st the site, the ues by each subject, 0 Feleses the in' institution, the
4.4.1 Bafors a trial, the Inveetgaior! o the return o the spousr or shermative | SPOBSGE, o their agents from liahilty for
institution should heve written and dated Mﬂuduuwu.)_m
approval/favarsbls opiaion frowm the IRB/IEC records should include dates, 4.85 The igetor, or » g
h‘":-ln.' '::;pdn-.-.m batch datas (if :’d:-ahu 2 unable -
consent conseat u) .”uﬂhh_m.hmhmm or, subject is o
recruitmant procedures (e.g., *Jm T and formed consent, the subject’s
sdvertisements). and any othar written trial subjucts. 1 should ofallp
nformetion to be [ records that edequataly the mnﬁl the written
4.4.2 As part of the Investigator’s/ subjects provided the doses specified by ] Tavorahle
institution’s writtan applicetion to the IRB/ mwmmmw opinion IRB/IEC.
received from the sponscr. 4.8.8 The used in the aral and
provide the IRB/IEC with & Gareat copy 4.6.4 Tha investigationsl s) should sbout the trial, including
the (] 1f the be stared as by lFIll'(- the written informed consent form, should be
Investigater’s Brochure is updated during the suzuuu;)wnm as pontechaical e ical and should be
trial, the in r/instinstion d ble to the subject ar the subject’s
ﬂpply-b the updeted s Qe.lm : :::-um lagally acceptable tative and the
Brochure IRBVIBC. investigationsl s) are in impartial witness, .
4.4.3 During the trial the d 'lm,_ 4.8.7 Befors lnformed conssot mey be
institution should provide to the IRB/TECall  ¢.6.8 The or & person & d ob the tigetor, or a person
documents subject to its by the ia institution, should designated by the , should
4.8 Compliance sxplain the correct use of the provide the subject or the subject’s legally
4.5.1 The dv 0 each subject and ble representstive xmple
oouduct the trial in with the at Intervals hnhnﬂd.thuﬂ oppartunity to inquire sbout details of the
protocol agresd to by the spoasor and, if vubpclh the trial and to decide ot oot to
required, by Y ylien), and 4.7 in the trial. All sbout
which wes given fi opinion  Unblindi the trial should be tothe
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satisfaction of the subject or the subject’s
legally accaptahle representative
ollhhm-nbpnlpmldp-tmlnlh
trial, the written informed consent form
-houldbnlpodmdp-rmlllyd-udbylh
hﬂuby&omﬂm'lmllympuhh
representative, ndby plnnnwho
d the d consent di

origine} medica! records for verification of
cliice! tria} procedures and/or dala, without
violsting the confidentiality of the subject. to
the extent permitted by the applicable laws
and regulations snd that, by signing & writien
informed consent form, the subject or the
anbh:r- hpny accepluble representstive is

4.0.9 I & subject is unable to resd or ifa

uch access.
{0) That rv mds idndfyh&. -ubhr.\ will
be kept confidential and

permitted by the spplicsble laws lndlor
regulations, will not be macs publicly
available. If the results of the trial are
publisbed, the subject’s identity will mmain

of such subjects. and the writtan approval/
hvnnbu inion covers this aspect.

Such . unless an exception is justified.
should be conducted Ln patients having o
disease or coadition for which the

product is i ded. Subjects
in these trials shouid be particularly closely
monitored and should be withdrawn if they
sppews to be unduly distressed.
4.8.15 In emergency situations. when prior
consent of the subject s not bia, the
consent of the subject’s legall
npn-nmlvo. if present, should

'hen prior consest of the subject

nko to Mbn&hﬂlhmﬂ confidential. N nﬂll-lhll and lh.lubpdllml)y
“?“ﬂ:db wubject or .:dlﬂﬂﬂl (p)ThlllhcluM-:lunhntubha s lagal y { nllhoauhpu
uum-lymmﬂlnhnluuhu- “_'-I"‘W Mlﬂd/w

\hmnyb-n)mlnﬁ.nbhﬂ.

m.run-ay..d i

—ub)-u-ndnn-nmplhumm

-.B)-:mh-ubpa.h.nympuu.
abuunht

sbould ensure the

. and

timelioess Iﬂhlpu’u‘

umar--dmn"wwu

4.9.2 Dats reported on the CRP, are

darived from source documents, should be

consistant with the source documents or the
shoudd be explained

tl-aulc

subject’s pation (o the trial, and. if willlngsess to
capable mn.hnwud trial i
porsonally the informed consent form lq)hlpummmeunhnhhnhl
the witness should sign and ly date the tria] and the rights
the conseat form. By signing the of trial subjects, and wham to contact In the
form, the witnees atieets thet the information  event of trial-related in|
Inlhuhn.duyaﬂ.'rlm (r) The foressesble circumstences and/or
w,and reascns under which 's
Mbylh-bh:-lﬁn pertic; In the trial sy be-terminated.
', ity (0] d h of the subject’s
and that u-m-uhnlydm perticipation in the trial.
by the subject ar the subject’s legaily ® eppraximate number of subjects
u:-pﬂ.m-nw involved Io the
48,10 Both the informed consvnt discussion 1l.‘ll?dnrhplmdp-umlnthlrhl.th
ndh'lm-hh.:hdmlhwnf Muh-&m-bﬂy%
any other p
to subjects should iuciude axplanations of lududd-udwrl consent
form and any other written Information
(a) That the trial involves resserch. provided to the a subject’s
) The of the trial. pasticipstion in the trial, the orthe
{c) The zoent{s) and the subject’s legally
sach should receive a copy of the signed and deted
treatment. - consent form updates and a copy of any
(d]'l'huhl dures to be folk d w0 the
i all invasive pr to subjects.
(:,)Thubhdlm‘hn A.I.‘lzwh-utillnhllﬂll“ Pt or
() Thoss aspects. are nontherspeutic) lnciudes subjects can
tal. be enrolled in the trial with the consent
wmlyh—-&mhw of tha subjact’s acceptable
inconveniences to the subject and, when repressntative (.3, minors, or patients with
l‘:zl-hbla.wumhyo.hmwn\lrdu osvere the subjact should be
L injormed about the trial 1o the extent
(h) The ressoosbly beoetits. com,) with the subject'’s
When there is o Int clinical benefit to  wnd, if capable, the subject should samnt,
the subject, the subject should be mede sware sign data the
of this. infrmed conssnt.
[3) The alt procedurels) or 4.8.13 Encopt o0 deacribed in 4.8.14, 0
of thet may be to the trial {l.0., « trial in which
subject, and thels imparant thare is no clinical benafit
benefits risks. to the subject) should be conductsd in
(i) The compensation and/or trestment who persocally give covesnt snd
avallable to the subject in the event of trial  who sign and dase the written Informed
nhu;l:lury. cousent form. b
p proreted it 4.8.14 Nontherapeutic trials may
mhﬂuﬂbﬂlh in the ducted in with consint of a

(1) The unticipsted expenses, if any, to the
subject fior participating in the triel
(x0) Thet the 'np;.upﬁmhlh

titled.

(n) That the menitor(s). the auditce(s). the
and the suthority{ies)

will be granted direct sccess to the subject’s

ofa
Ohhl'l‘dd(-l.lud-w};uh-

institution should take

the conditions ere fulflled:

{n) The cbjsctives of the trial cannot be wmet
by means of & trial in subjects wha can give
informed consent 3

lb)Tb risks to the subjects ere

(Cl'l'hl tmi on the

(dlm::u- pmndp“ o

is Dot
{s) The approvel/lsvorsbie thudlh
IRB/IEC is exprassly sought on the Incluston

‘whap thase
dnllr.-hp-dhhnﬂud(-
3.9.12]
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4.9.6 The financial aspects of the trial should
be documanted in an agreement between the

pramptly inform the institution, where
required by the lppmll::bh .

3.4 Trial Design
54. lmqnmlbuuld nllll-qc-\;nli:';d

sponsor and the &
4.9.7 U; nqmoll.ln moaitor. suditor.
or regulatory authority, the

mutu/hmmm should make
vailable for direct sccess all requested trial-

should prompely inform the IRB/EC and
provide mma’m:-muwmm

nnlllhllllmuwmu-up-nds
its favorshle of & trial (see

(og.
pharmacologists. snd pbysicians) as
appropriste. thm'bwl:::n.- of the trial
CRF's and planning lhcuuly— to analyzing
snd preparing interim and final clinica) trisl/

approval/| opinion
1.1.2 and 3.3.9), the investigator should study reports. ) .
4.10.1 required by the applicable inform the institutien, l'lunnqulndby,;.lu SGZFuhnhwd '“lmlAn:lnadmwl(];’(‘:l-ﬂ
the Y and nt(s)
should eubeuit written summaries should the ICH Guideline for Structure and Content
u-hhnmu:mll‘n-ﬁmm n.zm mﬁ.mudwﬁ-hm of Clinical Study and gther
ipvestigstor/institution should submit with s detailed written explanation of the o H on trial design.
written summaries of the status of the trial termination or suspensian. protocol, and conduct.
mmmﬁmy or more 1.13.P|:l. byl ssfmlmnwnl.nuhlhn'd‘l;t
4.10.2 The I:v’-tl'm prompely Upon completion of the trial, the Cammittee
‘writtan to the the I should, where required by the 3.5.1 The sponsar should utilize
m nruu spoosor, vestigator R Dividual
s (s00 3.3.8 lld.'hnqlhdg e lutory n inform  spp bwﬁ el
Institution on eny ol ty should the with  handle the dats, to verify the data, to conduct
qummmua- ali required reports, with 8 the and © prepers
o subjects. summary of the trial’s outoome, and the trial
4.11 Safety regulatory sutbority(ies) with eny reportfs)  $.5.2 The sponsor mey consider estabiishing
4.21.2 All wrious edverse events (SAE's) m ol the -lm'l O ?h“ pt o
m'h"'“' for those SAE's that the :.:wmmrﬂnd Control hd:ahuh:hyd&ndthanhl
h"m‘“ﬂ". )u-!:ltuun Bﬁh—E:dnhunhuﬁmy recammend to the sponsor whether to
needing The " quality coatrol systems with  continue, modify. o stop a trial. The [DMC
sbould owed promptly by ‘written SOP's 10 ensure that trials are should have wri
reports conducted and data are genersted, sud maintin written records of all its
datailed, written re The immediste and documented (recorded), and in
follow-up reports | mm" comsplisoes with the protocel GCP. and the .53 Wheo using slectonic el daa
. requirement(s remote ta
mt“”m‘“‘ 5.12The is responsible for securing should:
parscual m"“"““‘ hocld e all d parties (a) Easure and document thet the
ith the -l direct acoess (we 1.21) to o) triak-related
comply spplicable sites, source ewports for  coaforms 10 the spansor’s established
“"""::b"hwd Ihlmdmnlnﬂqlndnﬂ&'by q for comp
the regulstoey sutl “'“:)whm :."F . and inspection by domestic and nlhul.lly.nd‘:‘l-lmlhtuu
““M':“'.':W'W"m“ﬂ' 5.1.3 Quality contral should be applied to [b) Maipiain SOP's for using thess
M“"‘“‘"‘ tified la the protocol &8 40h grage of deta toensure thatall  (c) Eame that the systams are t
to safoty evaluations should dats are reliable and heve pormit data In such s way thet the
M““W‘:m‘ﬁh y. dats changss are ted thare
! 5.1.4 Agresments. msde by the with  isno of entered data (Le.. maintain
periods spacified by the sponsor i the muwwu::mz“ﬁa-d&ny nd)mdnudl.dlhnﬂ.dlt %m
. L4 involved with the cliaical trial, [{ Mlllhhl-nlrkym_n
“l"omrvmdd-th- the investigator  4hoyid be in writing, es part of the protocol scoess to the data,
should supply the sponsor and the RBTEC  or i5 ¢ separete (.)mm.luumunmm-n
with any unnlnquul-d\nh'mnm 5.2 Contract Ressarch Organization (( are authorized to maks dets changes (sse
(0... autopey reparts medical s.nAmmlynuhnyudldm 4.1.5 and 4.8.3).
T P Tminetion e Sspoionof T e i ey L e A bcksp o b d
. a ), but any {o.g..
o Trial q\nllryudlmvllynnbulddn:y maintain the blipding actey and
umm:u;uuup':-mmy'r rasides with the sponsor. The CRO
Any reason, Quality $.5.4 If data are Gansformed
mmmm:dmpﬂymmm control. 4 u.hmldnlny‘:‘h le to
should assure p 8.2.2 trial-related duty and function that  com; origina) dats
£0d bilw-up ot e b, . ehers mﬁ"a-nam.a..&», G0 o he procneead
required by b should be writing. $.5.5 The sponsar should use sa
s), Inform the regulatory  5.2.3 Any uhl-nln-d duties and functions subject identification code (see
:I-Iﬂ;;ﬂ ‘:‘hh-ddlﬂm pectt ymuf-:’.'i:ondm :su)mm of oll the data
12 termioates o U are retained sponsor. subject.
suspands & trial wi priar agoement of  5,2.4 All references to ia this $.5.8 The sponsor, or other owners of the
the spouscr, the investigator should mdmamybnmdnml data, should retaln all of the sponsor-sped!
the institution. where required by the that a CRO hes the trial-reland doamnpnmmﬂnmm
and uties and functions of « sponsor. (See & “Essential
p 3.3 Medical Rxpertise ofs Trial")
inform the sponsoe and the IRB/IEC, and The ehould 5.5.7 The sponsor should retatn ll spoasor-
the sponsor aad the IRB/IEC  appropristely qualified 1 d in
a detailed written sxp! of whbo will be resdily sveilable to sdvise cn with the L
termination or trial-related medical of the where the product is
4.12.2 if the sponsor o i Y tant(s) may be and/or where the sponsor intends
o trial (see 5.21), the should for this purpows. to apply for appeoval(s). -




sstlhh'-pomdlmnunu-mdmlnl
] product
(i0.. hnyonllhdhauou routes of

sdministration, or dosege forms), the sponsar
should maintain lll ific
essential n hut 2 years after
formal
with the applicable n'uhluy

irerpent(s).

roqu ]
5.5.9 1f the sponsor discontinues the clinical
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$.7 Allocation of Duties and Functions

Prior to initiating « trial, the sponsor
should define, ish, and aliocate all trial-
related duties and functions.

.8 Compensation to Subjects and
lllﬁnqulnd licabl y

efficacy data from nooclinical studies and/or
clinical trials are svuilable to support human
sxposure by the routs, at the dosages. for the
durstion, and in the trial populstion to be
studied.

S. lZZThalpomouhwldnpdlulho

new

requirement(s), Ihl lponuuhaul provide
insurance or should u:d-mmfy (l-pl and

information h-mmu lvulnbln (See 7.
“Investigator's Brochure.”)
5.13 ing Labeling,

of an product, institution arising from the and In tional Productis)
!hlmlhﬂldndﬂyllllhnn’hl trial, except dllmllh‘lnii:‘ﬁ\ll Sllmm%ldmmlm
investigators/institutions and all the mllpnnlunndlor igence. luding active
$.8.2 The sponsor’s pol and d ..dpl.-,h i
sm.::ymho{&:uﬁlpdmdlu should address the costs of oftrisl  ch i L.u'gl
reported to the appropriate mbp:ulmh-mlolhhl-nhhdmluﬂn 0
sutborityls). i reguized by the applicab with the app Y ey “ﬁmwwm
requirement(s). nqnlnm-n(l applicsbls GMP, coded el
5.3.11 The 5.8.3 When trial subjects receive .'2.“...,.,,:.:‘.;," wm"‘: lod in
s bon-undmﬂlnl-‘ compansation, the method and manner of applicable. in eddition, the labsting should
2 years after the last should canply with comply with spplicable regulatory
-pplini-h-l}lwuudmﬂ&-‘ ticabl
-»Whnﬂhdmuul-nz The finencial aspects of the trial should be $-13.2 The sponsor o, for the
y-nhnd-p.d the formal documented in an agreament the temperstures, storegs conditions (s.g.
of clinical devel of  sponsorend the mw tiraes,
Thase & $.10 Notific to fluids and
should be retainad for a longer Authoriiy(ise)
Dowever, if required by the Befors initieting the clinical trialfs), the “'“h"“"’mmmm
regulstory requirement(s} or if nesded by the mh&p— z‘:ﬂ parties
sponsar. requ ’
5.5.12 The should the )). should subemit ey vyt
b _Mmm.)h Tritin of the lcation(s) o the 5.13.3 mww-)w
;odhmdmuudu i o for review, o b fo prevent and
in {as required k L4
o and
when the records are no longer requirement({s)) to begin the
needed (se 4.9.5). trialis). Any notiicationd’ m’m“" rials, the coding eystem for
LX hn. ™ for mﬁn&mmﬂﬂdnl e shou! ude
581 responsible to protocol.

Investigator{s)/institution(s). Each 5.11 Confirmation of Review by IRB/TEC identification of the product(s) in case of «
investigetor should be qualified by tralning  5.11.1 The sponsor should cbtain froem the emergency, but doss net parmit
and and sould have broeks of the blinding.
Tesources (see 4.1, C.Z)I,]va-'lyunducl (a) The name and sddress of the 5.13.5 U significant tioa changss are
tha tria) for which the s IRB/IEC. in the of compeTstor
selected. If « coardina mll.uudlor (hlAmldnllmdﬁulh'm product(s) during the course of clinical

in s) are to be utilized  that it is and operatss ding to the results of any additional
in multicenter trials, their organ! GCP and the applicable laws and studiss of the frmulatad product(s) (s.5.
selection are the sponsor’s bility. {c) Documented IRB/IEC stability, dissolution rate. )
5.6.2 Before entering an t with an favorable opinion and, if requested by the oeeded to assess whether changes
investigator/institution to conduct s trial, the . a current copy of protocol, written  Would altur the
peovide the investigator(s)/ infiermed consent form(s) and any other profile of the product should be svailable
institution(s) with the protocol and an up-to-  written information to be provided to prior to the use of the new farmulation in
hm-ln:hm.mdnhadd subjects, subject recruiting procedures, and clinical trials.
t time for the d rol sod 5.14 Supplying and Handling
institution to review the protocol and the compensetion svailsble to the subjects, and  Productl; .
Information provided. any other documents that the IRB/TEC may 5.14.1 The spoasor is responsible for
il.JTh'pmlhouHobhlnlh bave the
invesl 's/institution’s $.11.2 1 the IRB/TEC conditions its approval/ wimhlnwd::rnﬂm-

(n)'l'nmdll:nll-n'hllnmplhnuwllh favorsble opinton u dm.(-nnny 5.14.2 The spansar ot supply an

GCP, with the appl tory aspect of the trial, luchu (s) of with the

t(s), and with the protocol agreed protocol, written cnnnnlh-m investigationsl product(s) untl] the spansor
t0 MMM&W and any other written informatica to be obtains sll required documantation {s.g.,
favarsble opinion by provided to subjects, end/or other pproval/favorable opinion from IRB/IEC and

(b} To com, Iy-ldlpmadun-hrdnn
recordi 4

‘reporting: and
. {c) To permit monitoring, auditing, and
inspection (see 4.1.4).
(d) To retain the essentia! documents that
should be In the files

and ch trial and documentation
(ses 8.) until the sponsor informs the &mdnyww thereol The lures

these d are opinion, and of ldq\nl-nd-bnalpt. storage.
00 longer needed (see 4.9.4, 4.9.5. and any withd. b a ppr p etrieval of unused product from
$.5.12). favorsble opinlon. and return of unused investigational

The sponsar and the investigatar/ s12 } ductis) to the sponsor (or altsrnative
Product(s} dhpu-lﬂmlhulhu‘l-d‘h by the sponscr and

with

uct],
$ 12 1 When planning trisls, the sponsor
sbould ensure that sufficient safety and

Y

requirementis)).
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25701

5.14.4 The sPonsor should:-

(a) Egsure mnoly delivery of
i al product{s} to the
Investigetor(s).

{b) Maiotain records that d

(b) The reported trial dats are sccurste.
complets, and verifiable from source
documents.

(c) The conduct of the trial is in

shiprosnt, l“'lpl. disposition, returo, and
of i d

with the
pmumllmdmndn) with GCF, and with

the
(See 8. “‘Essential Documents for the Conduct
of & Clinical Trial.")

(c) Maintain a system for ;-u-hvu'

this retrieval {a.g., for deficient luct
-ﬁnmdmphmcxpmd

(v) That the disposition of unused
mvuu'nmll pmduclll) at tho n-hl vites

cord -mh the

and is in
sponsor’'s authorized procedures.
{d) Verifying that the lnv-l'llﬂ follows
the epproved geotacol and all approved

5.18.2 Selaction nnJthfmuau of amendmentls) if any.
Monitors. (9) Ven| that written informed consent
(a) Monitors should be appointed by the was obtarned before each subject’s
3 participauon in the trial.
id be n t the receives
trained, and should have the scientific and/  the current I tor’s Brochure. all

p-odnn reclaim). of clinical knawledgs needed to monltor the dmnmh.lndllﬁdl\lpphun-dndln
(d) Maintain a system for the disposition of prig) tely. A monitor's qualificaions conduct the trial properly and to comply
unundluwm'dmdrndudllmdhm should be tod. with the spplicable ory
) should be th familiar 1(s)
5.14.5 The with the i , the (g) Basuring that the investigator and the
(i Tuke ansre that the ooty e I forrs s o and  vestigatoes ral all s sdgqatel
pndll:l(l)mlﬁhov-'dn any other written inform tobe d about the trial.

rﬁ;ﬂdu _ " muﬂmmw-sor-.caud. &)Vnﬂﬂw:.-l.n:-ifnmd;h
invastigaticasl uct(s) used in the trials to 338 3 Betent and Notare zdummummm
mlm-d should this become mmw-:!nhhnhh pwotocol and any other writtan agresment

Y. . ﬁmmﬁdh{dﬁ - moaitored. The ha-nlhnq:‘unndlh v-nml
-‘P'l.‘uv and characteristice. ‘:Ihn Nd the sxtemtand (ostitation, " -n‘dnw
exmant parmits, sboul axture
:udmhnmlﬂ!h of the trial the extent end nature of monitoring (i) Verifylog that the investigator is
s complets oc e & be beed on comeid o the s siig
whichever repressnts the longer retention Vi that source date/documents

bl.lnd.ln.,d-und of the trial. In .naau:mm

5.13 Racord Access thers iz a need Jor cu-sits mﬁnhpw-'udmhnd.
5.15.1 The sponsar should ensare that it is #nd abac the trial however, a that the &
apecified Lo the or other written ia circurstances the sponsor ul the required reports, cotifications
agreament that the investigetor(sV may & thet csntral cand berismioas. sod Lt hees
tnstitation(s) provide direct access to source  S0Ujunction with procedures - documents are

data/documents for ulll-nhnd monitoring,

sudits, [RB/IEC review ritten @) C
inspection. Sppeopriats conduct of tbe wial tn coupletaness of the CRF enriss, source data/
5.13.2 The sponsor should verily that each ol wnd other trial-related records
nibject bas consented, In writiog. o direct  *8Pliag may be an scoeptable method for -:holh-.‘rbmvpdhl.ly
accees to bis/ber ariginal medical records for the dats 0 be verified. m
aadlt, RBIEC 5.18.4 Monitor's Responsibilities. (Il'n-h'-windbv are
review, eod inspection. monltor(s). o eccordance with the y oo the CRF"s and are
5.18 Sofety s requiremants, should ensure consistent with the source data/documents.
5.18.1 The sponeor i responsible for the the trial is conducted and documented (15) Any dose end/os
oagolng evaluation of the by carrying out the fallowing are for of the trial
investigational 8] activities when relevant and necessary to tha N
5.18.2 The sponsor should promptly potify  Tisl and the trial sits: (ul)Admmummlnm
all d (-)Acﬂn.-thmhlluol intercurrent ilinesses
Mth k h Yo between the spousor and the th‘dﬂlhmlun
, impect the conduct of the trial, or mvmmmum uv)vunmmmﬁunuh
alter the IRB/IEC's ap qualiicetions and resources (see teats that are not conductsd, and
ion to continue the trial. 4L 035-'1-1“— remain adequate axaminations that are not are
.17 Adverse Drug Reaction throughout the trial and that the stafl  clegriy reported as such on the CRF's.
5.17.1 The sponsor wpadite and facilities. (v} All withdrewals and of
to all 0y squipment, are adequats and subjects fram the trie] are reparted
lulimlia:(;) m:mvm- where nhﬂlh;-hlndlh-mh on the CRF's.
to the reguistory laa)  adequete throughout the trisl period. (o) lnforming the investigator of any CRV
of all sdverse reactions (ADR's} that are (G)thrlhhmll watry error. omisaion, or A
sertous whd. product{sk moaitor should ensure that
n&zm (un.m:..m d 't gt e made,
with the applicable mlﬂﬂﬂdﬂl dated, explained (if necessary). and initisled
.&!l Gnm t the by the investigator ar by a member of the
Mn_-n.hllldmlnd (ﬂ)_'l'h)tnb product(s) '-mr’.uhl-l'h Is suthorized to
mllnulhhu--h--l.ubhm dn*h investigator. This
slnmmmu-humm receive it «f the protocol specified
authority(ies) el safety updates ). lolDu-nhh.-Mh-dIdv-nmu
and periodic reports. e (idi) That subjects are provided with (AE's) are reported within the
. on properly using, time required by GCP, the protacol,
$.18 Monitoring hndnumumdmhgh the IRB/IEC, the spansor, the applicabls
$.18.1 Purpose. The purposes of trial product(s). %mrnm(ll.ud indicated in
monil are to (lv)‘l'hulhnuipt.uulndmnulm the ICH for Clinical Safety Dut
o ‘and Su

ll)'l'hr@hndw-ll-*:qoﬂ
uman
subjects are protected.

lrodncﬂa)ntbouhldmm

te
dards for

AT




143

Federal Register / Vol. 62, No. 90 / Friday, May 9. 1997 / Notices

by-case hnh. when evidence of serious GCP
exists, or in the courss of
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(p) D -hcum the i
t Yoy
Essentis D Ducumnu ms the Conduct of &
Clulu:ll Trial.”)

19) Communicating deviations from the
protocol, SOP's, GCP. and the uppllnbh
10 the

ings or investigations.
should

regulation, the spooscr
audit aruﬁull
5.20 N

and uhng appropriate action dulgn.d to
recurrence of the detected
deviations.
3.18.5 Monitoring Procedures.
The moaitar(s) should follow the s, 'S
established written SOP’s as wall as

Ro)
(s} The monijtor should submit a written

5.20.1 Noncompliance \nl.h Ihn pmmml
SOP's, GCP. and/or

The contents of s trial protacof'should
genenally include the fol
Hm“. site specific l.nimlllioa n'-y be
i ou protocol 8). o
f.'i“a.....a i.n.::;:lo Tnd some
of the information listed below may be
mmud in other plntneo referenced
such ssan} ]

Broch hd

by an
o by member(s) om. lponnr‘l lnﬂullculd
lead to prompt ection by the spoosor to
mmpmnu
5.20.2 If the monitoring and/or auditing
identifies serious and/or pervistent
eoncompliance oo Ihnpulohn inv-ﬁ'mﬂ
Institution, the spoasor should

6.1 General Information

8.1.1 Protocnl title. protocol identifying
number, and dete. Any lm-nd.mut(u) should
also beur the unendment number(s) and

date(s).

©.1.2 Name and address of the sponsor and
monitor {If other than the sponsor).

6.1.3 Nmnnd Hdﬁo"hnp.-n(l)

np::lm:- after each trial-sits visit by, o . p ln d to sign the ?mmludth-
comm . When an m.
* (B) Raports should iochide the date atp,  participation s tavrinated beceues of o.:.cumumddn-mn
came lhlln::.udl-ndlh -M_plhm'h-w-l-hnldudlv numh(lldhw-h expert (or
o or d 1! deatist when ) for the trial.
Wlmww. 5.21 Pr oS of 8.1.5 Name and 1k of the investigatorts)
what the monitor reviewsd and the monitor's @ Tria/ who is (are) for conducting the
stataments concerning the """"“"'ﬂ'“"‘m'""" . and the and telephone
d 't o def the spansar should numbar{s) of the trial sita(s).
m:nlzl\-hu.mnhunhhh. mmwm andths gy g Neme, title, addrees, and tele
ber(s) of
gl " mmpecaion e theresoes) o the eccin, i wpplicabie) whe 1 eponsipie for
(d) The review and follow-up of the termination or suspension. The [RB/EC all trial-sity related madical (or dental)
moaltoring report by the sponsor should be  45ud alao be Lnformad peampely aad dacisions (if otber than im
dommudbylbw- ign: suspensicn by the of by the or al7Nnﬂ-lndnddnduloﬂhdlnlnl
510 Audit tative. m—u,mmmum' s specified by ths o o
1f or when sponsors perform sudits, as part 1 ‘hth-u‘hl.
oﬂmpl “ llly , they 5.22 alnhul Trial/Stu ‘:l Ml e n
prema iyunnhu lh-lmnhuld .1 Name and description

sul uct(s).
mmmofupmnr-m:.whuu "'"‘"“":N"""“““"""""“""F""" €23 Aoamasy of Sadings rom soaclinical

t of and seperuts from routine - g bp.h 1 1hat potentiaily have
monitoring or quality control : 1 t{o}. The spousor significance wnd from clinical trisls that are

be 1o ovaluaiy trial conduct aid ahould aiso ensure that the clinical trial/ rvtiothe tial |

compliance with the prowcol, SOP’s, GCP,
and \/

e i e e

Y
5.19.2 Selection and Qualification of
Auditors.

(a} The sponsor should appoint
individuals, who ere independent of the
clinical trial/dats collection sysiem(s). \o
conduct sudits.

(b) The sponsor should snsure that the
suditors are qualified by training and
expariance  cooduct sudits
auditor’s quatifications be
documented.

$.19.3 Auditing Procedures.

. An

-udluhhqunqnhudlh.udlhbm
and content of audit

Structure and Cnu-l of Clinical

abbreviaied ly
reports ma; -upnbh in certain cases.)
$.23 Multicenter Tricl
For multicenter u-hh the sponsor should
susure 3

$.23.2 The CRF's are dusigned to
nqulndd-nndlmluon- du-.!-
investigetors who are collecting
addlunmldm suppiemental CRF’s should
nhmlddmnmddpdhmn

)

6.2.6 Deacription of the population to be
studied.
©6.2.7 Reforences to literature and data that
mnlwmlolhﬂﬂll.udmum

for the trial.

Objectives and Purposs
"A detalied description of the cbjectives and

the putpose of the trisl.
6.4 TriaJ

The scientific integrity of the trial avd the
credibility of the dats from the trial depend

(b} The sponsar’s sudit plan snd the additional

lures for e trial sudit should be guided sza:mmpmmnmam
tha importance of the trial o sub ting tigs and the other
wmhuxn&dﬂ-thw;lu ing e d:
subjects in the triel, the complexity  prior to the start of (he trial.
ammmm:.:ug:mmm 5.23.4 are

, and any identified problesm(s). on following the protocol, on complying with
i©) The and findings of the a uniform set of standards for the ssssesment
auditor(s) should be documentsd. of clinical and lshorstory findings. and on
(d) To the independence and completing the CRF's.
velus of the audit function. the regul: 3.22.5 C tign
by oot ly requast ia facilitated.
the audlt reposts. b}

Regulstory sutharity(|
n-y—lmbumdnnp_onul_-

8. Qlinicgl Trial Prosacol and Protocol
s}

8.4.3 A description of the messures taken to
minimiss/avoid biss, includiag (for
s«xample):
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() Randomiza! semple size, including reflections ov (or pndmlhhlnvmdpmdmh
(b} Blinding. ulanhﬂouoﬂlhmohhﬂdnd ph.-nmlqh'ld-ly
644A of the tris) tfs) clinlcal medical prectitionsrs. an
and the dosage and of the ll!mwo{dnlnmwhu-d mnanllluyndhnm-rymun
investigetions] uctls). Also include & 6.9.4 Criteris for the tarminstion of the trial. h abasic
descri of form, 6.9.5 Procedure for ng for missing. m wiﬂmm
udhmolhhmﬂnulpndw-y unused. snd spurious dats. uhb-uul-yhulppvpdm
6.4.5 The axpected d of subject ©.9.8 Procedures for any alternative, provided that it inchudes current,
P and a d of the the ) plan and detailed on
and durstion of all trial periods {any devistico(s) fram the statistical  al} aspacts of the in thet
mnTlLbl:ov-np.ﬂmy plan should be described and justified in the nl.hlhdlnmhhhm:m.ll
648A ption of the “stopping rules” or  protacol and/or In the final repory, e & marksted is being studied for 8
new use (Le., & ew indicstion), an 18
subjects, parts of trisl, and antire tial 6.9.7 Tha selection of subjects to be included s o that new use should be
117Amldilk¥pnudwh|ho ln!.h--uly-(u;dl mmmdum-l-mmw
the all nlldhlonbha sod revised ss necsssary in compliance with
placebols) unpnn(l) ifany. @ sponeor’s written proosdures. More
6.4.8 Maintsnance of trial testment ..mum_bm:wm frequant revision may be
codes and d for The should ennoe that It s depending on the stage of t sad
in the or other written of relevant new
that the investigater(s)/ However, in sccardance with GCP, relsvent

o comidored 1 e e n-q.a-(-)bypvm.':l‘im and possibly 10 the Institutione) Review
o be wource . [
6.8 Selaction and Withdrowal of Subjacts acoves W3 dete/documents. Boards (TRA'
8.5 Subject inciusion criteris. .11 Qualily Control and Quolity Asswrance  Committees (IBC's) and/
6.5.2 Subject sxclusion criteria 6.12 Bthics authorities included in & revised
6.5 Subject withdrawal criteris (Ls., reeecription ol o m. - for
\nvestigutional product Genarully, the sponsor is responsible
-d d tlmh and Recordkasping mﬁ-;:nupbdnll)m
specifying: 8.14 Financing Insurance availeble I.nn.ﬁh
(s) When and how to withdrew subjects F \ag and if not edd: d s
fram the trial/ Investigational product in ¢« weperem t mwnu&.mm
nn(;mr. - e date 1o be 4.13 Publication % h m:-.hh;d-w
type tming of L blication policy, if not dins d
collected for withdrawn should determine whether & brochure 1s
(c) Whether and how subjects are ta be .16 Sy, ts lable from the 1
roplaced. (NOTE: Since ths protocol and the clinical  If the g | is provided by
(d) The follow-up for subjects withdrawn uilunudynpnndn-lyulmd.w the investigatar, than be or she
from ] product relavant information can be found in the ICH the necessery Information to
trestment. Guideline for Structure and Content of the parsonnel. 1n cases wheve
:.lh;nn-lafm Clinu:lsudylhpunl) md-mmhwm
6.1 pvvld.-n
including the name(s) of all the 8. T Inwoduction -91-—4-'-’0-" db
the dose(s), the dosing (8], the route/ 'nuhv-&mﬂmmhunﬂl)hl Mmhbuﬂmlmu
models) of l.ndlh compllaros the clinical and d ‘hlhh
o Y e din
hnbbalh-thm.[podm nl.nnlmlbomn&dhpoduﬂh)tn 7.2 General
p humsn subjscts. Its purpost 1s to the should include:
7.2.1 Title Page. Thia should provids the

facilitate
of the retionals for. and their
mplhnw-nh fosny key festures of the

rpmnu’un-.lhndnﬂtyo(—:h
product (Le.

. rassarch
sumber, chemical or genearic name,
udnndnn-m(l)'h-‘hpllyp.nhnbh

8.8.3 Procedures jor monitoring protocol, such as the doss, dose frequeacy/
pliancs. intervel, of administraticn, and by\hm).nﬂhnl—
6.7 Asssszment of Efficacy safsty moai procedures. The [B also dmllluho ag edition
8.7 1 Specificetion of the efficacy psrametsrs.  provides insight 1o the number, sod & bthmnhud
6.7.2 Methods and timing for the subjects during the  dats of the sdition it supersades, be provided.
aad analyzing eficacy parameters.  course of the clinical i An sxample |s given in dix 1.
6.6 Assassnant of should be presentad in & concise, simpla, 7. Stotament. The spansor
8.5 1 Specifh walsty b 1! d, and nonp '] may wish to includa a statsment
uz'ﬂ.mmmh-—u form that ensbles 4 cl or p to treat the 1B as
tigator, to unds ditand make his/  » confidential document for the sols
luhnmdu-hduﬂq of and her own unb risk-benefit of and use of the lnvestigator's
hmﬂudmhnmlm the appropriatensas of the trial. For  tsam and the
The and durstion of the follow- mldpn:nlly n I.hhllu:rh' ctio
6.8.4 type up participste in the editingof  The IB should contain sactions,
of subjects efter edverse svants. an [B, but the contsats of the IB should be wach with litsrsture references
8.9 Swatistics pproved by the discipl [~
8.9.1 A description of the hod, data, 7.3.1 Table of Contents. An exxmple of the
to be smployed, including timing of any del! 1 the Table of Contents is In Appendix 2.
lanned ioterim analysis(ess). hhﬂlﬂmlhnhmﬂdbﬂnd&dhm 7.3.2 Sumumary. A ly
8.9.2 The pumber of subjects plannsd to be provides suggestions for Its layoul 1t is not mxcesding two -)mh;&m.
1o multicenter trials, the number of the &hyiﬂl.‘

sarolled subjects
should be specified. Reason for choics of

:z:‘x'm.ﬁmﬁ ihe snge
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relovant to ths stage of clinical

Andings ln lh- llnn lnlnul -p-clu should
. the index
lhnuld& ducuuod) The nlmnu of this

statoment should be provided that contains

the chemica) narne {and pnmc and trade

owme(s) when lppmvnd) of the
v-upthnl

posed human dosing
skould be udd.n-d Whenever possible,
coinparisons should be made in terms of
blood/tissue levels rathsr than on a mg/kg

Other pharcacakinetic data (e.g.. results of
population studies performed within clinical
trial(s)).

(b) Safety and Efficacy

A summary of information should be
provided sbout the investigations) product's/
products’ {inchuiding mbolh- where

pmduﬂ(l) all u:un besis.
P (a} lini logy cﬂacy and dose !-wn- that were
class and its ,of!hn h jical d from ding trials in bumans
pollnn within this class (e.g.. tages of the pmducl and, where lhnlthy volunisers and/or patients). The
the rationale for performing research with the ! i of this shouid be
investigational productis). and the studied in m should be included. S\H‘-h ducu-d. Io cases where s pumber of

or
wmmml-) Hnlly the

u-.mnudlh-p-uﬂc:ﬂviryl-; of sumruaries of safety and scross
mmmmumudgmi the efficacy models, reoeptar binding, and itipls zial in subg
general spp 10 be foll ting s well a8 those that assess safety  may provide s presentation of the dats
e investigational product. (0.8, special studies to assoss bular summeries ns
7.34 Phywical, wm).a pharmecological ectians other than the htulh-clhhllrhll(h)d s m
P al all the useful.
A description sbould be provided of the MPWMN"“ Importaat differences in
in Anlmals acToss
{including the end/or structanal lA_ y of the ph k! ad ubgroups should be
: ;m.::-.:uw‘ :d the . l""'P-ﬂ-d The IB ahould description of th
given it l B [ e
pl ::dbd:huﬂdh '-l.'l'hd:hu-imd E_m"hh drug reactions to
To safaty measures to udmlhlhmlmd '“"'P“"d anticipated on the besis of prior
be taken in the courve of the . the in 4 ey Y under
description of the farmularion(s) to be ased, nvestigations) product sod ot investigetion and with related products. A
k should be ded y 1 d taxicol. 1 dascription should also be provided of the
j [] i t y o Bndings precautions or special monitoring to be done
the x Mmdthd" (c)Tulmhgqm -p.ld;hlnm-du-oﬂh
‘n‘l ven. Mﬂ
A summary of the toxicological sffacts
Any other known (c) Marketing Experience
ipounds should be mentioned. :‘mm‘“‘ﬁm"ﬁd‘:ﬂ‘u The IB should identify countriss whers the
7.3.8 Nonclinical Studies. under the following headings where hmﬂ._limlpﬂl:ﬂh-b‘nmﬂmdw
The results of all relevant ponclipical P hne: arising from the marketed use should be
,.p-,.d*‘_ summarived (s.g.. formulations. dosages,

i h'pna:uc‘!h bolk N ”"“mﬂmwf.}f
studis sbould be p ” Y Speclal studies (0.5, trritancy and Crections). The I8 hould also ideatify
This summary the uu’l:i‘nnbnl: * d product

, the results, and & uctive toxicity: dldnolnalwmllmh
d'hl:cu-lnolthubvn::.l::-h b:n Gnotnlldty(mllln.\idtyl. kating or was withd. from mark
investigated therepeu! posaible registration.
pataversie 7:3,8 Bffects in Humana. 7.3.7 Summery of Data and Guldance for the
umans. A tharough discussion of the known effects
The information provided may include the m-nhnhuhw&umﬂ
K [ ik L f{:}d"‘h" eetigationa! product(s] n bumass of the nonclinical and clinical

Sp.d_;unud;
Nusber and sex of animals in ssch group;

dnn and should summarize the information
hnmh-mnndm-‘mmof

Unit doss (e.g.. milligram/kilogrem (mg/ 'M-lﬂdm
k) sctivities. Where . & summary of each P""bh Inﬁh'ly li-h'-ﬂ—umb-
Do Interval; campleted trial should be provided.  provided with
Routs of sdministration; Information should slso bs “‘ ik
D:udnof::h‘; . Wmﬁn“{_‘h assessmant ht::nhpliﬂﬂmldlhl
s) other than in
Duration of follow-up; di trials, such es from Where , the veports
Mhhcmgmhﬂaﬂum on related be discussed.
- Nature and freq, of ph 1| Product This could help the investigator to anticipate
or toxic effects; Mastabolism in Humans adverss drug resctions or ather in
- Soverity or intensity of ph k y of on the clinicsl
or toxic effects: h k mn-.uundmumuwpmm-
- Time 10 onset of effscts; ol d. including the the tigator with & of
- Reversibility of effects; bl.lo-tn., 1 avallable: o th-p-l&rhkundmm and
-Dm - i o fncluding ol b h“dh“‘d.lnlﬂl
: respoass. 23 appropriats, and sbeorption, plssma precautions thet .
Tabular format/listings should be used protein binding, distribution, sad rial. This st should be based on
;.b-unp:::hwnhmlhdlﬂfyd slimination). the evailable physical,
B lability of the 5 b Lomtes]
sections thould discuss the  product (sheolute, whare poesible, and/or A and clinical 7) on the

most hmndl::dlw innlhcmdhl.

nhdw)ldqlmhhn

obm.lhnhvlnuhhmu and any
aspects to be studied in humans. If
applicshle, the effective and noutoxic dose

(3., gamder,
andlnph‘dupnhnﬂl.: -
Muud-&cudh:ri

os should
als0 be provided 10 the clinical investigator
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6.3 Marketing
7. Summary of Dats and Guidance for the
igator

the ph logy of the iga |

product.

7.4 Appendix 1: 1a:

TITLE PAGE OF INVESTIGATOR'S NB: Relerences on
BROCHURE ple} 1. Publications

2. Reports
These references should be found at the

documents are grouped in three sections
scoarding to the stage of the trial during
which they will normally be genersted: (1)
Betore the clinical pbase of the trial
commemnces, {1) during the clinical condvet
of e trial, and {3) after completion or

Product:

Research Number: end of each chapter. termination dmdmrl:l‘...;hd-uimpﬁu:lmd
Name(s): ul(hnmc(lflppm-dl Apptndln-(lllny) g Ilmﬂldh ither the
Tnch.nn(t)(lflqpl for the Conductof o Whethet b Pr
desired by the sponsor) amr,.‘., Investigator/institution or spapsor files. or
Edition Number: nh-wdmon Mhhnmpuhwmhmmom.
Ralese Date: are thow d dthe

Replaces Previous Edition Number: Lhnl md.lvldullly and mll-:dw e reedily identifiabls.

Date: ustion of the conduct of & and the Trial master files should be established at
7.5 Appendix 2: hryo(t.h-dnupmd the baginning of the trial. both at the
Tumormks“ o T;umummd-mmuh iny Mmuo-‘-dun.nd:‘m
INVESTIGA w‘lUR!(Ennp mplhna sponsor’s office. A final close-out of a trisl
-G b i ." mmuﬁg.""ﬁ can only be done when the monitor hes

- Signature optional d
1. Table of Conteats mwmnunm.nnh- .,.-u:'hnumm-du.u -
2. Summary dﬂb. p purp atw Ip the
s.l;‘ndud- wd at the and g

4. Physical, Chomical, Pharmacwutical sposscy sites in s timely memner cen grestly Any or all of the documents sddressed in
:M-ud!mmlm assist iu the suoccessful dn.rhl be subject ©, end thould

this guideline mey
bunlhbllh.mdllbﬂhw-
auditor and inspection by the regulstory

5.2 Pharmacokinetics and Product independeat
T in Antmaly ) .,hgh Mmﬁwn—qmrw
8.3 regulstory suthority(les) as of
&m-nu process to confirm the of the trial Commmences.
8.1 Pharmacokioetics snd Product conduct snd the intagrity of date collectad. M.hhplnnln‘thhlh-m.
Metsboliam in Humnans The mioimum list of itial should be d and sbould
6.2 Safety and Efficacy thet has been developed follows. The various hulhhhnhuhlhlmllym
Located in Files of
Thie of Document Purpose [Er———.
Yon Sponeor
82.1 | irwvestigator's brochure To documaent that relevant and asvent so- X x
ontihc about the
product has been provided ©© the inves-
822 | Signed prolocol and ¥ any, To ond aponsor X X
and sampie case repon form (CRF) e
8223 | indormation given o il subject To docavnent the informed consent X X
- tndormed consent form (inchuding al appl- -
cabie ransiations)
- Asvy other writien information To documart that subjects will be given ap- | X X
writion (corment and
wording) 10 suppon their ability 10 give fully
consent
. for ubject @ |To et . |X
sppropriaie and not coercive
624 | Finencial sapects of the tist To document the fnarcial agreement be- X x
tween the investigetoninsiiulion and the
sponsor for $w wiel
a2s (where To X b 4
for triai-related injsy will be svallable
82.6 | Signed agresment between involved parties, | To document agresments
09
- :W x X
~ investigatoninasiulion X 4
: p lmm
. X X
(Whare required)




147

Fedoral Register / Vol. 62, No. 90 / Fridey, May 9, 1997 / Notices
m——— e ——— —_—

Located in Files of
Tige of Document Purpose Investigator/inatity-
‘Yort Sponsor

82.7 | Deted, opine | Ta thet the trial has been subyect | X X

ion of IRBNEC of the following: to IRBMEC review and given
vorable opinion. To identify the version
number and date of the docurment(s).

- Protocol and any amendments

« CRF ({ applicable)

- consent form(s)

- Any olher writien irdormation to be pro-

vided 10 the subjectis)

- for subject [

umed)

- Subjact compansation ( any)

-M&mm -

323 review othics | To that the IRBAEC Is constused | X X twhere required)

commitise composition in agresment with GCP

aze To X (where X (where requir

provel/noliication of protoaal (where re- otification by te uthor-

quired) Ny(iee) has been abtained prior 10 InRislion
of e ¥ial in compliance with the sppics-
bie reguistory

62.10 | Cusriculum vites andior other eievant docu- | To documnent and elighilty 10 | X X
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docurnents. the following should be sdded 10

the files during the trial as svidence that all
Dew relevant information is
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Located in Files of
Tide of Document Purpose
lwmmﬂ- Sponsos
83.1 investigator's Brochure updates To document thetl investigaior is informed | X X
in o tmely menner of relevant
ion as & becomes avaiable
832 Any revisions (o To document revisions of these trial-relat- | X X
' od documents thet take effect during
- Protocoliemendment(s) and CRF inl
- trviormad consent form
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- for subject o
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number and dete of the document(s)
- Protocol amendment(s)
- Revision(s) of:
- Informed consent
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vorsble opinion
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- Protocol amendment(s) and other docu-
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throughout the bial period {(see 82.12) quired)
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- Accrediation or
- Established quality control sndior exber-
nal quality assessment or
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8.3.10 | Monitoring vislt reports To document sle visits by, and findings of,
{the monitor
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83.12 | Signed informed consent forms To document that consent is obtained In | X
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dated prior 10 participalion of each sub-
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cess permission (see 82.3)
8.3.13 | Source documents To document the sxistence of the subject | X
and Intagrty of wial deta
coliacted. To inchude original
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staft confierns the cbesrvations recorded
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6.325 | Record of retanad body sam- | To location X X
ples (it wyy) wmmluylmdhh

8.4 After Completion or Termination of the
Trial

After completion or termination of the
trial, all of the docurnents identified in

sections 8.2 and 8.3 should be in the file
together with the following:

Tide of Documert

Purpose

Located in Files of

Investigator/ et
Son Sporsor

el the prog-
u-)mwum‘un

Audi certficate (if required)
Final trial close-out monitoring report

of essential documents are heid in the ap-

X X

X (¥ destroyed at | X
site)
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Dated: April 30, 1997.
William K. Hubberd,
Coordination.

(FR Doc. 97-12138 Filed 5-8-97; 8:43 am|
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PAYMENT TO RESEARCH SUBJECTS

The Institutional Review Board (IRB) should determine that the risks to subjects are reasonable in
relation to anticipated benefits (21 CFR 56.111(a)(2)} and that the consent document contains an
adequate description of the study procedures (21 CFR 50.25(a)(1)] as well as the risks

[21 CFR 50.25(a)(2)] and benefits [21 CFR 50.25(a)(3)]. It is not uncommon for subjects to be
paid for their participation in research, especially in the early phases of investigational drug.

biologic or device develop Pay to h subjects for participation in studies is not
considered a benefit, it is a recruitment incentive. Financial incentives are often used when benefit
to subjects is remote or non-exi The and schedule of all pay should be

presented to the IRB at the time of initial review. The IRB should review both the amount of
payment and the proposed method and timing of disbursement to assure that neither are coercive
or present undue influence [21 CFR 50.20].

Any payment should accrue as the study progresses and not be contingent upon the subject
completing the entire study. Unless it creates undue inconvenience or a coercive practice,
payment to subjects who withdraw from the study may be made at the time they would have
completed the study (or completed a phase of the study) had they not withdrawn. For example, in
a study lasting only a few days, an [RB may find it permissible to allow a single payment date at
the end of the study, even to subjects who had withdrawn before that date.

While the entire payment should not be ingent upon pletion of the entire study, payment
of a small proportion as an incentive for completion of the study is acceptable to FDA, providing
that such incentive is not coercive. The IRB should determine that the amount paid is reasonable
and not so large as to unduly induce subjects to stay in the study when they would otherwise have
withdrawn. All information concerning payment, including the amount and schedule of
payment(s). should be set forth in the informed consent document.

Also see FDA Information Sheets: A Guide 10 Informed Consent Documents™ and “Recruning
Study Subjects ”

DA [nformation Sheeis [N {78 Octoher 1. 1993

T46 D
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Mr. BURTON. Mr. Foster, you can remain seated and, Mrs. Foster
and Dr. Vukov, would you please stand and raise your right hands?

[Witnesses sworn.]

Mr. BURTON. Mr. Foster, why don’t you pull the microphone close
to you. Oh, Mrs. Foster, you're going to speak for your husband?

Mrs. FOSTER. Yes.

Mr. BUrTON. OK. Would you pull the microphone close to you,
please, then. And a little bit closer, if you would. And if you’d pro-
ceed with your opening statement.

STATEMENTS OF BARBARA FOSTER, ACCOMPANIED BY JOE
FOSTER, CLINICAL TRIAL PARTICIPANT; AND JUDITH
VUKOV, M.D., PSYCHIATRIST

Mrs. BARBARA FOSTER. All right. Thank you very much for allow-
ing me to be here today. I'm grateful for the opportunity. I wish
my husband could speak for himself, but I'm going to read this
statement about what happened to him.

Prior to 1996, my husband had spent most of his adult life build-
ing a career in the real estate business. During most of the 1970’s
and 1980’s, he was president and part-owner of Century 21 of
North Texas, Oklahoma, and Arkansas. After selling that company,
he spent most of his time upgrading and developing his real estate
properties in Texas and southern California.

During the 1990’s, the market suffered substantially, but he
fought the good fight and by 1996 real estate generally, and my
husband’s real estate interests in particular, had turned the corner
and the future was bright.

We had a nice home in Lake Forest with our son Joseph, who
attended the local high school.

In October 1996, Joe made a decision that changed the rest of
his life and my life. Joe read an advertisement soliciting individ-
uals with high blood pressure to assist in the evaluation of a new
drug to help people like him. He was interested enough to tele-
phone the Anaheim Heart Research Institute, which was conduct-
ing a test of a new drug to control blood pressure made by Bristol
Myers Squibb Co.

After telephoning the Institute on October 18, 1996, Joe was in-
vited to come to the Institute for further discussions. Dr. Melvin
Tonkon was the chief clinical investigator for this test. Both Joe
and I went to Dr. Tonkon’s office on October 22, 1996, and Joe had
a brief physical examination administered by Dr. Tonkon’s staff.
Joe was then told that he qualified for the research on the basis
of that medical examination. He was instructed to stop taking
Lotensin, the medication that he had been taking to control his
high blood pressure, and to begin taking the pills which Dr.
Tonkon's office gave him. During that interview, Joe was assured
that the research had been approved by, and was controlled by, the
Food and Drug Administration, and that if anything happened to
him as a result of his participation in this study, his health care
needs would be looked after and paid for by the company which
made the drug.

Six days after becoming a participant in this study, Joe suffered
a major heart attack, followed by a debilitating stroke. Immediately
prior to the heart attack, when he was feeling weak and sweaty
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and had a pain in his arm, I called Dr. Tonkon and he said that
I should either take Joe to his office or go to the emergency room.
I took Joe to the emergency room since Dr. Tonkon’s office was
about an hour’s drive from my home. Joe remained in the hospital
for 26 days and I really doubted that he would come out alive. Fol-
lowing that, he was transferred to a nursing home where he spent
28 days and then was put back into the hospital for 31 days. Joe
was then forced to go home since we could no longer pay for the
hospital costs and had no insurance.

After Joe’s heart attack, I spoke to Dr. Tonkon. Dr. Tonkon told
me that he and the drug company had no responsibility because
Joe had been given a placebo. In other words, Joe received no medi-
cation at all, and therefore, the doctor said he had no responsibil-
ity, even though he had taken Joe off of his medication which had
been prescribed by Dr. Luppi, Joe's prior physician of many years.
In fact, Dr. Tonkon had represented that he would confer with Dr.
Luppi to make sure that Joe’s participation in the study was safe,
but I subsequently found that he never did so.

In a later conversation, Dr. Tonkon told me he had just reviewed
Joe’s records and that Joe should never have been accepted into the
study in the first place. On two occasions, I was also told by Dr.
Tonkon’s office to immediately send back the pills they had given
Joe. Had Joe known that Dr. Tonkon was given him nothing to re-
place his medication, which had kept his high blood pressure under
control in the past, Joe would never have agreed to the test, nor
would I have let him do so.

During Joe’s interviews with Dr. Tonkon’s representatives, he
and I were told that the U.S. Food and Drug Administration had
approved the test methods as well as the drug he would be given
during the test and we relied upon the reputation and integrity of
the Food and Drug Administration in agreeing to assist in the test.
Joe and I were lead to believe that in so doing, he would be looked
after by the Food and Drug Administration, the drug company that
made the product, and by Dr. Tonkon himself.

Instead of looking after him, all three of those entities have run
from Joe. After permitting Bristol Myers to use its name to induce
Joe and many others to participate in this study, the Food and
Drug Administration has done nothing to remedy this situation or
help Joe. In fact, they have refused to produce documents of any
type relating to this FDA-approved study, notwithstanding Joe’s
Freedom of Information Act request for that information.

After permitting Bristol Myers and Dr. Tonkon to hold them-
selves out as FDA-approved physicians and health care providers,
the FDA has done nothing to cause them to provide health care as-
sistance to Joe or to protect others from suffering the damage that
their actions have caused Joe.

After telling Joe that he would speak with his physician who had
prescribed the medication Joe was on before taking him off his
medication, we now find that Dr. Tonkon never did so.

After giving Joe a medical examination, Dr. Tonkon did not wait
for test results which should have disqualified him from participat-
ing in the tests. And after Dr. Tonkon received those results, he did
nothing to inform us of the health risks involved.
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After initially advising our lawyers that Bristol Myers had
agreed to pay all of Joe’s medical bills, Dr. Tonkon now says he
never told them that.

After telling Dr. Tonkon that they would reimburse Joe for his
medical expenses, Bristol Myers has refused to do so.

Since joining in the Bristol Myers research and suffering the re-
sulting heart attack and stroke, Joe’s life is forever changed. Our
business is bankrupt because he can no longer run it. Our son Joe
cannot continue his education because we cannot afford it. There
are over $240,000 in unpaid medical bills. Joe cannot get the medi-
cal care he needs because we cannot afford it. He can no longer
drive a car, nor walk across a room alone. When he does use a
walker, he can only go 30 or 40 feet before he must sit and rest.
He is often reduced to needing bottled oxygen so that he can
breathe properly. Joe will never be able to play with our son Joe,
earn a living, mow the yard, or even take an evening walk with
me, as we used to do. All of the things in which he took so much
pleasure in the past are gone forever.

[The information referred to follows:]
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Mrs. BARBARA FOSTER. And Joe has just a little bit he’d like to
say, please.

Mr. JoE FOSTER. I simply would like to let you know that, you
know, the FDA, under their regulations with Dr. Tonkon and Bris-
tol Myers, that they would no longer allow someone to be treated
like me, giving them nothing. And because of this, you know, they
can’t do anything for me, but they could stop this in the past with
anybody else in the condition that I'm being put in.

Mr. BURTON. Thank you, Mr. Foster, Mrs. Foster. Dr. Vukov,
would you like to make an opening statement?

Dr. VUukov. Yes, Mr. Chairman and members of the committee,
I thank you for the opportunity to tell you of a tragedy in my life
that I learned is all too common in the field of scientific research.

My name is Dr. Judith Vukov, and I am not only a grieving
mother, but also a practicing psychiatrist and a provider of FDA-
approved psychiatric drugs. My 25-year-old daughter, my only
child, died 4% years ago, which was 54 days after entering the
clinical trials for Resperidone versus Haldol. The trials were spon-
sored by Jansenn Pharmaceuticals and conducted by a team of doc-
tors from UCLA at one of the State hospitals in California. The
clinical trials were headed by a supposed renowned researcher, Dr.
Robert P. Liberman, who was also the head of schizophrenic re-
search at the Veterans Administration in Los Angeles and at the
Neuropsychiatric Institute at UCLA.

The unofficial death certificate states that my daughter died of
aspirin toxicity and undue delay in diagnosis and suicide. In my
opinion and that of many others, this was a quick and superficial
explanation of why and how my daughter died. The emergency
room notes, the urgent care notes, and the sparse notes from Unit
45, the research unit, serve to document that Abby was not only
the victim of egregious medical malpractice at the emergency room
and the urgent care, but also the unwitting victim of fraud, mis-
representation, and neglect by the research staff of Unit 45.

Abby died because she was placed at risk as a research subject.
And even when her condition became life-threatening, she was ne-
glected and abandoned. The research records revealed there was no
attempt to intervene either medically or psychiatrically. The re-
search staff, in an attempt to cover up their responsibility for her
death, have stated on numerous occasions that Abby took 300 aspi-
rin while she was in my care in approximately an hour and a half,
and even attempted to deny that she was a subject of research and
to this day they still deny it.

Last year, I requested a full Federal review of Abby’s research
experience, and I have requested that the FDA place a moratorium
on all research involving human psychiatric subjects at UCLA, the
Veteran’s Administration, and Jansenn—and those sponsored by
Jansenn Pharmaceuticals until a thorough Federal investigation
could take place. I have heard nothing from the FDA. I did receive
one phone call saying that they would get back to me.

There was an investigation by the California Department of
Health Services. Among some of the complaints that they cited,
there were no doctors or nurses caring for my daughter during the
last 18 days of her life. The only people there apparently were
aides, garbage men, and a social worker.
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No. 2, the research team misrepresented Unit 45 as an acute
care unit when in fact it was licensed as an intermediate care facil-
ity, which is also known as a group home, which has a much lower
standard of care. But even at this lower standard of care, these
people broke the State health code.

No. 3, they noted that she had been administered Tylenol 13
times by the non-professional staff during the last week of her life
and there were no physician notes explaining why or for what rea-
ion. There was also no treatment plan done during any of the 54

ays.

A further indication of the quality of care on Unit 45, on the
night that Abby lay dying 15 miles from the research unit, the re-
search staff recorded her as alive and well and in bed. Additionally,
it appears from information received in a Freedom of Information
request that the research team adjusted her—changed her diag-
nosis to fit the protocol requirements and ignored her long medical
history, which I had provided to them.

The FOI request revealed that, No. 1, to be included in the re-
search, one must have a clear-cut diagnosis of schizophrenia. The
UCLA team ignored their own findings and those of many previous
doctors which were consistent with a mood disorder and the diag-
nosis of many previous psychiatrists and labeled her schizophrenic.
So—I believe so they could use her in the program.

No. 2, the subject should not have been diagnosed with a
neurologic condition. Abby had Tourette’s Syndrome, Sydenham’s
Chorea as a child; and, 1 month prior to admission to Unit 45, she
had been assaulted and had suffered a head injury on two occa-
sions.

When Abby’s condition deteriorated and dramatically changed for
the worse, as documented by the sparse records I was able to un-
cover, instead of reverting to standard practice, the researchers uti-
lized behavior modification and “shunning,” a practice which had
been outlawed by Los Angeles Patient’s Rights years before.

After her death, the UCLA research team disavowed Abby as a
research subject. However, under the Code of Federal Regulations,
altering her medication for the purposes of research automatically
placed her in the research.

For Abby, the quality of care was more than deficient. My daugh-
ter was abandoned through neglect and traumatized by their par-
ticular brand of research. The attitude of the UCLA team to my
daughter’s death and the findings of the investigations can be
summed up in a statement by the head of the team during a fact-
finding event. When asked if he kept reports about Abby’s death,
he said, “If I saved all the material that came across my desk,
there wouldn’t be any room for me to sit down.” Thus, the findings
about my daughter’s tragic death only filled his wastebasket.

Speaking now as a psychiatrist, I once believed that research
subjects received the best care because the information passed on
as facts to us in the field is what we base our informed decisions
on. I now use every new drug with trepidation, knowing that what
was uncovered in the investigation of Abby’s death and that of oth-
ers is systemic and pervades all levels of the research community.

Let me add, I've spent about 4,000 hours investigating this—my-
self and with some other people, because it was very, very difficult
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to even get to square one. Abby’s case was pivotal in the L.A. Coun-
ty Department of Mental Health decision to bar all conservatees
from participation in research of any kind in that county or L.A.
County conservatees. To sum up my feelings and those of others,
the L.A. Patient’s Rights Group said to me that if this had hap-
pened in a private hospital under their jurisdiction, they would
have shut it down.

Mr. Chairman, I am convinced that my daughter was only one
of potentially thousands of mentally ill patients who have had ad-
verse reactions and/or death due to clinical research and then were
simply abandoned and never reported to the FDA or to the Na-
tional Institute of Mental Health. Let me also add that scientific
research must continue, of course. I rely on it for my patients. But
it is imperative that the protection of the human subject comes
first, over and above the outcome of the research.

No. 2, and I also believe that, once it becomes known that there
has been fraud or scientific misconduct, that group should no
longer be receiving funds from NIMH or FDA.

Thank you.

[The prepared statement of Dr. Vukov follows:]
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Mr. Chairman and Members of the Committee, | thank you for the
opportunity to tell you of a tragic occurrence in my life that, 1 have learned,
is all too common, in the field of scientific research.

My name is Judith Vukov, and | am not only a grieving mother but
also a practicing psychiatrist and a provider of FDA approved psychiatric
drugs. My twenty-five year-old daughter, Abby, died four and a half years
ago. Fifty four days after entering the clinical trials for Resperidone versus
Haldol, sponsored by Jansenn Pharmaceuticals and conducted by a UCLA
team of researchers at the world renowned Camarillo State Hospital
ResearchUnit 45, a satellite of UCLA/NPI. The clinical trials were headed
by Dr. Robert P. Liberman who was also the head of schizophrenic
research at the Los Angeles Veterans Administration and Neuropsychiatric
Institute/ UCLA.

The official death certificate states that she died of aspirin toxicity
and UNDUE DELAY IN DIAGNOSIS. In my opinion and that of many
others this was a quick superficial explanation of why and how my
daughter died. The emergency room notes, the urgent care notes and the
sparse notes from Unit 45 serve to document that Abby was not only the
victim of egregious medical malpractice at the emergency room and the
urgent care but also the unwitting victim of fraud, misrepresentation and
neglect by the research staff of Unit 45.

Abby died because she was placed at risk as a research subject and
even when her condition became life-threatening she was neglected. The
research records revealed that there was no attempt to intervene either
medically or psychiatrically. The research staff, in an attempt to cover up
their responsibility for her death have stated on numerous ocassions that
Abby took 300 aspirin while she was in my care, and even attempted to
deny that she was the subject of research.

Last year | requested a full federal review of Abby’s research
experience and | have requested that the FDA place a moratorium on all
research involving human psychiatric subjects at UCLA, the Veteran's
Administration and Jansenn Pharmaceuticals until a thorough federal
investigation can take place. | have heard nothing from the Food and Drug
Administration.
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An investigation by The California Health Department revealed in part that:

(1) that there were no nurses or doctors caring for my daughter during
the last 18 days of her life;

(2) that the research team misrepresented Unit 45 as an “acute care
unit” when in fact it was an “intermediate care facility” also known as
a group home;

(3) that she had been administered Tylenol thirteen times by the non-
professional staff during the last week and that there were no
physician notes explaining why;

(4) that no treatment plan had been compiled during any of the 54 days
she was residing on Unit 45.

On the night Abby lay dying 15 miles from the research unit the night
staff recorded her as alive and well and in bed. Additionally, it appears
from information received in a Freedom of Information request that the
research team adjusted her diagnosis to fit the protocol requirements and
ignored her extensive and serious medical history.

The Freedom of Information request revealed that:

(1) to be included in the research one must have a clear-cut diagnosis of
schizophrenia. The UCLA team ignored their own findings which were
consistent with a mood disorder and the diagnosis of many previous
psychiatrists, and labeled her schizophrenic so that they could use her as
a subject;

(2) the subject should not have been diagnosed with a neurologic
condition. Abby had Tourette’s Syndrome, Sydenham’s Chorea and in the
month prior to admission to Unit 45 she had been assaulted and had
suffered a head injury on two occasions.

When Abby’s condition deteriorated and dramatically changed for the
worse as documented by the sparse records | was able to uncover,
instead of reverting to standard practice the researchers utilized behavior
modification and “shunning” a practice which had been outlawed by Los
Angeles Patient's Rights years before.
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After her death, the UCLA research team disavowed Abby as a
research subject. However, under the Code of Federal Regulations
altering her medication for the purposes of research automatically placed
her in the research.

For Abby, the quality of care was more than deficient. My daughter
was abandoned through neglect and traumatized by their particular brand
of research.

The attitude of the UCLA team to my daughter’s death and the
findings of the investigations can be summed up in a statement by the
head of the team during a fact finding event. When asked if he kept
reports about Abby’s death he said “if | saved all of the material that came
across my desk there wouldn’t be any room for me to sit down.” Thus the
findings about my daughter’s tragic death only filled his wastebasket.

Speaking now as a psychiatrist | once believed that research
subjects received the best care because the information passed on as
facts to us in the field is what we base our informed decisions on. Based
on what | have learmed since Abby'’s death, | use every new drug with
trepidation knowing that what was uncovered in the investigation of Abby’s
death and that of others is systemic and pervades all levels of the research
community.

Abby's case was pivotal in the Los Angeles County decision to bar all
conservatees from participation in research of any kind. To sum up my
feelings and those of others, the LA Patient's Rights group said to me that
if this had happened in a private hospital under their jurisdiction they would
have shut it down.

Mr. Chairman, | am convinced that my daughter was only one of
potentially thousands of mentally ill patients who have had adverse
reactions to clinical research and then were simply abandoned and never
reported to the FDA or to the National Institutes of Mental Health. There
must be better monitoring systems in place to protect these people who
are unable to protect themselves in the face of those who wish to promote
the interests of science.
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Mr. BURTON. Thank you, Dr. Vukov.

Let me just ask a few questions.

First of all, Mr. Foster—if you can answer for your husband,
Mrs. Foster—would you pull the microphone closer, please? What
was your husband’s blood pressure problem before he went into
this test?

Mrs. FOsSTER. He’d had high blood pressure.

Mr. BURTON. How high was it?

Mrs. FOSTER. It was—sometimes it was 180/110.

Mr. BURTON. So, without his medication, his doctor thought he
would be in real jeopardy?

Mrs. FOSTER. Yes, that’s correct.

Mr. BURTON. And when he went to this clinical study did he in-
form—I mean, they were aware that he had the high blood pres-
sure problem, that’s why they allowed him in?

Mrs. FOSTER. Yes. He was on a medication that was not control-
ling his blood pressure very well. In fact, he tried several different
medications in the past 2 or 3 years, and so he was hopeful that
this new drug that he was going to be trying would help control
his blood pressure better than what he was taking.

Mr. BURTON. Were you led to believe that the pills that were
given to him were blood pressure medication?

Mrs. FOSTER. Oh, yes.

Mr. BURTON. You didn’t have any idea that they were a placebo?

Mr. BURTON. Had no idea whatsoever.

Mr. BURTON. Until he had the stroke and the heart attack?

Mrs. FOSTER. That’s correct.

Mr. BURTON. I see. Dr. Vukov, you signed a consent form, I
guess, for your daughter to be admitted?

Dr. VUKOV. Yes.

Mr. BURTON. I see. Now——

Dr. VUukov. My daughter also signed it, violating the terms of her
conservatorship.

Mr. BURTON. I see. You were aware of the kind of medication
that they we're giving her?

Dr. Vukov. That I thought they were giving her.

Mr. BURTON. So you had no idea what they were giving her?

Dr. VUKoV. Well, in the chart it said—there’s a statement about
placebo washout. Now I'm wondering if she was actually on medi-
cation.

Mr. BURTON. So you don’t know? You have no way of knowing
whether she was given a placebo or actually medication to help her
with her problem?

Dr. VUKov. When we tried to get the research records, we only
got six pages, most of which were empty. And I know for a fact that
there are many more pages because I sat with one of the research
assistants and gave her a huge history on my daughter. And I
called the APA even, and they said, “Oh, the researchers never give
up their records.” So I don’t know.

Mr. BURTON. But you have asked the FDA and the relevant
agencies for any bit of information that you could get on your
daughter?

Dr. VUkov. I didn’t ask them to get me information on her. I
wrote them a long letter last fall requesting an investigation—I
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mean, you know, like a 10- or 12-page letter—and then I heard
from the doctor that I wrote it to by phone and then he never got
back to me. He said, “Why didn’t you call me sooner?” Well, nobody
knows who called him sooner because there’s no information. I
was—I'm a psychiatrist and I was stumbling around for a year and
a half until I met the group that Adil Shamoo is involved with.

Mr. BURTON. I see.

Dr. Vukov. And then, finally, things began to click and it all—
you know, it started falling into place. Because I kept asking for
records from the hospital, and even the hospital records were insuf-
ficient, and I didn’t realize it was because I was looking for my
kind of records when they didn’t produce many records.

Mr. BURTON. I see.

Mr. Foster, you signed an informed consent form, right?

Mr. FOSTER. No.

Mr. BURTON. When you went into the program?

Mr. FOSTER. No.

Mr. BURTON. You did not sign an informed consent form?

Mr. FOSTER. No, I didn’t.

Mr. BURTON. They put you into the program without you signing
any form?

Mr. FOSTER. That'’s right.

Mr. BURTON. And they didn’t tell you that you might be taking
something other than a medication that would help your blood
pressure?

Mr. FOSTER. No, they didn’t.

Mr. BURTON. Did the doctor that you were talking to explain to
you that there are risks you might be facing during these trials,
these clinical trials?

Mr. FOSTER. No, he didn’t.

Mr. BURTON. Did he tell you that there’s a possibility that if you
were taking something other than the medication that you were on
that you might have a heart attack or a stroke?

Mr. FOSTER. No.

Mr. BURTON. He didn't tell you any of that?

Mr. FOSTER. No.

Mr. BURTON. What did he tell you?

Mr. FOSTER. He didn’t tell me anything.

Mr. BURTON. Well, he must have told you something, I mean,
when you're——

Mr. FOSTER. He spent two to 3 minutes with me at the most, and
he was obviously in a hurry and he just buzzed through and said
to his assistant, “Take care of him.”

Mr. BURTON. OK. And what did the assistant do then?

Mr. FOSTER. The assistant gave me the pills and I went away
and I took them, and they said, “Fill out the forms and we’ll go
over them when you come back.”

Mr. BURTON. They said, “Take the pills"——

Mr. FOSTER. And I never came back.

Mr. BURTON. They said, “Take the pills and go off of your other
medication.”

Mr. FOSTER. Yes.

Mr. BURTON. And he didn’t go into any details about the possible
problems that you might encounter during this——
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Mr. FOSTER. No.

Mr. BURTON. I'm sure, if you knew you might have been at risk,
you wouldn’t have taken those pills.

Mr. FosTER. That’s right; I wouldn’t have.

Mr. BURTON. You would have stayed with your current medica-
tion. And you said right now that your medical bills are how much;
$240,000?

Mr. FOSTER. That’s the accumulation of, you know——

Mr. BURTON. And you don’t have the ability to pay those?

Mr. FOSTER [continuing]. Months in the hospital and the clin-

Mr. BURTON. OK. Well, we'll ask the FDA after a bit, how they
deal with these sorts of problems. I think that’s all I have.

Mr. Cummings.

Mr. CUMMINGS. Thank you very much. First of all, I want to say
to all of you how sorry I am. I think the loss of a child is one of
the most horrendous things one can ever experience and I'll tell
you, I just listened to your stories, but I've heard similar stories in
my district.

To Mr. and Mrs. Foster, I feel a special kinship to you because
['ve suffered from high blood pressure for 25 years. My blood pres-
sure, at one point, was 180/130. I'm lucky to be here. And so, [ owe
you a special—by the way, it’s normal now. It’s like 120/88, thanks
to medicine. But I want to—I owe a special debt to you for trying
to do something to make a difference, and I'm so sorry that you
had to suffer because of this. But I want you to understand that
[ appreciate what you tried to do.

Doctor, can you help me? I need some help from you, because you
seem to know a lot about this. Tell me, why do they use placebos?

Dr. Vukov. T think it's so there will be one clear-cut case of no
medicine, no drugs. But placebos all have effects—everybody knows
that in psychiatry—versus the medication that they’re giving.

Mr. CUMMINGS. So is it supposed to be like——

Dr. VUKOV. A virgin territory.

Mr. CUMMINGS. So is it supposed to be like a psychological thing
whéere you think you’re taking something to make you better
an —_—

Dr. Vukov. Well, I think they have to eliminate that part from
the research data.

Mr. CUMMINGS. So——

Dr. VUkov. I call it “the psychological issues.”

Mr. CUMMINGS. And in my dealings with—I practiced some medi-
cal malpractice law, and by the way, you all are evidence as to why
we need to keep medical malpractice intact, but in my experiences
there was always some kind of Institutional Review Board that
looked at these kinds of things, and I'm just trying to figure out
where those Institutional Review Boards come in with regard to
approving trials and things of that nature. How does that——

Dr. VUKovV. Well, there is an Institutional Review Board called
‘Friends West,” but I saw no evidence that it did anything. I mean,
the condition of care on that unit was so horrendous, after I found
»ut what had happened, that I don’t think they were there.

Mr. CUMMINGS. And in the hospitals where I have represented
doctors it seemed as if there was a genuine concern that the local

ic
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folk wanted to have a certain level of control, as opposed to the
FDA, and I guess that’s what I'm becoming a little bit confused at,
too, as to where does the FDA, where do you see the FDA respon-
sibility in this whole episode, say with regard to your daughter?
How does it play? I am just curious.

Dr. VUKOV. Where is the funding coming from?

Mr. CUMMINGS. Funding.

Dr. VUkov. This group is still, according to the Internet, the
NIMH Internet website, they’re still receiving million-plus grants
every year, unchecked. And I think that the FDA has got to get in
there and stop the funding as soon as there’s any indication of
fraud. I mean, L.A. County stopped sending their conserved pa-
tients to research. That should have sent up a flag, for heaven’s
sakes. Even Channel 7 was there, or Channel 5 or something. And
it was reported in the psychiatric newspapers and it was reported
in the L.A. Times.

Mr. CUMMINGS. You said something a little bit earlier that I
found interesting and actually it’s what sparked my question. You
had said that you don’t think that they ever reported certain things
to the FDA, is that right?

Dr. VUKov. Well, if they—they claimed to every Federal—every
State agency that she was not a research subject. The moment she
died she was not a research subject. So then they don’t have to re-
port it to the—I would think that they don’t have to report it to
the FDA then. If in their head they make her a non-subject, then
she’s not under their jurisdiction. Their grant is saved.

Mr. CUMMINGS. Now, so, youre saying that the funding, well,
like a drug study, comes from the FDA or does—I mean, where
does a drug company play a role in all of that? I'm just curious.

Dr. VUKov. Well, for a new clinic—for a clinical trial on a new
drug study—this was a new drug that hadn’t been OKed by the
gDA. The FDA has to be involved because it’s an experimental

rug——

Mr. CUMMINGS. OK.

Dr. VUKOV [continuing]. That she was supposed to get, but she
never got. So that’s where theyre at. I mean, they’re the ones
that—they've set up the guidelines; there are the Federal guide-
lines; there are the State guidelines, and they seem to match to
me. So they should be thoroughly involved, and especially when
there’s a major issue like death.

Mr. CUMMINGS. Thank you very much. I see my time is up.

Mr. BURTON. Mr. Cox.

Mr. Cox. Thank you.

Dr. Vukov, I, too, extend my sincerest apologies for all that
you've been through to the extent that the Federal Government in
any way contributed to it. I agree with my colleague from Balti-
more; I can’t think of anything worse for a parent. And I appreciate
your willingness to come here and tell your story and assist us in
our oversight capacity in Congress.

You indicated in your testimony that you requested help from the
FDA, that you requested a review of Abby’s research experience,
that you went further and asked them to place a moratorium on
all research involving human psychiatric subjects at UCLA, the
Veterans Administration, and Jansenn Pharmaceuticals until that
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investigation had taken place. On the minimal request for review
of Abby’s case, what was the FDA response?

Dr. VUKoV, A phone call.

Mr. Cox. What happened in that phone call?

Dr. Vukov. Well, he said, “Doctor”—I think it was Dr. Robert
Johnson; he said that he just wanted me to know that he was—
hadn’t forgotten about me. That was it.

Mr. Cox. Was there any followup beyond that?

Dr. Vukov. I have no idea. I also wrote to OPRR 2 years ago,
or maybe 3 years ago now—Office for Protection from Research
Risks—and they sent me a letter saying that—outlining how you
can tell when somebody’s in research in the Code of Federal Regu-
lations, and that if they adjusted your medication for purposes of
research, she was in the research. But then, that was it. And then
they called, or I called them, and they said that they couldn’t—the
person charged with doing the investigation had a relative on the
IRB at Friends West. So they had to wait until there was somebody
new. And then the new person called and said that, “Well, the new
person was pregnant and left, and then another new person came
along, and that one had surgery,” and that’s the last I heard.

Mr. Cox. Mrs. Foster and Mr. Foster, if I could join my col-
leagues on both sides of the aisle here also in telling you how sorry
I am at what has befallen both of you and the rest of your family.
And I'm sorry, too, that so much of this seems to be not only some-
thing that involves the Federal Government, but going on in south-
ern California at UCLA, in your case, Anaheim. That is obviously
circumstantial, but it makes me even more connected to what'’s
going on here.

You stated in your testimony, Mrs. Foster, that, quote, “The Food
and Drug Administration has refused to provide documents of any
type relative to this FDA-approved study,” and I take it you mean
they’ve refused to provide that to you.

Mrs. FOSTER. Yes.

Mr. Cox. Notwithstanding that, you’d made a Freedom of Infor-
mation Act request for that information. Can you elaborate? Has
the FDA provided you with anything at all in response to your re-
quest for information about this study?

Mrs. FOSTER. I'm not certain. The last I heard, they had not. Let
me just check.

Mr. Cox. And how long have you been seeking this information?

Mrs. FOSTER. Six months.

Mr. Cox. Oh, and I'm sure you've had a chance at some point
over the years to talk to legal counsel about this issue. First of all,
is that assumption correct?

Mrs. FOSTER. Yes, that’s true.

Mr. Cox. Have they told you whether there is any putative legal
basis upon which the FDA would deny you this information?

Mrs. FOSTER. No, they haven’t made that clear.

Mr. Cox. Have you had a chance to hear, as Dr. Vukov did, from
the FDA by telephone? Have they called you up to tell you their
concerns?

Mrs. FOSTER. No.

Mr. Cox. Have you called them?

Mrs. FOSTER. I have not, no.
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Mr. Cox. OK. Let me ask another question on the same subject.
Dr. Vukov, you stated that, in your testimony, “the head of the
team,” without identifying the head of the team, when asked if he
kept reports about Abby’s death said, quote, “If I saved all the ma-
terial that came across my desk, there wouldn’t be any room for me
to sit down.” Is that Dr. Liberman?

Dr. VUkov. Yes.

Mr. Cox. And I take it that your request of him not only at that
moment, but forever after, has gone unrequited. He has not an-
swered your request?

Dr. Vukov. This was in deposition for the medical malpractice
case and—against the Emergency Room and the Urgent Care. No-
body would sue the drug company. He indicated that he didn’t re-
member the names of the agencies that had sent the reports to him
that he had read and then destroyed. So, that was the end of it.
We've got that on tape, by the way.

Mr. Cox. Mr. Chairman, could I have unanimous consent to ask
another question?

Mr. BURTON. You got it.

Mr. Cox. Mrs. Foster, you just testified that you and your hus-
band relied upon the reputation and integrity of the Food and Drug
Administration in agreeing to the test. If the Food and Drug Ad-
ministration had not been involved, what might you have done dif-
ferently? If you hadn’t thought this was a federally supervised en-
teipz;ise, what precautions might you have taken that you didn’t
take?

Mrs. FOSTER. You know, it’s difficult to say that now knowing
what I know. I hope I would have turned around and walked out.
But when you see that the Federal Government is involved in
something, you tend to trust. I mean, that’s the way I grew up,
trusting the Government. I was an Army brat and my entire life
was governed by the Federal Government. And so, when I saw
FDA, I knew that they approve drugs and disapprove drugs and
tlta;is was a good thing. This was not something I was concerned
about.

Mr. Cox. And is it safe to say that you thought of FDA as a
brandname, sort of like Bristol Myers, and you trusted it?

Mrs. FOSTER. No, I thought of the FDA as part of my Govern-
ment that looked out for me.

Mr. Cox. So even stronger than a brand name like Bristol
Myers?

Mrs. FOSTER. Oh, absolutely.

Mr. Cox. And as a result, you were not as cautious as otherwise
you might have been?

Mrs. FOSTER. I think that’s perfectly true.

Mr. Cox. I thank you, and I thank the chairman.

Mr. BURTON. Thank you, Mr. Cox.

I really appreciate all of you coming in. It's always sad to hear
the tragedies that people encounter; I'm sure the people at the FDA
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feel empathy for the traiedy that has befallen you. What we’re try-
ing to do is find out why it happened, to try to make sure that
those sorts of things don’t happen in the future. So, Dr. Vukov, we
appreciate your being here.

Dr. Vukov. Thank you.

Mr. BURTON. And Mrs. Foster and Mr. Foster, we appreciate
your beilr]lg here.

[The information referred to follows:]
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I g et e
Glendale, Califomnia

818-656-3207
Fax:\818-956-1180
May 18, 1998

Representative Burton

Chairman

Government Reform and Oversight Committee
2157 Rayburn HOB

Washington, D.C. 20515

Dear Representative Burton:

Thank you forinviting me to participate in the hearing entitled Clinical Trial Subjects: Adequate
FDA Protections. I would like to take this opportunity to more clearly summarize my testimony
presented at the hearing and discuss ways to improve the safety of human subjects in this country.

( 1) My daughter’s case was pivotal in the Los Angeles County Department of Mental Health
decision to stop participation of all Los Angeles County conservatees in research of any kind.

(2) Dr. Robert Liberman ‘s FDA- approved research, Risperdal versus Haloperidol at Camarillo
State Hospital in July, August and September 1993, violated state and federal law.

(3 ) According to the web site for The National Institute of Mental Health, Dr. Liberman has
continued to receive at least 1.3 million dollars in grant money from the NIMH each year since my
daughter died.

(4 ) My daughter was not considered suicidal by any psychiatrist before she entered the
UCLA/Camarillo Research program at Camarillo State Hospital.

( 5) Under oath, Dr. Liberman admitted that he discarded agency reports and memos regarding my
daughter’s death indicating to me and others that he has no interest in preventing future tragedies or
investigating their part in this tragedy.

(6) Dr. Liberman’s group and other responsible California parties continue to deny that my
daughter was a research subject at the time of her death. They have, it seems, reinterpreted the
Code of Federal Regulations regarding the identification and protection of human subjects.

(7 ) The summer before my daughter died Dr. Liberman’s research group was cited by OPRR for
defective Informed Consents. I believe we were provided with similar ones for the Risperdal
versus Haloperidol research.
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(8) To date, | have been given only six pages of research records most of which were almost
blank regarding my daughter. These records should be available for investigation when a tragedy
occurs The huding or possibly destruction of the records only serves to further illustrate how the
refused to cooperate in my personal investigation and in the legal investigation of why and how my
daughter died.

In summary, the rules and regulations for protection of human subjects seem to be adequate,
however if they are not enforced, they are useless and the subjects go without protection. In my

hter’s case it appears that only LA County Department of Mental Health was the only
government agency that issued an appropriate response to the information uncovered by myself
and others including the California Depart of Health Services.

It is imperative that the federal government enforce the Code of Federal Regulations regarding
human subjects. I would suggest again that when a tragedy occurs ( 1 ) all federal grants which
support the research be immediately withdrawn, ( 2 ) that the involved state and the research
groups be subjected to intense scrutiny by an impartial board, not an [RB, ( 3 ) that when
evidence of fraud is found that the federal government should sue the sponsors and the
researchers, (4 ) that the federal government establish means to insure that the regulations are
being carefully followed such as demanding that each subject ‘s life be insured for $250, 000.00 (
5) that the federal regulations be rewritten to include oversight by an internist not employed by the
sponsors or the researchers and ( 6 ) and that private lawyers be encouraged to sue for the subject
and /or the family.

It is now obvious that the disregard for human life is spilling over into the non-psychiatric
community. | beseech you to consider my recommendations and respond to the needs of us all.

I would appreciate it if you would include this letter in the Congressional Record with my
testimony to the subcommittee.

Since . M\/d/w

Judit kov, MD
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Mr. BURTON. And with that, we’ll bring our next panel up. Our
next panel is Dr. Peter Lurie and Dr. Adil—I hope I pronounce this
right—Adil Shamoo. Is that correct? Please approach the table.
Would you both rise please?

[Witnesses sworn.]

Mr. BURTON. I think we’ll start with you, Dr. Shamoo. You want
to make an opening statement?

STATEMENTS OF ADIL E. SHAMOO, RESEARCH SCIENTIST,
REPRESENTING CITIZENS FOR RESPONSIBLE CARE IN PSY-
CHIATRY AND RESEARCH; AND PETER LURIE, M.D., PUBLIC
CITIZEN’S HEALTH RESEARCH GROUP, AND INSTITUTE FOR
SOCIAL RESEARCH, UNIVERSITY OF MICHIGAN

Mr.SHAMOO. Yes. Thank you, Mr. Chairman. I'm Adil E. Shamoo
from Columbia, MD. I'm here today to speak on behalf of thou-
sands of vulnerable patients and their families not able or not will-
ing to speak for themselves. I'm here to speak on behalf of Citizens
for Responsible Care in Psychiatry and Research. As has been men-
tioned, it was our organization which unearthed the use of fenflur-
amine on unsuspecting children in New York.

For the purpose of identification only, the following is a brief
statement about my background and my involvement in this area.
I'm a professor and former chairman of the Department of Bio-
chemistry and Molecular Biology at the University of Maryland’s
School of Medicine in Baltimore, MD. For the past 10 years, I have
been writing and speaking extensively on issues of ethics in re-
search. I am the editor-in-chief of the journal, “Accountability in
Research,” and have chaired five international conferences in the
subject, with a sixth one next November.

I would like to thank you, Mr. Chairman, and members of your
committee, for giving me this opportunity to inform you of my per-
sonal and my organization’s grave concerns regarding the current
ongoing research practices of using vulnerable human beings such
as the mentally ill and children as human patients/subjects in
high-risk experiments on placebo which cause them harm.

Let me state at the outset that we support research with human
subjects, but only if their basic human rights are fully respected.
Mentally disabled individuals should only be used as research sub-
jects when it’s in their best medical interest. Only under extreme,
unique, and rare circumstances should this population be used for
research without direct medical benefit to them, and only when
there is minimal risk involved.

Currently, uncomprehending patients and children are at the
mercy of over-zealous psychiatric researchers who claim a “moral
imperative” to conduct high-risk, painful experiments on the men-
tally ill in the name of science. The attitude of current psychiatric
researchers is not different from those who conducted the Tuskegee
study. As shocking as it may sound, researchers believe individual
subjects of research must be sacrificed for knowledge that will help
future generations.

The Minneapolis cases—allow me to give you an example of the
neglect that occurs in the research on the mentally ill. Imagine If
your daughter or sister or mother, who was known for 15 years to
be suicidal, described to her caregivers exactly how she planned to
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commit suicide. Imagine that you learned she had repeatedly stat-
ed that she would commit suicide by jumping off a downtown
bridge. Then imagine that your loved one was enrolled in a “wash-
out” clinical trial for a new drug, Sertindole, to be a part of an FDA
drug approval submission. She was enrolled in this study, which
violated the terms of the protocol which states those who are suici-
dal are excluded. She was not monitored by the researchers and
proceeded to commit suicide by jumping off the very bridge that
she identified to her caregivers. This happened in Minnesota just
a few years ago, along with a second suicide, in a study that was
regulated by the Food and Drug Administration.

Testimonies of patients and their families—on September 18,
1997, patients and families testified before the National Bioethics
Advisory Commission, NBAC, that they are victims of therapeutic
neglect, betrayal of trust, and institutional deception. The patients
endured horrendous treatment in ill-conceived, highly speculative,
dangerous experiments which clearly undermined the best medical
interest of the subjects, often causing them profound harm.

Mr. Chairman, many of these experiments are authorized and
condoned by the FDA and not properly monitored by that agency
or any other that has jurisdiction. These living witnesses represent
countless others who have also been harmed and abused in experi-
mental research but who remain silent. The families and patients
testified that drug washouts and placebo experiments were con-
ducted without disclosure of known risks, in other words, without
informed consent.

One, consent forms were often presented to subjects who could
not understand them, and often presented after the experiments
were already underway.

Two, patient records were deliberately changed to fit experi-
mental protocols.

Three, patients’ medical and psychiatric conditions were allowed
to deteriorate severely.

Four, patients were subjected to illegal use of restraints.

Five, patients were assaulted and injured by staff.

Six, experimental drug withdrawal procedures led to a suicide at-
tempt.

Seven, one patient on a locked research ward was impregnated
and then driven quickly to a clinic outside the institution to obtain
an abortion.

I believe this issue is of greater magnitude than the two well-
known instances in our recent history—namely, the Tuskegee
syphilis and the radiation exposure experiments.

First, the sheer number of mentally-disabled victims who have
been used in recent years without their informed consent surpasses
the number of those who were victimized in the Tuskegee syphilis
and the radiation exposure experiments.

Second, unethical experiments with vulnerable, mentally-dis-
abled human beings are being conducted now, as I speak to you.
Mr. Chairman, when patients are taken off psychotropic medication
to determine whether an investigational drug would be of benefit,
their suffering is substantially greater than that of most other pa-
tients. We need to find a better way to obtain these patients’ in-
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formed consent. This question is critical, because it is the patients’
capacity for self-determination that is affected by their illness.

When medications are abruptly withdrawn in a research proto-
col, the relapse rate is as high as 80 percent. When is the risk to
patients considered a sufficient deterrent to the researcher or to
the Institutional Review Boards which routinely approve such pro-
tocols? A schizophrenia relapse has serious, lasting, harmful con-
sequences for the patient. It can even be life-threatening.

Mr. Chairman, scientists know that in any study there are drop-
outs, people who suffer consequences of the study and quit. Thus,
it is particularly disturbing that in 88 percent of the studies we
looked at, the researcher failed to report any dropouts during re-
search and those that mention dropouts do not indicate the out-
come or whereabouts of these human subjects.

Although the suicide rate among individuals with schizophrenia
is very high, 1 percent per year, according to NIMH, we discovered
that not a single suicide was reported in 41 U.S. studies of thou-
sands of patients over the past 30 years. This is in contrast to pa-
tients’ and families’ recent testimonies that I just cited. This, of
course, raises not only ethical concerns that patients have at-
tempted or succeeded to commit suicide which has never been re-
ported, but it also raises the issue of the integrity of the research
data reported. Were these suicides or attempted suicides ever re-
ported to IRB’s and other officials as required by the regulations?
Why have FDA and OPRR not investigated unreported suicides
and attempted suicides?

To illustrate how out-of-touch the psychiatric community is with
the abuses that they are committing, I will read a quote from a re-
cent article in their literature. And 1 quote: Twenty-eight acutely
psychotic patients with schizophrenia were recruited. All of the pa-
tients in this study were capable of informed consent and entered
voluntarily, end of quote. Mr. Chairman, a statement like this is
counter-intuitive and plainly absurd.

There is a belief among researchers that drug washout periods
and placebo controls were mandated by the Food and Drug Admin-
istration in drug trial studies. The FDA may come here today and
tell this committee that placebo-controlled trials are not required
by FDA. But as a matter of standard practice, FDA officials; and
especially Dr. Temple behind me, publish and speak to the sci-
entific community and strongly suggest the need for placebo-con-
trolled studies, as well as washout periods where patients are
taken off their medication.

Drug companies who invest billions of dollars in research every
year know to listen to what Dr. Temple and his colleagues are tell-
ing them if they want their drugs to be approved. And these drug
sponsors will continue to design trials with placebo arms that cause
undue risk to patients until the FDA changes its approach. By in-
fluencing this unethical research, FDA has gone far beyond its
mandate and is promoting continued suffering among clinical trial
subjects.

Recommendations: Mr. Chairman, the exploitation of
uncomprehending, mentally-disabled patients in high-risk, non-
therapeutic research which offers no direct benefit to its subjects
is a violation of fundamental human rights. In order to promote the
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ethical use of vulnerable subjects in research, we offer the following
recommendations.

One, call for a moratorium of all non-therapeutic, high-risk ex-
perimentation with placebo control with vulnerable populations
and children which is likely to cause a relapse. Drug wash-out and
chemically induced relapse studies should be outlawed.

Two, all research trials involving human subjects should have
independent oversight.

Three, full disclosure of risks must be enforced.

Four, a statutory mandate requiring that all adverse con-
sequences suffered by human subjects during any part of a clinical
trial, including the initial washout phase, should be immediately
reported to the FDA or other appropriate regulatory agency.

In closing, we ask the committee to investigate the unethical ex-
ploitation of vulnerable human beings, especially children, who
cannot give informed, voluntary, or comprehending consent, who
are, nevertheless, subjected to experimental research studies and
on placebo which are against their own best interests. We believe
that such experiments on non-consensual persons violate fun-
damental human rights. And I thank you, Mr. Chairman.

[The prepared statement of Mr. Shamoo follows:]
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I am Adil E. Shamoo from Columbia, Maryland. I am here today to speak on
behalf of thousands of vulnerable patients and their families not able or not willing to
speak for themselves. I am here to speak on behalf of Citizens for Responsible Care in
Psychiatry and Research. For the purpose of identification only, the following is a brief
statement about my background and my involvement in this area.

I am a professor and former chairman of the Department of Biochemistry and
Molecular Biology at the University of Maryland, School of Medicine in Baltimore,
Maryland. For the past ten years, 1 have been writing and speaking extensively on issues of
ethics in research. I am the editor-in-chief of the journal Accountability in Research.

I have chaired five international conferences in the United States and in Europe on
issues of Ethics in Research. The last such conference I chaired was on January, 1995 on
“Ethics in Neurobiological Research with Human Subjects.” The conference coasisted of
43 scholars in ethics, psychiatric research, human rights, and advocacy. The conference
proceeding Is now in print. For the past two years, I have been serving as a member of the
“Research Working Group” appointed by the Maryland Attorney General’s Office to
propose legislation extending health care decisions Act to research subjects. My comments
are based on analysis of tens of research studies published in the past thirty years in
various journals worldwide with special attention to those conducted fn the U.S.

I would like to thank you Mr. Chalrman and members of your Committee for giving
me this opportunity to inform you of my personal and my organizations grave concerns
regarding the current ongoing research practices of using vulnerable human beings such
as the mentally ill as human patients/subjects in high risk experiments on placebo which
cause them harm,

Let me state at the outset that we support the use of human subjects in research, but
only If their basic human rights are fully respected.

The basic principle ought to be that individuals should only be used as research
subjects when it is in their best medical interests. Oaly under extreme, unique and rare
circamstances should we use this population for research without direct medical benefit to
them. We should not design disguises such as advance directives in order to use people in
research especially vulnerable subjects such as the mentally ill. The only exception that
can be made is for minimal risk research with such population. Therefore, we call for:

1 An immediate moratorium on all non-therapeutic high risk experimentation with
vulnerable population which may exacerbate their iliness. This moratorium should
include: medication washout, placebo controls, and the use of chemicals such as
amphetamine and cocaine known to induce relapse with severe symptoms such as
psychosis and delusions.

2. A full and thorough investigation of the past thirty years of neuropsychiatric
research experiments that were of high risk and may have harmed patients.
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This is important because of the high risk to uncomprehending patients who are
currently at the mercy of over zealous psychiatric researchers who claim a “moral
imperative” to conduct high risk, painful experiments on uncomprehending patients, in the
name of “science” (Lehrman/Sharav, 1997). The attitude of current psychiatric
researchers is no different from those who conducted the Tuskegee study— they believe
individual subjects of research must assume risks (i.e., be sacrificed) for knowledge that
will help future generations.

The issue we bring to you, I believe, is of greater magnitude than the two well
known instances in our recent history —namely, the Tuskegee Syphilis study and the
radiation exposure experiments. 1 say this for the following reasons:

(1)  The sheer number of mentally disabled victims who have been used in recent years
without their ability to comprehend the nature of these invasive, high risk, often painful
experiments, and who could not, therefore, give their informed consent, surpasses the
sumber of those who were victimized in the Tuskegee Syphilis and radiation exposure
experiments (Katz, 1972, ACHRE, 1995).

(2)  Unethical experiments with vulnerable, mentally disabled human beings are being
conducted now, as I speak.

The importance of this issue I bring before you was highlighted in recent published
letter by Edmund G. Howe, M.D., J.D., and Editor-in-Chief of The Journal of Clinical
Ethics. In his letter, Howe says:

“I consider the problems he addresses [referring to me] regarding research
involving patients with mental illness, and particularly those with schizophrenia,
among the most important in medical ethics. The first problem his study highlights is
when--if ever—these patients should be taken off psychotropic medication or have it
reduced to determine whether an investigational drug would be of greater benefit. This
question is extraordinarily important because whenever these patients become ill--as a
result of their medication being withdrawn or of its not being effective--their suffering
is greater, and substantially greater, than that of most other patients. The second
problem highlighted is the need to find the best way to obtain these patients’ informed
consent. This question is critical, because it is the patients’ capacity for self-
determination that is affected by their illnesses.”

rief Hj v

Modern historians now agree that the atrocities committed during the Nazi era in
Germany, occurred because thousands of individuals collaborated and willingly carried out
the Nazi mission. Among them were a large number of academicians, scientific
researchers, and physicians who provided the Nazi regime with the technology and the
pseudo-intellectual ideological justification for the most barbarous acts against human
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victims, such as the mentally il (for reviews see, Caplan, 1992, Muller-Hill, 1988, Proctor,
1988, Shamoo and O’Sullivan, 1997).

The most troubling question that continues to perplex us all is how to ensure that
our fundamental moral principles are not compromised in the name of science, and how to
ensure that the human rights of the most vulnerable disabled individuals who are unable
to protect themselves, are not violated for the convenience of society or, more likely, for
those who are in a position of power.,

We are cognizant of the difference in degree between contemporary
psychoph logists who conduct high risk drug-trial experiments on vulnerable
mentally disabled persons who are unable to give informed cousent — thereby violating
their human rights—and the crimes against humanity which were condoned and carried out
by tens of thousand of German physiclans, nurses, and health care providers—all of whom
had been educated in professional schools where they were taught to hesl the sick.

Code of Ethics

Following the revelations of the Nazi biomedical atrocities, in 1946, the American
Medical Association adopted three requirements for experiments using human subjects —
voluntary consent, prior animal experimentation, and proper medical protection.
Following the Nuremberg trials of German medical researchers, the world community
adopted the “Nuremberg Code” in 1947 as the universal ethical standard for the entire
civilized world ( cited in ACHRE, 1995, p. 103). The civilized world tried and convicted
those who conducted such research experiments on human subjects. Also, the civilized
world tried and convicted the Nazi doctors for conducting experiments on non-consenting
buman subjects which , while in-part, technically legal under Nazi laws, violated basic
universal buman rights and coustituted “Crimes Against Humanity ” (Shamoo and
O’Sullivan, 1997).

Three basic inviolable requirements for ethical research with human subjects under
Nuremberg are: (1) lack of “coercion” aud “duress”, (2) sufficient kuowledge, and (3)

. These requirements are the essence of what subsequently became known
as “Informed Consent.” The Declaration of Helsinki (1964) augmented the Nuremberg
code by introducing the concept of “direct therapeutic benefit” and that the person must be
legally competent to give consent. The Declaration of Helsinki also state that “the interest
of science should never supersede the interest of patient”

(WMA, 1964).
[nformed Consent

The consent of individuals to undergo any experimentation on their person has been
recognized in principle throughout the Judeu-Graeco-Roman-Christian and Islamic code
of ethics. Our American founding fathers , most notably Jefferson, recognized that
governing individuals (et alone experimenting on them) cannot and should not be done
without the consent of the governed.
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Despite this rich history in Western culture, despite the adoption of formal codes
and declarations, it is distressing to learn that though the public assumes that medical
researchers respect the rights of their human subjects, this is not universally practiced in
this country. In his landmark article “ Ethics in Clinical Research “, Henry K. Beecher
described fifty American medical experiments which violated ethical standards. Similarly,
Jay Katz’s anthology (1972 ) described numerous cases obtained from published literature -
and court cases of consistent disregard for the rights of patients - subject by the
physician/investigator.

The Tuskegee Syphilis study conducted between 1930°s - 1970’s in which
researchers allowed 400 African-American men to suffer from the natural course of
syphilis (cited in ACHRE, 1995, p. 178). Even after penicillin became available in the
1940’s, it was withheld and the experiment continued so as to allow the researchers to
witness the natural course of syphilis. The Tuskegee revelations outraged the American
public. Its outcry led Congress to create in 1974 the National Commission for the
Protection of Human Subjects of Biomedical and Behavioral Research. The Commission’s
recommendations are embodied in the “ Belmont Report, “ the foundation for American
ethical standards in research with buman subjects. In all, there bave been three ( excluding
this one ) National Commissions resulting in the enactment of several laws regulating
research with human subjects known as “Common Rule” ( for review see ACHRE, 1995).

The Belmont Report recognized the vulnerability of the mentally ill, it stated, “
given their dependent status and their frequently compromised capacity for free consent,
they should be protected.” Eventhough the subsequent laws did not mention the “mentally
disabled” by name, it clearly indicated that any vulnerable group needs special protections
and a second level of review beyond the IRB should be utilized ( Shamoo and Irving, 1993 ).
In its 1993 Guidelines, federal OPRR clearly recognized the need for additional safeguards
“protects the rights and welfare of these subjects "~you can set the wheels in motion to
fulfill that urgent need.

In all ethics codes, declarations, and regulations, three crucial elements of informed
consent must be observed — lack of duress and coercion, sufficient knowledge, and
comprehension. Having studied and surveyed the published literature on specific types of
schizophrenia experimental research for the last thirty years, I will demonstrate to yon that
one or more of these cardinal rules were violated in experiments involving patients
diagnosed with schizophrenia.

High Risk and Unethical Research with Pla Protoc:

Mentally disabled human beings are currently at high risk of becoming subjects of
unethical, invasive non-therapeutic experiments which abruptly interrupt treatment, on
placebo destabilize their condition. In some experiments, patients are injected with
symptom inducing chemicals such as L-dopa, amphetamines, PCP, apomorphine and
compounds shown to be carcinogenic in animal studies ( Shamoo and Keay, 1996,
Lehrman, N, S. and Sharav, V. H. , 1997).
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Two recent studies, one ours and another by four San Diego researchers led by P. L.
Gilbert , surveyed literature for the past three decades of studies involving complete
sudden withdrawal of medication from patients (washout) with subsequent return of
symptoms of psychosis and delusions (relapse). These experimeats involved 4,365 patients
diagnosed with schizophrenia (Shamoo and Keay, 1996, Gilbert et al., 1995). In 1983, the
leading psychiatric researcher’s (Schooler and Levine, 1983 ) own words best describe
these experiments: “In the typical design, patients were randomly withdrawn from their
ongoing medication to either a standard drug or to a placebo so that the treatment was double
blind. Whether or not the patient relapsed and how long it took until relapse, were the
reported outcomes.... Typically the withdrawal studies were of longer duration, three, four, or
even nine months...”.

To gain insight into the painful human consequences of such drug-free experiments
we must listen to the testimony of human subjects and their familles ( see the special
ETHICS issue of The Journal of the CAMI, ed. Sharav, 1994, Becker, 1994, Aller and
Aller, 1996).

One of the key finding of our own paper was that 39% of patients in such studies in
the U.S. undergoes a relapse (Shamoo and Keay, 1996). This rate is rather modest when
compared to the larger study of Gilbert et al (1995) which found 53% of the patients
withdrawn from medication to have endured a relapse as compared to 16% of those
patients who remained on their medications. A schizophrenia relapse has serious, lasting,
harmful consequences for the patient, it can even be life-threatening. When medications
are withdrawn, the relapse rate is as high as 80% (Shamoo and Keay, 1996, Gilbert et al.,
1995) ~when is the risk to patients considered a sufficient deterrent to the researcher or to
the Institutional Review Boards which routinely approve such protocols?

In our survey of U.S, studies, we found that in 56% of patients enrolled there is no
mention of informed consent and that only 32% of patients signed consent forms. In 39 out
of 41 studies, the reports neither mention as to whether the patients comprehended the
risks/benefits of enrolling in a research protocol nor used comprehension as an
inclusion/exclusion criteria for enrollment. The researchers’ inattention to the patients’
ability (or lack thereof) to comprehend the risks iuvolved is especially troubling
considering the fact that these subjects were persons suffering from schizophrenia — the
severest form of mental illness — and the fact that federal regulations require that all those
signing informed consent should have the capacity to comprehend what they have signed.
Perhaps even more disturbing, is the fact that 88% of these studies the researcher failed to
report any dropouts from the research protocols, and those that mention dropouts do not
Indicate the outcome or whereabouts of these subjects.

In the GAO report of March, 1996, they cite FDA letters to industry that states:

“These letters cited instances of serious misconduct, including failure to obtain
informed ¢ t; forgery of subject’s signatures on informed consent forms; failure to

informed patients that a drug was experimental; fabrication of data to make subjects
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eligible for study; submission of false electrocardiograms. X rays, and lab test results
to the company underwriting the research; failure to report subjects’ adverse reactions
to drugs under study, including a subject’s death; failure to obtain informed consent
and an IRB’s approval for a study touting a human growth hormone as a cure for
Alzheimer’s disease; proceeding with a cancer study after FDA had suspended it for
protocol deficiencies; and failure to inform patients that a drug sold to them was
experimental and contained a steroid.”

In a leading psychiatric research journal, Carpenter, Schooler, and Kane in
(1997, p. 403) admit :

“The risks associated with medication-free periods include the
prolongation or the re-emergence of psychosis. If careful supervision is not in effect, or
if severe exacerbation are not treated appropriately, subjects may be at risk for loss of
judgment and insight, personal harm or harm to others, job or housing loss, increased
burden to family or other caregivers, or other complications of psychosis.”

They further acknowledge that “These risks are known and current studies
must include safeguards to reduce such serious risks.”

However, in their abstract they stated:

“A radical revision of procedures for research review and implementation is not
indicated,” (Carpenter, Schooler, and Kane, 1997, p. 401)

They go on to say:

“We also remind the reader that no evidence of any widespread ethical problemn
in schizophrenia research has been presented and no indication that research
participants have an adverse long-term course of illness has been forthcoming,”
(Carpenter, Schooler, and Kane 1997, p. 406)

Another impartant plece of survey data we discovered was that not a single suicide
was reported in the entire 41 US studies of thousands of patients for the past thirty years
(Shamoo et al., 1997). This strange fact is in contrast to patients’ and families recent
testimonies that I just cited and the well known fact that suicides among individuals with
schizophrenia Is very high, circa 1% per year. We calculated that the probability that the
number of suicides in all of these US studies is zero as compared to British studies is 1:500,
a vanishingly small probability (Shamoo et al., 1997). This of course raises, not only ethical
concerns that patients have attempted or succeeded in a suicide and never been reported
but it also raises the issue of the integrity of the research data reported. Why the suicides
were never reported in literature as research outcome? Were these suicides or attempted
suicides ever reported to IRB’s and other officials as required by the regulations. Why
OPRR has not monitored these reported suicides and attempted suicides?
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Jurrit Bergsma (1997) a psychotherapist and a member of an IRB in a response to
our survey paper said in Cambridge Quarterly of Health Care Ethics:

“Research protocols as mentioned by Shamoo and Keay, in which medication is
withheld for several months, seem to be outdated and almost comparable with
programs of torture devoid of any scientific meaning. A physician who accepts real
responsibility for the patient would never allow a researcher to execute such a study.”

The routine inclusion of uncomprehending mentally disabled patients in high risk,
non-therapeutic research which offers no direct benefit to its subjects, and half of them on
placebo is a violation of fundamental human rights. In New York, the courts have recently
come down hard on the states’ psychiatric research policy. In a unanimous decision by a
panel of five judges in NYS Sup Ct, Ap Div, the court declared that the state violated state
and federal constitutions by conducting such non-consensual experiments on children and
mentally incapacitated adults: “....the controversy has wide significance since it arises
within the larger context..medical research involving human subjects necessarily
requires a balancing of this State’s responsibility to protect individuals who, because
of mental illness, age, birth defect, other disease or some combination of these factors,
are incapable of speaking for themselves, from needless pain, indignity and abuse...” (
T.D. vs NYSOMH, 1996, p. 5).

The risks iated with washout/withdrawal with the use of placebo were
mentioned as early as 1986: (1) seven times more criminal activities; (2) increased bizarre
behaviors which stigmatizes the patient further (3) increased morbidity; (4) psychosis
which by itself maybe toxic; and (5) delayed intervention resulting in poor long-term
outcome (Wyatt, 1995). Giibert et al., (1995) and Jeste et al., (1995) have cited that slow
tapering off reduction of medication over six months resulted in 8% relapse rate whereas
rapid reduction of medication resulted in 50% relapse rate.

In 1997, a publisbed report of a federally funded experiment conducted at New
York State Psychiatric Institute, fenfluramine (Pine et al., 1997) was infused into 34, 6- to
12 years old, I repeat 34, 6- 12 year old inner city, minority boys of whom 44 percent were
African Americans and 56 percent Hispanic. The dubious purpose of this experiment in
which the subjects were innocent brothers of convicted felons—they have no illness, they
have no disease—was to prove that, and I quote from their paper, “biological factors,
abnormalities in the serotonergic nerve system” predispose them to aggressive bebavior.
This experiment was conducted by the Department of Child and Adolescent Psychiatry and
Biological Study Unit of New York’s premier psychiatric research center. Similar
experiments with fenfluramine are also reported in the literature. Between 1990-1997 FDA
received adverse reports from using fen-fen of which fenfluramine is the active ingredient,
of 70 deaths and 545 symptoms of heart and lung damage (Kerr, 1998). FDA should either
have pulled the drug from the market or warned the physicians of the serious side effects.
FDA’s action would have removed the last fig-leaf the researchers use as an excuse to inject
those youngsters with fenfluramine. The fact remains that the use of fenfluramine on these
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children was not indicated and it was not for their medical benefit. They were use merely
as experimental subject- f.e. as guinea-pigs.

inneapoli

A patient known for 15 years to be suicidal and describes to her care givers exactly
how she will commit suicide. The patient repeatedly stated that she would commit suicide
by jumping off a downtown bridge. The patient was enrolled in a washout clinical trial for
new drug Sertindole to be a part of an FDA drug approval submission. The patient was
enrolled in a study with placebo control for the new drug violating the exclusion criteria of
the protocol. She proceeded to commit suicide in the exact same manner as she described.
Another patient was discharged after refusal to enroll in such studies and also committed
suicide (Roe, 1998).

es ni ati a i

On September 18, 1997, patients and families testified before the National Bioethics
Advisory Commission (NBAC) that they are victims of therapeutic neglect, betrayal of
trust and institutional deception. The ordeals the patients endured in ill-conceived, but
peer-approved, highly speculative, relapse-producing experiments clearly undermined the
best medical interest of the subjects, often causing them profound harm. These living
witnesses represent countless others who have also been harmed and abused in
experimental research but who remain silent. The families and patients testified that
experiments with large numbers on placebo were conducted without disclosure of known
risks, hence without informed consent: (1) Consent forms were often presented “en masse”
to subjects who were unable to comprehend them, and were often presented after the
experiments were under way. (2) Exclusion criteria of protocols were violated. (3)
Diagnoses were altered to fit the experimental protocols. (4) Patient-subjects’ medical and
psychiatric conditions were allowed to deteriorate severely without intervention. (5)
Several of these patients were subjected to illegal use of restraints. (6) Several patient-
subjects were assaulted and injured by staff. (7) A patient on a locked research ward was
impregnated and (8) Experimental drug withdrawal procedures led to a suicide attempt.

Some of the patients testimonies even though not current, the abusive practices are
current and on-going as I speak to you now.

Inf nt a hensi

The researchers own methodology statements in the studies we surveyed indicates
that no attempt had been made to ensure that cognitively impaired, delusional patients
were excluded from these high risk, non-therapeutic experiments because of their
Inability to comprehend. The psychiatric community’s blind eye and deaf ear to
ethical violations by its members is apparent in the professional literature where
investigators seem oblivious to the contradiction of their statements when they
report . “Twenty-eight acutely psychotic patients with schizophrenia [were the
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subjects].” “All of the patients in this study were capable of informed consent and
entered voluntarily.” (Barbee et 2, 1992).

Instityti view rds and Res wi lly Disabl

Federal “Common Rule” authorized the creation of local Institutional Review
Boards” (IRBs) to pass judgment on proposed research using human subjects. However,
local IRBs are composed mostly of researchers representing the interests of, and primarily
concerned with, scientific research rather than patient-subjects’ welfare, thus it is not
surprising that they have failed to safeguard the patients from drug trial studies which
exacerbated painful psychotic symptoms and schizophrenia relapse. The evidence clearly
confirms the need for independent oversight and enforcement mechanisms to protect
vulnerable human subjects.

Immoral Experiments

The Advisory Committee on Human Radiation Experiments ( ACHRE, 1995 )
reformulated the ethical principles of the past in using human subjects in research in a
new wordings of six principles. The first of these six principles enunciated by the ACHRE

is : “ one ought not to treat people as mere means to the ends of others .

Unfortunately, an important and powerful research organization - the American College of
Neuropsychopharmacology ( ACNP , 1996 ) whose members conduct psychiatric research
with human subjects continues to upholds standards of ethics which have been rejected
since Nuremberg. In their most recent statement of Principles of Ethical Conduct about the
subject states :

“ All persons living in society have a moral responsibility to participate in
efforts to promote and contribute to the present and future welfare of that society.
Research is one these obligations. *

It is especially distressing that the fraternity of psychiatric researchers in our country
continues to invoke a morally unacceptable ideology to lay claim to their unsanctioned
right to conduct non-ther tic experiments on mentally disabled persons. NO ONE HAS
A MORAL OBLIGATION TO PARTICIPATE IN RESEARCH -- mentally disabled
persons who are incapable of making an informed, voluntary decision, should never be
exploited for the benefit of others. Ethicist Tom Beauchamps’ ( 1996, p. 264 ) rebuke of the
human radiation experiments applies equally well to the use of the mentally disabled in
research :

“ Never in the history of civil medicine has it been permissible to exploit patients by
using them to the end of science in non-therapeutic research that carries risk of harm. “

FDA and Placebo Controls

There is a believe among researcher that drug washout periods and placebo
controls were mandated by the Food and Drug Administration (FDA) in drug trial studies.
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“This is not the case. In fact, FDA regulations do not require washouts: the agency’s
“Clinical Guidelines” (HEW publication No. 77-3040-FDA-1978) suggests “These
guidelines are not to be interpreted as mandatory requirements by the FDA to allow
continuation of clinical trials with investigating drugs or to obtain approval of a new drug
for marketing.” Furthermore, the guidelines under the heading, “Procedures,” states:
“Prior to administration of a new drug, whenever feasible, all patients or subjects shall
have been off previous drugs, including over-the-counter drugs, for at least two and
preferably four weeks. In some cases where the previous drug has a prolonged duration of
action, a longer washout period will be required for return to physiologic state.” We
should note the phrase “whenever feasible” and also on page 9 under the heading
Phase One and Two Studies states: “Patients selected for early Phase Two Studies
should ordinarily be free of hematologic, hepatic, renal, cardiac or other serions disease.
To avoid possible interference with assessment of safety and effectiveness of the
investigating drug, they should be recelving no concomitant therapy, if feasible.” We
should again note the phrase, “if feasible.” (From Shamoo, 1994).

Recommendations

In order to promote the ethical use of vulnerable subjects in research, we offer the
following recommendations:

1 Call for a moratorium on all non-therapeutic, high risk experimentation with
placebo control with vulnerable populations which is likely to cause a relapse: drug
washout and chemically induced relapse studies should outlawed.

2 Each participant in a research protocol should be assisted by an independent
physician (not connected with the project or the institution where research is
conducted) to help decide whether or not the continuation of the patient in the
research protocol is in the patient’s interest?

3. An independent psychiatrist should determine the capacity of potential participant
to comprehend the risks and benefits of enrolling in the proposed research study.

4. Full disclosure of risks must be enforced — including risks associated with drug
withdrawal, placebo, and potential side-effects. Full disclosure of informed consent
procedure and funding source should be required.

s. IRB’s should reside independently of the institution where the research is
conducted. The majority of IRB members should be independent of the institution
where the research is conducted. The majority of IRB members should come from
the community and when considering the use of vulnerable mentally disable
persons, at least two patient’s representative should be involved. Only a minority
should come from the scientific community and/or the institution.

In closing, we ask the Committee to investigate the unethical exploitation of
vulnerable human beings who cannot give informed, voluntary or comprehending consent,
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who are nevertheless subjected to experimental research studies and on placebo which are
against their own best interests. We believe that such experiments on non-consensual
persons violate fundamental human rights.
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Mr. BURTON. Thank you, Dr. Shamoo. Dr. Lurie, you want to
make an opening statement?

Dr. LUrik. Yes. Thank you for the opportunity to testify before
the committee on the critical issue of inadequate protections for
human subjects, specifically the use of placebos.

I think a good place to start here is with the well-known World
Medical Association’s Declaration of Helsinki, which states un-
equivocally that, quote, “In any medical study, every patient—in-
cluding those of a control group, if any—should be assured of the
best proven diagnostic and therapeutic method.” Now, I will refer
you, too, to the Federal regulations cited here in my testimony
which also seem to preclude placebo-controlled trials when an effec-
tive therapy has been identified. They say that active-controlled
trials, i.e., non-placebo-controlled ones, are to be used, quote, “when
the condition treated is such that administration of placebo or no
treatment would be contrary to the interest of the patient.”

I just want to make sure that you understand, we’re not object-
ing to the use of placebos per se. Our objection is to the use of pla-
cebos in those circumstances where there is a known effective ther-
apy, with an arguable exception being made, perhaps, for minor
conditions like mild pain. But it’s the use of placebo in the cir-
cumstance when there is a known effective therapy that is, in our
view, at issue here.

Now, numerous authors have catalogued large numbers of stud-
ies in various parts of medical science where placebos have been
used in the aftermath of a proven therapy. 'm going to mention
three newer ones. The first is in the area of treatment for hyper-
tension, and a particular kind of hypertension known as Isolated
Systolic Hypertension, where a study published in 1991, known by
the acronym SHEP, showed the benefits over a placebo of treating
that condition. Again, nothing wrong with that study. It was the
first placebo-control trial of that condition. But subsequently, a
study that was already in progress at the time, looking at the same
question, also using a placebo control, continued, even though the
results of the SHEP study were in.

A second example of this deals with the use of placebos in treat-
ments for drug users, and in particular, the use of an, as yet, FDA-
unapproved drug by the name of buprenorphine. There have been
at least two studies now that have used placebos in assessing the
effectiveness of buprenorphine in U.S. Government-funded studies.
In one of these, even though the drug methadone has already been
approved for the treatment of opiate addiction, nonetheless, instead
of comparing buprenorphine to the known effect of treatment—
methadone—people were instead comparing it in part to placebo.
Sure enough, buprenorphine turned out to be better than placebo.

And even after that, another U.S. Government study comparing
buprenorphine to placebo in 12 hospitals around the country had
to be terminated early because the results were so striking that
buprenorphine was better than nothing. Again, buprenorphine ver-
sus placebo would have been a better way to go—versus methadone
would have been a better way to go.

We first became involved in this when we learned of 15 unethical
studies being conducted among HIV-positive pregnant women in
Africa. There alreadv had been a well-done placebo-controlled trial
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which showed that AZT reduced the transmission of HIV from
mother to infant by about two-thirds. Yet, this set of 15 studies in-
volving 17,000 women, most of them in Africa, proceeded with a
placebo group again. We suggested that the way to go forward was
to compare the newer version of AZT to the already proven version
of AZT. But the CDC and NIH demurred and continued conducting
these studies.

Well, in February of this year, the results of one of those studies
was finally published. And sure enough, not to our surprise, the
newer regimen turned out to be better than nothing. In fact, the
transmission was reduced by 51 percent. Almost two dozen infants
were unnecessarily infected with HIV during the course of this
trial. Public health action was delayed for 4 years, while 500,000
infants a year became infected with HIV, primarily in developing
countries, and we still don’t know whether the two AZT regimens
are better or worse than one another. It’s not likely that the short-
er one is better than the longer one. But in any event, there’s been
no head-to-head comparison of those things to date.

These examples indicate that the problem of the use of placebos
when an effective treatment exists is not simply a violation of ac-
cepted ethical guidelines. They often do not provide the information
that is most useful clinically. A drug treatment professional is not
really interested in whether buprenorphine is better than nothing.
They’re interested in whether or not buprenorphine is as good or
about as good as methadone. But placebo-control trials don’t an-
swer that question. An active-control trial in which you compare
the two putative treatments, say, methadone and buprenorphine,
benefit many parties. The experimental subjects, of course, benefit
because they're not exposed to the placebo and its known lack of
effectiveness. The doctors benefit because now, after the study is
done, they’re able to make a better clinical decision based on which
of the drugs is actually superior. The patients benefit because their
doctors can make better decisions. And those people who are pay-
ing for health care are in a better decision to select among the al-
ternatives.

One of the things that is important here is that as medical
knowledge advances, there are increasingly few conditions for
which we have no treatment. And what that means, it seems to
me, is that the role of active-control trials is going to be increas-
ingly important, and the placebo-controlled trials should slowly,
slowly be fading away as more and more known treatments are
identified.

Between—in 1990 and 1991, the last years for which FDA col-
lected such data, only 27 percent of the 49 new drugs approved by
FDA represented, quote, “important therapeutic gains.” So more
and more drugs are coming on the market, where the more useful
i?formation would be how they compare with what we already

ave,

What is the role of FDA in all of this? Well, one reason, one prob-
lem is that the placebo-controlled trial has become a kind of reli-
gion in science. In studies with other designs, no matter how pref-
erable they might be from an ethical or clinical or public health
perspective, they are subject to criticism because they fail to live
up to the so-called “gold standard”—the placebo-controlled trial.
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And FDA is not the only source of this problem, but it is clear that
it is a critical driving force behind the use of placebos for two rea-
sons.

One, because the approval of medications is seen as requiring the
use of a placebo control for American drug approval. And the sec-
ond is because of the way the FDA is so highly regarded inter-
nationally; we create a standard that other countries copy when
they decide how clinical trials should be conducted, regardless of
whether FDA approval is or ever will be an issue.

Both critics and supporters of placebo-controlled trial orthodoxy
point to a series of articles by Dr. Temple of FDA as evidence that
the FDA heavily favors placebo-controlled trials over active-con-
trolled ones. It's ironic, therefore, that in fact neither FDA laws nor
regulations in fact require placebo-controlled trials. Rather, they
require what are called “adequate and well-controlled studies.” And
a number of alternatives are listed, including active-control trials,
one example of which might be called an “equivalency study.”

So, in fact, new drugs can be approved in the absence of placebo-
controlled trials, and in fact there are even some parts of FDA
where almost all drug approvals are based on active-control trials
or equivalency studies. Oncology, for example, as was previously
hinted at, hardly ever uses placebo-controlled trials and whole
parts—in the FDA there is a whole division in infectious diseases
that is devoted exclusively to equivalency studies.

So clearly, the statistics are good enough to do equivalency stud-
ies. Clearly, the methodology is in place. But still, the ideology is
being transmitted to American researchers and people throughout
the world that the FDA has a preference for this. I list in my testi-
mony a number of drugs that have recently been approved using
equivalency studies, and so I won’t repeat that.

Let me close by addressing some potential legislation that might
reduce the number of placebo-controlled trials. As I mentioned,
FDA appears to heavily favor placebo-controlled trials, even though
their existing regulations permit them greater flexibility than they
in fact exert. It’s clear that the manufacturers themselves, acting
in their own self-interest, do not have a very strong interest in con-
ducting active-controlled trials, because it’s an easier hoop to jump
through to prove that something is better than nothing than to
show that it’s about as good as something already approved. And
that, I think, in part, is where your committee and the Congress
have potentially a role. What we have, then, is a situation where
the active-controlled trial languishes as the poor cousin of the clini-
cal trials family, despite their obvious benefits.

Now, some countries have required pharmaceutical manufactur-
ers to go beyond the mere demonstration of safety and efficacy com-
pared to placebo and have required, in Norway and Iceland, for ex-
ample, comparative safety and efficacy information. Again, that’s
the information that clinicians, doctors need—and patients need.

What’s needed now is legislative action by the Congress to re-
quire active-control trials when a known effective therapy exists,
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with an exception, perhaps, for mild pain. In the absence of such
action, the FDA will continue its role as one of the major enforcers
of the placebo-control orthodoxy and subjects, patients, doctors, and
insurers will continue to play the price. Thank you.

[The prepared statement of Dr. Lurie follows:]
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Thank you for the opportunity to testify before the committee on the critical issue
of inadequate protections for human subjects in clinical trials, specifically the misuse of
placebos.

The best place to begin when discussing the ethics of placebo use is with the
accepted national and international ethical guidelines. The most commonly cited is the
World Medical Association's Declaration of Helsinki, which states unequivocally that "In
any medical study, every patient--including those of a control group, if any--should be
assured of the best proven diagnostic and therapeutic method."' While a literal reading
of the Declaration might suggest that this precludes placebos altogether, it is commonly
assumed that an exemption exists for the use of placebos in situations where no
therapy has yet been proved effective or the condition being treated is not serious or
life-threatening, like mild pain. Indeed, we do not take exception to the use of placebos
per se; at issue here is the use of placebos in situations where an effective treatment
for a serious medical problem has already been identified.

Further support for precluding placebo-controlled trials in most cases where
effective therapy exists comes from the Nuremberg Code, which holds that "The
experiment should be so conducted as to avoid all unnecessary physical and mental

! Declaration of Helsinki 1V, 41st World Medical Assembly, Hong Kong,
September 1989. In: Annas GJ, Grodin MA, eds. The Nazi doctors and the Nuremberg
Code: human rights in human experimentation. New York: Oxford University Press,
1992;33942.
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suffering and injury."? Indeed, even federat regulations would seem to preclude
placebo-controlled trials after an effective therapy has been identified. Active-controlied
trials are to be used "when the condition treated is such that administration of placebo
or no treatment would be contrary to the interest of the patient ..."* These regulations
apply as long as federal funds are utilized, regardiess of where the research occurs.

Yet the use of placebo controls in such situations is common. Rothman and
Michels have identified a large number of studies using placebos after effective
treatment was identified in areas as diverse as rheumatoid arthritis, antidepressants,
congestive heart failure, hypertension and onchocerciasis (river blindness).

Placebos for Patients with Hypertension

There are several more recent examples. The results of the Systolic
Hypertension in the Elderly (SHEP) study, a placebo-controlled trial of isolated systolic
hypertension, a condition where only systolic blood pressure (the top number) is
elevated, were published in 1991. The study found that treatment of this condition was
superior to placebo. A then ongoing placebo-controlled trial of this condition (Syst-Eur)
funded in part by Bayer, the maker of the drug being studied, was not stopped; instead
recruitment continued, including patients from Eastern Europe until 4,695 subjects were
recruited, half of whom received placebo.® In 1997 the resuits of the study were
published, again showing treatment to be superior to placebo. A trial with a very similar
design has also taken place in China (Syst-China).®

z Trials of war criminals before the Nuremberg Military Tribunals under
Control Council Law No. 10, Vol. 2. Washington, DC: U.S. Government Printing Office,
1949.

3 21 CFR 314.26(b)(2)(iv) 1991.

¢ SHEP Cooperative Research Group. Prevention of stroke by
antihypertensive drug treatment in older persons with isolated systolic hypertension:
final resuits of the Systolic Hypertension in the Elderly Program (SHEP). JAMA
1991;265:3255-64.

3 Staessen JA, Fagard R, Thijs L, et al. Randomised double-blind
comparison of placebo and active treatment for older patients with isolated systolic
hypertension. Lancet 1997,350:757-64.

¢ Wang JG, Liu G, Wang X, et al. Long-term blood pressure control in older
Chinese patients with isolated systolic hypertension: a progress report on the
Syst-China trial. J Hum Hypertension 1996;10:735-42.
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Although it has been known for many years that treatment with at least some
antihypertensive agents can reduce mortality, the Shanghai Trial of Nifedipine in the
Elderly (STONE), partly funded by Bayer, compared the antihypertensive agent
nifedipine to placebo for an average of 2.5 years.” After studying more than 1,600
Chinese hypertensives, half of whom were randomized to placebo, nifedipine was
shown to reduce the number of cardiovascular events by 59%. In all of these studies,
except the original SHEP study, an ethical design would have compared the proven
treatment to the experimental treatment. Despite preexisting evidence of the need to
treat these hypertensive patients, hundreds were unnecessarily exposed to placebos,
leading to preventable strokes and cardiac events.

Placebos for Drug Users

Another area where unethical placebo-controlled trials are common is in drug
use treatment research. This is facilitated by the paucity of drug treatment facilities in
this country; only 15% of drug injectors are estimated to be in treatment on any given
day. Some researchers use the lack of available treatment to argue that the placebo
does no harm, since the subject would not have received treatment anyway. This is
sometimes referred to as the "standard of care argument.” We do not believe that it is
ethically acceptable to use subjects’ social conditions to justify research of this type.

Buprenorphine is a drug being studied for the treatment of heroin and other
opiate addiction. We have identified two studies where placebos have been
administered to subjects, even though methadone was demonstrated to be effective in
treating opiate addiction decades ago. In one such study, funded by the U.S. Public
Health Service, a total of 150 subjects were randomized to placebo or one of two doses
of buprenorphine.® At the midpoint of the two-week trial, the subjects were permitted to
request further random assignment to a different study arm. Not surprisingly, the
buprenorphine-treated patients were less likely to request random reassignment, were
less likely to use illicit opioids and were more satisfied with how well their withdrawal
symptoms were controlled than the patients who received placebo. More recently, a
study in 12 U.S. hospitals, coordinated by the U.S. government and the buprenorphine
manufacturer, Reckitt and Colman, had to be terminated prematurely when

7 Gong L, Zhang W, Zhu Y, et al. Shanghai trial of nifedipine in the elderly
(STONE). J Hypertension 1996;14:1237-45.

i Johnson RE, Eissenberg T, Stitzer ML, Strain EC, Liebson IA, Bigelow
GE. A placebo controlled clinical trial of buprenorphine as a treatment for opioid
dependence. Drug Alcohol Dependence 1995,40:17-25.
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buprenorphine again proved substantially superior to placebo.® In an ethically designed
trial, buprenorphine would have been compared to methadone. Instead, the patients in
these trials were unnecessarily forced to endure the extreme discomfort of heroin
withdrawal.

The Role of Active-controlled Trials

These examples indicate that the problem of the use of placebos when an
effective treatment for the condition exists is no: only a problem of the violation of
accepted ethical guidelines. These trials often do not provide the information that is
most useful clinically. A drug treatment professional, for example, is not interested in
whether a new treatment is better than nothing. To optimize therapy for a patient, the
physician needs to know how the new treatment compares to the older, known effective
treatment. These treatments need not be exactly equal in efficacy to be usefui;
depending on side effect profile, patient characteristics and even cost, the physician
may even select the somewhat less effective medication. But trials that compare new
treatments to placebo, with predictable resuits, do not aid physicians in making these
decisions.

Active-controlled trials, in contrast, benefit many parties. Experimental subjects
benefit by being assured that everyone will receive at least arguably effective treatment.
Doctors benefit by learning how competing therapies compare with one another in a
controlled trial. Once the medication is approved, patients benefit because doctors can
make more informed clinical choices based on the results of these studies. Payers
benefit because they can use such data to favor a cheaper, yet equally effective, drug.

As medical knowledge advances, there are increasingly few conditions for which
no proven therapy exists. For example, in 1990 and 1991, the last years for which the
FDA coliected such data, only 27% of the 49 new drugs approved by the FDA
represented "“important therapeutic gains," including all AIDS drugs. The market is thus
being inundated with large numbers of medications that are not substantial advances
on their predecessors. Indeed, some involve only minor chemical modifications on a
proven medication and are thus known as "me-too” drugs. This makes the role of
active-controlled trials all the more important for the future.

The Role of the FDA
If the active-controlled trial for conditions for which known therapy exists is

preferable both ethically and clinically, why does the placebo-controlled trial continue to
flourish? One reason is that the placebo-controlled trial has become a kind of religion

° Cloud J. A way out for junkies? Time, January 19, 1998, p. 59.
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in science, and studies with other designs, no matter how preferable from an ethical,
clinical or public health perspective, are subject to criticism for their failure to five up to
this "gold standard.” While not the only source of the problem, it is clear that FDA
policy is seen as a critical driving force behind the use of placebos, both because the
agency often requires them for new drug approval, and because the FDA sets a
standard for clinical trials that is adopted internationally, even in studies where drug
approval is not an issue. Both critics and supporters of the placebo-controlled triai
orthodoxy point to a series of articles by Robert Temple of the FDA as evidence that the
FDA heavily favors placebo-controlled trials ove- active-controfled ones.'®'"'?

It is ironic, therefore, that neither FDA laws nor regulations actually require
placebo-controlied trials for drug approval. Rather, the regulations require "adequate
and well-controlled studies," and list five types of acceptable studies: 1. randomized,
placebo-controlled trials; 2. dose-response studies; 3. active-controlled studies; 4. no
treatment concurrent controlled studies; and 5. historical controls.' So new drugs can
be approved in the absence of placebo-controlled studies. Indeed, in some divisions of
the FDA, active-controlled trials are commonly used as the basis for drug approval.
The field of oncology has for years eschewed placebo controls in trials of treatments of
cancers for which effective therapy exists. In the past several years, the FDA has
approved a number of antibiotics based entirely on equivalency studies, a type of
active-controlled trial: trovafloxacin, cefdinir and sparfloxacin. The cardiac drug
reteplase was also approved based on active-controlled testing. Yet, because these
are exceptions rather than the "rule," the impression persists that the FDA has a strong
preference for placebo-controlled studies.

Placebos for HIV-positive Pregnant Women in Developing Countries
We first became involved in this issue when we learned of a series of 15

unethical studies being conducted in Africa and Asia among HIV-positive pregnant
women. Despite a well-conducted, placebo-controlled study in which the drug AZT was

1 Temple R. Problems in interpreting active control equivalence trials.
Accountability in Research 1996;4:267-75.

" Temple R. Government viewpoint of clinical trials. Drug Info J
1982;16:10-7.

12 Temple RJ. Special study designs: early escape, enrichment, studies in
non-responders. Commun Statist - Theory Meth 1994,23:499-531.

1 21 CFR 314.26(b)(2) (1991)
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proved dramatically more effective than placebo,* these 15 studies involving more than
17,000 women gave at least some women placebos or other medications not proved
effective. The object was to identify a less costly method of administering AZT so that it
could be accessible in developing countries where the approximately $800 per course
cost of AZT was out of reach. We suggested that instead of comparing the less
expensive AZT treatment regimens to placebo, they could be compared to the
already-proven regimen, or one resembling it. But the CDC and the NiH, which were
sponsoring or conducting most of the studies, demurred and the known, effective
regimen was withheld, with the loss of hundreds of infant lives. Ironically, the NIH also
sponsored one active-controlled trial, but this only happened when the director of
Harvard University's Institutional Review Board stood up to repeated pressure from the
NIH Study Section to instead conduct a placebo-controlled trial by writing to the NIH:
"The conduct of a placebo-controlled trial for AZT in pregnant women in Thailand would
be unethical and unacceptable, since an active-controlled trial is feasible."'* In contrast,
the CDC conducted its own placebo-controlled trial in Thailand, and even continued it
after AZT became so available in Thailand that Thai researchers canceied their own
placebo-controlled trial.’® (Incidentaily, the CDC research in Thailand, as well as a
companion CDC-sponsored placebo-controlled trial in Cote d'lvoire, were conducted
without the Assurances required for such intemational research until we criticized the
studies.) "’

The results of CDC's placebo-controlled trial in Thailand were made public in
February of this year. Not surprisingly, the less expensive AZT regimen was also
dramatically more effective than placebo.' Aimost two dozen infants were
unnecessarily infected with HIV during the trial, public health action was delayed four
years while public health officials awaited the results of the trials as 500,000 infants per

1 Connor EM, Sperling RS, Gelber R, et al. Reduction of maternal-infant
transmission of human immunodeficiency virus type 1 with zidovudine treatment. New
Engl J Med 1994;331:1173-80.

15 Brennan T. Letter to Gilbert Meier, Division of Research Ethics, NIH,
December 28, 1994.

1 Phanupak P. Ethical issues in studies in Thailand of the vertical
transmission of HIV. New Engl J Med 1998;338:834-5.

7 Shalala DE. Letter to Sidney M. Wolfe, Director, Public Citizen's Health
Research Group, July 15, 1997.

18 Centers for Disease Control and Prevention. Administration of zidovudine
during late pregnancy and delivery to prevent perinatal HIV transmission--Thailand,
1996-1998. MMWR 1998;47:151-4.
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year were infected internationally, and, because the two AZT regimens were never
compared, we still don't know whether the two regimens are equally effective.
Interestingly, the CDC investigators in Cote d'lvoire seem to have little question that the
alternative AZT regimen would prove more effective than placebo. In their protocol, the
investigators state that "This [AZT] study is proposed in the belief that short-course oral
therapy may be as effective or nearly as effective as the [more expensive AZT]
regimen."'® This "belief’ should have led to an active-controlled study, not a
placebo-controlied trial.

Criticisms of Active-controlled Trials

Before suggesting a solution to this problem, we would like to briefly address two
common criticisms of active-controlled trials raised by the FDA and others. The first is
that incentives for optimally conducting research are reduced in active-controlled trials,
because any sloppiness in conducting the trial will obscure true differences between the
therapies being compared. But in an active-controlled equivalency study, the kind we
advocated in the AZT studies, the researcher has to prove that the two therapies are
approximately the same (the “alternative” and "null" hypotheses are reversed); any
sloppiness will lead to a conclusion that the therapies are not equivalent, the opposite
of what the researcher is attempting to demonstrate. Second, it is alleged that
active-controlled studies do not have established statistical techniques and lead to
larger sample sizes than placebo-controlled studies. But appropriate statistical
techniques do exist (indeed, the FDA has an entire group of statisticians devoted
exclusively to equivalency studies) and the required sample sizes are often quite similar
to those needed for placebo-controlled studies. For example, in the AZT studies we
calculated that an equivalency study would require 620 subjects, compared to 500 for a
placebo-controiled study, not a substantial difference in the world of sample size
calculations.

Patients are being ill-served by the rigid adherence to the placebo-controlled
dogma. Subjects are being placed at risk needlessly and doctors are denied the
information they need to make decisions that are in the best interests of their patients.
Furthermore, medications are coming on the market simply on the basis of their being
proved better than nothing, regardless of their effectiveness relative to established
therapies. As "me-too” drugs continue to flood the market, Americans need to know
how these medications compare to one another, not simply if they are superior to
placebo, a much weaker standard.

9 CDC/Thailand study protocol, January 15, 1996
7
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Legislation to Reduce the Number of Placebo-controlled Triais

Because the FDA so heavily favors placebo-controlied trials, even though
existing regulations permit FDA approval based on active-controlied trials,
manufacturers, acting in their own self-interest, will continue to sponsor inappropriate
studies with placebos. There is littie question that most drug companies would rather
demonstrate that their drug is better than nothing than take the chance that it may be
no better—possibly worse—than the existing treatment. And once a drug is approved
using the weaker "better than nothing" standarc, there is fittle the FDA can do to require
companies to conduct comparative studies. So active-controlled studies languish as
the poor cousins of the clinical trials family, despite their obvious benefits. Some
countries have required pharmaceutical manufacturers to go beyond the mere
demonstration of drug safety and efficacy. Norway and Iceland have required data on
comparative safety and efficacy. What is needed now is legislative action by the
Congress to require active-controlled studies when a known effective therapy exists. In
the absence of such action, the FDA will continue its role as one of the major enforcers
of the placebo-controlied orthodoxy and subjects, patients, doctors and insurers wilt
continue to pay the price.



201

Mr. BURTON. Thank you, Doctor. You heard the testimony, Dr.
Lurie, of Mr. Foster and his wife a while ago. I guess I gather from
our statement that you think a better way to test a new hyper-
tension drug would have been to have Joe take one or the other
and have another group take the other kinds of drugs so that there
was a comparison as to who did better with certain types of medi-
cation, rather than having a placebo?

Dr. LURIE. I think a better way would have been to compare this
new experimental drug——

Mr. BURTON. Right.

Dr. LURIE [continuing]. To some drug of known effectiveness, yes.

Mr. BURTON. Right. What do you think about using that new
drug with a person who has high blood pressure and have them go
on a placebo?

Dr. LURIE. It depends, of course, on the degree of high blood
pressure that the patient has. If their blood pressure is minimally
elevated and it’s not clearly an indication for hypertensive medica-
tion, then arguably there might be a place for a very short-term
use of placebo. But the longer the period of observation is, the more
significant the patient’s hypertension is, the more the patient has
failed prior anti-hypertensive medication, which seems to be the
case for Mr. Foster, the more problematic it becomes.

Mr. BURTON. So with 180/110 blood pressure and a history of
high blood pressure, you probably would not have prescribed that
he be on a placebo.

Dr. LURIE. If I was the doctor taking care of a patient like Mr.
Foster with a blood pressure of 180/110, who, from what we have
heard, although obviously I have not seen all the medical records,
but who had failed three or four prior medications, as a physician,
independent of anything related to a clinical trial, I would not have
stopped his medication.

Mr. BURTON. What about a broad test or program where they
were investigating this new anti-hypertension drug compared to a
placebo where they had large numbers of people getting into that
kind of a program?

Dr. LURIE. Well, I'm very cautious about having a situation
where things that would be unacceptable in clinical practice some-
how become acceptable in research practice. And as some writers
on the subject have indicated, permitting clinical practices that are
significantly different from accepted research—excuse me, permit-
ting research practices that are significantly worse than clinical
ones opens one up to a lawsuit, and indeed, we now see that that’s
the case. It seems to me arguable that, at a minimum, one would
hope that researchers would protect at least as well as clinicians.

Mr. BURTON. It sounds to me in a situation like we were talking
about where they were using placebos, as opposed to an experi-
mental drug for people that had hypertension, that there would be
a myriad of possibilities of lawsuits for medical malpractice if those
people had the problem that Joe had.

Dr. LURIE. You know, I'll leave it up to the medical malpractice
lawyers to decide cause and effect, but certainly it is true that they
lay themselves open to that.

Mr. BURTON. I guess I don’t want to put words in your mouth,
but the case that you seemed to be making was where a person’s
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vell-being and health is considered, or should be considered, there
shouldn’t be placebos; there should be one drug against another,
-ather than having a drug against a placebo which might endanger
‘he patient.

Dr. LURIE. When there’s a known effective therapy, which is cer-
:ainly the case for hypertension, I mean, we have many drugs on
‘he market for hypertension, and I do not think it is acceptable for
ratients with the degree of blood pressure that we're told Mr. Fos-
er had, to have his medication, in effect, taken away from him.

Mr. BURTON. Which the FDA, I guess, does at the current time,
1ses placebos, or allows those placebos to be used in those kinds
f medical tasks.

Dr. LURIE. Well, again, I don’t think it's a question quite of the
‘DA—of the FDA doing it. It’s a question of what the clinical in-
restigators do and a question of what——

Mr. BURTON. Isn’t that—but that’s approved, I think, by the FDA
ind I'll ask Dr. Friedman when he gets up here in a minute.

Dr. Lurlik. I think so.

Mr. BURTON. Let me ask you this, Dr. Shamoo, does fenfluramine
13ve?any medical benefit to children in single doses to your knowl-
rdge?

Mr. SHAMOO. Well, this is the thing which was lost in the first
1alf of the hearing is that——

Mr. BURTON. Can you pull that up closer [speaking about the
nicrophone]?

Mr. SHAMOO [continuing]. That fenfluramine or PCP, or Special
{, Angel Dust, or animal tranquilizer or PCP or cocaine, or street
lrug amphetamine, these are injected in patients. There is no
herapeutic or medical cause to do that. They only do that using
hose patients as guinea pigs, to find out their brain activities—
vhether serotonin goes up or down, et cetera, that’s the only pur-
ose. These children, these youngsters in New York, they were not
bese; they were not using fenfluramine for obesity. Their only
rime is that they had siblings incarcerated. The court record was
yroken; they were found out, and then they were given
enfluramine. Their local doctor would have never prescribed or
old them “enter into a research protocol to use fenfluramine.”

Mr. BURTON. Yes. Let me go one step further. I think I heard the
"DA say there was no evidence that fenfluramine was dangerous
o children in single or double doses. What’s your response to that?

Mr. SHAMOO. Well, I know I have read there are adverse reports
m fenfluramine for adults, and quite a number of them, in the
wndreds. And there are even 70 deaths reported from fenflura-
nine. So I don’t know——

Mr. BURTON. Is that in single or double doses?

Mr. SHAMOO. No, this is in regular doses. But there are even ad-
rerse reactions reported on single doses on adults.

Mr. BURTON. Very well. Mr. Cummings.

Mr. CUMMINGS. Thank you very much, Mr. Chairman. Maybe
'm—it’s just—I'm just trying to be practical here. If you—I, per-
onally think it's unethical to have a person in a situation where
rou're giving them nothing, basically, a placebo, and they’re suffer-
ng. I don’t agree on a whole lot with my chairman, but I tell you,
his one, I kind of agree. And then you don't—and that person is
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not getting anything. And if somebody had done that to me in this
experiment, I'd be dead at 180/130. And I'm just trying to figure
out, first of all, exactly where—I see the people from the FDA;
they’re jumping up—I mean, I'm sure you can feel their vibrations
at times to some of these questions.

Dr. LURIE. It’s getting kind of warm back here. [Laughter.]

Mr. CUMMINGS. But I'm just trying to figure out—so, is this al-
most a case of we do it because we've been doing it, the placebo
thing? I mean, as opposed to the piece where you do—if you got
something that works, say like in high blood pressure medication,
and you’re doing the—you said the comparative thing, you keep the
person on the medication, but I still trying to figure out why we
would do that, especially with an insensitivity, with an insensitiv-
ity, and I say why “we” would do it—I still haven’t figured out who
you blame for this, but with an insensitivity to the individual. Am
I missing something?

Dr. LURIE. Well, let me answer your question in a number of
ways. I think Dr. Friedman’s testimony was actually quite eloquent
on this. In the bad old days of clinical medicine, many medications
came on the market without adequate proof of efficacy and that
was true until about 1962, It doesn’t mean that everything prior
to 1962 was ineffective, but good proof really began—of effective-
ness—began in 1962.

Part of the way those medications were proven effective was by
comparing them to placebo. In some of those studies—and I'm sure
the FDA has a large number of these tucked away in their back
pockets—patients were better off being assigned to placebo because
the drugs were ineffective, and, in some cases, dangerous. So the
question to which I'm addressing myself is not to the question of
placebo, ever; it’s to the question of placebo when we know that
something works. OK. Does that——

Mr. CUMMINGS. Yes, I'm more——

Dr. LURIE. We're in the same place there.

Mr. CUMMINGS. OK. Yes.

Dr. LURIE. OK. I'm sorry.

Mr. CUMMINGS. So let’s stop right there. And I need a distinction
between when a placebo is appropriate and when, in your opinion,
it’s not.

Dr. LURIE. OK. The—

Mr. CUMMINGS. You see, because I'm thinking—I'm trying to fig-
ure out when it’s ever appropriate, unless it’s the example that you
just cited; that is, that the medication that they’re on is so bad for
them, that maybe they'd be better off not taking it. That’s the
only—and then the question becomes, how do you know that?

Dr. LURIE. OK. The issue is whether or not a medication is
known to be effective, has been proven to be effective. And one way
in which you might prove a medication for a particular condition
to be effective would be with a placebo-controlled trial, right? You
might do it that way once, maybe twice, if the first one was not
completely clear. OK?

But at a certain point, medical evidence starts to accrue and
there becomes really very little question about the effectiveness of
a particular medication, and the examples that I picked, I think,
are good ones. The treatment of hypertension certainly is some-
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thing that, in general, we like to treat as physicians. Methadone
is a well-proven, effective treatment for people with opiate addic-
tion, and the drug AZT dramatically reduced the transmission of
HIV from mother to infant.

I don’t think there’s really any significant quibble over the effec-
tiveness of those medications. In those circumstances, in general,
I believe that it would be unacceptable to randomize people to
medication—placebo—that we know will not work. That’s my point.

Mr. CuMMINGs. OK. All right. Now, it’s interesting that, you
know, it was recently alleged that Eli Lilly conducts trials with
homeless people. I have a lot of homeless people in my district. I
have a very poor district. And I'm concerned about the level of con-
sent involved here. It said he provides food, shelter, a stipend to
a homeless person. Dr. Lurie, do you feel that the use of homeless
participants carries a potential for exploitation? Is there an ethical
issue here?

Dr. LURIE. Well, certainly, the more disenfranchised the group of
subjects is, the more one has to be careful in protecting them. The
examples that I gave, I think some of them, not coincidentally, in-
volved what might be considered disenfranchised groups—drug
users, people HIV-positive, poor women in Africa, homeless people,
patients with psychiatric conditions. Certainly, I think everybody
would agree that those are places where we need to be particularly
careful and informed consent needs to be particularly carefully hon-
ored in those circumstances.

Let me make the point with regard to informed consent, though,
that, unfortunately, the informed consent form has become just
that—a form. Indeed, in some cases, a formality. And part of the
problem is that even though many studies have shown that in fact
subjects are very often not informed, and in some cases are not
really consenting in a meaningful way, that the informed consent
form becomes in some ways a substitute for real informed consent.

Now, it is very difficult to get good informed consent—unques-
tionably. But the researchers as a general matter do not make it
their practice to go back and prove that people have, in fact, been
adequately informed and are adequately consenting. And I think
until such time as we have a structure in place that really tries to
confirm that, I think that some of these kinds of violations will con-
tinue. No one would dream of measuring the patient’s blood count
without confirming that that machine is really reading correctly.
And I think, when we start talking about informed consent, there
should be better corroboration that true informing and true con-
senting is really happening.

Mr. CUMMINGS. Thank you.

Mr. BURTON. Let me just ask you a couple more questions, then
if you have any more, Mr. Cummings, with the panel, then we’ll
conclude and get back to Dr. Friedman.

The fenfluramine kind of bothers me a little bit, Dr. Shamoo.
These children that were in this test, as I understand it, were chil-
dren who had siblings that were incarcerated, that had broken the
law, and they wanted to inject this chemical into their brain to find
out if it would alter their—alter them so they might not, I pre-
sume, commit the same kind of—or have the same kind——

Mr. SHAMOO. Well——
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Mr. BURTON. But let me just finish my question. And so a lot of
those children, I would presume—and maybe you know more about
this than I do—may have come from innercity broken homes where
there was a problem already; they had one child that had broken
the law, been incarcerated, and the parent may have been in a fi-
nancially difficult situation. Now, these people, it’s been reported to
me, were getting $125 per injection for their children, which might
have been an inducement for them to sign this informed consent.
Can you elaborate on that just a bit? Because you've compared this
twice now to the Tuskegee case and you think they were using
these kids as guinea pigs.

Mr. SHAMOO. Well, I think it's worse than Tuskegee, and I would
like Congressman Cummings really to hear me out. The issue of
the placebo, this is worse. This is taking youngsters and adults who
are very vulnerable and injecting them with chemicals which have
no therapeutic basis. You were talking about hypertensive drugs,
which you understand very well. But these people do not need any
of these drugs. They are testing what they call “when they are
going to fall off the cliff.” They're going to keep injecting them with
these chemicals until they fall off the cliff.

Going back to fenfluramine, these youngsters have committed no
crime. The only crime that’s there are their siblings. The paper
itself, published paper, said they are in a poor, uneducated environ-
ment. What they were testing, Congressman Cummings, whether
these children are predisposed, genetically and environmentally, to
violence. In our society, we should not even ask such questions in
this day and age in 1998, in our great country. That's what they
were testing, and their research paper says that.

Mr. BURTON. But the research paper says that they were testing
because they wanted to see if there was genetic problem?

Mr. SHAMOO. It's correct, if they were predisposed environ-
mentally or genetically to violence. That’s correct, sir. And that is,
they want to inject fenfluramine; they see an increase in serotonin.
Serotonin is only one chemical, one neurotransmitter. Our behavior
is controlled not by one gene or one neuro-transmitter, but literally
hundreds and hundreds. To reduce it to one neuro-transmitter is
a flawed design; it’s a terrible design, and it’s an appalling question
to ask in our Nation.

Mr. BURTON. I think that’s all the questions I have. Mr.
Cummings, do you have any more questions of this panel?

Mr. CUMMINGS. Thank you, Mr. Chairman.

Are there a lot of tests like this?

Mr. SHAMOO. Yes, there are five studies on fenfluramine; there
are dozens and dozens of tests on other chemicals injecting patients
who do not need those chemicals; they are not therapeutic. Like 1
said, Special K, animal tranquilizers, PCP, amphetamines, street
drug amphetamine—these are injected in patients to see when they
fall off the cliff, when they become psychotic and delusional. That’s
the only reason they’re using them really as guinea pigs. And these
are published as I speak to you.

hMg. CUMMINGS. And, for the last time, where does FDA come into
that?

Mr. SHAMOO. Well, some of these—some of these, if they are
drugs, approved drugs, FDA comes in the fact that they give them
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a fig leaf; they claim this is an FDA-approved drug, and therefore,
they can do the experiment. But there is in this country a huge
amount of pre-clinical trials supported by the National Institute on
Mental Health, all across the country, tens of millions of dollars of
such kind of experiments. And they know about it; we have written
to them repeatedly; we have told them repeatedly. And they say
just “Thank you very much. We're doing just fine.”

Mr. CUMMINGS. So, when they say this is an FDA-approved——

Mr. SHAMOO. Drug.

Mr. CUMMINGS [continuing]l. Drug, I guess I'm trying to figure
out—when they are, if they are experimenting with something, it’s
not FDA-approved. It’s trying to get approval. Is that right? No?

Mr. SHAMOO. No, usually these drugs—and these ladies and gen-
tlemen behind me would know this better—once a drug is approved
for certain indications, for certain illnesses, it can be used experi-
mentally for other illnesses.

Mr. CuMMINGS. Right. OK. And this is one that was kicked off
the market in 1997. Why was it——

Mr. SHAMO0O. And continued to be used afterward.

Mr. CUMMINGS. Why was it thrown out?

Mr. SHAMOO. Why the FDA pulled it out?

Mr. CUMMINGS. Yes, in 1997, yes.

Mr. SHAMOO. I presume they heard a lot of adverse reports on
this drug and, again, they could answer it better than I can.

Mr. CUMMINGS. OK. But I've got to ask you—I mean, I want to—
because you’re probably not going to come back up here, so I just
wanted to get this. I take it that’s unusual for a drug to be dis-
qualified and then used after it’s disqualified?

Mr. SHAMOO. No, it’s not unusual. The FDA, I think they will tell
you, I think he testified in the first part that that is done routinely.
Again, he could talk for himself.

Mr. CuMMINGS. Did you have something to add?

Dr. LURIE. I just wanted to make just one observation with re-
gard to Institutional Review Board review, which is, by the sounds
of the presentations that I heard from the previous panel, it seems
to point out an additional problem in the oversight of the ethical
conduct of clinical research, which is the growing phenomenon of
industry-funded research which occurs outside of the realm of uni-
versities. When the research occurs in universities, we have well-
established Institutional Review Boards that, whereas they cer-
tainly have their flaws, act as some kind of protection.

But what we have increasingly with the move toward industry-
funded research is what might be called “for-profit Institutional Re-
view Boards” that have sprung up and that serve as the so-called
ethical review for these studies. And I believe, if I heard correctly,
that that was the case for both of the two studies that were men-
tioned by the previous panel. Very obviously, a for-profit Institu-
tional Review Board has a conflict of interest, because were they
to be seen as an Institutional Review Board that consistently turns
down studies for being unethical, the market would operate and
less stringent Institutional Review Boards would be favored.

So I think that that is a whole area of protection of human sub-
jects that has to date eluded adequate regulatory scrutiny.
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Mr. CUMMINGS. Let me ask you this: Well, with the changes in
the health care industry taking place, do you see that—and I notice
it everywhere, hospitals are merging; you've got managed care. I'm
just trying to figure, how does that, if at all, play into more and
more non-university-type research happening?

Dr. LURIE. Well, again, without being able to quote you hard
numbers on this, my impression is that increasingly research is oc-
curring outside of the university setting and the for-profit IRB was
something that was very little heard of some years ago. But we
hear more and more of it now. So I, again, I urge you to look at
that as something that, you know, you might look at more closely.

Mr. CUMMINGS. Thank you.

Mr. SHAMOO. May I add something to this, Mr. Chairman?

Mr. BURTON. Yes.

Mr. SHAMOO. About the IRBs. I'm not as sanguine as he is about
university IRBs. There are over 4,000 IRBs decentralized all across
the country. Usually, they’re composed of 20 faculty members, my
peers and colleagues I eat dinner with; they review my grants; I
review their grants, and they have one from the community. That
is really not a good gatekeeper. What should be, the majority
should be from the community where the patients are coming from
and then the minority from the institution.

So, a lot of these problems you may not know about. The bulk
I deal with, they are from IRBs in universities.

Mr. CUMMINGS. I just have one more question, Mr. Chairman. I
mean, just what you just said, I guess, if I'm sitting there and
you're my buddy, we’re playing golf together, and we're both at the
university, and if I vote against your thing, that has a direct finan-
cial effect on you, am I right?

Mr. SHAMOO. Exactly.

Mr. CUMMINGS. OK, that’s all.

Mr. BURTON. If we could have your recommendations on this sub-
ject, we certainly would like to have it—not that we can do any-
thing about regulations, but we can at least talk to the FDA about
it.

Thank you very much. We appreciate your comments.

Dr. Friedman? If we could have you come back up for just a few
more questions. Obviously, we’re down near the end of the road
here, so we'll let you and your colleagues—I wouldn’t mind asking
Dr.uTemple a question or two, if he wouldn’t mind coming up as
well,

Dr. FRIEDMAN. That would be fine, sir. And if I could take the
opportunity—there are just a couple thoughts that if I may share
with the committee, I would be very grateful for that opportunity.
: Mr. BURTON. Sure. Well, let me ask you a couple of questions

irst.

Dr. FRIEDMAN. Please, yes, sir.

Mr. BURTON. What percent of the tests that FDA approves in-
clude a placebo as opposed to another drug of comparable quality?
In other words, do most of your tests that you approve of have a
placebo?

Dr. FRIEDMAN. I think the statement that was made by Dr. Lurie
just a moment ago is very important in this regard. He correctly
recognized that there are whole portions of FDA, whole divisions,
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that barely use placebo-controlled trials ever. Infectious disease
and oncology, cancer therapy, are the two that he named, and he'’s
absolutely correct in that regard.

There are other parts of the agency and other kinds of diseases
where these are more commonly used. So that, I think—I don’t
have a numeric answer to your question. 'm sorry, sir, we can at-
tempt to do that, but there are portions of the agency where we
completely agree with Dr. Lurie and others that there is no place
for placebo trials, and others where we think it’s scientifically
much harder to determine.

Mr. BURTON. What we'd like to have is, if you could give us some
kind of a breakdown on how you determine whether or not you do
it one way or the other, if you could send that to us?

Dr. FRIEDMAN. I would be happy to, sir.

In that regard, though, I must make this comment: The issues
that are being raised with respect to placebo trials are very impor-
tant, but I think that you’re going to have only a fraction of the
answer and you're going to have not complete, not the kind of in-
sight that you want to the problem, unless you have at the table
NIH, the pharmaceutical industry, investigators, people who can
speazlik cogently. We spent a lot of time discussing hypertensive
trials.

Mr. BURTON. Right.

Dr. FRIEDMAN. And that’s a very complicated area. But properly,
that is discussed by—this is not FDA saying to the world that you
must do it this way; you've heard some very thoughtful, careful
thinking people describe their concerns. I respect that. But I think,
to have the fullest discussion, you need to have the people from
NIH, from OPRR, from the local investigators, about what concerns
or what are the other issues they're raising. These are very impor-
tant issues and they’re very complex issues.

Mr. BURTON. Let me just say that obviously I think you know
and probably it’s a problem for men of medical learning such as
you folks to come up here and talk to laymen, but we do have over-
sight responsibilities—no, I'm not criticizing.

Dr. FRIEDMAN. Yes, I'm happy to do it, sir.

Mr. BURTON. And so what we need to do—what we need to do
is get the various parts of the picture, so that we can understand
it.

Dr. FRIEDMAN. Yes.

Mr. BURTON. And we will be talking to NIH and the other people
that you talked about to get additional—and some people from the
pharmaceutical industry.

Let me ask you this: How many people in experimental programs
are not reported that are dropped out or washed out? I think one
of the doctors that preceded you indicated that 88 percent did not
report any dropouts to the pharmaceutical companies when they
did these tests.

Dr. TEMPLE. I can’t imagine where that information comes from.
In the various classes of drugs Dr. Shamoo was talking about, the
dropout rates from many studies is in the neighborhood of 50 per-
cent, and it’s always reported. We also know that there are suicides
that occur in both the treated and untreated groups. In the studies
of anti-depressants, there’s a published study by Eli Lilly of their
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experience with Prozac, involving over 3,000 people, in which they
made the case that the number of suicides was the same in both
groups. We're aware of suicides in those trials. I don't know where
he gets that.

Mr. BURTON. Well, this Mr. Foster that we had before us—I
guess there’s no way of determining whether or not he was in-
cluded in the statistics you’re talking about?

Dr. TEMPLE. We can find out.

Dr. FRIEDMAN. If I may, let me speak to that, if I may.

Mr. BURTON. How can you find out?

Dr. FRIEDMAN. Well, we can'’t, sir. And let me tell you—

Mr. BURTON. You can’t?

Dr. FRIEDMAN. We cannot.

Mr. BURTON. Because it’s coded?

Dr. FRIEDMAN. We do not have patient-specific information.

Mr. BURTON. OK, but this is important. This is important. Be-
cause it’s coded. So you don’t know when there’s a washout because
the pharmaceutical company keeps those records. You don't know
what the person’s name is who washed out or the ones that stayed
in the program?

Dr. FRIEDMAN. That, in terms of——

Mr. BURTON. So how do you know——

Dr. FRIEDMAN [continuing]. Confidentiality, that is absolutely
correct, sir.

Mr. BURTON. So how do you know, then, that the records that
they give you are accurate?

Dr. FRIEDMAN. That’s a very important question. The quality of
the records—I was going to say—we do onsite inspections where we
look to see whether patient information that is recorded in the local
records is consistent with the records that are submitted to the
pharmaceutical companies, the sponsor, and ultimately, to the Food
and Drug Administration. I personally have participated when I
was an investi%ator, and when I was at the National Cancer Insti-
tute, I personally participated in both sides of those record inspec-
tions, sometimes conducted by the Food and Drug Administration,
sometimes conducted by the National Institutes of Health.

Mr. BURTON. I understand, but how do you check when all you
get are code numbers rather than people’s names? I mean, is there
some kind of a double-check so that the code numbers are in se-
quential numbers, or sequential order, so that they can’t drop
somebody out without you knowing it?

Dr. FRIEDMAN. There certainly—when a patient is assigned, de-
pending on the specific clinical trial, when a patient is assigned,
that individual has a number, and once that number is assigned,
there is followup for that individual.

Mr. BURTON. Joe said there was no followup on his case.

Dr. FRIEDMAN. Well, that’s a very important point, sir. Can I just
talk about that for a second?

Mr. BURTON. Sure.

Dr. FRIEDMAN. Because that'’s really important. Obviously, I don’t
know the specifics of the case here—of either of the two grieving
families that we heard from today. The kinds of criticisms that
were talked about and the concerns that were raised are very seri-
ous concerns. But it’s not at all clear to me whether those concerns
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relate to the Food and Drug Administration, whether they relate
to the OPRR and the local IRB operations, whether there are State
or local medical society issues having to do with the practice of
medicine. I think these are profoundly important questions and
these are troubling cases, but I don’t know the details of the spe-
cific cases, and I say this with the greatest respect and not mean-
ing to sound critical at all. I do not intend to be critical, sir. There
were important misunderstandings, one might even say mistakes,
that were made, by the individuals testifying, not out of malice, but
out of misinformation that they were given.

The most prominent example was the mistaken notion that FDA
gives money or funds grants for the study of psychiatric products.
The National Institutes of Health do; pharmaceutical companies
do; local institutions do; universities do. We fund very few, if any,
grants and we don’t fund the kinds of grants that were being
talked about here.

So there are a lot of serious issues, but I'm sorry to say it’s too
bad that the way in which the information is presented and the
way that this committee is analyzing this information tends to ob-
scure and make it more difficult to come to conclusions.

Mr. BUrRTON. If Mr. Cummings would just let me have a few
more questions here?

Dr. FRIEDMAN. Please. Yes, sir.

Mr. BURTON. So if someone like Joe Foster wanted to find out if
he’d been reported to FDA in the numbers report or the coded re-
port, how would he do that?

Dr. FRIEDMAN. We do not have by name specific information that
we can then identify and say “this record relates to this particular
individual.”

Mr. BURTON. OK, so let me ask you this: So you want to find out
about Joe Foster’s problem. How do you do it?

Dr. FRIEDMAN. If we——

Mr. BURTON. You're the head of the FDA. How do you do it? You
know the pharmaceutical company that was working on the case.
How woulcf you do that?

Dr. FRIEDMAN. Well, I think the question is whether it was part
of a concern that we had about the quality of the data, in which
case——

Mr. BURTON. It’s a concern now. How would you do it? How
wou!’d you find out about all the circumstances surrounding Joe’s
case?

Dr. FRIEDMAN. As I was about to say, sir, I think it depends upon
the circumstances. If we believe that there is an investigation going
on that has to do with the quality of the data, the sort of questions
that you were raising, then we would have one of our inspection
teams review the information either at the local site where the re-
search was conducted, or work with the pharmaceutical industry.

Mr. BURTON. So the pharmaceutical company would give you
that information?

Dr. FRIEDMAN. No, not necessarily. I think that we don’t——

Mr. BURTON. Then how do you find it out?

Dr. FRIEDMAN. I was going to say, when the inspector is onsite,
those records would be available for inspection and they do have
the patient-identifying numbers or codes or the patient’s name,
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when there’s an inspection at the plant or at the facility or at the
research site. Maybe Dr. Temple would like to——

Dr. TEMPLE. Well, one of the things we worry about all the time
is whether something important is not being reported to us. You've
been focusing here on whether someone in a washout period didn’t
have something reported. We also worry about whether an adverse
reaction to a drug wasn’t reported. So we could—and if we heard,
or there was suspicion, that something was not reported, we can
go to that site, find the available records, and see whether it was
reported. There ought to be a—if Mr. Foster was in a trial, there
needs to be a record of that. These records have to be maintained
and we can go read it. So, does that mean that the record couldn’t
have been made to disappear? Well, no, but——

Mr. BURTON. Well, let me just say that if there’s a way you can
do that, he’s a person who has $220,000 in medical bills, was a
washout, was given a placebo which led to a stroke and a heart at-
tack. I would like to know, and I guess we could have a consent
form signed by Mr. Foster—I can get a consent form that legally
would allow me as a Congressman to get that information. I would
like to know how you’d check that out. Because I—from what you
told me today, it sounds like to me that the FDA has a very limited
ability to check into these washouts, these people that may have
been given placebos that had problems, and it may have distorted,
the information that you’re getting, from which you're making de-
terminations. I'd just like to know and we have one specific case,
Joe Foster. I'd like to know about Mr. Foster.

And with that, I yield to Mr. Cummings.

Mr. CuUMMINGS. I just want to followup on what the chairman
was just saying. I guess it’s one thing to have the ability to get this
information, and I guess it’s another thing to—I just guess you’ve
got a lot of considerations here. The more I listen to this, the more
complicated I see that it is.

Dr. FRIEDMAN. Yes, sir.

Mr. CUMMINGS. Yes. First of all, tell me—help me with the Insti-
tutional Review Boards. What part do they play? Apparently, they
play some part.

Dr. FRIEDMAN. Yes, sir.

Mr. CUMMINGS. And do you ever—you may, you said a few state-
ments about Institutional Review Boards and the problems with
them. Do you all have any—is there an occasion that would cause
you to look at an Institutional Review Board with regard to the
kind of issues we're talking about today?

Dr. FRIEDMAN. There certainly are cases—we certainly do have
site visit activity when we visit Institutional Review Boards to look
at the adequacy of their recordkeeping, whether they meet with—
they have the right—the point that you made earlier about the con-
stitution of the committee. Is there a representative from the com-
munity? Is there representative of this or that discipline? We look
at those sorts of things.

Mr. CUMMINGS. Now, while you’re on that, who controls that?
Does the State law control that? Does Federal law control that? Is
{,)her?i r)FDA regulation as to the kinds of composition on those

oards?
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Dr. FRIEDMAN. It’s a shared responsibility between the Office of
Protection of Research Risk, OPRR, for NIH or federally sponsored
research and the kinds of universities that the doctors were talking
about previously are largely, although not exclusively, governed by
that. But there are also our FDA regulations that have to do with
the quality of that committee and their constitution and how they
meet.

So it’'s a shared responsibility, and you're quite right to say it's
complicated. And that’s why I kept harking back to the point that,
unless we have everybody at the table who has a role to play, you
only get a sort of fractional view of it.

Mr. CuUMMINGS. Now, do you have enough money to do your in-
vestigations and things like that? I mean, we’re here talking about
the ability. It takes money to do a lot of these things. Do you all
have enough money? We are the Congress of the United States of
America, and I'm just wondering—and we do have appropriation
powers—I'm just wondering, do you have enough money to do what
you're supposed to do? In other words, I don’t want you to——

Dr. FRIEDMAN. I'll give you a longer answer than you would like,
but I'm happy to try and respond. We certainly participate in the
administration’s budget-planning process and we are thoroughly
committed to the Balanced Budget Amendment. We have at any
moment in time, like many other agencies do, a larger list of what
we think are important ways to serve the public than we can com-
plete at any moment in time.

We recognize that there are many parts of Government that say
that. I would say to you, sir, that we are trying to optimize how
we conduct this activity. We are at the moment very stretched, try-
ing to match all of the mandates that we have and all of the re-
sponsibilities, the ways we want to serve the public, with the re-
sources that are available. And I don’t say that with any complaint,
but to say that is a tremendous challenge for us, and we think that
we’re going to have to continue to struggle with that for the fore-
seeable future.

Mr. CUMMINGS. Now finally, with regard to these Institutional
Review Boards, that is—and then hooking them up with the drug
trials—what part do they play with regard to the criteria, whether
or not there’s going to be a placebo——

Dr. FRIEDMAN. Right. Very good.

Mr. CUMMINGS. Do they have some say with regard to that?

Dr. FRIEDMAN. Absolutely. In order for clinical research to be
conducted at an institution, you have to have that clinical protocol
reviewed by the institution. That institution, that review board,
looks at the protocol which describes the research experiment,
looks at the consent form, looks at the investigator to see whether
that person has a good reputation locally for having quality work
done. And that research cannot go forward without the specific en-
dorsement of the IRB.

Now, at yearly intervals, you're supposed to report back to the
IRB an update of what's happened over the past year and plans for
the future. You also should report to that IRB any unusual
toxicities, unexpected deaths, things like that. That’s the way,
when I served on an IRB, that’s what I expected, and when I re-
ported to an IRB, that’s what I did.
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Now, granted, it was a really fine university IRB, and I just
think the world of the people who were my colleagues on it, but
they would take no—they had very little tolerance for anything but
quality. They were not buddy-buddy. They were scrupulous. They
were even ruthless about looking out for patient interest. That’s my
expfrience and I think that it’s not so uncommon at other IRBs as
well.

Mr. CUMMINGS. I just have two questions, Mr. Chairman. You're
right, we need to be right now. So you've got the IRB and if they’re
doing—I'm sorry, you don’t have your name tag up there——

Dr. FRIEDMAN. Dr. Temple or Dr. Nightingale.

Mr. CUMMINGS. And they're doing what Dr. Temple talked about
a few minutes ago; you're my golf partner; I'm your golf partner;
we're buddies; we're on the review board, we've got some research
going on, whatever, and we’re trying to, you know, help out each
other, and they do some things that are unethical, or there are
some real questionable things that could lead to some of the disas-
ters that we’'ve heard about today. Where does the FDA come into
tgat process? See, I'm trying figure out who’s to blame for all of
this.

Dr. FRIEDMAN. Let me answer it two ways, and I don’t mean to
be pointing figures and say, “Oh, it’s not our responsibility.” That’s
not my intention here at all. The issues that we heard today legiti-
mately may have to do with the quality of practice by the practi-
tioner who was involved. I don’t know. 'm not making that judg-
ment. But I'm saying that that’s a real question that several people
asked. The term “malpractice” was brought up; the oversight of the
local facilities by State and local medical societies who have licens-
ing and other authority; OPRR for looking at the quality of the re-
search that’s being conducted; NIH if some of that research was
supported by the National Institutes of Health, and my under-
standing is that at least for some of the things we'’re talking about
it was NIH-supported.

And in addition to that, we have a responsibility for seeing that
the IRB is properly constituted, that the informed consent docu-
ments are appropriate and are signed and are kept on record. Now,
I absolutely agree with Dr. Lurie who said that it is very hard to
get informed consent and a document is only the beginning of that
process. But it is an essential part of that process.

Mr. CUMMINGS. Let me ask you this: I think this is my final
question. This New York case—do you have a—I mean, from what
you know about it, do you have a problem with it? Because I do.

Dr. FRIEDMAN. Sir, I must tell you that I don’t know enough
about the case. I can assure you that I'm going to be looking into
it much more carefully. I can assure you that I'm not making any
assertions about the quality of this or that. We're going to look at
everything.

But it may be possible—and I just want to say this clearly—it
may be entirely possible that the questions that are being raised
here have really good answers, that if we had known about this,
we would have had those answers ready and we could have dealt
with this. And I just have to say that, even if we weren't respon-
sible, tasked with having that responsibility, if this is an NIH
study, they should be sitting here. If there are investigators, they
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should be sitting here. If there are other people involved in it, they
should be sitting here. I should be sitting here, too. I'm not shirk-
ing that responsibility, but it is difficult to try and answer ques-
tions about something where I don’t have complete information.

Mr. BURTON. We have about three or four votes coming up. I
have just a couple more questions. Are you about finished?

Mr. CUMMINGS. I just wanted to say, Mr. Chairman, that I—you
know, this has been very interesting and I think that if we really
want to get to the bottom of this, we really do need to bring in
more players and try to——

Mr. BURTON. Well, we will do that.

Dr. FRIEDMAN. Mr. Cummings, let me assure you, sir, I will look
into this. I don’t mean to imply anything else.

Mr. CUMMINGS. Believe me, you were fine. Thank you.

Mr. BURTON. Let me just say this: I have one more question of
Dr. Temple. Before 1 ask him this last question, the concern that
I have is the average person like the victimized people we had here
today and the ones we've had before, they don’t know that you have
to go to four or five agencies to find out where the responsibility
lies. Now, you've told us here today that we need to get NIH in
here, and you, and other agencies in here because they’re shared
responsibilities. You do this part; they do that—that is just, that
is just unbelievable. The people out there in the hinterlands, they
have to deal with these problems and they don’t know where to go.
They think it’s FDA. I thought it was FDA. Now you’re telling me
there’s other agencies involved which we will talk to. But it seems
to me there has to be some ultimate source of responsibility, so
that we know where to go to find the answers.

Even this stuff we're talking about with the coded names of peo-
ple in the pharmaceutical industry, and I'm going to give you a for-
mal letter asking—and get a consent form signed by Mr. Foster, so
that we can have you go and investigate that because there is a
lot of money involved.

But it seems to me that there’s something that has to be done
by the Congress probably to have some ultimate source of respon-
sibility for all this because you can’t have this kind of fragmenta-
tion and have the American people feel like there’s any confidence
in government, especially when they have health problems.

I have one last question. And you might think about that and
maybe talk to your compatriots in the other agencies about some
kind of way to deal with that.

Dr. Temple, you state that a placebo-controlled trial could not be
conducted in a case where a life-threatening disease is being treat-
ed, and there’s an established treatment known to prolong life.
However, you then go on to describe how placebo-controlled trials
can be effectively carried out even with conditions such as hyper-
tension, unstable angina, and even epilepsy, for people being treat-
ed. You wrote about a trial done on a drug for acute angina where
subjects were taken off the drug for only a 1- to 3-day period. Even
in that controlled setting, you reported that six of the patients did
not complete all 3 days of the study. You said, and I quote, “they
left for administrative reasons, death, or acute infarction.” Some
would argue that placing trial subjects at risk for acute infarction
is unethical, given the irreversible nature of those outcomes.



215

1\gow, how can the FDA maintain that that kind of testing is ethi-
cal?

Dr. TEMPLE. Let’s do the last first. That was not a trial where
there was existing therapy. That was the first trial in unstable an-
gina of a drug called Verpamil, and the number of people, those six
people, came from both treatment groups. So I think that’s been
somewhat misinterpreted. That is, that was used to illustrate an-
other point about how to do a trial.

th;. FrRIEDMAN. You look confused, Mr. Burton. May we clarify
that?

Mr. BURTON. I am confused. I mean, you know——

Dr. FRIEDMAN. That was the first trial-——what Dr. Temple has
just said, that’s an old trial. It was the first trial of a treatment
for unstable angina. It was exactly the situation that Dr. Lurie said
would be appropriate for a placebo-controlled trial where there
wasn’t an established treatment.

Mr. BURTON. So this was prior to established treatment, you're
saying?

Dr. FRIEDMAN. And, and that the deaths that have been de-
scribed are both from the treated group and the placebo group.
That’s what I heard Dr. Temple just say.

Dr. TEMPLE. That’s right. I don’t remember the numbers of each,
but I know they were present in both groups. That was part of a
paper designed to illustrate a trial that we thought was a reason-
able way to go ahead in a condition that was frightening to people.
People were on placebo actually for only 1 day. And then, depend-
ing on their response, they were moved to therapy. But there was
no known treatment that was effective at the time.

Mr. BURTON. Would you say, then, that you don’t agree with fur-
ther placebos in this kind of a trial?

Dr. TEMPLE. No. That depends. Can I just—you could believe
from the testimony you heard that the reason we like placebo is
whim or stupidity. But that’s not the reason. The problem with the
alternative kind of study that people have talked about, Dr. Lurie
in particular, the equivalence trials, is that there are many cir-
cumstances in which it’s not informative. The failure to show a dif-
ference between two treatments doesn’t necessarily mean that ei-
ther of them work.

Now, that’s a long and complicated matter. I have lots of exam-
ples in things that I've published, but for the moment, take my
word for it. To the extent that’s true—to the extent that’s true, a
showing of equivalence is not good evidence that a drug works. If
an anti-depressant isn’t shown to work, marketing it to millions of
people is not a favor to them.

Mr. BURTON. Well, let me interrupt. I've got to go vote. How
:inuch time’s on the clock? I have to live by a clock, like all of us

o.

Dr. FRIEDMAN. Yes, sir.

Mr. BURTON. But you take a person who has hypertension and
you put them into a program where there is a placebo, and they
have the kind of outcome that we've seen here today. That is, it
seems almost criminal.

Dr. TEMPLE. Well, the kinds of trials that we——
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Mr. BURTON. And how do you check the IRB in question to make
sure that they’re doing this properly?

Dr. TEMPLE. The kinds of trials that we would allow in hyper-
tension would be trial in people with mild to moderate hyper-
tension, not severely ill. They would certainly have to be closely
monitored and the trials would be very short.

Mr. BURTON. Well, this fellow today, Joe, 180/110——

Dr. FRIEDMAN. Sir, again, we don’t have all the information, but
let me just say, what he said was he wasn’t even eligible for the
trial, is what his physician told him. That's my understanding. So
that if that—it sounds like he was not—again, I don’t have the in-
formation, but just listening to this very poignant testimony, it
sounds like he was not a candidate and should not have been en-
tered on the study. That's what they said. OK, but I mean, that’s
what we’re led to believe or that’s the information that we have.

So his situation, again, are there circumstances in which under
very carefully controlled situations you can go to a patient and say
“would you permit yourself, would you agree to participate in this
trial?” The critical issues here are full informed consent, and we've
heard that there's considerable question about whether this patient
understood what was being offered or if that information was pro-
vided; I'm making no judgment, but from what I've heard today,
that patient did not have all the informed consent that he and his
wife would have wanted to make that decision. And then it’s a mat-
ter of choice for the physician and for the patient.

I have had patients who have told me they have such intolerance
of their current treatment, even though it is a reasonable treat-
ment, even though it has benefits for them, that they would rather
stop that treatment and try something new rather than continue
with the side effects of that treatment. I'm not judging whether
that’s right or wrong. I think our responsibility is to make sure
that the information is there, that it’s conveyed properly to the pa-
tient, and that the patient and his family get to make an informed
choice. Those things may not have occurred in this situation. They
may not have occurred. I clearly hear what theyre saying. But
that’s not a design in the study problem. That’s that this may not
have been the right patient; this may not have been the right cir-
cumstances.

Mr. BURTON. Well, I guess you know I have people in my family
that have hypertension and I think everybody does. And how close-
ly would you have to monitor somebody to be able to prevent or
guarantee that they’re not going to have a stroke?

Dr. FRIEDMAN. Well, again, I think that that’s a very important

uestion and the relevant people——
" Mr. BURTON. And that’s why I don’t understand—I don’t under-
stand placebos.

Dr. FRIEDMAN. Let me explain to you, sir, that there are plenty
of people who walk around with very mild hypertension, and for
those people you say to them, as a physician, I say to those people,
“Would you please try and lose 10 pounds? Would you go on a low
salt diet? Would you try and quit smoking? Would you try and ex-
ercise?” Those people are untreated, while I say to them: Know
that all drugs have side-effects. We know these lifestyle changes
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can have important ramifications. “Would you please try that and
then you won’t have the side effects of the medicine? ”

I'm not saying that’s untreated, but it isn't drug therapy, sir.
And again, without having the Heart, Lung and Blood Institute,
without having people from the American Cardiology Association,
other people who can speak really in an informed manner about
this—this is a really complicated issue that you deserve to have all
the information on. It’s a common problem in the United States.
Mr. Cummings made the very, very important point that, especially
in the African American community, this is a terrible killer.

But to have a full discussion of when you use placebos, how you
use washout periods in hypertension, is beyond the scope of the few
minutes that we have left. It deserves a fuller discussion.

Mr. BURTON. Well, we will send you a list of questions and we’ll
contact some other people.

Dr. FrRIEDMAN. Thank you, sir.

Mr. BURTON. And we’d also like to have the answers to the ques-
tions that we have asked regarding the informed consent.

Dr. FRIEDMAN. We look forward to getting all those questions
and we’ll respond.

Mr. BURTON. I appreciate very much your cooperation. The meet-
ing stands adjourned.

Dr. FRIEDMAN. Thank you, Mr. Chairman.

(Whereupon, at 4:09 p.m., the committee adjourned subject to the
call of the Chair.]
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