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FDA’S ROLE IN PROTECTING THE PUBLIC
HEALTH: EXAMINING FDA’S REVIEW OF
SAFETY AND EFFICACY CONCERNS IN ANTI-
DEPRESSANT USE BY CHILDREN

THURSDAY, SEPTEMBER 23, 2004

HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON OVERSIGHT AND INVESTIGATIONS,
COMMITTEE ON ENERGY AND COMMERCE,
Washington, DC.

The subcommittee met, pursuant to notice, at 11:05 a.m., in room
2123, Rayburn House Office Building, Hon. Joe Barton (chairman)
presiding.

Members present: Representatives Bilirakis, Stearns, Bass, Wal-
den, Ferguson, Rogers, Barton (ex officio), Deutsch, DeGette, Allen,
Schakowsky, and Waxman

Also present: Representative Stupak.

Staff present: Mark Paoletta, majority counsel; Alan Slobodin,
majority counsel; Kelli Andrews, majority counsel; Joby Fortson,
majority counsel; Billy Harvard, majority staff assistant; David
Nelson, minority investigator; and Jessica McNiece, minority re-
search assistant.

Chairman BARTON. Today we are continuing a series of hearings
on FDA’s role in protecting the public health, examining the FDA’s
review of safety and efficacy concerns in anti-depressant use in
children.

As part of this committee’s jurisdiction over public health, the
subcommittee today will examine the FDA’s process in determining
:cihe safety and public health concerns of anti-depressants in chil-

ren.

The controversy over the use of anti-depressants in children is of
great public interest. Over 10 million children a year are prescribed
anti-depressants in the United States. The committee’s interest in
this issue began in January of this year in response to media re-
ports about the concerns over the safety and efficacy of anti-depres-
sants used by children.

One month earlier, in December 2003, British regulators contra-
indicted all anti-depressants for children except Prozac due to the
risk-benefit analysis of safety concerns related to suicidal behavior
coupled with a weak showing of efficacy. Despite the action taken
by British regulators in December 2003, at that time in the United
States there appeared to still be substantial support in the medical
community for the use of anti-depressants in children and for the
belief that these drugs saved children’s lives.
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The U.S. psychiatric establishment had repeatedly assured the
public that the drugs are very safe. At around the same time that
the British regulators announced their decision, an internal FDA
analysis of the pediatric clinical trials of these drugs did show an
increased risk of suicide related events, and seemed to be at odds
with these assurances of safety.

This analysis was prepared by a medical review officer special-
izing in pediatric anti-depressants named Dr. Andrew Mosholder.
Dr. Mosholder was first requested in June 2003 by the
Neuropharm Division of FDA to perform this consult after
GlaxoSmithKline provided the FDA and other regulatory agencies
with an internal analysis showing an increase in suicidality during
their pediatric clinical trials of the anti-depressant Paxil.

The Neuropharm Division requested that Dr. Mosholder review
the Paxil data as well as the data from other pediatric clinical
trials to determine whether the signal was limited to Paxil or
whether other anti-depressants showed a similar association.

In September of this year—excuse me, in September 2003 Dr.
Mosholder informed the agency at an internal briefing of his pre-
liminary conclusions. He concluded that the pediatric clinical data
showed an association between children taking the drug and sui-
cide related behavior.

Dr. Mosholder completed a second consult in December 2003
which confirmed his preliminary findings reported in September.
Although initially scheduled to present his findings at a February
2004 Advisory Committee meeting, the purpose of which was to
publicly discuss how the agency should handle the safety issues
raised in pediatric anti-depressant trials, Dr. Mosholder was in-
formed in early January of this year he would not be presenting
at the Advisory Committee.

It is my wunderstanding that the individuals within the
Neuropharm Division, who incidentally were in charge of this Feb-
ruary meeting, told Dr. Mosholder that they had, “reached a dif-
ferent conclusion” about the data. As a result of this disagreement,
he was prevented from presenting his analysis before the FDA Ad-
visory Committee.

The first question that this raises is quite simple: Why? Isn’t an
Advisory Committee a panel of experts? Aren’t those people capable
of hearing different points of view and making decisions? What was
the harm in allowing Dr. Mosholder an opportunity to present his
data, his analysis, and his opinion to a group of experts?

I am looking forward to hearing from Dr. Mosholder and some
of the other FDA witnesses about these issues to get to the very
heart of this matter.

On September 13, 2004, which was just several weeks ago, the
FDA convened another meeting of the Advisory Committee to con-
sider the question again, whether there was an increased risk of
suicide related behavior in children taking anti-depressants. This
time at this meeting, Dr. Mosholder did present his data.

As I understand it, the FDA also presented another analysis re-
cently completed by Dr. Hammad. Both Dr. Hammad’s analysis
and Dr. Mosholder’s December 2003 analysis essentially reached
the same conclusions. There is an increase in suicide related behav-
ior with children taking anti-depressants.
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Let me repeat that. Their two analyses essentially reached the
same conclusions. There is an increase in suicide related behavior
with children taking anti-depressants. The agency now acknowl-
edges this association.

Where do we go from here? The FDA has now looked at the issue
in depth and has indicated that they are just about ready to an-
nounce a final course of action. What that course of action is and
when it will be implemented are two questions this committee is
very interested in knowing.

Will we have a black box on these drugs? Will we have a new
and stronger warning label? Will we have a pamphlet, known as
a Med Guide, attached to the drug? Will we contra-indict the drug
like they did in Britain when they banned it from pediatric popu-
lations? Will we have an informed consent form signed by the pa-
tient, parent and physician? These are all questions that need to
be addressed at today’s hearing.

We look forward to getting answers to these questions and a bet-
ter sense of direction about where the FDA is going.

One final issue that I want an answer today from the FDA:
When the FDA first become aware of the potential link between
anti-depressants and suicidality in children, and what did they do
to get to the bottom of it?

Throughout our investigation, we have learned that as far back
as 1996, 8 years ago, a medical review at FDA, Dr. James Knud-
sen, raised the question of an increase in suicidality in pediatric
clinical trials of a drug called Zoloft. There was also an analysis in
1997 of Luvox, another anti-depressant, where the review, the
same Dr. Mosholder, noted that there was an increase in hostility
in children versus adults. The issue is noted in the Luvox labeling
as a result.

The fact that children taking anti-depressants were experiencing
psychiatric adverse events at greater rates than adults was known
at the agency as far back as 1996 and 1997. This committee wants
to know what did the agency do to respond to these concerns? Did
they require that pediatric clinical trials conducted pursuant to the
Best Pharmaceuticals for Children Act be designed to capture these
types of safety issues? If not, why not? Did the agency alert their
medical reviewers to this potential issue, tell them to look closely
at that type of data that the companies were submitting in their
pediatric trials? If not, why not?

I hope that today we will be able to view the whole picture con-
cerning anti-depressants and their effect on children as well as the
FDA approval process as a whole. The FDA’s task is quite com-
mendable. It is not easy. They are entrusted with being the guard-
ians of our safety. That is a very difficult trust to maintain.

As Members of Congress, it is our duty to ensure through the
oversight process that the FDA undertake this task in an earnest
and diligent and, I might also say, an open and transparent fash-
ion. We must ensure that the FDA fulfills its public health role and
its public trust.

The FDA serves the American people. We are the client. The
mission of the FDA is not to protect the FDA’s internal workings,
but to promote and protect the public health by helping safe and
effective products reach the market by monitoring for safety, by
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disclosing the accurate, science based information, and for pro-
viding this in a clear and concise and timely fashion to the Amer-
ican people.

Is the FDA accomplishing its mission with anti-depressants used
by children? I would have to say the record is open on that, and
I would say that, unless we get some very straight answers at to-
day’s hearing, it is probably going to be answered that the FDA is
not fulfilling its mission in this particular issue.

At the September 9 hearing concerning the publication of anti-
depressant clinical trial data, I was upset with the FDA’s lack of
full cooperation with the documentation production process pursu-
ant to this committee’s request. Since that hearing, I have met
with the Acting FDA Commissioner, Dr. Lester Crawford, about
the issue of FDA’s cooperation in this matter.

I would like to take note that, since that meeting, there has been
improvement in the FDA’s cooperation in document production,
and for that I want to thank Dr. Crawford publicly. I also want to
thank Dr. Crawford for his assistance with securing the appear-
ances of some of the witnesses that will be speaking today.

Finally, I would like to thank the FDA in their diligence to re-
sponding to several member questions that were raised at the Sep-
tember 9 hearing.

Having said that, I must say that we continue to be somewhat
surprised when we questioning them about their policy of docu-
ment retention at the FDA. The answer we got back was, in writ-
ing, that they had none—that they have no policy for document re-
t}elntion, which is something that we still need to address with
them.

I must say, though, that since the last hearing the FDA is co-
operating much more cooperatively with this committee, and again
for that I want to thank all of our FDA representatives.

[The prepared statement of Hon. Joe Barton follows:]

PREPARED STATEMENT OF HON. JOE BARTON, CHAIRMAN, COMMITTEE ON ENERGY
AND COMMERCE

As part of the Committee’s jurisdiction over public health, the Subcommittee
today will examine the Food and Drug Administration’s (FDA’s) process in deter-
mining the safety and public health concerns of anti-depressants in children.

The controversy over the use of anti-depressants in children is of great public in-
terest. Over 10 million children a year are prescribed anti-depressants in the United
States. The Committee’s interest in this issue began in January of this year in re-
sponse to media reports about the concerns over the safety and efficacy of anti-de-
pressants used by children. One month earlier, in December 2003, British regulators
contraindicated all anti-depressants for children, except Prozac, due to the risk-ben-
efit analysis of safety concerns related to suicidal behavior coupled with a weak
showing of efficacy.

Despite the action taken by British regulators in December of 2003, at that time,
in the United States there appeared to still be substantial support in the medical
community for the use of antidepressants in children, and for the belief that these
drugs save children’s lives. The U.S. psychiatric establishment had repeatedly as-
sured the public that the drugs are very safe. At around the same time that the
British regulators announced their decision, an internal FDA analysis of the pedi-
atric clinical trials of these drugs showed an increased risk of suicide-related events
and seemed to be at odds with these assurances of safety. This analysis was pre-
pared by a medical review officer specializing in pediatric anti-depressants named
Dr. Andrew Mosholder. Dr. Mosholder was first requested in June 2003, by the
Neuropharm division of FDA to perform this consult, after GlaxoSmithKline pro-
vided the FDA and other regulatory agencies, with an internal analysis showing an
increase in suicidality during their pediatric clinical trials of the anti-depressant
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Paxil. The Neuropharm division requested that Dr. Mosholder review the Paxil
data, as well as the data from the other pediatric clinical trials, to determine wheth-
er the signal was limited to Paxil or whether other anti-depressants showed a simi-
lar association. In September 2003, Dr. Mosholder informed the agency at an inter-
nal briefing of his preliminary conclusions: the pediatric clinical data showed an as-
sociation between children taking the drug and suicide-related behavior. Dr.
Mosholder completed a second consult in December 2003, which confirmed his pre-
liminary findings reported in September. Although initially scheduled to present his
findings at a February 2004 Advisory Committee meeting-the purpose of which was
to publicly discuss how the agency should handle the safety issues raised in pedi-
atric anti-depressant trials-Dr. Mosholder was informed in early January 2004, he
would not be presenting at the Advisory Committee meeting. It is my understanding
that individuals within the Neuropharm Division, who incidentally were in charge
of this February meeting, told Dr. Mosholder-they had “reached a different conclu-
sion” about the data. As a result of this disagreement, he was prevented from pre-
senting his analysis before the FDA Advisory Committee.

The first question this raises is simply: why? Isn’t an Advisory Committee a panel
of experts? Aren’t those people capable of hearing differing points of view and mak-
ing decisions? What was the harm in allowing Dr. Mosholder an opportunity to
present his data, his analysis and his opinion to this group of experts? I am looking
forward to hearing from Dr. Mosholder and some of the other FDA witnesses about
these issues, to get to heart of this matter.

On September 13, 2004, the FDA convened another meeting of the Advisory Com-
mittee to consider the question again: whether there was an increased risk of sui-
cide-related behavior in children taking anti-depressants. This time, at this Sep-
tember meeting, Dr. Mosholder did present his data. As I understand it, the FDA
also presented another analysis, recently completed by Dr. Hammad. Both Dr.
Hammad’s analysis and Dr. Mosholder’s December 2003 analysis essentially reached
the same conclusions-there is an increase in suicide-related behavior with children
taking anti-depressants. The agency now acknowledges this association.

Where do we go from here? The FDA has now looked at the issue in depth and
has indicated that they are just about ready to announce a final course of action.
What that course of action is, and when will it be implemented-are two questions
I am very interested to know. Will we have a “black-box” on the drugs? Will we have
a new and stronger warning label? Will we have a pamphlet, known as a “Med
Guide,” attached to the drug? Will we contraindicate the drug like they did in Brit-
ain when they banned it from the pediatric population? Will we have an informed
consent form signed by patient, parent and physician? I look forward to getting feed-
back on these questions and a better sense of that direction today.

One final issue that I want an answer from FDA today: When did the FDA first
become aware of a potential link between anti-depressants and suicidality in chil-
dren and what did they do to get to the bottom of it? Through our investigation,
we have learned that as far back as 1996, a medical reviewer at FDA-a Dr. James
Knudsen—raised the question of an increase in suicidality in pediatric clinical trials
of Zoloft. There was also an analysis in 1997 of Luvox-another anti-depressant-
where the reviewer, the same Dr. Mosholder, noted that there was an increase in
hostiliicy in children versus adults. This issue was noted in the Luvox labeling as
a result.

The fact that children taking anti-depressants were experiencing psychiatric ad-
verse events-at greater rates than adults-was known at the agency as far back as
1996 and 1997. I want to know: What did the agency do to respond to these con-
cerns? Did they require that pediatric clinical trials conducted pursuant to the Best
Pharmaceuticals for Children Act be designed to capture these types of safety
issues? If not-why not? Did the agency alert their medical reviewers to this potential
issue and tell them to look closely at that type of data the companies submitted in
pediatric trials? If not-why not?

I hope that after today we will be able to view the whole picture concerning
antidepressants and their effect on children, as well as the FDA approval process
as a whole.

The FDA’s task is quite commendable and not easy. They are entrusted with
being guardians of our safety. As Members of Congress, it is our duty is to ensure
through the oversight process that this vital agency undertake this task in an ear-
nest and diligent manner. We must ensure that FDA fulfills its public health role.
The FDA serves the American people. We are the client. The mission of the FDA
is not to protect the FDA, but to promote and protect the public health by helping
safe and effective products reach the market, by monitoring for safety, and by dis-
closing accurate, science-based information. Is FDA accomplishing its mission with
anti-depressants used by children?
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At the September 9th hearing concerning the publication of anti-depressant clin-
ical trial data, I was upset with the FDA’s lack of full cooperation with the docu-
ment production process pursuant to the Committee’s request. Since that hearing,
I have met with Acting FDA Commissioner Dr. Lester Crawford about the issue of
FDA’s cooperation in this matter, and I would like to note that since that meeting,
there has been some improvement, in FDA’s cooperation and document production.
I also want to thank Dr. Crawford for his assistance with securing the appearances
of some of witnesses that will be speaking today. Finally, I would like to thank the
FDA in their diligence in responding to several member questions that were raised
at the September 9th hearing.

However, if FDA does not continue this cooperation, I will be forced to address
this issue again just as I did at the September 9th hearing. Nevertheless, I am
hopeful that we can continue to move forward on improved document production
from the agency.

Once again, I would like to thank the witnesses for appearing today and the other
members present today, and I look forward to this hearing.

Chairman BARTON. I would now like to turn to our ranking mem-
ber, Mr. Deutsch for any opening statement that he wishes to
make.

Mr. DEUTsCH. Thank you, Mr. Chairman, for holding this hear-
ing and its counterpart earlier this month.

The September 9 hearing dealt with the fact that the FDA and
drug companies withheld from the public the important informa-
tion that all but one of the pediatric trials of anti-depressants
failed to show efficacy in adolescents. Sadly, we got no good an-
swers from the FDA witness at that time, Dr. Woodcock.

Today we deal with the critical question of the safety of these po-
tent medications in children. Specifically, we need to understand if
the risk of suicidal behavior of teens taking SSRIs is greater than
the suicide risk associated with a failure to take these anti-depres-
sants.

That is exactly the kind of straightforward, scientific question
that the Congress expects FDA to answer for the American people.
Unfortunately, the FDA has handled the decisions involving both
the safety and efficacy of these drugs in adolescents in such an un-
scrupulous manner that it is very hard for anyone to accept that
objective science is the basis of the agency’s conclusions.

Consider that the FDA extended the monopoly status of these
drugs for 6 months, costing American taxpayers and consumers
over $4 billion, and then decided that the public didn’t even need
to know that all but one of these drugs could not demonstrate effi-
cacy.

The only labeling change was for Prozac, the only SSRI shown
to work at all in kids. Shockingly, the FDA made a deliberate deci-
sion to withhold information on the clinical failures from parents
as well as pediatricians and other prescribers. But it gets even
worse.

When Wyeth found evidence of elevated risk of suicidal ideation
and hostility among adolescents taking its drug and tried to change
its label to warn parents and providers about this increased dan-
ger, the FDA said no label change to reflect those warnings is per-
missible.

It is incredible that this agency charged with protecting the pub-
lic health would stop a company from warning the public about
risks associated with the use of its products by children. But the
FDA was far from finished with its cover-up at that point.
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As information flooded in from the industry and the British au-
thorities who had banned the use of these drugs in kids, the FDA
began a review of the 15 studies that had been done on pediatric
use of SSRIs. They turned the project over to a scientist, Dr. An-
drew Mosholder, a medical doctor, psychiatrist and epidemiologist
in the Office of Drug Safety.

Dr. Mosholder’s analysis of multiple studies concluded that there
was indeed an elevated risk of suicidal behavior discernible from
the pediatric studies. Dr. Mosholder was scheduled to present his
findings before the Advisory Committee charged with recom-
mending action to the FDA on anti-depressant drugs in February.

Someone within the FDA did not want those conclusions to be
public and ripped his presentation from the program. Perhaps it
was the same people who thought Wyeth shouldn’t warn the public
either. The FDA excuse was that the underlying data needed to be
examined more critically before such a sensational conclusion could
be broached publicly.

When the San Francisco Chronicle got wind of the story that the
FDA had squelched its own investigator’s report, the real cover-up
began. Both this subcommittee and the Senate Finance Committee
chaired by Senator Grassley began inquiries, but even as Congress
was gearing up, senior officials within the FDA decided to conduct
a witch hunt.

They sent criminal investigators to probe the source of the leak.
It is readily apparent that the probe was not about information
but, rather, about intimidation. It was a warning to Dr. Mosholder
and other dedicated epidemiologists at the Office of Drug Safety,
and the ostensible initiating officer was the Director of the Office
of Drug Safety.

When we authorized the Prescription Drug User Fee Act in the
last Congress, the clear tradeoff for the continuing rapid review
and approval of new drug applications was that the FDA would
place a renewed emphasis on post-marketing surveillance to detect
safety problems with drugs just as soon as they emerged.

The Mosholder investigation is a substantive demonstration that
drug safety remains a stepchild in the FDA-drug company partner-
ship at the Center for Drug Evaluation and Research. But it gets
even worse.

To be clear, the events I am about to describe involve response
to requests from Senator Grassley, although I have no doubt that,
had this ploy succeeded, false documents would have been supplied
to this committee as well.

Andy Mosholder was forced to supply a statement to the Office
of Internal Affairs regarding the events surrounding the decision to
remove his analysis from the Advisory Committee’s agenda and the
leaking of that story to the Chronicle. This document was appar-
ently in response to a request from Senator Grassley.

Apparently, officials in the FDA Office of Legislative Affairs and
the Office of Chief Counsel met to decide how to respond. They de-
cided that not only should the Mosholder affidavit be redacted, but
that a new document needed to be created to hide the fact that an
investigation had even taken place.

Ultimately, Dr. Mosholder on advice of his personal counsel de-
clined to sign the phony document suggested and drafted by an
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FDA lawyer. Had Dr. Mosholder not acted to thwart the submis-
sion of an altered document to a bona fide Congressional investiga-
tion, a criminal act of obstruction of justice would have occurred.
As it was, the FDA and its lawyers are only guilty of attempting
to obstruct justice.

As you are well aware, Mr. Chairman, the FDA has stonewalled
lawful requests from this committee regarding documents in the
past. It has also slow-rolled and stonewalled our requests for inter-
views.

I applaud the determination that you have shown to get to the
bottom of this, despite the obstruction that has been employed by
FDA and its attorneys. As a result of this committee’s efforts, the
Advisory Committee did receive the Mosholder analysis last week,
as well as subsequent analysis done by Dr. Tarek Hammad. That
reached the same conclusion.

As we are all well aware, the Advisory Committee recommended
that a black box warning of increased suicide risk in children be
attached to the labels of these drugs, and that patients be informed
of the increased risk when each prescription is dispensed. They
also recommended that each drug that has failed its efficacy test
be so labeled.

I expect that the FDA will tell us at this hearing that it will
adopt the recommendations of its Advisory Committee. if so, this
may be an appropriate result. But for the investigations by Con-
gress, specifically this committee, and the media, I doubt that we
would have reached the level of public knowledge and concern that
has prompted this result.

Mr. Chairman, I congratulate you on the witness panel you have
assembled before us today. I hope that the Secretary will provide
us with an accurate account of events that were exposed today.

There is something terribly rotten at the FDA. No agency
charged with protecting the public health should behave with such
indifference to the public safety as is evidenced in this case, and
no agency should ever treat Congress with the disrespect shown by
the FDA during the course of this investigation.

Again, Mr. Chairman, you are to be applauded for your deter-
mination and commitment to the public interest in pursuing this
difficult inquiry.

Chairman BARTON. Thank you, Mr. Deutsch, and let me say be-
fore I recognize our vice chairman: This has been a bipartisan ef-
fort. Mr. Deutsch has been applauding me, but it is actually the en-
tire subcommittee and the staffs on both sides. We have worked to-
gether on this, and we are finally beginning to get the truth out
to the American people.

With that, I would like to recognize the distinguished vice chair-
man of the committee, Mr. Walden, Mr. Greg Walden, for an open-
ing statement.

Mr. WALDEN. Thank you, Mr. Chairman. I thank you for holding
this second hearing on the safety and efficacy concerns of anti-de-
pressants in children.

Giving parents and doctors as much information about the bene-
fits or lack thereof and the risks associated with drugs that are
being prescribed for millions, tens of millions, of our Nation’s chil-
dren should be at the forefront of FDA’s mission. I am troubled by



9

issues raised at the last hearing about what information is on the
label of these drugs and what information was publicly presented
to doctors and parents about these pediatric anti-depressant trials.

Testimony from certain pharmaceutical companies at the last
hearing raised two issues that I would like the agency to fully dis-
cuss today. The first question is about stronger warnings.

As T understand it, in August 2003, Wyeth Pharmaceuticals
issued a “Dear Health Care Provider” letter to more than 450,000
health care practitioners warning them of increased hostility in
children taking Efexir and recommending that it not be prescribed
to anyone under 18 years of age. Wyeth also added a stronger
warning to their label reflecting this safety issue.

Approximately 8 months later when the FDA finally decided to
change the warnings on all the labels of all anti-depressants, they
required Wyeth to remove—to remove this stronger labeling. What
this tells me is the regulatory agency charged with protecting the
public health is preventing a company from disseminating impor-
tant safety information to parents, the public and physicians.

I want answers from the folks at the Neuropharm Division at
FDA that made this decision to explain their rationale for it.

The second question concerns efficacy. In testimony from various
pharmaceutical companies at the last hearing, it became clear that
many companies—in fact, most except Eli Lilly—conducted anti-de-
pressant clinical trials in kids that showed no efficacy. That is why
none of the anti-depressants except Prozac is approved by the FDA
for use in treating depressed kids.

Yet the FDA also decided not to allow the companies’ product la-
beling to state that clinical trials conducted in kids did not dem-
onstrate efficacy. The question is why? Why wouldn’t you put that
on the label? Why shouldn’t the label reflect that information?

I note that the Advisory Committee just recommended that this
labeling change take place, but the point is that the FDA knew
about the lack of efficacy in these trials several years ago, and
nothing has been done to change the label to inform doctors, pa-
tients and parents of this finding.

I am also interested to learn more about the FDA Advisory Com-
mittee process and the recommendations that the Advisory Com-
mittee made last week concerning how to notify the public that
clinical trial data indicate that there is an increased risk of suicide
related behavior in children that take anti-depressants.

I was struck by the press release that the FDA sent out on Sep-
tember 16, just a few days after their Advisory Committee meeting.
Now in that release, the FDA states, “that it generally supports”™—
generally supports—“the recommendations of the Advisory Com-
mittee.” Generally supports? To me, that sounds like the FDA has
some doubts about the Advisory Committee’s recommendations.

So I would like to know if the FDA has reservations about these
recommendations; if so, what they are, and why. I would also like
to know more about FDA’s characterization of the Advisory Com-
mittee’s 15 to 8 vote as, “a split decision” on whether a black box
warning label should be on the labels of SSRIs.

Now it is my understanding that a black box warning will alert
doctors, patients and parents about the risks of taking these drugs
without preventing these drugs from being prescribed to depressed
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children. Now here in the House, if you get a 15 to 8 vote, a 2 to
1 margin, that is a pretty significant vote, not generally described
as a split decision.

So it is my question as to how that is being described and why
in the FDA’s press release. Is the FDA going to follow the clear ma-
jority recommendation and implement this labeling change and, if
not, why? It is my understanding that Dr. Temple and Dr.
Laughren will be able to address these questions.

Finally, I hope to get some answers from the agency about the
timeline of events in terms of what they told the public about safe-
ty concerns raised within the agency about children taking these
drugs, and then when they told the public.

As we know, the British drug regulatory agency seemed to act
much swifter on this than the FDA with the same data. So I think
it is a fair question to ask this agency: Was the public health
served by a longer deliberative process in this case?

I also would like to know why the agency made the decision, as
you have heard from my colleagues, to prevent Dr. Mosholder from
presenting the findings from his extensive 6-month analysis of data
on SSRI clinical trials at the February 2004 Advisory Committee
meeting.

So I will be interested in hearing Dr. Mosholder’s perspective on
his consult, why he believed the safety signals were robust even in
December 2003, and how he believes his consult would have con-
tributed to the February Advisory Committee’s deliberative proc-
ess.

We have many witnesses from the FDA today, and I am hopeful
they will provide a more complete picture of this process and an-
swer these questions that are on our minds and those of the people
we represent. I thank them for being here, and I thank you, Mr.
Chairman.

Chairman BARTON. We thank you, Congressman.

Now I will recognize the distinguished member from Colorado,
Congresswoman DeGette, for an opening statement.

Ms. DEGETTE. Thank you, Mr. Chairman. I would ask unani-
mous consent to put my full statement in the record.

Chairman BARTON. Without objection, so ordered.

Ms. DEGETTE. Thank you. I would just like to make a couple of
observations.

When I walked into our last hearing on September 9, I didn’t
know anything about this rampant off-label prescription of anti-de-
pressants for kids, and I didn’t know about the risks about it, and
I don’t think most Americans did know about it.

Sometimes when I go out in my district, as I have the last few
weeks, my constituents say how can you stand doing the job that
you do; how can you stand it back there? What I have been saying
the last couple of weeks is, well, let me tell you a little story about
this hearing we had in Congress where we found out that anti-de-
pressants, which have been approved by the FDA for adults, are
being prescribed for kids in rampant off-label use and, furthermore,
there was data that showed that, at best, those drugs did not work,
at worse and quite possibly, some of those drugs increase the risk
of suicide for kids.
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So after we had that hearing, and with all the press associated
with that hearing and the witnesses, well, lo and behold, the FDA’s
Advisory Committee decided there was an increased risk of
suicidality, and they recommended a black box label.

So, Mr. Chairman, I guess every so often we do do some good in
Washington, but I think it is a damn shame that we have to have
Congressional hearings to make that happen.

Frankly, the public is desperate. Teen depression, in particular,
is on the rise. We only have one drug that has been approved by
the FDA for use in kids, and parents are desperate to find some
way to treat their kids. But they were unaware how the off-label
use of anti-depressants could really not only not help their kids but
could actually kill their kids.

Now I think that the FDA has to answer a lot of questions. They
need to answer questions about, for example, why there were
delays of presentation of data between the links of suicide and anti-
depressants. The FDA needs to answer what steps will be taken to
ensure that scientists at FDA are able to present their findings to
advisory committees. They have to answer as to what future ac-
tions the FDA is taking for pediatric and adult use of anti-depres-
sants.

The American public and the U.S. Congress rely on the FDA to
ensure that all approved pharmaceuticals are safe. This is the re-
sponsibility that is at the very core of the FDA’s mission, and to
fulfill that mission the FDA must conduct objective studies with
rigorous scientific inquiry, and then they must present the results
to the public. They can’t simply just sweep this under the carpet
or put it in the back room because they are concerned about the
rise of teen depression and the lack of medications to deal with
this.

So I think—I am really glad we are having this series of hear-
ings, but I think the FDA has a lot to answer for. I would also like
to add that at the last hearing, Mr. Chairman, you chastised the
FDA for its lack of cooperation with this committee, and rightly so.
But we are still having difficulty getting information from the FDA.

Some of the documents that we requested were not produced
until 36 hours before this hearing. The questions posed by the
Democrats at and after the last hearing, including myself, have
still not been answered, and the FDA did finally, I heard, respond
to some questions that Mr. Walden had last night.

We didn’t get Doctors Temple and Mosholder’s testimony until
after 7 o’clock last night, and I don’t know if Dr. Temple testimony
required OMB review, which is why the FDA usually says the tes-
timony is tardy, but the delay is certainly a burden on the com-
mittee and our hard working staff. Some of us on this sub-
committee were here until after 6 o’clock in a different hearing last
night, and it makes it very difficult to prepare for these hearings.

So in sum, Mr. Chairman—and I have an extension of remarks
I will put in the record—we have got to have cooperation in this
hearing by the FDA and by all the other Federal agencies. We are
elected as representatives of the American people to find the truth,
and I know. one of the things I love about this subcommittee, we
work on a bipartisan basis, as the chairman said.
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We intend to get to the bottom of this, and I really want to thank
the chairman for not relenting, and I would hope these agencies
would realize they have got to cooperate.

I yield back the balance of my time.

Chairman BARTON. I thank the distinguished Congresswoman
from Colorado. You statement is the first I had heard that we
hadn’t had those questions answered. I wish I had known that yes-
terday, because I had a phone conversation with Dr. Crawford. But
what we might do is do another—maybe another meeting and get
you and Mr. Dingell and Mr. Deutsch involved, and we will get
your answers.

Ms. DEGETTE. Thank you, Mr. Chairman.

[The prepared statement of Hon. Diana Degette follows:]

PREPARED STATEMENT OF HON. DIANA DEGETTE, A REPRESENTATIVE IN CONGRESS
FROM THE STATE OF COLORADO

Today’s hearing is the second of this series on antidepressant use in pediatric pop-
ulations. Parents, children and physicians seeking improved mental health carefully
weigh the risks and benefits of taking antidepressants. The Committee’s investiga-
tion has uncovered that the risks of taking antidepressants had not been fully
shared.

This hearing is more broadly about the Food and Drug Agency’s ability and efforts
to ensure that all approved pharmaceuticals are safe. This responsibility is at the
very core of the FDA’s mission. To fulfill that mission, FDA must conduct objective
studies with rigorous scientific inquiry. When risks are identified, it is essential that
they be communicated to the public.

The FDA staff here with us today must answer to this Committee and to the
American public. Why were there delays in the presentation of data on the link be-
tween suicides and antidepressants? What steps will be taken to ensure that sci-
entists at FDA are able to present their findings to Advisory Committees? What fu-
ture actions is FDA taking for pediatric and adult use of antidepressants?

This investigation on antidepressant use in pediatric populations has revealed
that transparency and availability of information may have been compromised. I
would once again like to remind the FDA of the importance of their role. It greatly
concerns me that the United Kingdom’s equivalent to FDA (the MHRA), contra-
indicated all anti-depressants for individuals less than 18 years of age in December
2003. That was almost one year ago. Why has the FDA not taken similar steps?

The FDA’s recent Advisory Committee meeting has determined that there is an
increased risk of suicidality in pediatric patients taking antidepressants. They have
recommended warning labels, but not contraindication. But the data has shown that
a risk of suicide does exist for two antidepressants (Effexor and Paxil). How can we
not provide that information to physicians and parents?

I, like many of my colleagues believe that we must balance safety concerns with
access to medication. I do not believe that this balance can exist when the risks are
hidden.

In addition to considerations about analysis of the data, this investigation has re-
vealed that post-market surveillance of pharmaceuticals has not perhaps been as
strict as this Committee would like. I hope that the witnesses from the FDA will
provide some insight on how this monitoring process may be limited and what Con-
gress can do to improve it.

I continue to be concerned about the inadequacy of our mental health research
and treatment system. While antidepressants have greatly improved treatment op-
tions, much more must be done. In addition to examining the FDA’s actions, this
hearing highlights the areas of improvement needed. While safety of medications is
of immediate importance, this Committee should not turn a blind eye to the more
significant shortcomings in our health system.

Chairman BARTON. The Chair would recognize Mr. Rogers for an
opening statement.

Mr. ROGERS. I will yield.

Chairman BARTON. Would Mr. Bilirakis like to make an opening
statement, distinguished subcommittee chairman?
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Mr. BILIRAKIS. Well, thank you, Mr. Chairman, just very briefly.
Obviously, the recent reports of anti-depressant drugs possibly in-
creasing the risk of suicidal thoughts and actions in children taking
these drugs are certainly extremely disturbing. While there are, as
I understand it, no actual suicides, it is important to recognize any
possible adverse effects that these drugs may have on adolescents
and children.

Mr. Chairman, I don’t disagree with any of the comments made
by you or any of the other members of the committee up here and
the fault on the part of the FDA and that sort of thing, but I guess,
as I understand it also, there have been some positive things that
have taken place.

I think we all can agree that the new FDA labeling requirements
are a step in the right direction. The FDA has been closely review-
ing the results of anti-depressant studies in children since June
2003, and asked that the matter be investigated by the
Psychopharmacologic Drugs Advisory Committee, PDAC, and the
Pediatric Subcommittee of the Anti-Infective Drugs Advisory.

The Advisory Committee did recommend to the FDA that the la-
beling of these drugs be revised to advise the need to monitor pa-
tients closely when the anti-depressive therapy started and, based
on this recommendation, FDA did require changes to the labels for
anti-depressant drugs used for adolescents to include stronger cau-
tions and warnings about the need to monitor patients for wors-
ening of depression and the emergence of suicidality.

I don’t know that this will solve the problem, Mr. Chairman, and
certainly things like delays and not being apparently cooperative
and all that are concerns, but I suppose that this is a step in the
right direction. And thanks to you and Mr. Walden, the ranking
members in the committee, hopefully, this brings it out to the fore,
and these matters will be solved on an adequate basis, and I look
forward to hearing from all the witnesses.

Thank you, Mr. Chairman.

Chairman BARTON. Thank the distinguished subcommittee chair-
man. We now recognize Mr. Allen for an opening statement—Con-
gressman Allen, I mean.

Mr. ALLEN. Thank you, Mr. Chairman, and thank you for calling
this second hearing to examine concerns surrounding the safety
and efficacy of anti-depressant use by children.

This committee must closely examine the FDA’s role in reviewing
clinical trial data indicating serious side effects associated with cer-
tain prescription drugs. The FDA’s mission is to protect public
health and, therefore, it has the responsibility to alert physicians
and the public to safety and efficacy concerns associated with var-
ious medical treatments.

I do find it very troubling that FDA officials appear to have at-
tempted to suppress information indicating that SSRI anti-depres-
sants may increase the risk of certain suicide related thoughts and/
or behaviors in children. I am disturbed that Dr. Mosholder’s full
report on this issue conducted at the behest of the FDA was not
allowed to be presented at FDA’s February Advisory Committee
meeting on this issue.
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I look forward to hearing from Dr. Mosholder about the directive
under which he conducted his review on clinical trial data of SSRIs
and the conclusions of his report.

Clearly, there is debate among the scientific community about
whether episodes of attempted suicide while taking SSRIs are at-
tributed to the underlying depression of an individual patient or to
the taking of SSRIs. However, disagreement about clinical trial
data does not mean that the studies and conclusions of specific re-
searchers should be dismissed or suppressed. Rather, vigorous de-
bate in the scientific community should be encouraged and conclu-
sions challenged in order to arrive at the best determination of
what information should be disseminated to physicians and their
patients.

The increasing rate of clinical depression in children is a serious
public health issue. Children diagnosed with depression are clearly
at an increased risk for suicidal thoughts and behaviors. Each year,
more than 500,000 children and adolescents attempt suicide, and
approximately 2,000 young people die as a result of suicide.

I had the opportunity to discuss the link between SSRI use and
the possible increase in suicidal thoughts and behavior with a pedi-
atric physiatrist in Maine. He said that there is a solid agreement
among physicians that they need better clinical data on the side ef-
fects of anti-depressants and not just studies financed by the drug
manufacturers.

He also stressed that physicians need to have a variety of drugs
available to them in order to make the best choice for their pa-
tients. Research indicates that between 30 and 40 percent of chil-
dren and adolescents with depression will not respond to the first
medication. The debate surrounding this issue clearly indicates a
need for greater post-marketing studies on prescription drugs.

I am interested in learning from Dr. Temple about the recent
recommendations of the Psychopharmacologic Drugs and Pediatric
Advisory Committee, including the suggestion of requiring the
black box warning on all anti-depressant drugs, indicating an in-
creased risk for suicidality in pediatric patients.

Certain drugs prescribed to children can be ineffective or dan-
gerous. It is FDA’s responsibility to investigate the risks associated
with prescription drug use in order to protect the safety of our Na-
tion’s children. FDA has a critical role in ensuring that doctors and
consumers receive balanced information.

I look forward to hearing the testimony of all of you on this very
important topic. Mr. Chairman, I yield back the balance of my
time.

Chairman BARTON. Thank the distinguished member for that
statement.

Does the gentleman from New Hampshire wish to—Okay. Does
the gentleman from California, Congressman Waxman, wish to
make an opening statement? Mr. Stupak is not a member of the
subcommittee.

Mr. WaxMAN. Thank you very much, Mr. Chairman. I want to
commend you for holding this hearing. I am pleased with the bipar-
tisan way the committee has operated, and this is an important
issue, the question of anti-depressant use in children.
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The issue has a lot of different implications. Certainly, we ought
to learn how FDA oversees the safety and effectiveness of drugs,
both in the approval process and after the approval process when
drugs are used for an off-label use, and especially when we are
talking about children.

The issue also has implications for how the pharmaceutical in-
dustry shares data on its products with the public, and especially
the medical community.

The subcommittee’s investigations have revealed that all too
often the drug industry has concealed data from physicians and pa-
tients. In the case of anti-depressants, the data that was concealed
would have shown that the drugs failed to work in children.

Concealing these negative results had very serious consequences.
It now appears that many children taking these potentially ineffec-
tive drugs were put at an unnecessary risk, because the drugs they
were given may have actually increased the likelihood that they
might commit suicide.

Today the FDA is going to respond to allegations that the agency
failed to act quickly enough when the risk of suicide as first
brought to light. I am very interested in hearing what they have
to say, and hearing their responses.

In the weeks and months to come, I hope that the subcommittee
will continue to examine the broader issue of how information
about pharmaceuticals is made in general, so that we can better
protect patients from serious drug risks in the future. I think FDA
has a lot to answer to today, and I am pleased that we have them
here and under oath, so that the questions may be asked of them
and that we can pursue the matter fully.

I am disturbed to hear that perhaps they had not given the com-
mittee all the information that has been requested. I have very lit-
tle patience, and I know the chairman feels this way as well, that
when we request information from any government agency in order
to do our job of oversight—and it is an important constitutional
function to do that job—we need to given all the information that
is requested so that we can make a better evaluation of the matter
before us.

So I commend you, Mr. Chairman, again for holding these hear-
ings, and I look forward to the testimony today and working with
the members of this committee to figure out what actions we need
to take thereafter.

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

PREPARED STATEMENT OF HON. HENRY A. WAXMAN, A REPRESENTATIVE IN CONGRESS
FROM THE STATE OF CALIFORNIA

I’d like to thank the Subcommittee for holding this series of hearings on anti-de-
pressant use in children. This is an extremely important issue, which has implica-
tions for how the FDA oversees the safety and effectiveness of drugs. The issue also
has implications for how the pharmaceutical industry shares data on its products
with the public.

The Subcommittee’s investigations have revealed that all too often the drug indus-
try has concealed data from physicians and patients. In the case of anti-depressants,
the data that was concealed would have shown that the drugs failed to work in chil-
dren. Concealing these negative results had very serious consequences. It now ap-
pears that many children taking these potentially ineffective drugs were put at un-
necessary risk, because the drugs that they were given may have actually increased
the likelihood that they might commit suicide.
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Today, the FDA will respond to allegations that the agency failed to act quickly
enough when the risk of suicide was first brought to light.

I am very interested in learning the response of the FDA to these allegations.

In the weeks and months to come, I hope that the Subcommittee will continue
to examine the broader issue of how information about pharmaceuticals is made
public in general, so that we can better protect patients from serious drug risks in
the future.

Chairman BARTON. We thank the gentleman from California.

The gentleman from New Jersey, Congressman Ferguson, is rec-
ognized for an opening statement.

Mr. FERGUSON. Thank you, Mr. Chairman. I thank you for hold-
ing this important hearing, continuing the committee’s investiga-
tion of adverse effects of anti-depressants in children.

Two weeks ago, we discussed how vital it is that doctors receive
all the latest relevant study data and results so they can make the
most informed decisions possible on the safety of the drugs that
they are prescribing. The drug makers discussed steps that they
are taking to make their trials available to doctors so they can
have all the information they need to confidently prescribe medi-
cines to patients.

I commend the work of the committee and, most importantly, the
parents of children who have suffered unspeakable pain because of
the adverse reactions to some of these anti-depressants.

In the last hearing 2 weeks ago, I spoke about a constituent and
friend of mine, Lisa Van Sickel. Lisa is here with us again today.
I spoke about Lisa and her daughter, Michelle, as well as other
constituents of mine who have suffered in this way. Lisa, as I say,
is with us again here today.

I am told that Michelle, who is away at college, will be watching
via the committee’s webcast today. If that is the case, hello,
Michelle.

Since our last hearing, there have been developments from the
FDA regarding their recommendations for doctors prescribing anti-
depressants to children. Last week the FDA’s Psycho-
pharmacological Drugs and Pediatric Advisory Committees met
and made their recommendations on the prescribing of anti-depres-
sants to children.

I am interested to hear today what the panel has to say about
the recommendations and whether or not the FDA plans on fully
implementing the Advisory Committee’s recommendations, but also
of particular interest is the path that the FDA took to come to the
conclusions that they have decided upon.

I look forward to hearing the testimony of Dr. Mosholder today,
and then the testimony of the second panel about how we have ar-
rived at the point that we are at now.

Question: Why was Dr. Mosholder’s work not presented to the
FDA’s February 2004 advisory committee, and when did the
Neuropharm Division first become aware of an increase in psy-
chiatric adverse events occurring in pediatric randomized con-
trolled trials of anti-depressants as compared with the adult popu-
lation?

My constituents and I and members of this panel are looking for-
ward to hearing the answers to these and a number of other ques-
tions from today’s panels of witnesses.
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Thank you again, Mr. Chairman, for holding this hearing, and I
yield back.

Chairman BARTON. Thank the gentleman from New Jersey. The
gentlelady from Illinois, Ms. Schakowsky, is recognized for an open-
ing statement.

Ms. SCHAKOWSKY. Thank you, Chairman Barton, for recognizing
me for the purpose of making an opening statement and for agree-
ing to hear the opening statement of a Member of Congress not on
this subcommittee, Mr. Stupak. I hope that the tradition of opening
statements will continue going forward.

I look forward to hearing the testimony of the members of the
panel who took part in reviewing the safety of anti-depressants in
children over the past 1% years. We need to get some straight-
forward answers as to why specific concerns regarding the safety
of those medications were kept not just from the public and from
the medical community, but from the Advisory Committee whose
job it is to advise the FDA on these issues.

The process of reviewing the safety and efficacy of medications
is complex. What is not complex is that the findings of someone
who is charged at taxpayers’ expense with the review should not
be hidden from sight. This is a particular concern when we talk
about the health and safety of our children.

I would like to hear an explanation today as to why, after spend-
ing months examining the connection between anti-depressant use
in children and increased suicidal ideation at the request of his su-
periors, an FDA medical examiner would be prevented by those
same superiors from presenting his conclusions to the FDA’s Advi-
sory Committee.

I find this apparent suppression of information appalling, par-
ticularly when it serves to hide information that could have a sig-
nificant impact on how medications are used by children.

In order for an advisory committee to come up with well-in-
formed and accurate recommendations, it is absolutely crucial that
they are provided with the most comprehensive, up-to-date and ac-
curate information available. When this does not happen and the
committee is prevented from hearing the conclusions of those who
actually conducted the reviews, the recommendations of the com-
mittee inevitably will fail to reflect the best interests of children
and their families. This not only leads to continued misuse of medi-
cations by misinformed parents and physicians, it results in a seri-
ous breach of trust of the FDA in its role of protecting the public
from unsafe foods and medications.

There already exists a great deal of misunderstanding and mis-
trust within our society regarding the diagnosis and treatment of
mental health disorders. Incidents such as these only serve to add
fuel to the fire and increase the anger and frustration on all sides.

Over the past weeks, we have heard from many mental health
professionals and parents who are convinced that these medica-
tions can be effective in the treatment of major depression in their
children if they are used in an appropriate manner and under the
right circumstances. Many parents are also very concerned about
the possible negative impact of these drugs on their children. All
of them, however, deserve to know that the decisions about these
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drugs are based on a full, fair and independent analysis, and that
critical information has not been denied them. Thank you.

Chairman BARTON. The Chair would now recognize the distin-
guished member of the full committee, Congressman Stupak of
Michigan, for an opening statement.

Mr. StupAK. Thank you, Mr. Chairman, and thank you once
again for allowing me to take part in this series of hearings con-
cerning the safety and effectiveness of anti-depressants used by
children.

Two weeks ago, this committee heard the FDA repeatedly claim
the jury was still out about the safety of anti-depressants. Just 4
days later before an advisory committee in Bethesda, the FDA fi-
nally admitted what they had known for a year: There is an in-
creased risk of suicidal thoughts and behavior in children who take
anti-depressants.

I am appalled but, frankly, not surprised by the systematic ef-
forts of the FDA to suppress information that could have prevented
the senseless deaths of too many children.

I believe these anti-depressants should be banned until the jury
comes back with proof that they are safe and that they work. They
are not effective to treat depression. Increased risk, no matter how
large or small, is still an increased risk for suicidal behavior.

The American people have a right to demand the FDA to look out
for their interests and not the interests of the drug companies.
When safety is questioned, FDA should err on the side of caution.

The tragedies experienced by the families in the audience today
may have been prevented. The jury is no longer out. Congress at
a minimum should demand that the FDA to immediately and com-
pletely implement all the Advisory Committee recommendations
made last week. Those recommendations included warnings on all
anti-depressants, black box labeling, and easy to understand warn-
ings on the packaging where parents and patients can see it.

What many here may not realize is the FDA is under no obliga-
tion to implement those recommendations. There are many in-
stances when the FDA has ignored or scaled back Advisory Com-
mittee recommendations, caving to drug company pressure.

I know from my own experience that the FDA has repeatedly ig-
nored for the past 4 years advisory committee recommendations
concerning the acne drug, Accutane. I am particularly concerned
the FDA might back away from the recommendation of package la-
beling that parents and patients can see and understand. The FDA
should require that information about the safety and efficacy of
these drugs be dispensed with every prescription and on the pack-
age labeling.

The FDA should also require parents to sign an informed consent
before treatment can begin. The FDA cannot ignore these rec-
ommendations like they ignored Dr. Mosholder’s analysis. They
can’t drag their feet on implementing the recommendations as they
dragged their feet on posting these studies on their website.

Congress and the American people have had enough of the
stonewalling and excuse making. It is time to take action. Let’s be
clear. Package labeling is the least the drug companies can do.

In 1997 Congress passed a law beginning a system where the
drug companies get patent extensions worth billions of dollars to
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study these drugs in children. Children, the most vulnerable mem-
bers of our society, are the only group that we grant patent exten-
sions to drug companies in exchange for studies.

We don’t grant patent extensions to drug companies to study the
effect of drugs in women. We just demand it, and the drug compa-
nies do it. We don’t grant patent extensions worth billions of dol-
lars to drug companies to study drugs in minorities. We just de-
mand it, and drug companies do it.

Patents are extended once pediatric studies are turned in to the
FDA. There is no requirement that the studies were actually well
done or actually show whether the drug worked or was safe, and
there is no requirement that the packaging label on these drugs
are actually changed before the patent extension is granted.

At the very least, parents should get the facts in exchange for
these billions in profits. It is clear today that they are not.

Mr. Chairman, thank you again for calling these hearings and
for your leadership on this issue. This hearing illustrates a larger
problem at the FDA where too often drug companies trump parents
where medical evidence is suppressed and where expert opinion is
silenced, and it illustrates that our system to study the effects of
drugs on children is broken.

It is a system that gives billions of dollars to drug companies and
asks little in return. The FDA is failing to live up to its responsi-
bility to the American people.

I yield back the balance of my time.

Chairman BARTON. We thank the distinguished gentleman from
Michigan.

The Chair would now recognize the gentleman from Florida for
an opening statement, Mr. Stearns.

Mr. STEARNS. And good morning and thank you, Mr. Chairman,
for holding this hearing.

I think, as Mr. Stupak and others who are parents of children
are very much interested in this, 2 weeks ago we explored the
measures to make the results of clinical drug trials more accessible
to doctors and parents, and I think that goes without saying.

You know, in our society today there seems to be a pill for every-
thing that ails you and, of course, this is especially true for depres-
sion where millions of American children are being prescribed anti-
depressants. It is probably unquestionable that anti-depressants
have improved the quality of life for many children and their fami-
lies, and may have even saved some lives. But for years now, we
have heard anecdotal evidence that some of these same anti-de-
pressants increase suicidal behavior in some children.

Lately, the evidence has become less anecdotal and more and
more compelling. In March 2004 the FDA issued a warning that 10
popular anti-depressants can cause deeper depression, agitation,
and other forms of violent behavior, including suicide.

A month later, it was reported that the number of American chil-
dren being treated with anti-depressants has soared over the past
decades—it has been in all the press—even though the vast major-
ity of clinical trials have failed to prove that the medicines even
help—even help children at all.

Now we have also heard that the agency’s own drug safety ana-
lyst found a link between some anti-depressants and suicidal be-
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havior in children. Yet, my colleagues, these findings were sup-
pressed, and his analysis deemed unreliable.

Finally, a recent FDA commission study by Columbia University
researchers have confirmed the adverse results, and we are forced
to admit finally the truth that there is indeed an increase in sui-
cide and suicidal thoughts and behavior for some children who are
prescribed certain anti-depressants.

Mr. Chairman, the FDA is responsible for protecting the public
health by assuring the safety and efficacy of these prescription
drugs. We all know that. The widespread use of these anti-depres-
sants should provide even more incentive for this FDA to fulfill its
stated mission. At the very least, the drugs in question should con-
tain strong warning labels to help physicians and parents evaluate
the risks.

So truly, all of us here hope that this hearing will help us get
to the bottom of these disturbing findings and that we will have a
chance to fully explore the findings with the panel.

So I look forward to this hearing and to learning more about the
FDA’s role in making sure anti-depressants used by children are
safe and do what they are supposed to do.

Thank you, Mr. Chairman.

Chairman BARTON. We thank the distinguished gentleman from
Florida for his opening statement. Seeing no other members of the
subcommittee on either side of the aisle present, the Chair would
ask unanimous consent that all members of the subcommittee not
present have the requisite number of days to put their formal open-
ing statement in the record. hearing no objection, so ordered.

[Additional statement submitted for the record follows:]

PREPARED STATEMENT OF HON. EDWARD J. MARKEY, A REPRESENTATIVE IN
CONGRESS FROM THE STATE OF MASSACHUSETTS

Thank you Mr. Chairman for calling this important hearing.

As we continue the Subcommittee’s examination of how the FDA and the pharma-
ceutical industry evaluated, reported, and responded to data linking certain anti-de-
pressants to an increased risk of suicide in children and adolescents, I think it is
important to recognize that these drugs have played a very positive role in expand-
ing the treatment options for so many people around the country who have been
struggling with depression. For them and their families, anti-depressant medica-
tions have been a real life line.

However, we have learned that until very recently we did not have the whole
truth about the impact of these drugs on our children. Today’s hearing will help the
Subcommittee understand how this could have occurred.

Based on what I have heard and read so far, it seems to me that our current sys-
tem for informing the public about potential risks associated may be broken. It
failed to inform the public about potential risks of anti-depressants at two points.
The first failure was when the pharmaceutical companies did not disclose the nega-
tive results of their clinical trials. Congressman Waxman and I will soon introduce
legislation to address this issue. We are proposing the creation of a federal registry
of clinical trials. This will ensure that companies cannot pick and choose what infor-
mation they want to share with the public.

The second failure was when the pharmaceutical companies told the FDA about
negative trials, the FDA did not move quickly and aggressively to fulfill its role as
the watchdog for public health. After conducting their own study and confirming the
risk, the Agency hesitated, suppressed their own data and left the public in the dark
for months. Meanwhile, regulators in Great Britain were already taking action to
protect their citizens from the same risks revealed by the data.

The public absolutely needs to know about the risks associated with the drugs
that they are taking. Even if Dr. Mosholder’s conclusions were wrong (which does
not appear to be the case) it was completely inappropriate for the FDA to suppress
his findings. Instead, the he should have been allowed presented his findings and



21

conclusions to the FDA’s Advisory Committee and allowed the experts to evaluate
the data, question the study and have a complete discussion of the available infor-
mation. Instead the FDA hid the data, got embarrassed when the public found out
about their actions from the press, and initiated an internal criminal investigation
that appears aimed at scaring its own employees into silence.

Today we are going to examine the nature of the FDA’s failure. The FDA plays
a critical role in protecting the public health so I am very concerned about the main-
taining the integrity of the FDA process. It is my hope that in the future the FDA
will provide a fair, thorough evaluation of the risks associated with drugs and
promptly inform the public of those conclusions in a timely fashion. I am looking
forward to hearing what steps the FDA is taking to restore the public’s trust. I look
forward to hearing the testimony of today’s witnesses.

Chairman BARTON. The Chair would now call forward our first
witness, the distinguished representative from the Food and Drug
Administration, Dr. Andrew Mosholder. Would you please come for-
ward and be seated.

Welcome, Dr. Mosholder. You are aware that the committee has
the tradition of taking all testimony under oath. Do you object to
testifying under oath?

Mr. MOSHOLDER. Thank you. As a member of the Religious Soci-
ety of Friends or Quakers, I would prefer to affirm rather than
swear.

Chairman BARTON. We have the oath so that you can affirm
rather than swear. But you don’t oppose to affirming under oath?

Mr. MOSHOLDER. That is correct.

Chairman BARTON. Thank you. You also have the right as a cit-
izen of the United States of America under the Constitution of our
great Nation to be advised by counsel during your testimony. Do
you wish to be so advised during your testimony?

Mr. MOSHOLDER. No, I do not.

Chairman BARTON. Would you please stand and raise your right
hand.

[Witness sworn.]

Chairman BARTON. Be seated. Dr. Mosholder, we welcome you to
the subcommittee. Your testimony in its entirety is in the record.
We would recognize you for 7 minutes to elaborate on that formal
testimony.

TESTIMONY OF ANDREW D. MOSHOLDER, FOOD AND DRUG
ADMINISTRATION

Mr. MosHOLDER. Thank you. I have a brief oral statement which
I can read now.

Mr. Chairman and members of the subcommittee, I am Dr. An-
drew Mosholder, a medical officer in the Office of Drug Safety at
FDA’s Center for Drug Evaluation and Research. My statement
will briefly summarize my role in FDA’s review of suicidality in pe-
diatric anti-depressant drug trials.

Before joining the Office of Drug Safety, or ODS, I was medical
officer in the Division of Neuropharmacological Drug Products,
DNDP, where I reviewed a number of submissions of pediatric data
for anti-depressant drugs, including Paxil. In my review of the
Paxil pediatric data, I noted that some of the clinical trial adverse
events classified as emotional ability involved suicidal behavior or
ideation.

So DNDP requested clarification from the manufacturer,
GlaxoSmithKline. In May 2003, GlaxoSmithKline provided new
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analyses showing an increase in suicidal thoughts and behaviors
with paroxetine compared to placebo. Dr. Russell Katz, the Director
of DNDP, requested my assistance in the evaluation of these data,
and my managers in ODS agreed.

In July, DNDP asked the sponsors of other anti-depressant drugs
to reproduce GlaxoSmithKline’s analysis of suicidal events for Paxil
by applying the same method to their own pediatric trial data

ases.

By September 2003, I had completed an analysis of the
paroxetine data and a preliminary analysis of pediatric data on
seven other anti-depressant drugs. I presented these analyses at a
briefing for CDER management September 16, 2003.

DNDP forward responses from the other manufacturers to me for
review. I completed the first written draft of my report in Decem-
ber 2003. DNDP apparently was reaching a conclusion that these
data were not adequate for definitive analysis. DNDP requested
additional data from each sponsor, and also arranged for the pos-
sible suicidal events in these trials to be reclassified by outside ex-
perts.

On December 18, 2003, at a planning session for the February
2 Advisory Committee meeting on this issue, I shared a proposed
outline of my Advisory Committee presentation. I noted that suici-
dal events designated as serious in pediatric clinical trials for
major depressive disorder were 1.9 times more frequent with anti-
depressant drug treatment than with placebo, and that this was
statistically significant. There was some discussion of the pros and
cons of my analysis.

On January 6, Dr. Katz informed me by telephone that someone
else would present the clinical trial data at the February 2 meet-
ing, since I had a different view of the data from that of DNDP.

News of my analysis and the fact that it would not be presented
at the February 2 AC meeting reached Mr. Rob Waters, a reporter
for the San Francisco Chronicle. The Chronicle ran the story on
February 1, 1 day prior to the AC meeting.

On February 18, I completed my written report. In it I rec-
ommended discouraging off-label pediatric use of the anti-depres-
sant drugs. When my report received supervisory signoff March 19,
Dr. Mary Willy concurred, and Doctors Anne Trontell and Mark
Avigan attached cover memoranda indicating their areas of dis-
agreement.

On March 3, 2004, two special agents from the FDA Office of In-
ternal Affairs interviewed me regarding the disclosure of my find-
ings in the February 1 San Francisco Chronicle article. I later pro-
vided the Office of Internal Affairs with a written statement about
the matter. I indicated that I was not the source of the disclosure.

On March 22, FDA issued a public health advisory stating in
part, “health care providers should carefully monitor patients re-
ceiving anti-depressants for possible worsening of depression or
suicidality.”

In mid-July Dr. Tarek Hammad of DNDP shared the results of
his analysis of the clinical trial events as reclassified by a panel of
suicide experts convened by Columbia University. The new analysis
confirmed the previous finding: Definitive suicidal behaviors and
ideation in short term pediatric trials were 1.8 times more frequent
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with anti-depressant drug treatment compared to placebo, and this
was statistically significant.

Shortly thereafter, data from a new study of paroxetine, the
treatment of adolescent depression study or TADS, became avail-
able. The TADS data indicated a therapeutic effect of fluoxetine,
but also showed an excess of suicidal events among those receiving
fluoxetine compared to patients who received placebo, which was a
new finding for fluoxetine.

On September 13 and 14, FDA held an AC meeting to consider
this issue. I was among the presenters, and I provided a compari-
son of my analysis to the current analysis. The Advisory Com-
mittee members voted 15 to 8 in favor of a boxed warning to the
labeling of anti-depressant drugs.

Thank you.

[The prepared statement of Andrew D. Mosholder follows:]

PREPARED STATEMENT OF ANDREW D. MOSHOLDER, MEDICAL OFFICER, OFFICE OF
DRUG SAFETY, U.S. FOOD AND DRUG ADMINISTRATION

Mr. Chairman and Members of the Subcommittee: I, Andrew D. Mosholder, am
a licensed physician and board certified in child and adolescent psychiatry. I ob-
tained my medical degree from the University of Virginia. I also have a Master of
Public Health degree from Johns Hopkins University.

I am currently employed by the U.S. Food and Drug Administration and have
been so employed since 1992. During my employment, I have been a medical officer
with the Center for Drug Evaluation and Research (CDER) for twelve years. For
about the past 20 months, I have worked as an epidemiologist in the Division of
Drug Risk Evaluation, Office of Drug Safety (ODS). Prior to that, I was a medical
officer in CDER’s Division of Neuropharmacological Drug Products (DNDP) for over
10 years.

In this statement, I will briefly summarize my role in FDA’s review of pediatric
use of antidepressant drugs, with particular attention to recent concerns about the
effects of these drugs on suicidal thoughts and behaviors in children and adoles-
cents.

As a medical officer in DNDP, I reviewed a number of submissions of pediatric
data for antidepressant drugs, including pediatric data submitted for Paxil
(paroxetine), manufactured by GlaxoSmithKline. In my review of the Paxil pediatric
supplement, I noted that a number of clinical trial adverse events designated as
“emotional lability” involved suicidal behavior or ideation. Accordingly, DNDP re-
quested clarification regarding such behavioral adverse events from
GlaxoSmithKline. In May of 2003, after I had transferred to ODS, DNDP received
new data analyses from the manufacturer, indicating an increase in suicidal
thoughts and behaviors with paroxetine compared to placebo in pediatric clinical
trials. A consultation request from DNDP to ODS signed June 6, 2003 by Dr. Rus-
sell Katz stated: “Since the original review of the Paxil supplement, as well as the
reviews of most other pediatric supplements for SSRIs, was done by Andrew
Mosholder, M.D,...we ask that this consult be assigned to him. We seek his advice
on further analysis and interpretation of the Paxil results, as well as more general
advice on what might be done to re-evaluate the risk of suicidality in the pediatric
databases for other SSRIs...”

My managers in ODS agreed to Dr. Katz’s request and assigned me to this con-
sultation on June 9, 2003. To determine whether the apparent increase in suicidal
events applies to pediatric use of other antidepressant drugs as well, I started to
review FDA’s pediatric data for other antidepressant drugs. DNDP ultimately de-
cided that the best way to proceed would be to ask the sponsors of other
antidepressant drugs to reproduce GlaxoSmithKline’s analysis of suicidal events for
Paxil, with each sponsor applying the same method to their own pediatric trial data-
bases. In July of 2003, DNDP sent requests for such analyses to other
antidepressant drug sponsors.

By September of 2003, I had completed an analysis of the paroxetine data and
a preliminary analysis of pediatric data on seven other antidepressant drugs. At the
request of management, I presented these analyses at a CDER Regulatory Briefing
for upper level management on September 16, 2003. During the briefing, I pre-
sented the paroxetine pediatric data, along with preliminary findings for other
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antidepressant drugs. As noted in the briefing minutes, there was discussion about
the clinical significance of some of the events in the analysis: “We need to get a bet-
ter sense of what the events from these studies really are, i.e., are they legitimate,
suicide-associated thoughts/actions or self-mutilation acts that are becoming increas-
ingly common in the adolescent population today and are not generally associated
with a sincere intent to die.”

The Federal Register on October 31, 2003 contained this announcement to the
public regarding an Advisory Committee meeting scheduled for February 2, 2004:
“The Psychopharmacologic Drugs Advisory Committee and the Pediatric Sub-
committee of the Anti-Infective Drugs Advisory Committee will discuss reports of
the occurrence of suicidality (both suicidal ideation and suicide attempts) in clinical
trials for various antidepressant drugs in pediatric patients with major depressive
disorder (MDD). The committee will consider optimal approaches to the analysis of
data from these trials, and the results of analyses conducted to date, with regard
to the question of what regulatory action may be needed pertinent to the clinical
use of these products in pediatric patients. The committee will also consider further
research needs to address questions on this topic.”

As DNDP received responses from the other manufacturers to the July informa-
tion requests, those responses were forwarded to me for review. I then worked on
my analysis of these responses over the next couple of months and completed the
first written draft of my results in December of 2003.

DNDP apparently was reaching a conclusion that the responses from the sponsors
to the July requests were not going to be adequate for a definitive analysis. In Octo-
ber of 2003, DNDP sent requests to the manufacturers asking for patient level data
sets, to permit a more sophisticated statistical analysis than what I could accom-
plish using only the responses to the July requests. DNDP also decided that all of
the possible suicidal events in these trials should be reclassified by outside experts
in suicidology.

On December 10, 2003, the U.K.’s Medicines and Healthcare products Regulatory
Agency issued their statement, “Use of Selective Serotonin Reuptake Inhibitors
(SSRIs) in children and adolescents with major depressive disorder (MDD)—only
fluoxetine (Prozac) shown to have a favourable balance of risks and benefits for the
treatment of MDD in the under 18s.”

On December 18, 2003, we held one of our planning meetings for the February
2 Advisory Committee (AC) meeting. A draft agenda distributed for the December
18 planning meeting included a 45-minute presentation by me entitled, “Limited
Overview of Paxil Controlled Trials and Controlled Trials of Other Antidepressants.”
At that meeting, I shared a proposed outline of my presentation, which included my
finding that suicidal events designated as “serious” in pediatric clinical trials for
major depressive disorder were 1.9 times more frequent with antidepressant drug
treatment than with placebo, and that this was statistically significant. I recall
some discussion of the pros and cons of my analysis.

On January 6, 2004, Dr. Katz sent me an email asking to speak with me by phone
regarding my presentation at the February 2 AC meeting. In our subsequent tele-
phone conversation on that date, he told me that someone else would present the
clinical trial data at the February 2 AC meeting since I had reached a different view
of the clinical trial data from that of DNDP. On January 7, 2004, I sent an email
to the team members planning the February 2 meeting, confirming that I would not
be giving the presentation as originally planned and attaching a draft of my slides
for their use and interest.

On January 12, 2004, the Agency issued a Federal Register notice with a revised
agenda for the February 2 meeting. The notice stated, “The committee will not be
considering options for definitive regulatory action at this meeting because defini-
tive analyses of the data have not been completed. This topic will be covered in a
second meeting to be scheduled by summer 2004.”

News of my analysis, and the fact that the findings would not be presented at
the February 2 AC meeting, reached Mr. Rob Waters, a reporter for the San Fran-
cisco Chronicle. I was not the source of this information, however, and in the course
of a number of contacts from Mr. Waters I did not disclose to him any confidential
information. Nonetheless, his story about this matter ran on February 1, 2004 in
the San Francisco Chronicle, one day prior to the AC meeting.

At the February 2, 2004 AC meeting, I delivered a presentation entitled, “Office
of Drug Safety Data Resources for the Study of Suicidal Events Associated with Pe-
diatric Use of Antidepressants.” This presentation emphasized postmarketing sur-
veillance (MedWatch) data regarding suicidal events with pediatric use of
antidepressants, but it did not include findings from my analysis of the pediatric
clinical trial data. Dr. Anne Trontell, the Deputy Director of ODS, instructed me to
prepare brief remarks regarding my analysis of the pediatric clinical trial data, to
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be used if any members of the Advisory Committee inquired about it. No AC mem-
bers asked any questions about this, however, and so I did not deliver the brief re-
marks that I had prepared.

Subsequent to the February 2 AC meeting, I completed my written consultation
memorandum regarding suicidality in pediatric clinical trials of antidepressants,
dated February 18, 2004. In it, I recommended discouraging off-label pediatric use
of antidepressant drugs, chiefly because the one drug that appeared to have the
least risk of suicidal adverse events from the data available at that time was also
the only drug to have won approval for pediatric depression, i.e., fluoxetine. I had
extensive discussions with my management in ODS regarding my findings and their
interpretation, and when my report received final supervisory sign-off on March 19,
Dr. Mary Willy concurred, while Drs. Anne Trontell and Mark Avigan wrote sepa-
rate cover memoranda indicating their areas of disagreement. That essentially
ended my involvement with this project until mid-July when the results of the Co-
lumbia University reclassification analysis became available.

On March 3, 2004, two Special Agents from the FDA Office of Internal Affairs
interviewed me regarding the disclosure of my findings in the February 1 San Fran-
cisco Chronicle article. I was also asked to produce a written statement regarding
this matter for the Office of Internal Affairs, and in that statement I indicated that
I was not the source of the disclosure.

On March 22, 2004, FDA issued a public health advisory which included the fol-
lowing statement: “Health care providers should carefully monitor patients receiving
antidepressants for possible worsening of depression or suicidality, especially at the
beginning of therapy or when the dose either increases or decreases. Although FDA
has not concluded that these drugs cause worsening depression or suicidality, health
care providers should be aware that worsening of symptoms could be due to the un-
derlying disease or might be a result of drug therapy.”

During the spring and summer of this year, I had several meetings with inves-
tigative staff of this Committee and of the Senate Finance Committee, as part of
each committee’s examination of this issue. FDA’s written response to this Com-
mittee, dated April 14, 2004, summarized the rationale for withholding the results
of my analysis at the February 2 AC meeting as follows: “...given the Agency’s con-
cerns regarding the limitations of the data and the plans to pursue case reclassifica-
tion and more in-depth analyses, CDER decided that having Dr. Mosholder present
his conclusion to the Advisory Committee, with the appearance that it was an Agen-
cy determination, would be potentially harmful to the public health as it might lead
patients who were actually benefiting from the use of these drugs to inappropriately
discontinue therapy.”

My next involvement with the analysis of the clinical trial data came in mid-July,
when Dr. Tarek Hammad was completing the DNDP analyses of suicidal adverse
events as reclassified by a panel of suicide experts convened by Columbia Univer-
sity. The reclassification of potential suicidal events by the panel of experts had ap-
parently confirmed the finding; definitive suicidal behaviors and ideation in short-
term pediatric trials were 1.8 times more frequent with antidepressant drug treat-
ment compared to placebo, and this was statistically significant. I was asked by my
management to work with Dr. Hammad to prepare a comparison of his analysis to
my previous analysis. We both participated in an August 9 briefing for CDER man-
agement on this issue, during which I presented such a comparison.

Subsequently I prepared a memorandum summarizing this comparison, along
with some additional supplemental topics, and this memorandum received super-
visory sign-off August 16.

Shortly after this, Dr. Hammad obtained data from a new study of fluoxetine
(Prozac), called the Treatment of Adolescent Depression Study (TADS). The TADS
data indicated a therapeutic effect of fluoxetine, as seen in the previous fluoxetine
pediatric depression trials, but TADS also showed an excess of suicidal events
among those receiving fluoxetine compared to patients who received placebo. The
latter was a new finding, since there did not appear to be such an excess in previous
fluoxetine trials.

On September 13 and 14, FDA held an AC meeting to consider this issue. The
consult document signed March 19 and the follow-up memorandum dated August
16 were both included in the briefing materials for the AC meeting, and in fact FDA
posted these documents on its web site several weeks in advance of the meeting.
At the first day of the AC meeting, I was among the presenters and provided a com-
parison of my previous analysis to the current analysis, this time including the new
findings from the TADS data, which were not included in the August 16 memo-
randum. The following day, the AC members voted 15-8 in favor of a boxed warning
for the labeling of antidepressant drugs, to note the observed increase in suicidal



26

behavior and ideation among pediatric patients treated with antidepressant drugs
in clinical trials.

Chairman BARTON. Thank you, Dr. Mosholder.

The Chair would recognize himself for the first series of ques-
tions, and we will set the clock at 10 minutes.

Before I ask questions, I want to commend you for your work on
behalf of the American people. I want to thank you for your perse-
verance. I want to applaud you for insisting on honesty and integ-
rity in the review process. My guess is it has not been easy. So on
behalf of at least this subcommittee and the full committee, and I
would think I can say on behalf of the American people, just let me
say thank you. We appreciate you being here today.

Mr. MOSHOLDER. Thank you very much.

Chairman BARTON. My first question to you is: Do you feel that
you have been pressured in any way at the FDA to suppress or
change your conclusions regarding your consult or consults—I
think there were two of them—with regard to the efficacy of anti-
depressant drugs being prescribed off-label for children in this
country?

Mr. MosHOLDER. With regard to efficacy, not per se, but as far
as the suicidality issue, at the time of finalizing the March consult
document I had considerable discussion with my managers in the
Office of Drug Safety about my interpretation of the data and the
recommendation, and at one point alternative conclusions were of-
fered to me which I declined to incorporate into my written docu-
ment. Accordingly, we had the document finalized with cover
memoranda which in our system indicated disagreement between
the manager signing the document and the original author of the
document.

Chairman BARTON. Okay. What are your thoughts on why you
were refused to participate in the February 2004 Advisory meeting?

Mr. MoSHOLDER. Well, I would describe that as lack of con-
fidence in the data and the meaning of the data on the part of
those who made the decision to remove my presentation from the
agenda. My understanding is that that lack of confidence centered
around concern about whether the cases that I had counted in my
analysis were really bona fide suicidal events or were perhaps
events that were more clinically trivial or not meaningful.

Chairman BARTON. My understanding is that you are a medical
doctor, an M.D. Is that correct?

Mr. MOSHOLDER. Yes, that is correct.

Chairman BARTON. And it is pediatric psychiatry. Is that correct?

Mr. MOSHOLDER. Child and adolescent psychiatry. Yes.

Chairman BARTON. Okay. So you feel that you are qualified—Dbe-
cause of your medical training and your background, you are pro-
fessionally qualified in the medical field to make some of the judg-
ments and decisions that you had to make in the analysis of this
data. Nobody has questioned your credentials. Is that correct?

Mr. MOSHOLDER. Not as far as my clinical background, no.

Chairman BARTON. So there was no—It is not one of the reasons
you were not allowed to participate in the February Advisory, be-
cause somebody questioned your credentials or anything like that?

Mr. MOSHOLDER. Not to my knowledge.
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Chairman BARTON. Okay. Do you agree with the British decision
to prohibit the use of these anti-depressant drugs in children?

Mr. MoSHOLDER. Well, my comment there is—well, of course, in
the sequence of events, that came shortly before I was completing
my own report, and I am sure it had some influence on my think-
ing.

A close reading of the British contraindication actually would
suggest that, under certain circumstances, physicians might choose
to use the drugs for children. So that the term contraindication
?eans something a bit different on either side of the Atlantic per-

aps.

In the U.S. a contraindication basically means never, that the
risk is never justified. So that I did support the British action with
the understanding that their term contraindication is not an abso-
lute and recognizing the fact that there might be selected cir-
gumstances where a clinician and patient might choose to use the

rug.

Chairman BARTON. This is a personal question. You don’t have
to answer it if you don’t want to. Do you have children?

Mr. MOSHOLDER. I have one step-son who is married, grown and
married.

Chairman BARTON. If you did have young children, would you
prescribe these anti-depressant drugs for them if they exhibited
some of the symptoms of depression and suicidality?

Mr. MOSHOLDER. Well, my own opinion would be that, based on
the evidence we have, the so called evidence based approach to
clinical practice would be that fluoxetine appears to have the best
data for depression as far as its efficacy.

We now have data that indicate, even with fluoxetine, there
could be an increase in the suicidal events. So that that would have
to be weighed, the risk and the benefit. So I would think that
fluoxetine would sort of emerge as the default choice among the
drugs for depression. But even there, it would have to be with care-
ful attention to the potential risks.

Chairman BARTON. So I take that, if you personally had a child,
what I heard you say is the best of a bad choice is this fluoxetine,
but you really didn’t say whether you would recommend that it be
prescribed or not.

Mr. MOSHOLDER. Well, in certain circumstances—I think my
view of the data that we have now is that we should think more
carefully about the place of medication in the broader treatment of
juvenile depression. And just again on a personal note, I trained
long enough ago in psychiatry where we did not have Prozac or any
of the other SSRIs, and in those days using medication was some-
thing that was not necessarily the first choice.

So I would say I would not never use it if it was my child or my
patient, for that matter, but I would do it with careful attention to
all the risks and benefits.

Chairman BARTON. Why do you think that the FDA, in spite of
all these studies and all the evidence and all of the analysis that
you have done, has been so reluctant to withdraw or more firmly
encourage the medical community to stop prescribing these drugs
off-label? Why wouldn’t our FDA, which is viewed as the gold
standard of the world, given the studies that have been done and
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your work—why do you think they haven’t followed the lead of the
British? Why have they continued to, even after last week—you
know, this 51 to 8 decision which has just put a black box warn-
ing—It just seems to me that the cautious, prudent, conservative
approach would be to strongly indicate to the medical prescribing
community that these drugs shouldn’t be used in children.

What has caused this reluctance at the FDA which, in my view,
is quite contrary to their normal procedure, which is to be totally
cautious?

Mr. MOSHOLDER. Well, I'm not sure I can give a complete expla-
nation, but I think, on the other hand, there is some concern with
abandoning the utility of these drugs perhaps to quickly—there’s
concerns about whether the studies which failed to show efficacy,
whether that is due to the drug not being effective or whether the
trial was not done properly, and it is often difficult to tell.

Another limitation is that we don’t have good data on long term
effects of these drugs. All of the studies that I looked at and that
Dr. Hammad looked at were just a matter of several weeks. So
there is also the possibility there could be long term benefits but
short term risks. We just don’t know.

So I think those are the caveats that perhaps the other people
in the agency are looking at.

Chairman BARTON. Well, my time has expired. The Chair recog-
nize the distinguished gentlelady from Colorado, Ms. DeGette, for
10 minutes.

Ms. DEGETTE. Thank you, Mr. Chairman. Dr. Mosholder, you
told the chairman that after you presented your initial findings, al-
ternative conclusions were offered to you. I wonder if you could tell
us what those alternative conclusions were.

Mr. MOSHOLDER. Well, this was, as I recall, an e-mail from Dr.
Trontell, one of my supervisors who wrote a cover memorandum to
the report. As I recall, the difference was whether to take the step
of channeling patients toward fluoxetine, as I said, as sort of a de-
fault choice or

Ms. DEGETTE. That is Prozac, which has been approved for pedi-
atric use.

Mr. MOSHOLDER. Yes, for both depression and obsessive compul-
sive disorder—whether to sort of actively advise people that that
looks like the best choice or to be more cautious and just say sort
of to use the drugs with caution.

Ms. DEGETTE. And they were recommending that you change it
to say just use the drugs with caution?

Mr. MOSHOLDER. That is my recollection, yes.

Ms. DEGETTE. And you said you rejected that. Right?

Mr. MOSHOLDER. Yes, and the reason was I thought we had some
good reasons to sort of point toward fluoxetine as perhaps

Ms. DEGETTE. To take the stronger position, saying this is the
drug that’s been approved for pediatric use, this is what you should
be prescribing. Right?

Mr. MOSHOLDER. Yes.

Ms. DEGETTE. Okay. I want to ask you, Doctor, in layman’s
terms what did you consult reveal about the link between
suicidality and anti-depressants?
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Mr. MOSHOLDER. Well, to put it simply, in the short term studies
events which involved suicidal thoughts or behaviors were almost
twice as frequent among the children and adolescents who received
drug compared to the placebo or sugar pill control.

Ms. DEGETTE. So, basically, what your research showed: Kids are
twice as likely to commit suicide on anti-depressants, at least in
the short term, than on placebo?

Mr. MosSHOLDER. Well, I don’t think I would say suicide, because,
of course, there were no actual suicides. So suicidal thoughts and
behavior.

Ms. DEGETTE. Okay. Thanks. Now did these conclusions apply to
all anti-depressant drugs?

Mr. MOSHOLDER. That is a very good question. That is the con-
clusion from putting all of the studies together. When you break
that apart by individual drug, the numbers become much smaller,
and it is harder to have the same level of confidence that you have
when you combined all the studies, as I did to get that figure.

So—But it is certainly true that in almost all of the drugs that
have been looked at individually, there is at least an excess of such
events with the drug versus the placebo.

Ms. DEGETTE. It would probably be helpful to have additional re-
search, wouldn’t it? More data?

Mr. MOSHOLDER. There is no question about that. Yes.

Ms. DEGETTE. That is what I think, too. Were any of your conclu-
sions or findings about increased risk of suicidality ever disproved
by the FDA, by the Columbia data review, or by Dr. Hammad’s re-
analysis?

Mr. MOSHOLDER. In general, I think Dr. Hammad’s analysis and
mine were consistent.

Ms. DEGETTE. Did anybody else disprove your findings?

Mr. MOsSHOLDER. Not that I am aware of.

Ms. DEGETTE. Okay. Now I am curious about the February 2 Ad-
visory Committee meeting that you testified about. I am won-
dering, if you know, why they decided not to let you present your
findings at that meeting?

Mr. MosHOLDER. Well, it was explained to me by Dr. Katz that
I had reached a different point of view about the data from the
Neuropharm Division, and by that I understood that I felt the data
were of sufficient quality to perform an analysis, which I did, while
the Neuropharm Division felt that any analysis should await the
Columbia University reclassification project.

Ms. DEGETTE. So they felt like your data was not as conclusive
as you thought it was? Would that be a fair characterization?

Mr. MOSHOLDER. Yes, you could characterize it that way.

Ms. DEGETTE. Okay. Let me ask you this. The chairman was
asking you about some of your background, and you have been at
the FDA quite sometime. Is that right?

Mr. MOSHOLDER. Twelve years.

M‘;c, DEGETTE. And how long have you been in your current posi-
tion?

Mr. MOSHOLDER. Just over 1V% years.

Ms. DEGETTE. And before that, what did you do at the FDA?

Mr. MOSHOLDER. I was a medical officer in the Neuropharm Divi-
sion.
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Ms. DEGETTE. And part of your job, as I understand, is you were
a reviewer of adult anti-depressants in that job. Correct?

Mr. MOSHOLDER. Yes, that was part of my assignments. Yes.

Ms. DEGETTE. In your 12 years at the FDA, I am wondering if
you have ever been in a situation like this before where you were
asked to do a medical consult, where you completed the consult,
where you presented the findings to your supervisors and got ap-
proval, and then where ultimately the FDA said, well, don’t worry
about it, just keep your conclusions to yourself?

Mr. MOSHOLDER. Well, certainly, disagreements are not an un-
common event. Personally, I had never had the experience of hav-
ing my presentation removed from an Advisory Committee meeting
agenda.

Ms. DEGETTE. Have you ever known that to happen at the FDA?

Mr. MOSHOLDER. Not by direct knowledge, but I have heard re-
ports of other types of events like that.

Ms. DEGETTE. Is it your impression that it is a rare or a common
occurrence at the FDA?

Mr. MosHOLDER. Well, it is hard to give an exact frequency, I
guess, but I would say I have heard of several such circumstances,
just incidentally.

Ms. DEGETTE. And how often is it that people are asked to do
consults like this and make presentations as to their finding? I
mean, you said you have heard of people being told they can’t do
their presentations a couple of times. I am wondering how often
that happens, how often we have these types of presentations at
the FDA.

Mr. MOSHOLDER. Advisory Committee meetings, I think, are fair-
ly frequent, probably on a monthly basis. There’s probably other
people who can give you real figures.

Ms. DEGETTE. So the Advisory Committee meetings happen fair-
ly often. How many cases do they review at the meetings?

Mr. MOSHOLDER. Typically, one issue or one drug per meeting.

Ms. DEGETTE. Okay. So your view would be it has been infre-
quent that people have been told that they can’t—and again it is
anecdotal, I know, because this only happened to you this one time.

Mr. MosHOLDER. That is correct.

Ms. DEGETTE. Okay. Now is it—I think that you—now you did
present at the February 2 meeting, but you didn’t present on your
findings from the analysis of the pediatric clinical trial data. Is
that right?

Mr. MoSHOLDER. That is correct.

Ms. DEGETTE. What did you testify about?

Mr. MOSHOLDER. I did a presentation which looked at the Office
of Drug Safety’s resources to evaluate this issue, the chief resource
being, of course, the post-marketing reports, as we call them, or re-
ports obtained through the MedWatch program from patients and
doctors about adverse experiences with drugs—that is outside of
clinical studies—along with examining some other potential sources
of information, the conclusion being that the best source of infor-
mation was the actual clinical studies.

Ms. DEGETTE. But you didn’t testify about your latest consult?

Mr. MOSHOLDER. No, that is correct.
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Ms. DEGETTE. Mr. Chairman, I have more questions. I will ask
them during the next round. Thank you.

Mr. WALDEN [presiding]. I assume we will have one. Dr.
Mosholder, thank you for being here. Thank you for your good work
on all these issues.

I would like you to turn to Tab 1 in that giant notebook in front
of you there, and I would ask unanimous consent to be able to put
the binder with all the data in our official record. Without objec-
tion, so ordered.

This is an e-mail, and I will read it or parts of it at least, to you
and then your response to Dr. Katz. It is an e-mail from Rusty
Katz to you, and then your response. Can you tell us—Well, let me
read part of it, and then maybe you can respond to it, sir. This is
dated June 2, 2003, and Dr. Katz says:

“We have recently become aware of a presumed association be-
tween Paxil and suicidality in pediatric patients. We received a call
from the EMEA a little over a week ago. Dr. Raines told us the
company, GSK, had submitted data that demonstrated that use of
Paxil in kids was associated with increased suicidality compared to
placebo and that the company proposed labeling changes. I believe
she also said that it was in the news, and it was a big issue. Tom
and I told her that the company had not informed us of any of this,
and we agreed to look into it.”

Then it goes on to talk about some things, and it says: “The
sponsor has not proposed labeling changes and makes a feeble at-
tempt to dismiss the finding. We are also awaiting the submission
of what the sponsor submitted to UK. We want to move quickly to
evaluate this signal. We are planning to look at the NDAs for other
SSRIs to see whether or not similar events are being hidden by
various inappropriate coating maneuvers.”

Then they want to compare other things. Then they go on to say
to you: “Given your history with this application and this general
issue, we think you would be the right person to help us think
about the best approach to the data in the other NDAs and their
sponsors, as well as to provide ideas for further sources of potential
relevant data and possible approaches to better evaluate this signal
study.”

They go on to say, you know, we want to know if you want to
do this, basically, and want to move soon.

Can you tell us, basically, what you were tasked to do as a result
of this?

Mr. MosHOLDER. Well, I approached my own management, and
they agreed to assign me to this issue, and it involved, initially last
summer, a review of the Paxil submission that was referred to, and
then a preliminary search of submissions for the other drugs, look-
ing for any kind of similar pattern with these events.

Mr. WALDEN. So you looked at all the drugs, similar drugs being
prescribed to kids for anti-depression?

Mr. MOSHOLDER. All the ones that we had the pediatric supple-
ment NDA applications for.

Mr. WALDEN. And you were specifically looking at suicidality
among adolescents? Wasn’t that

Mr. MOSHOLDER. That is correct. Children and adolescents, yes.




32

Mr. WALDEN. When did you first report the results of your con-
sult to your superiors?

Mr. MOSHOLDER. As I recall, I completed a written consult in
early September 2003, and then there was a briefing for CDER
management also in September.

Mr. WALDEN. I believe it was September 16, our records would
indicate, of 2003, that the regulatory briefing took place.

Did you attend an internal regulatory briefing then in September
2003, and at that briefing did you present the results of your first
consult to FDA’s Neuropharm Division?

Mr. MOSHOLDER. Yes, I did.

Mr. WALDEN. And was Robert Temple and Tom Laughren and
Russell Katz among those who attended the briefing?

Mr. MOSHOLDER. As I recall, they were.

Mr. WALDEN. What were your general conclusions about the pe-
diatric suicidality data you reviewed and your September 2003 con-
sult in Tab 3, if you need to refer to it—or excuse me, Tab 8, if
you need to look at that? What were your general conclusions about
suicidality?

Mr. MOSHOLDER. Well, I need to refer to my summary here.

Mr. WALDEN. Sure. Absolutely.

Mr. MOSHOLDER. Well, basically this had two components. One
was a thorough look at the Paxil data, and then a preliminary look
at the data for the other drugs. Basically, I was saying that there
did seem to be a risk with Paxil based on the data the company
had submitted and that a first look at the other drugs showed that
it was not limited necessarily to Paxil. That was the question at
the time, and it might be what we call a class effect, which means
that it applies to all of the drugs in a particular type of drug.

Mr. WALDEN. So am I correct then in understanding that what
you were saying in that document is that Paxil definitely showed
potential suicidality increase in adolescents, and that the others
may also show that in a whole class?

Mr. MOSHOLDER. Yes, and I recommended looking further at the
other drugs, which was already underway at that time.

Mr. WALDEN. And that was September 16, 2003?

Mr. MOSHOLDER. Yes. The briefing presentation basically mir-
rored the written document.

Mr. WALDEN. When this consult was first given to you and you
had experience previously in looking at some of these pediatric
anti-depressant trials, did you have any sense of what the conclu-
sion would likely be?

Mr. MOSHOLDER. No, I did not.

Mr. WALDEN. What type of data did you review from the other
SSRIs to come to the conclusion you did come to?

Mr. MOSHOLDER. For this work, it involved a manual review of
the reports from those pediatric trials.

Mr. WALDEN. That would be the adverse event reports?

Mr. MOSHOLDER. Right, as written up in the clinical trial reports
for those drugs.

Mr. WALDEN. And at that time, were you waiting to receive more
data from the pharmaceutical companies. So, therefore, this was a
preliminary consult?
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Mr. MOSHOLDER. Yes, and I think, as I mentioned earlier, what
GlaxoSmithKline did was they had an electronic search of their
clinical trial data base, looking for certain key words that had been
used to describe adverse events, and that is how they produced the
data which yielded the signal for Paxil.

So what DNDP had done in July was ask all the other sponsors
to reproduce that, using the same methods that GSK had used for
Paxil, so that we had, you know, a reasonable comparison between
the drugs. Then that was still being awaited at the time—I think
those data were just arriving at the time I was finishing this Sep-
tember report.

Mr. WALDEN. And were you the one who was going to review
those data?

Mr. MOSHOLDER. Yes.

Mr. WALDEN. Okay. And did anyone at that meeting express to
you that your work was done and not to continue with it?

Mr. MOSHOLDER. No, although there was considerable discussion
about how to pursue it and how to classify the events, but nobody
thought it was finished, although there wasn’t—there was a lot of
discussion about what the next steps should be.

Mr. WALDEN. Incidentally, who signed off on this consult, be-
cause I see that the last page of it only has signature blocks for
you and Dr. Willy. Did you need to get anyone else’s approval to
finalize the September consult?

Mr. MOSHOLDER. Let’s see. In my copy, if you turn to another
couple of pages, you will see that Dr. Avigan, who is my Division
Director, signed it electronically, which is our system for sign-off.

Mr. WALDEN. All right. But not Anne Trontell?

Mr. MOSHOLDER. No. Dr. Trontell did not.

Mr. WALDEN. Okay. So it was finalized shortly after you com-
pleted it, and there was not a significant lag time between you
completing it and getting it signed off?

Mr. MOSHOLDER. Well, let’s see. The date I have is September 4,
and then it looks like it was signed off September 5.

Mr. WALDEN. Okay. If you would turn to Tab 10 then, this is an
e-mail from Russell Katz to you dated September 17, 2003 in which
he stated you had done a superb job. Is this in reference to the
presentation you made about the signal of suicidality in children
taking anti-depressants?

Mr. MOSHOLDER. This was in reference to that September brief-
ing.

Mr. WALDEN. Okay. But on that issue. Right?

Mr. MOSHOLDER. On this issue. Correct.

Mr. WALDEN. Did he or any other person in an advisory role ex-
press any concerns with your conclusion at this time? That is, did
anyone take the position that your analysis was wrong?

Mr. MOSHOLDER. Not wrong per se, but there was a lot of discus-
sion about whether the events could be more appropriately classi-
fied and whether—which—that is the concern that led ultimately
to the Columbia reclassification project.

Mr. WALDEN. But one more question. Then I will yield to my col-
leagues. Were there any concerns expressed by anyone within
Neuropharm or the agency at that time that the method in which
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you approached the data and your analysis was incorrect or prob-
lematic?

Mr. MOSHOLDER. As I recall, there was—I had some suggestions
from the statisticians about how to improve the methodology from
that standpoint.

Mr. WALDEN. But did you ever think that—I mean, yes, how con-
fident were you in that consult in your methodology? Was it any
different than what Columbia ended up when they reclassified the
data?

Mr. MOSHOLDER. Well, I mean, I would say I was reasonably con-
fident. People may have different opinions about that, you know.
The Columbia project was—their involvement was to classify the
events into whether they were definitive suicidal behaviors or not,
basically, and they had a more refined methodology than what I
had used.

Then the other part of that is that Dr. Hammad’s analysis from
a statistical standpoint is more sophisticated than what I did.
So——

Mr. WALDEN. But the outcome was the same, wasn’t it?

Mr. MOSHOLDER. The results were very similar.

Mr. WALDEN. Thank you. I now recognize the gentleman from
Michigan, Mr. Stupak, for questions.

Mr. StuPAK. Thank you, Mr. Chairman. Doctor, Ms. DeGette
asked a question about not being allowed to testify at the Advisory
Committee. Is it your understanding that Dr. Graham has not been
allowed to testify at the Accutane Advisory Committees?

Mr. MOSHOLDER. I am not—I don’t have direct knowledge of the
Accutane Advisory Committees.

Mr. StUuPAK. Okay. When we talk about these anti-depressants,
Paxil, Zoloft, Prozac, etcetera, we are talking about SSRIs, which
is selective serotonin reuptake inhibitors. Correct?

Mr. MOSHOLDER. Correct. There are also—in the group of drugs
that were looked at, there are some so called atypical anti-depres-
sants which are not SSRIs.

Mr. STUPAK. Sure. Let me show you a document. We will give
the doctor one and the rest of the committee members a copy of
this document. I am going to show you three of them, but the first
one is a September 19, 2001, FDA pharmacology/toxicology con-
sultation.

In there, they are reviewing three previously unreported
Accutane studies, and a pharmacologist reported—and I am on
page 3, the last paragraph, sort of the conclusions. It is a seven or
nine-page document there, but on page 3 there are conclusions, and
I am quoting now. I think it is the second to last line. “Although
possible psychiatric correlates of excessive serotonagenic function
cannot be ruled out, it should be noted that increased
serotonagenic function is presumed to be the mechanism of action
of a major class of anti-depressants, the SSRIs, i.e., selective sero-
tonin reuptake inhibitors.”

Since the excessive serotonic function discovered with Accutane
use mimics the SSRIs of these anti-depressants, I as you then: Do
you believe that this relationship between Accutane and the SSRIs
warrant the same type of notification to patients, to the parents,
consisting of an informed consent, a clear and concise package
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warning, a Med Guide, and a certification of the physician and the
registry of all patients, as is recommended for Accutane? Do you
think we should have that same kind of notice, if we are talking
about SSRIs which somehow, some are similar to function we find
in Accutane?

Mr. MOSHOLDER. That is a good question. As I understand it, you
are suggesting that a risk management program——

Mr. StupAK. That has been recommended for Accutane, which
Accutane, according to this consult 3 years ago, talks about SSRIs
and the mechanism which is similar—it is the same thing we are
talking about right here with Paxil and Zoloft and Prozac.

So if we are going to have that kind of a recommended warning
for Accutane, shouldn’t we have that kind of notification or warn-
ing to patients who are using these anti-depressants that again
have the SSRI function in them?

Mr. MoOSHOLDER. That is something I haven’t really thought
about. I guess that would be going beyond the boxed warning and
more——

Mr. STUPAK. Sure, it is.

Mr. MOSHOLDER. The real issue being how can we be sure that
patients——

Mr. STUPAK. Have the full information before they make this de-
cision. Right? As you said earlier talking to Mr. Chairman, the ben-
efits and the risks have to be known before you can have had the
whole thing—before a parent should make that decision. Correct?

Take a look at the second document I showed you there. This
document, if you look, is a PET scan of the orbital frontal cortex
in the area of the brain that mediates depression. The PET scan
is of a 17-year-old, and the brain starts—17-year-old brain. It
starts with baseline of the orbital frontal cortex, and then it shows
this area of the brain after 4 months on Accutane. Please note the
changes. As demonstrated in color, the brain after 4 months on
Accutane, there’s some clear differences.

The PET scan clearly shows changes in the brain after 4 months.
The researcher took PET scans of Accutane patients and patients
who received a different oral antibiotic. The researcher took a base-
line PET scan of all the patients’ brains and then again at the 4
month stage of their Accutane or oral antibiotic treatment.

Some of the Accutane patients showed a pronounced difference in
the brain’s metabolism in the area that we recognize causing de-
pression.

Since the FDA in their previous memo has equated Accutane
with SSRIs, and we know from this research that, while metabolic
changes are occurring in the brain of Accutane user, then my ques-
tion is this. Is the FDA, by allowing anti-depressants be used in
young people, creating another situation like we have in Accutane
where these drugs are destroying part of the brain, destroying
young people, but the evidence is ignored as not being scientifically
established and, therefore, the drug manufacturer continues to
market their products, despite the research which suggests that
the drugs are actually destroying a person’s brain, causing depres-
sion, and is doing more harm than good? Based on the PET scan,
research of this metabolism that is going on in the brain may or
may not be reversible. Can the brain regenerate itself to repair the
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damage done by the SSRIs? What are we telling parents whose
children have not improved after taking the anti-depressants? That
the drug their children are taking may have actually destroyed
part of the brain?

You and I don’t have the answers to this, but in summation:
Since there appears to be an established link, at least in one re-
search project, by giving our children Accutane and these SSRIs,
Prozac, Zoloft and Paxil, we may actually be causing more harm
than good in the brains of young people.

Should the FDA—and here is my question. Should the FDA pre-
vent the use of these drugs in children until these very serious
questions are answered? I think it is the same question—maybe we
have a little bit of evidence here that Mr. Barton didn’t have—that
Mr. Barton asked you about the risk versus benefits, and I think
in response you said to him, risk is never justified in dealing with
suicidal behavior.

So if we have some evidence here showing changes in the brain
in Accutane, which is equated to the previous documents SSRIs,
should we not be very cautious on continuing to prescribe these
SSRIs to young people under the age of 18 until we answer these
questions?

Mr. MOsSHOLDER. Well, I would say that the findings from—actu-
ally from the clinical trial data—you know, without turning to even
neuroimaging, one can look at the clinical trial data, and that
would certainly give one pause about the usefulness of these drugs
for children and adolescents for depression.

It is also true that we don’t know nearly enough about the long
term effects of these anti-depressant drugs or other drugs on chil-
dren and adolescents who are growing and developing.

Mr. StupAaK. Well, as you said, we don’t know enough about it.
So as I said in my opening statement, shouldn’t we really err on
the side on caution? You know, suicide is final, and we have had
a number of suicides related to these SSRIs and, say, with
Accutane. I mean, if there is a question here as to the safety, and
to date this is probably the only evidence we have showing a
change in the brain in some of these Accutane patients which
equate to your SSRIs—if we have brain changes, until we answer
these questions, if it is reversible, can the brain rehabilitate itself,
grow new cells, shouldn’t we really be very, very cautious in how
we use these drugs, and should we not even consider not pre-
scribing to young people under age 18?

I asked that same question of the drug manufacturers 2 weeks
ago, and they really wouldn’t give me an answer. They thought it
was still okay to prescribe drugs to people under 18, even though
the jury is still out, as they wanted to say. Shouldn’t we err on the
side of caution here?

Mr. MOSHOLDER. Well, my own opinion is, as I said before, that
we should be mindful of the fact that the best data, the best evi-
dence for benefit is limited to the single drug, Prozac, at least in
terms of depression. Obsessive compulsive disorder is a different
story, but for depression.

So that faced with the question of possible harm, on the one
hand, and then lack of evidence of benefit, on the other, that
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should certainly be part of the evaluation of whether or not to use

the drugs.

4 I am not prepared to say that the drugs shouldn’t be used in chil-
ren.

Mr. STUPAK. I believe you got one more document there. My time
has almost run out. Let’s go to that. In dealing with pediatric stud-
ies, and again we are still in question here, dosage is usually a
question as to the proper amount that should be given, of the
amount, the percentage, things like that.

For example, in Accutane we know that the dosage is way too
high, and in one FDA source—in fact, it is there with you—it states
that the Accutane formula dose may be 240 times more than nec-
essary for safe treatment, and that was followed up with discus-
sions to have Hoffman La Roche do a dosage study and, as far as
I know, it was never done.

So my question is: Since these anti-depressants and Accutane
have sort of been linked here today, has there been shown to be—
has the FDA given any thought to determine whether proper dos-
age is given to children and adolescents with these anti-depres-
sants, because they were developed for adults. So are we dealing
with the proper dosage when we are dealing with young people and
adolescents?

Mr. MosHOLDER. Well, that is a very good question, and unfortu-
nately, to the best of my recollection, the clinical trials that we
have for the anti-depressants in children were done with what we
call flexible dosing where it is left up to the clinician/investigator
to determine the dose within a certain range.

So there might have been one or two exceptions to that, but what
is really needed is a study in which patients are assigned to a spe-
cific dose, and then both the benefits and the side effects can be
compared to get a judgment of what the best dose is.

So there is clearly—apart from even figuring out if the drugs are
effective in children, there is clearly more need for data on the
proper dosage.

Mr. WALDEN. I want to thank the gentleman.

Mr. StupPAK. Thank you. Mr. Chairman, I ask that those three
documents referred to by Dr. Mosholder and given to the committee
be made part of the record.

Mr. WALDEN. Without objection.

[The documents referred to follow:]



12/21/04 TUE 12:45 FAX 202 228 4744
T - B

E

-

3

38

KEY SIUFAR UL
Reviewer: Linda H. Fossom, Pharinacologis/HFD- 1

From: Division of Dermatologic and Dental ]
Date of request: 5/19/01,

Desired date of completion: 10/30/01.
Reques!edby‘ Indxm}l’ﬂls,PM, A Nosuamif, Pfl'

NDA 18-662
Type of document: Articles dated 9/5/01, canswung f3' b
Namie of drug: Isotretinoin Oral Capsufes (Accmane)
Drug classification: Retinoid; indication, acne. it/
Narme of firm: Hoffinan-La Roche/Bastlea.

Reéviewer name: Linda H. Fossom. s

Division name: Nemvphannacologmll)mg}‘mdwt : : S o
HFD #: 120. L P

Review comipletion date: 10/31/01. ) ' G

Reason for request: To determine whether thers 1§ any precli jcal basis for conoem ré :
possible clinical psychiatric events, e.g. smcxdc,evkkmmﬁm subm:mdseudm on 13-cxs—mmmcamd
(isotretinoin; Accutane) and 9-cis-retinoic acid (alitretinoin, an isomer that is an active metabokﬁeof
isotretinoin and directly binds the physm!ogxc retinoic acid receptor): ' .

Studies submitted: [These ere old preclinical 5 smdxes thiat were recently suhmmzd } byt Basﬂﬁga
Roche-related company, related to a pre-IND for a different systemic retinoid, at the mquest of HFD-
540) .

* General pharmacological and dmg interaction studies with Ro 04-3780 (1 3-cxs reuuoxc amd)
[‘smrem:om] administered orally; Report no. W-5615; dated 1/13/82.

s Preliminary acute toxmty of Ro (4-4079/001 [alitretinoin, isamer anid active metsbolits of
isotretinoin] afier oral admipistration in rats and behavioral observation of rats during subchronic
(p-o. and i.v.) reatment with Ro 04-4079; Research Report B-159'819; 12720093,

o A 26-week oral (gavage) administration study in the rat with Ro 04-4079/001 (9<cis-
RA[alitretinoin, an isomer and active metabolite of isotretinoin]); Resezdrch Report B-157"284;
11/5/95. ’

Specifically, 1 reviewed these studies focusing on behavioral effects of the 2 retinoids (see the Appendix
1o this consultation for more details).



iés28/7ug

. (eavage) administratios of high

39

AUE 1£.40 FAA AVA &&v a4 A Saoainan e
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isotretinoin.

Isotretinoin was tested at
Behaviors noted were

Alitretinoin was tested dcuiely
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ahrdmuigﬂowm,ﬁnmdayhﬁrwgh&ym(&chstume
mmmmmmlemmmmwm&%mmmwm
abdmuonandsalmﬁmcmagpﬁandtﬁﬁpp&mdmadnse-rdamdmanm One rat died 7 days aftér
admmzsuauonofﬂmhxghcstdose,huwwu-,!ﬁcmuseofd&athwasnctclw o 8 repeated dose stady
of 6mg’kg/dpotoZsuamsnfmtgmmbrebehmmahodevehped.mnmrﬁngmmed locomotion,
rearing and sniffing, reciprocal firepaw treading, chewing, and rate salivation. Foggpaw treading was
evident in the bome cage by day 7 of dosing, while te other bebaviors were noted at day 23
(apparently the first time they wéte monitored). The treadiug beliavior, evidenf immediately after dosing,
was completely blocked by 30 min pretreatment with methicthepin, 8 pon-selective serotonin receptor
antagonist, befare the 52 day of dosing, 'This treading or paddling bebavior also developed when
alitretinoin was administered by the intravenous route (at a dose of 0.4 mg/kg/d, which the sponsor
claims is equivalent to the 6 mg/kg/d po dosc); the treading vvas not noted after the first dose, but
apparent in some rats after 17 daily doses. In afother repeated-dose study of oral (gavage) alitretinoin
at doses from 0.67 to 6 mg/kg/d, these same behaviors, including paddling, high stepping gait and
salivation, again developed with incidences and latencies that were dose-related. In this study, vehicle
was substituted for drug on ane day of week 7 in the high-dose group and paddling behavior was scen
immediately after dosing, suggesting a conditioning effect on this behavior.

CONCLVUSIONS: The behavioral effects of the retinoids, isotretinoin (in mice) and alitretinofn (i
rats), in the studies subrmitted for review here were limited to clinical signs ubsetveddmngthe course of
a few pharmacology and/or toxicology studies in mice and rats.

Given thxs understanding of the limitations of these stadies, thcre were some behaviors exhibited by both
rats and mice that are consistent with serotonergic receptor stimulation. Following the clinical availability
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seemslﬂmly(hat" exgmsnnofsmne(eg forepaw treading) if ot all of these behaviors may be

enhanced by condifioning ifi fhe repeated dosing studies; probably conditioning related to the oral dosing
procedure, but alsoposss‘olycondmomngto oiheraspectoftheadmmxsmmnandmxgpmccdme.

In conclusion, the only remarkable behavioral @popszs reported in the studies reviewed here
apparently indicate an excessive semto:mrgc response that seems to develop in response to alitretinoin
administration (1o rats) and possﬂ:l y i respmse to isotretinoin administration (to mice). However, the
interpretation of this résponse mrodems furhumans\‘ahng isotretinoin is difficult. Because of the long
]atem:ymthersponsemmdmtsseenhere, it is not clear that this response is analogous to the clinical
“serotonin syndromi,” a potentially fatal neurological syndrome, Additionally, although possible
psychiatric correlates of excessive serbtonergic function cannot be ruled out, it should be poted that
increased serotonergic function is p d to be the mechanism of action of a major class of
antidepressants, the SSRIs (i.e,, selective serotonin reuptake inhjbitors), Generalization fom
(apparently) excessive serotonergic function in rodents to any psychiatric problems in lnumnans seerns
unwarranted at this time,

Linda H. Fossom, PhD., Pharmacologist, HFD-120 .
Barry Rosloff, Ph..D., Supervisor

cc: [in DFS] )
HFD-540: /AGEIsMIK ozme-Fornaro/K O’ Connell/ANostrandt
HFD-120: /AMosholder/TLaughren.
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D_nxé interaction studies:

CNBS; mouse: vs diazepam-attenuated leptazol-induced seizures; vs phenobarbitone- or phenytoin-

- attenuated electroshock-induced seizures; vs ethanol-induced sedation (loss of righting reflex); vs
aspirin- or dextropropoxyphens-induced analgesia (acetylcholine jodide-induced writhing); no apparent
interactions, but experimental designs were Lmited.

Immune and inflarnmatory: rat vs dexamethasone (developing adjuvant arthritis test); Ro had no

ti-infl: y activity and did not alter dexamethasone’s activity; Ro rednced the
secondary response (esp, non-injected paw swelling, lesion score, and joint mobility) similar to
dexamethasone, but with lower potency and no interaction.
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Reviewsr: Linda H. Fossorn, Pharniacologist/HFD-120

¢

Preliminary acute toxicity of Re 04-4079/001 fisomer and active metabolite of Acentane] after
oral adininistration in rats and behavioral observation of rats during subchronic (p.o. and iv})
trestinent with Ro 04-4079; Research Report B-1597819; 12/20/93.

Acute toxicity: 375, 750, 1500, and 3000 mg/kg po (in rapeseed oil, 10 mikg) to female rats
Tbm:RORO, ~100 g), 2/dose, observed inl pairs daily; normal appearance for days 1 and 2, from days
3 through 10 after dosing, behaviors consistent with “serotonin syndrome” emerged that were
dose—de_pend‘ent (the hfgher the dose, the more behaviors that were exhibited, e.p., only
forepaw treading and high stepping gait at LD, expanding to include abduced hind legs and
salivation at higher doses. Thess signs persisted in a dose-related manner also, with signs subsiding
by day S at LD, but reciprocal forepaw treading continning through day 10 (but normal at days 11 and
12) at HD. Other behaviors, not clearly related to S8, were also noted with similar dose-relatedness,
including chewing, loss of righting reflex, vocalization, ataxia, decrease in muscle tone, loss ef body
weight. No mention was made of other classic S8 signs, such as hyperexcitablity, lateral head weaving,
Straub tail, myoclonous or seizures. One out of 2 (1/2) HD rats died on day 7.

NB It’s unclear why these bekaviors took so long to develop after acute dosing. This long
latency suggests that some adaptive change(s) in response to drug administration or some
metabolite with delayed synthesis/accumulation is responsible for the serotonin syndrome-like
behaviors, rather than a more direct activation of serotonin receptors.
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Abstract View

FUNCTIONAL BRAIN IMAGING ALTERATIONS IN ACNE PATIENTS
TREATED WITH ISOTRETINOIN

]1.D.Bremner'"; N.Faniz; N.Ashraf® 0] .Votaw’; M.Brummer’ ; V.Vaccarinoz;
M.Goodman]‘; L.Reedz; C.B.Nemeroff*

1. Emory Crr for Positron Emission Tomography, 2. Psychiatry, 3. Radiology,
Emory Univ Hosp, Atlanta, G4, USA

Although there have been case reports suggesting a relationship between treatment
with the acne medication isotretinoin (Accutane) and the development of depression
and suicide, this topic remains controversial. In order for isotretinoin to cause
depression it must have an effect on the brain; however no studies to date have
examined the effects of isotretinoin on brain function in acne patients. The purpose of
this study was to assess the effects of isotretinoin on brain function in acne patients.
Brain function was measured with [F-18]-2-fluoro-2-deoxyglucose (FDG) positron
emission tomography (PET) before and after four months of treatment with
isotretinoin (N=13) and antibiotic (N=15). Isotretinoin (but not antibiotic) treatment
was associated with decreased brain metabolism in the orbitofrontal cortex (-21%
change versus a +2% change for antibiotic) {p<0.05), a brain area known to mediate
symptoms of depression. There were no differences in severity of depressive
symptoms between the isotretinoin and antibiotic treatment groups before or after
treatment. This study suggests that isotretinoin treatment is associated with changes
in brain function.

Citation:].D. Bremner, N. Fani, N. Ashraf, J. Votaw, M. Brummer, V. Vaccarino, M.
Goodman, L. Reed, C.B. Nemeroff. FUNCTIONAL BRAIN IMAGING
ALTERATIONS IN ACNE PATIENTS TREATED WITH ISOTRETINOIN
Program No. 114.2. 2004 Abstract Viewer/Itinerary Planner. Washington, DC:
Society for Neuroscience, 2004. Online.

2004 Copyright by the Society for Neunroscience all rights reserved. Permission
to republish any abstract or part of any abstract in any form must be obtained in
writing from the SfN office prior to publication
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October 22, 1971

Vol 2 IND 9648

Investigational Drug Brochure
RO 4-3780

13-cis- Retinoic Acid

A. Glick, MD

p. 14 Contraindications

“At this early state of clinical evaluation, it is also contraindicated in children”

p. 15 Precautions and Warnings

With oral retinoic acid, headaches, nausea, vomiting, vertigo and sorne of the skin and
mucous membrane lesions seen with hypervitaminosis A have been reported. Because of
the chemical and pharmacological sirnilarities between RO 4-3780, retinoic acid.and
retinol, one should be on the look out for the above adverse reactions in patients taking
RO 4-3780.

March 17, 1976

HLR submiis an Addendum to schedule 6 [Vol 1 has the schedules]
Preclinjcal Study Report .
The Distribution of 13-cis Retionoic Acid Studied By
Whole-Body Autoradiography in the Rat
Results
Nervous System
Only transient but considerable uptake of radioactivity was seen in the cerebellum
and in the brain stesn. The concentrations in these organs and in the spinal medulla
decreased to zero between 5 and 24 hours after application. [page 3]

Discussion

The aim of the investigation was to demonstrate the distribution and retention of
labeled 13-cis retinoic acid in the rat. During the first hour after the intravenous injection
of the labeled compound a wide-spread distribution over the whole body was observed.
After 5 hours most of the radicactivity was eliminated from the blood and then
tempararily accumulated in some tissues. The 13-cis retinoie acid ~ like all-trans retinoic
acid - was found to be absorbed for a short time by the brain at a considerably higher
degree than is vitamin A. As far as whole-body autoradiographs can be quantifatively
evaluated, it can be said that no differences secn to exist hetween absorption of 13-cis
retinoie acid and all-trans retinoic acid by the rat brain,

126
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Vol 3 IND 9648

Supplemental Pharmacology Review of IND 9648 and 13,669
Completed 5/3/78

Bvaluation and Comment

5) JERO 3780 is effective as a dermatological agent local application of the drug
should be test to overcome some of the potential systemic adverse effects. As
Hypervitaminosis A is damaging to normal bone structure and development use in
growing children by systemic route is questioned and could possibly be overcome by

local application.

May 30, 1978
RO 4-3780 — One Year Dog Study

“The nature of the toxic signs which are observed are considered to be similar to
symptoms of hypervitaminosis A which have been observed in man.”

May 8, 1978
Medical Officer Review

Clinical Evaluation

J. Peck, MD at NIH has 81 patients entered in his study and reports that results are under
analysis. He notes that 9 patients have been removed from the protoco) because of
adverse reactions such as Xerosis, cheilitis, pruritus, bhurred vision and dizziness. The
dose range is 10-600 mg/day or 0.4-7.4 mg/kg.

HLR

Investigational Drug Brochure
RO 4-3780

13-cis Retinoic Acid

February 1978

p.18 Pharmacokinetics :
Discusses Whole-body Autoradiography ....... But leave out the lines on 13-cis hitiing

the brain!

p. 38 Recommendations for Clinical Use
B. Contraindications

At this stage of clinical evaluation, its use in children should be restricted to severe
conditions in which the possible benefits to be gained are expected to cutweigh the risks
involved.

127
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Mr. StupAK. Thank you.

Chairman BARTON. Thank you.

Mr. WALDEN. Dr. Mosholder, given the new TAD study on
fluoxetine, do you believe that that raises any issues parents and
physicians should be concerned about relative to suicidality?

Mr. MOSHOLDER. My opinion is that it does raise some concerns
about that, and as I was saying earlier, when I did my initial—
well, actually, the March consult document didn’t have the TADS
study, and it looked at sort of conveniently the one drug that had
the best efficacy for depression, also didn’t seem to have this risk
of increasing suicidal events, which made a certain amount of
sense. But I think now it is a little different picture that, although
the TAD study again showed that Prozac is effective in amelio-
rating the symptoms of depression, it suggests there is a certain
number of patients who have an increased risk of suicidal behav-
iors or thoughts at the same time.

So there is both a risk and a benefit, in other words.

Mr. WALDEN. Do you recall what the suicidality rate was in the
TAD study and how that compares to the other studies?

Mr. MOSHOLDER. As I recall from Dr. Hammad’s analysis, the
relative risk, as we call, which is—or risk ratio is between 4 and
5. I can look that up.

Mr. WALDEN. And what does that mean to a layperson like me?

Mr. MoOsSHOLDER. Well, one way that we measure these risks is
to do what we call a risk ratio, and that is—I guess the simplest
way to explain would be with a brief example. A study with 100
patients on drug, 100 on placebo, if one had 10 suicidal events on
drug and 5 on placebo, the ratio would be 10 out of 100 to 5 out
of 100, or 2.

So we would say that that relative risk is 2, and that is—and as
I recall, in the TAD study it’s actually higher than that.

Mr. WALDEN. And is that a—is 4, if that was the number, is that
one that should raise a flag? I mean, you do this work all the time.

Mr. MosSHOLDER. Well, I think it raises a flag, and it has to be
judged against the benefit. so that there is a study in which in the
same study, you can look at the benefits and the risks simulta-
neously.

Mr. WALDEN. All right. The question is: Does it suggest a point
of underreporting in the other studies?

Mr. MOSHOLDER. No, I'm not sure that is the—I'm not sure the
answer is as simple as that. There are some differences between
the TAD study and the other studies that might or might not ac-
Cﬁul%t for the different in the data. It is kind of hard to tell after
the fact.

Mr. WALDEN. Could you turn to Tab 11 in our notebook there.
This is an e-mail dated October 2, 2003. Mary Willy who is your
direct supervisor—correct?—in the Office of Drug Safety at that
time, suggests to the Neuropharm Division and others that you
should present your Paxil suicidality conclusions that were first
presented in September to a Pediatric Advisory Subcommittee
meeting that was meeting in October.

Then Russell Katz writes back to her and states: “We recognize
that some folks outside the Division have concluded there is
enough of a signal already established to make some sort of a
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meaningful statement about the data, but we haven’t, and we think
that publicly presenting part of the data in its current state has
the great potential to be misleading and uninformative.”

Do you agree with Dr. Katz’ statement that publicly presenting
your data and conclusions you reached at that time has the great
potential to be misleading and uninformative?

Mr. MOSHOLDER. Well, my opinion was—and that of Dr. Willy at
the time was that we thought it could be done and might have been
useful, which is why she proposed it. But as you see, there was a
difference of opinion about that.

Mr. WALDEN. You know, it strikes me that when word came over
from Europe that there may be a problem here, they went right to
you quickly and said we have to act quickly.

I guess what is troubling to us is it appears there was a fairly
long delay between the time you did your quick review, your con-
sult, came back and said I see some problems here, if I am charac-
terizing that correctly, and then when it finally gets presented up
the chain. It seems like somebody put a brake on somewhere. Did
you ever feel that way?

Mr. MOSHOLDER. You know, it is really hard to be specific and
say that—I’'m not sure I have much of an answer to that, really.

Mr. WALDEN. All right. Did you present at that October Pediatric
Advisory Committee meeting?

Mr. MOSHOLDER. No.

Mr. WALDEN. Throughout the fall of 2003, did you continue to
work on this consult and, if so, can you briefly describe what you
were looking at?

Mr. MOSHOLDER. During that fall, what I was doing was an anal-
ysis of the responses from the other anti-depressant manufacturers.
As you recall, in July they had been asked to reproduce GSK’s
methods that found the problem with Paxil. So we wanted to—for
comparability purposes, we wanted to have that reproduced by
each of the other manufacturers.

We received that information in the late spring/early fall of 2003,
and that is what I was working on.

Mr. WALDEN. You were reviewing all those data?

Mr. MOSHOLDER. Yes.

Mr. WALDEN. Would those data have been ready for the October
presentation? Were you ready?

Mr. MOSHOLDER. For the October presentation, it would not have
been the—what we would have had at that point would have par-
alleled the regulatory briefing that I had given in September to
CDER management.

Mr. WALDEN. Okay. So at the end of October, the FDA noticed
a public Advisory Committee meeting for February 2 and 3, 2004.
Was it your understanding that you were going to present at this
meeting on the topic of your consult and what your findings were
regarding suicidal behavior in these pediatric clinical trials?

Mr. MOSHOLDER. Yes, that was my understanding.

Mr. WALDEN. That’s what you were going to go do. Did the fact
that in October 2003 Neuropharm decided to involve Columbia
University in reclassifying the events provided by the companies
mean that you were to stop working on your consult?
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Mr. MOSHOLDER. I remember wondering that and discussing it
with Dr. Willy, my team leader, and we decided that at that point
I had gone far enough and had devoted a lot of time to this project
that it made most sense just to have me finish with my analysis,
which was the one that I completed the draft in December.

Mr. WALDEN. So it was your understanding, both your consult
and any work that Columbia did would be pursued simultaneously?

Mr. MOSHOLDER. Correct, although the timeline—it seemed obvi-
ous that the Columbia—it seemed obvious pretty early that the Co-
lumbia data would not be ready for analysis and presentation by
February 2.

Mr. WALDEN. But it was important enough that you wanted to
get answers sooner than that?

Mr. MOSHOLDER. Yes, which is not to say that it had to be either
one or the other, but both efforts were continuing full speed, you
know, as far as I was concerned.

Mr. WALDEN. Were you involved in the planning meetings for the
February 2 Advisory Committee meeting?

Mr. MOSHOLDER. Yes, I was.

Mr. WALDEN. When did you complete your final meta analysis of
all the data from the SSRI pediatric clinical trials?

Mr. MOSHOLDER. As I recall, my draft was turned in to my man-
agement around mid-December.

Mr. WALDEN. Of 20037

Mr. MosHOLDER. Of 2003. I made some refinements to it in the
subsequent couple of months.

Mr. WALDEN. And basically—correct me if I am wrong, but didn’t
those data, or didn’t your findings show a 1.9 or 1.89 times more
likely serious suicide-related event on drug than placebo?

Mr. MOSHOLDER. Yes.

Mr. WALDEN. Across the trials. Right?

Mr. MOSHOLDER. That’s correct, yes.

Mr. WALDEN. All right. And didn’t you recommend interim meas-
ures?

Mr. MOSHOLDER. Yes. I recommended—I wasn’t very specific, I
realize, but I had in mind some kind of interim measures to an-
nounce that there could be a problem.

Mr. WALDEN. Did you feel a sense of urgency?

Mr. MOSHOLDER. Yes, I did.

Mr. WALDEN. To get this information and your findings out?

Mr. MOSHOLDER. Yes, I thought it was—and that was one of the
points I made at the September regulatory briefing, that these
drugs are widely used in this population, and so that it was an im-
portant public health issue.

Mr. WALDEN. Did you reclassify any of the events that the spon-
sor gave? That is, did you change the classification from serious to
nonserious or discount it completely?

Mr. MoSHOLDER. What I did for my meta analysis, I took the
events which had been identified by each sponsor, using GSK’s
method, and then the result that I emphasized was the subgroup
of those events which also met a regulatory definition for serious-
ness. That is a definition that—it is in the Code of Federal Regula-
tions. It is something that each sponsor designates when they re-
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port the studies to the FDA as to whether or not a particular ad-
verse event is serious or not.

Mr. WALDEN. And didn’t your consult focus on serious suicidal
events?

Mr. MOSHOLDER. Yes, it did.

Mr. WALDEN. Including the famous girl slapping face?

Mr. MOSHOLDER. Well, that was not a serious event which
was

Mr. WALDEN. So that wasn’t——

Mr. MOsSHOLDER. Well, that was the rationale that, without being
able to do anything as elaborate or sophisticated as the Columbia
University project, as a first cut to eliminate some of the question-
able cases, I took the subgroup that met the criteria for serious-
ness, which in this case is mostly either life threatening or result-
ing in hospitalization.

Mr. WALDEN. Okay. So the girl slapping face scenario was not
even included in your data that resulted in a 1.9 times

Mr. MOSHOLDER. No.

Mr. WALDEN. I mean, you were pushing the upper end here in
terms of suicidality issues then. Is that right? My reading as a
layperson.

Mr. MOSHOLDER. Well, it was an attempt to hone in on the
events that were clinically meaningful.

Mr. WALDEN. But it also says there are other events below that,
including the girl slapping face situation that—I guess my point is,
that could be occurring out there in adolescents

Mr. MOSHOLDER. Yes.

Mr. WALDEN. [continuing] are not even in your data. That is not
a criticism. I am just trying to get the range here.

Mr. MosHOLDER. Well, I did look at it with the broader category,
too, but I thought the more important result was with the sub-
group of the serious events.

Mr. WALDEN. Indeed. My time has long since expired. I turn to
my colleague from Colorado.

Ms. DEGETTE. Thank you, Mr. Chairman. Dr. Mosholder, if you
could turn to Tab 67 of the notebook in front of you, do you see
that statement? It is entitled Written Statement.

Mr. MOSHOLDER. Yes.

Ms. DEGETTE. Was this statement prepared by you?

Mr. MOSHOLDER. Yes, it was.

Ms. DEGETTE. Can you tell me how you came to prepare that
document?

Mr. MOSHOLDER. I was—well, this is a statement that I provided
to the Office of Internal Affairs, and this was pursuant to an inter-
view that I had with two Special Agents of the Office of Internal
Affairs regarding the San Francisco Chronicle story about my anal-
ysis of the suicidal events.

Ms. DEGETTE. Did those agents ask you to prepare that?

Mr. MOSHOLDER. Yes, subsequent to the interview they asked me
to provide a written statement.

Ms. DEGETTE. And that is how you came to prepare that?

Mr. MOSHOLDER. Yes.

Ms. DEGETTE. Okay. And that statement was under oath. Cor-
rect?
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Mr. MOSHOLDER. It was given——

Ms. DEGETTE. It was an affidavit?

Mr. MoSHOLDER. Right. That’s correct, yes.

Ms. DEGETTE. And what it was about was the circumstances sur-
rounding the removal of your analysis of the incidence of pediatric
suicidality in clinical studies of anti-depressants from the agenda
of the Advisory Committee meeting that we talked about, and also
the conversations that you had with the San Francisco Chronicle
reporter about that analysis and the decision to omit it from con-
sideration by the Advisory Committee. Is that right?

Mr. MOSHOLDER. That is correct.

Ms. DEGETTE. And so what this written statement was at-
tempted to be was an accurate account of the events as you knew
them about the presentation and the decision to cancel that presen-
tation, and also about your contacts with the reporter. Right?

Mr. MosSHOLDER. That is correct, and importantly, to include the
statement that I did not divulge the information to the reporter.

Ms. DEGETTE. Right, and you wanted to—so part of what you
wanted to do was set out a chronicle of the events, including how
and why and in what way you communicated with this reporter.
Right?

Mr. MoOSHOLDER. That is correct. And that was part of the re-
quest that they gave me to include in the statement.

Ms. DEGETTE. Okay. Now when did you provide that statement
to the OIA?

Mr. MOSHOLDER. I believe it was—it was middle of March, I
think maybe March 15.

Ms. DEGETTE. That is the information I've got as well. Did there
come a time when the U.S. Senate Finance Committee made in-
quiries regarding the events described in your statement?

Mr. MOSHOLDER. Yes, that’s correct.

Ms. DEGETTE. And when did you know about that? How did you
find out about that?

Mr. MOSHOLDER. I believe I saw a news report in late March of
this year.

Ms. DEGETTE. And then were you contacted by the Office of Leg-
islative Affairs?

Mr. MOSHOLDER. Yes, I was, when the Senate Finance Com-
mittee investigators wanted to arrange an interview.

Ms. DEGETTE. So it was sometime after March 157

Mr. MOSHOLDER. That’s correct.

Ms. DEGETTE. Okay. Did you meet with folks from the Office of
Legislative Affairs subsequent to the TV report that you saw or the
media report?

Mr. MOSHOLDER. Yes. We had a couple of preparatory meetings,
as I recall, to prepare me for the Senate Finance Committee inter-
view.

Ms. DEGETTE. Okay. Was that with Patrick McGarry and Karen
Meister?

Mr. MOSHOLDER. I believe they were some of them.

Ms. DEGETTE. And there were others as well as them?

Mr. MOSHOLDER. Yes. We had a series of meetings, and I am not
entirely clear on who precisely was at which meeting, but there
was a number of them.
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Ms. DEGETTE. Okay. Doctor, take a look at Exhibit 64, which is
an e-mail from Ms. Meister to you regarding a May 3, 2004, meet-
ing in Mr. McGarry’s office. Do you see that memo, Tab 64?

Mr. MOSHOLDER. Yes.

Ms. DEGETTE. There are some people who are copied on that e-
mail: Ann Hennig, Donna Katz, and Kim Dettlebach. Do you see
those names?

Mr. MOSHOLDER. Yes.

Ms. DEGETTE. Do you know those individuals?

Mr. MOSHOLDER. Yes, I do.

Ms. DEGETTE. Do you know who they are?

Mr. MOSHOLDER. Ms. Hennig works with the CDER Office of Ex-
ecutive Programs, as I believe it is called. Ms. Katz and Ms.
Dettelbach are, as I understand, with the Office of Chief Counsel
at FDA.

Ms. DEGETTE. Okay. Now can you tell me what the subject of
that meeting was?

Mr. MOSHOLDER. As I recall, it was a preparatory meeting for my
Senate Finance Committee interview.

Ms. DEGETTE. And after that meeting, were there exchanges of
various revisions to the written statement that you talked about a
little while ago that you had prepared earlier that was to be pro-
vided to the Senate Finance Committee?

Mr. MoOsSHOLDER. Yes. That became an issue, and I can explain
it this way. Having given the statement under penalty of perjury,
as we said, I had a legal interest, and my attorney confirmed this,
in being consistent with that statement. So that——

l\iIls. DEGETTE. And telling the truth, because you were under
oath.

Mr. MOSHOLDER. Yes. And also not even inadvertently contra-
dicting a previous statement. So——

Ms. DEGETTE. A previous statement made by you?

Mr. MOSHOLDER. Right. So to ensure my own consistency and
knowing that the Senate Finance Committee would be asking
about the same sequence of events, it was to my advantage to
make use of that statement for the Senate Finance Committee in-
vestigation as well.

So I wanted to provide them with a copy of the statement as sort
of my official record.

Ms. DEGETTE. Right, your take on what happened, to the best of
your recollection.

Mr. MoOSHOLDER. The issue was that at that time the Internal
Affairs investigation, as I understand it, was still an open inves-
tigation, and apparently FDA’s policy or the executive branch pol-
icy is not to reveal the existence of such investigations. So that I
was advised to redact the statement so that it didn’t have any ref-
erence to the Internal Affairs investigation.

Ms. DEGETTE. And they also wanted you to take the names out?

Mr. MOSHOLDER. Right. The other issue was personal privacy of
not revealing the names of other people who were subject of an In-
ternal Affairs investigation. So although I was free to reveal my
own involvement, but that it wouldn’t be appropriate to divulge
other people who were subject to that same investigation.

Ms. DEGETTE. And were you willing to make those redactions?



54

Mr. MOSHOLDER. I said that I was uncomfortable redacting the
document in a way that it wasn’t transparent that it had been re-
dacted.

Ms. DEGETTE. So you didn’t mind taking out the names or the
reference to the internal investigation, but you wanted the docu-
ment to reflect that it had been altered. Correct?

Mr. MosHOLDER. That is correct.

Ms. DEGETTE. And they wanted to alter it so that there would
be no record of the redactions. Correct?

Mr. MOsSHOLDER. That is my understanding. That is how I under-
stood it, yes.

Ms. DEGETTE. Now ultimately you decided not to sign the re-
vised document that they had sent you. Correct?

Mr. MOSHOLDER. Well, I said that, when I went to the Finance
Committee for my interview, that I preferred to use my version,
which indicated that the document had come from a previous docu-
ment, and in the—actually, what happened was in the interim the
Internal Affairs investigation was closed. So that that made that
issue moot. So I was able to ultimately provide the Finance Com-
mittee with my affidavit, only minus the names for personal pri-
vacy.

Ms. DEGETTE. Okay. Take a look at Exhibit 57. That is an e-mail
from Donna Katz to you with copies to various people. Do you see
that there?

Mr. MOSHOLDER. Yes.

Ms. DEGETTE. Now attached to that e-mail is a copy of the writ-
ten statement, your written statement, with lines through a num-
ber of sentences, and a copy where the deletions had been made.
Do you see that?

Mr. MOSHOLDER. I see the—I only have the copy with the dele-
tions indicated.

Ms. DEGETTE. All right. We are going to hand it to you. Appar-
ently, it is not attached in the notebook, but do you recall seeing
a draft of a document that Ms. Katz wanted you to look at?

Mr. MOSHOLDER. Yes. That is actually the situation I just de-
scribed.

Ms. DEGETTE. Right, and here it is.

Mr. MOSHOLDER. Thank you.

Ms. DEGETTE. Is that the document?

Mr. MOSHOLDER. Well, this is the document showing where the
lines have been dropped. Yes.

Ms. DEGETTE. Right, where she wanted to redact it, and in fact,
her e-mail to you says, “Andy, I have taken a look at your written
statement and made some suggested edits. Given this will be a new
document created to give to the Senate Finance Committee, albeit
based on an earlier document, I think it is cleaner to make this a
stand-alone document, i.e., to include everything in it that is cur-
rent and you would like to include, and just delete out anything
you would like to leave out. I don’t think it is necessary to indicate
that this document represents a version of the earlier one by noting
that the things that have been omitted. This simply invites the
Committee to ask further questions about what was omitted in the
earlier document. Please let me know if you have any questions,
etcetera. Thanks, Donna.”
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Is it your understanding that, had you signed the revised state-
ment, it would have been submitted to Senator Grassley and prob-
ably also this committee without notation regarding its alteration?

Mr. MosSHOLDER. Well, it wasn’t a matter of signing it, but the
plan was that I would provide this to the Committee at the start
of my interview with them. So——

Ms. DEGETTE. Right. So if you had gone alone with this, this re-
dacted document without the—I mean the lines would have been
taken out. It would have been cleaned up, and that is what would
have been given to the Senate and also probably to us, without no-
tation of the things that had been taken out. Right?

MI(;1 MOSHOLDER. That is my understanding of what was pro-
posed.

Ms. DEGETTE. And that is what you objected to?

Mr. MOSHOLDER. Yes. I said I was not comfortable with that.

Ms. DEGETTE. Okay. Now take a look at Tab 58. What that is,
your reply to Ms. Katz the same day, which says, attached is a
version of the statement that you say you would have been com-
fortable with. Right?

Mr. MOSHOLDER. Yes, that’s correct.

Ms. DEGETTE. And the e-mail reads: “Thanks very much, Donna.
Your version is actually very similar to the one I came up on my
own this a.m. See attached. Although it might be cleaner to do so,
as you say, I am uncomfortable with concealing from the Com-
mittee the fact this is not a new document. Accordingly, I prefer
to use the version I edited as in the attached e-mail which other-
WiS}el %ncorporates all the edits we have discussed. Thanks, Andy.”
Right?

Mr. MOSHOLDER. Yes.

Ms. DEGETTE. And it is clear that you chose against the wishes
of Ms. Katz and, I assume, the other lawyers to revise that docu-
ment in such a way as to put the interest of Congressional commit-
tees on notice the document had been altered. Right?

Mr. MOSHOLDER. Well, that was my intent.

Ms. DEGETTE. Right. Thank you very much, Mr. Chairman.

Mr. WALDEN. The Chair recognizes the gentleman from Michi-
gan, Mr. Stupak, for 10 minutes.

Mr. STUPAK. Thank you. Did you incur legal expenses while you
vifler‘e? doing all these interviews with your Internal Affairs and all
this?

Mr. MOSHOLDER. I did obtain legal representation. In point of
fact, I have a Federal employee liability policy which provided for
that. So my only expense was the insurance premium.

Mr. STUPAK. I can see an internal investigation on something
about some newspaper leak or something, but sounds like here,
and I think Ms. DeGette was being much too polite, you were being
squeezed here to change your testimony. Correct?

Mr. MOSHOLDER. I'm not sure I would——

Mr. StUuPAK. I was police officer for 12 years. I would have
squeezed you and got it, too, you know. I mean, look, let me ask
you this. Go to Tab 89.

Mr. MOSHOLDER. I'm sorry. Eighty?

Mr. STUPAK. Eighty-nine, please. It is a June 16 letter from Rep-
resentative—I guess it is Senator Grassley to the FDA, and on the
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fourth page the letter states—it is on Tab 89. It says on page 4:
“Perhaps most troubling, however, was the fact that the OND at-
tempted to have Dr. Mosholder present reporting rates of suicidal
thoughts rather than the available clinical trials data on anti-de-
pressants in children which form the foundation of his analysis.”

Can you please clarify the difference between the reporting rates
of suicidal thoughts and available clinical trials data? Which is
more reliable and relevant?

Mr. MOSHOLDER. A reporting rate is a term we use when we
have spontaneous reports obtained through the MedWatch pro-
gram, and as the enumerator. Then that is divided by some meas-
ure of the number of prescriptions in the U.S.

The problem with reporting rates is that it is usually assumed
we only have only a small fraction of the number of events that are
actually occurring in the population.

Mr. STUPAK. Well, clinical trial data is far more reliable than re-
porting rates. Right?

Mr. MOSHOLDER. That is correct. When

Mr. STUPAK. And isn’t it true that you were asked to present the
reporting rates instead of the clinical trial rates or clinical trial
data?

Mr. MOSHOLDER. You could put it that way. That is true, yes.

Mr. StUuPAK. Okay. Then why did you choose not to present the
reporting rates instead of your clinical trials data?

Mr. MOSHOLDER. Well, this was an issue we had considerable in-
ternal discussions about in preparation for the February 2 meeting.
Ultimately, we in the Office of Drug Safety felt that, given that sui-
cidal behaviors are part of the reason why the patients would be
receiving the drug in the first place, giving a rate of such events
really is not very useful information, and that the better data is
done from trials where there could be comparisons.

Mr. STUPAK. So the better data is from the clinical trials data,
and they were requesting, pressuring you—whatever word you
want to use—to use the reporting rates and not the clinical trials
data. OND asked you to present reporting rates instead of the clin-
ical trials data. They wanted you to soften your conclusions.

Mr. MOSHOLDER. Well, at that point I was not presenting the
clinical trials data at all.

Mr. STUPAK. But it was in your paper, your affidavit, if you will.
So you had it. Correct?

Mr. MOSHOLDER. In my presentation to the Advisory Committee
February 2 I presented simply a number of reports, as I recall,
without the reporting rates in the end.

Mr. StUuPAK. Right, but you used clinical trials data, because it
is more reliable.

Mr. MOSHOLDER. Yes. My opinion is that is better data. Yes.

Mr. STuPAK. And OND wanted you to use reporting rates instead
of clinical trials data. Correct?

Mr. MOSHOLDER. That is correct that they asked for that.

Mr. STUPAK. Correct. And the reason for that is it softens your
conclusions that you put down in this paper, the affidavit. Isn’t
that correct?

Mr. MOSHOLDER. I'm not——
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Mr. STUPAK. Let me put it this way. The numbers look better if
you use reporting rates as opposed to the more reliable clinical
trials data. Isn’t that correct?

Mr. MOSHOLDER. My own opinion—well, that was a concern of
the Finance Committee investigator. My own opinion is that the re-
porting rates simply are not informative. You can interpret it as an
attempt to—I wouldn’t go

Mr. STUPAK. I'm not trying to put words here, but look it, we es-
tablished that the clinical trials data is more reliable than the re-
porting rates. You were asked to change your clinical trial data to
reporting rates, which is not as reliable. The reason to do that is
then your affidavit, your conclusions are not as firm and solid. It
is a softening of your conclusions, is it not? Softening is my word,
not yours.

Mr. MOSHOLDER. Well, I would say that the reporting rates are
inconclusive. There are no conclusions that you can draw from re-
porting rates, in my opinion. So——

Mr. StuPAK. Then why would OND want you to use reporting
rates, if they are not as solid, not as reliable?

Mr. MosHOLDER. Well, again there was difference of opinion
about that. My understanding was that it was for completeness, be-
cause ordinarily this had been done and

Mr. StuPAK. How do you get completeness if you don’t use the
most reliable data?

Mr. MOSHOLDER. Well, that was——

Mr. StupAK. Completeness is the conclusion that one wishes to
draw from the report that you did, completeness in the eye of the
beholder. Right?

Mr. MOSHOLDER. Well, my own preference would have been to
present the clinical trial data. Yes.

Mr. StupaK. Correct. Okay. Reporting rates—to your knowledge,
how many other instances were reporting rates provided when
more reliable data was available? Is this a common thing? You
medical officers do your reports. You look at the most reliable evi-
dence, which may be your clinical trials data, and then you are
told, well, geez, don’t use that, let’s look at the reporting rates, and
let’s use reporting rates as opposed to clinical data? Does that occur
fairly often at the FDA?

Mr. MOSHOLDER. Not that I can recall, for just those reasons,
that situations where reporting rates are useful are for very rare
events that wouldn’t necessarily be part of the reason why the pa-
tient was receiving the drug. So that it

Mr. STUPAK. Absolutely. I agree with 1000 percent. Clinical trial
data is always better than reporting rates. My question is: In the
past, to your knowledge, has the FDA pressured medical review of-
ficers who review the drugs and deal with the data all the time to
change from clinical trial data to reporting rates?

Mr. MOSHOLDER. I am not aware of any comparable situations,
personally.

Mr. STUPAK. Your statement you gave here today—did the FDA
have to approve your statement you are giving here today before
the committee, your written statement?

Mr. MOSHOLDER. No, they did not.
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Mr. StupAK. Okay. If we do this labeling, packaging labeling that
was suggested in the Advisory Committee, will you be involved in
that process?

Mr. MOSHOLDER. Not to my knowledge.

Mr. STUPAK. I think someone may have asked you this, but let
me just clarify this.

What is your impressions of Dr. Hammad’s study?

Mr. MOsSHOLDER. Well, I think the important point is that it is
very consistent with the findings I had in my analysis.

Mr. STUPAK. That was my second question.

Mr. MOSHOLDER. You know, it lends strength to the finding.

Mr. STUPAK. So you would—Dr. Hammad’s study is good work,
and you would agree with it?

Mr. MOSHOLDER. Yes, and in many respects it is more sophisti-
cated than my first crack at the data.

Mr. STUPAK. And it confirmed what your initial findings were?
Dr. Hammad’s report confirmed what your initial preliminary re-
port showed. Correct?

Mr. MOSHOLDER. That is my—my own biased opinion is that it
did confirm it, yes.

Mr. STUPAK. Someone, I think, asked you this one, too, on Tab
15 in which Dr. Avigan writes on your consult, “Andy, great job.”
If Dr. Avigan thought you did a great job with your analysis, why
did he later issue a dissenting memo to your consult? It is in Tab
15.

Mr. MOSHOLDER. Yes. I believe Dr. Avigan did not feel that the
data were ready to make the—or was sufficiently conclusive to
make the recommendations that I made in my consult.

Mr. STUPAK. So you went from great job to being inconclusive?

Mr. MOSHOLDER. Well, to be fair, he did say that—at the time
of the first draft, I remember him telling me that we would have
to think about the recommendations some, but in the end he felt
that the data were not persuasive enough to endorse my rec-
ommendations.

Mr. StUuPAK. Thank you, Mr. Chairman.

Mr. WALDEN. Thank you. Dr. Mosholder, I want to refer you to
Tab 78, if you would, sir, and go to—this is a memo. You were the
medical officer on review and evaluation of clinical data. It is dated
12/13/96, received 12/16/1996, to Sulvay Pharmaceuticals regarding
Luvoxamine maleate.

Mr. MOSHOLDER. Maleate, yes.

Mr. WALDEN. Thank you.

Mr. MOSHOLDER. Or Luvox.

Mr. WALDEN. Thank you. That is even easier. I want to refer you,
though, to the second page, and it says: “it’s of interest that in the
adult studies the incidence of agitation was 2 percent and 1 percent
for fluoxomine and placebo, respectively, while the pediatric study,
the corresponding incidences were 12 percent and 3 percent. That
is, the risk ratio for adults was two and for children was four. It
is possible this reflects a real difference in adverse reactions be-
tween adults and children. There is an emerging literature pointing
to behavioral reactions to SSRI drugs in children.” Then you make
some references there or some references are made here. “It may
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be that this is a reaction to SSRIs that is more prominent in chil-
dren than adults. Further data would help clarify this.”

Now I think what is interesting about this, this is a December
1996 memo. The review was completed in February 1997. Was this
a flag you were raising in 19977

Mr. MOsSHOLDER. Well, as I said, this was one of the very first
pediatric clinical trials we had seen with this class of drugs, and
although there had been some other reports, apparently—I don’t
recall that reference at this point, but it seemed to be raising the
question of whether the behavioral adverse effects might be dif-
ferent for kids versus adults.

Mr. WALDEN. Right. And you also said this is also reflected in
Pfizer’s recently submitted study of Certraline in the treatment of
juvenile OCD as well in that reference. I guess the reason I asked
is it looks like from this documentation, perhaps others, that this
was sort of coming up as an issue back in 1996-1997.

I wonder, as we go into these pediatric clinical trials, could they
have been designed better to go look at this issue of suicidality in
ch‘%ldren and adolescents? Should we have picked up on that soon-
er?

Mr. MosHOLDER. Well, that is a good question. Historically, these
two, as I recall, were the first actual studies we had with this class
of drugs in kids. So it suggests that a pattern was starting to
emerge. We, of course, didn’t get more data until several years
later, but the——

Mr. WALDEN. But should the FDA have sought more data in the
way they designed the clinical trials for children?

Mr. MOSHOLDER. Well, the question being, as we were writing
the request for pediatric studies, part of the pediatric exclusivity,
could we have done more to get at this issue. Well

Mr. WALDEN. In retrospect.

Mr. MOSHOLDER. Yes, in retrospect, you know, perhaps more at-
tention could have been given to that. On the other hand, these
trials had done nothing special to look for this type of event, and
it seemed to be turning up. So that would be on the side of saying
rokl)lgine adverse event monitoring was sufficient to turn up this pos-
sibility.

Mr. WALDEN. Were you aware that apparently Dr. Knudsen also
had some warnings that go back to 1996?

Mr. MOSHOLDER. I recall the

Mr. WALDEN. For Zoloft.

Mr. MOSHOLDER. [continuing] something about that at the time.
Then, of course, in preparation for this hearing I've been reminded
of that. Yes.

Mr. WALDEN. I guess that the question we keep going back to is:
Should this signal have been spotted sooner?

Mr. MOSHOLDER. Well——

Mr. WALDEN. Because it raises the issue, are there other signals
that are bouncing around out there on other drugs being prescribed
off-label for people that we are not catching. How do we fix the sys-
tem, I guess, is part of it. Should we have spotted this one sooner?
Should FDA?

Mr. MosHOLDER. Well, one always wants to spot a problem as
soon as possible, of course. The issue here, I think, at least in my
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own mind, was that we were lacking clinical trials in children until
the past few years, that the Luvox and Zoloft studies were really
sort of on the forefront of that, and so it was more just a plain lack
of data rather than lack of any specific attention to it.

Mr. WALDEN. Okay. And I guess—but if we designed trials right,
you would have the data. You would have had the data. Right?

Mr. MOSHOLDER. And in fact, that is what we have currently.

Mr. WALDEN. And I guess what I also want to make sure of is
that, when we do have the data and they are evaluated by people
of your credibility, that those data then are applied appropriately
and the results are put out there appropriately.

I am troubled by an article that appeared in the August 7, 2004,
British Medical Journal, and it states that Dr. Thomas Laughren
reported the relative risk ratios of all the anti-depressants evalu-
ated at the Pediatric Drug Advisory Committee meeting, and that
it was—“it was Dr. Mosholder’s conclusions and not the data that
were withheld.”

Do you agree with Dr. Laughren’s reported characterizations?

Mr. MOSHOLDER. Is this what was——

Mr. WALDEN. This is the article. He also says—you will see in
the second graph on this particular page—I'm sorry, second col-
umn, the last paragraph on the page, both the raw data and Dr.
Mosholder’s interpretation “were imperfect,” said Dr. Temple, add-
ing that some of the behaviors labeled suicidal were highly suspect
and could have been accidents, such as a child “who hit her head
with her hand.” FDA officials acknowledged, however, that some
cases classified as accidental injury could be suicide related. Be-
cause of this, they have gone on then to Columbia University.

That is why I raise that issue about whether or not your study
included the incident of the girl slapping her head, because it didn’t
include that, did it?

Mr. MOSHOLDER. I included it in one analysis but not the result
that ——

Mr. WALDEN. But not in the results, not in your conclusions.

Mr. MOSHOLDER. Yes.

Mr. WALDEN. And so why would then Dr. Temple tell this, alleg-
edly, I suppose—it is printed here—say that that may be part of
the problem here, that it is imperfect. Did you think your conclu-
sions were imperfect?

Mr. MOSHOLDER. Well, I'm not sure I can give an unbiased an-
swer to that. I think there was

Mr. WALDEN. Well, do you think—let me ask this. Do you think
his characterization of your consult is correct?

Mr. MOSHOLDER. I think we have had some—perhaps some com-
munications issues where I am not sure that it was—I perhaps
could have done more to make it obvious that I was trying to get
away from the question of the clinically trivial events, if you will,
such as the slapping in the face.

Mr. WALDEN. And I know we are putting you in a tough spot
here with some of these folks that are, you know, your superiors
sitting right behind you. I mean, I don’t envy that position. Trust
me. But these are critically important issues we have to get to.

Was your data analysis fully and fairly presented at the Feb-
ruary 2004 Advisory Committee meeting and, if not, what should
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have been presented? What was presented, first of all, since you
didn’t do the presentation?

Mr. MOSHOLDER. As far as the clinical trial data, Dr. Laughren
gave the presentation of that.

Mr. WALDEN. Was it full and fair?

Mr. MOSHOLDER. It did not include all of the results or data that
I had in my draft presentation.

Mr. WALDEN. I guess the point is did it include the most impor-
tant recommendations?

Mr. MoSHOLDER. Well, it didn’t include—well, apart from the
recommendations, the data I think that I would have included—Ilet
me put it that way—would——

Mr. WALDEN. If you had been there presenting it, what would
you have included that wasn’t included?

Mr. MOSHOLDER. I would have included the analysis of the seri-
ous subgroup of suicidal events and the meta analysis where the
data was combined across studies. I think that—if I were doing or
if I had a chance to do the presentation, that is what I would have
included.

Mr. WALDEN. So the way you would have presented it would
have painted a much more serious situation to that Advisory Com-
mittee than the way it was painted, when it comes to the risk of
suicidality in adolescents and children? Is that accurate?

Mr. MOSHOLDER. I guess we will never know what the Advisory
Committee might have made of-

Mr. WALDEN. No, no, no. The difference in the two presentations.

Mr. MOSHOLDER. I think, if I had been doing it, it would have
perhaps been more obvious.

Mr. WALDEN. The chairman at the outset of this hearing thanked
you on behalf of the committee for your work, and I think our coun-
try feels the same way. I know you have been honored many ways.

Somebody told me you had been selected, too, to be the ABC Per-
son of the Week. Is there any truth to that?

Mr. MOSHOLDER. I was told that I was nominated, but I did not
run.

Mr. WALDEN. Well, there is always next week, I guess.

All right. We are going to add, without objection, this newspaper
article from the British Medical Journal, August 7, 2004, to the
record. Without objection, so ordered.

[The newspaper article follows:]
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Mr. WALDEN. Do you have further questions? We have been
called to votes on the House floor, and it would—Mr. Stupak, do
you have anymore questions for this witness at this time?

Mr. STUPAK. No. I just thank Dr. Mosholder for being here.

Mr. WALDEN. Thank you. And, Dr. Mosholder, we would like you
to stay with us, even though we probably won’t have you on the
next panel. We would like to have you available, should there be
some questions that we need to seek your expert advice on. So if
you could stay with us.

We are going to recess the committee until after these votes.
There are four of them, which probably tells me it will be 45 min-
utes before we are back here. So it is a good time for everyone to
go grab a quick bite, and we will reconvene the committee imme-
diately after those votes have concluded.

The committee is in recess.

[Brief recess.]

Mr. WALDEN. I am going to call this hearing back to order and
ask our next panel of witnesses to come up: Dr. Robert Temple,
Food and Drug Administration; Dr. Paul Seligman, Food and Drug
Administration; Dr. Thomas Laughren, Food and Drug Administra-
tion; Dr. Tarek Hammad, Food and Drug Administration; and Dr.
James Knudsen, Food and Drug Administration. Please come up to
the witness table, if you would.

You are aware the committee is holding an investigative hearing
and, when doing so, has the practice of taking testimony under
oath. Do you have any objection to testifying under oath? Do any
of you have an objection?

Let the record show they all indicated they have no objection.

The Chair then advises you that, under the rules of the House
and the rules of the committee, you are entitled to be advised by
counsel. Do you desire to be advised by counsel during your testi-
mony today? Mr. Knudsen? Could you turn on your mike, sir, and
then we will need you to identify your counsel. Dr. Knudsen.

Mr. KNUDSEN. My name is Dr. James Knudsen.

Mr. WALDEN. OKkay. Yes, you actually have to get kind of close
to that. Sorry. If you could identify for the record, Dr. Knudsen,
your counsel, please.

Mr. KNUDSEN. My counsel?

Mr. WALDEN. Oh, I thought you said you wanted to be rep-
resented by counsel.

Mr. KNUDSEN. No, I did not.

Mr. WALDEN. Okay, fine. No? Okay. Dr. Temple? Dr. Laughren?

Mr. LAUGHREN. No, sir.

Mr. WALDEN. Dr. Seligman?

Mr. SELIGMAN. No.

Mr. WALDEN. Okay. So let the record show, none of them is being
represented by counsel.

In that case then, would you please rise and raise your right
hand, and we will take your testimony under oath. Let the record
show, they all indicated yes.

[Witnesses sworn.]

Mr. WALDEN. Thank you. You may be seated.
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You are now under oath, and you may now give a 5-minute sum-
mary of your written statement, and we will start with Dr. Knud-
sen.

Mr. WALDEN. Dr. Hammad? No opening statement. Dr. Temple?
Actually, I am not sure your mike is on yet.

Mr. TEMPLE. Now?

Mr. WALDEN. There it is, sir, yes. Thank you, and welcome.

TESTIMONY OF JAMES KNUDSEN, FOOD AND DRUG ADMINIS-
TRATION; ACCOMPANIED BY ROBERT TEMPLE, FOOD AND
DRUG ADMINISTRATION; PAUL SELIGMAN, FOOD AND DRUG
ADMINISTRATION; THOMAS LAUGHREN, FOOD AND DRUG
ADMINISTRATION; AND TAREK HAMMAD, FOOD AND DRUG
ADMINISTRATION

Mr. TEMPLE. Mr. Co-Chairman, I guess, and members of the
committee, I am Robert Temple, CDER’s Associate Director for
Medical Policy. I welcome the opportunity to participate in this
hearing on FDA’s regulation of pediatric uses of anti-depressants.

My colleagues and I recognize that the entire discussion of the
past year has been very painful and difficult for people—both for
people whose loved ones have committed suicide while on an anti-
depressant and for people whose family members are seriously de-
pressed and are uncertain as to what they can do for them.

Today I will briefly review the importance of detecting and treat-
ing depression in children, the available treatments and recent ef-
forts to encourage studies of drugs in children, the history of the
concern, the subject of this hearing, about the possibility that anti-
depressants might provoke suicidal thinking or behavior, and
FDA'’s evaluation and data—of the data from the pediatric depres-
sion studies.

Throughout my testimony and later, I will want to emphasize an
important concern that we had from the beginning of this. We were
concerned that overemphasis or premature conclusion about an in-
creased risk of suicidality related to anti-depressant use could dis-
courage treatment of serious pediatric depression, which is a poten-
tially life threatening condition.

At the same time, failure to take adequate note of the risk could
lead to inattention to the possibility for emerging suicidality or to
too casual use of the anti-depressants.

We dealt with this concern by making the public fully aware of
the issue and of the data that led to our concern, but we thought
it was responsible to withhold an agency conclusion about what the
data showed until it had been fully evaluated.

Depression in children is a serious mental illness that affects up
to 2.5 percent of children and 8 percent of teenagers. In the U.S.
there are about 1600 suicides in teenagers per year, many of them
in people who are diagnosed as having depression.

The difficulty of obtaining good data on the effectiveness and
safety in drugs in children is well recognized. A provision of the
Food and Drug Administration Modernization Act which was re-
newed in the Best Pharmaceuticals for Children Act in 2002 pro-
vides 6 months of patent extension to sponsors who carry out pedi-
atric studies that have been requested by the FDA.
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This provision has enormously stimulated the conduct of these
studies, and it was FDA’s analysis of the depression studies sub-
mitted under these laws that led to the question of whether the
drugs could cause suicidality in children.

Specifically, review by Dr. Mosholder of adverse effects collected
under the term emotional lability in five Paxil studies that were
submitted under the Act detected an excess of such cases, some of
which appeared to represent suicidal thinking or behavior in pa-
tients.

I can’t emphasize too strongly that, although as you will hear
there were some disagreements on our part with some of Dr.
Mosholder’s conclusions or whether they were right, this discovery,
this observation was of immense value and has kicked this whole
thing off. So let there be no question about whether that was an
important observation.

A request for a more focused analysis of the Paxil suicidality
data led to a further suggestion of an increased rate of suicidality
in the Paxil treated patients, and this was more credible because
the analysis was better than their initial one.

FDA issued a Public Health Advisory on June 19, 2003, describ-
ing the results of the Paxil evaluation and stating that, although
FDA had not completed its evaluation, we recommended that Paxil
not be used in children and adolescents to treat major depressive
disorder.

Subsequently, the Review Division asked all manufacturers of
newer anti-depressants for an analysis that was similar to what
GlaxoSmithKline had done for Paxil, and this was provided by late
September 2003. These reports were sent to Dr. Mosholder and
were also considered by the Review Division.

On October 27, 2003, FDA issued an updated Public Health Ad-
visory, again noting the suggestion of excess suicidality in anti-de-
pressant treated patients and the need for further data and anal-
ysis.

The Review Division had been examining the data submitted by
the sponsors, too, as had Dr. Mosholder, and had significant con-
cerns about it. It, therefore, began in September-October 2003 to
make arrangements to have the reported suicidality events re-
viewed and reclassified by the Columbia Department of Psychiatry.

Our concern was that the companies had cast a wide net in seek-
ing cases of suicidality, of suicidal thinking or instances of self-
harm, but not all such cases—for example, a superficial cutting—
represent attempted suicide.

I also want to say that I am somewhat embarrassed about my
BMdJ quote from before, because at least by the time that came out,
I was well aware that Dr. Mosholder had excluded cases like that.
I think that reflected an earlier conversation. So there is no ques-
tion that he did exclude many such things, and the banging of the
head. So I feel bad about that. However, remained concerned that
the cases themselves needed close evaluation, and I can talk later
about how those data were collected and why we thought they
needed that.

Given our conclusion that they needed to be looked at closely, we
concluded that a blind expert classification of the cases was needed.
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In addition, we sent the Columbia reviewers narrative descrip-
tions of additional adverse reaction cases that had not been in-
cluded by the companies, because we thought there might be ex-
cess—might be cases of suicidal behavior or thinking in there, and
that proved to be correct.

It 1s worth emphasizing that we had no idea what the results of
the reclassification would be. We didn’t know whether it would
strengthen the findings or weaken the findings. We had no way of
knowing and no expectation, and not to state the obvious, no pref-
erence. We just wanted to get at what the right answer was.

At a February 2, 2004, Advisory Committee meeting we pre-
sented the results of the company submissions, as you have heard
before, study by study, in part to make the point that the results
were very variable from one study to another, and from one drug
to another. But many of the drugs clearly showed an increased risk
of suicidality. That’s the sum of suicidal behavior and suicidal
thinking.

We noted to the committee our concerns with the data submis-
sions and explained why we considered additional review by Co-
lumbia necessary.

We also acknowledged that some in the agency thought the re-
sults were, in fact, definitive and could be a basis for change in la-
beling to discourage use of the drug, except for Prozac, in children.

Although no specific question was put about this to the com-
mittee, discussion indicated that they clearly understood the agen-
cy’s reservations, and they in fact expressed doubt that anything
arising from this kind of data collection would be useful, a conclu-
sion that they modified at the most recent Advisory Committee.

The Advisory Committee recognized that, whatever the relation-
ship of anti-depressants to suicidality, it was perfectly clear even
then that the period after initiation of treatment for depression
was of great concern and that physicians needed to be warned
about this, the need to be careful and make close observations.

On March 22, we asked manufacturers of anti-depressants to add
warning language to their labeling and issued a third Public
Health Advisory describing our request. The new warning empha-
sized the critical importance of observing newly treated patients for
emerging suicidality or other problems.

All manufacturers added this warning to their labeling by late
summer. We have no received the reclassified cases from Columbia
and analyzed the data.

The analysis by Dr. Hammad was presented to the Advisory
Committee on September 13, 2004. The analysis included the study
you have heard about, the TAD study, a new study of Prozac car-
ried out by the National Institutes of Mental Health.

The analysis showed that, as a group, the anti-depressants stud-
ied, both SSRIs and the so called atypicals, increased the risk of
suicidality. There was variation from drug to drug and variation
from study to study, but the roughly twofold increased risk was
reasonably consistent across drugs. As has been pointed out, there
were no actual suicides in these trials.

At the September 13-14 Advisory Committee meeting, the com-
bined Pediatric and Psychopharm Drugs Advisory Committees
agreed with FDA’s conclusions that the data in aggregate indicated
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an increased risk of suicidality in pediatric patients, and made sev-
eral critical recommendations.

First, they believed the conclusion should apply to all of the stud-
ied drugs, even though it was more prominent in some than others.
They also strongly urged that we apply it to any new anti-depres-
sant and to the older anti-depressants, including the tricyclics.
They thought that partly because the logic seemed to be that this
is a property of anti-depressants, and they were quite concerned
that people would be driven to the tricyclics, which are rather more
dangerous.

They did not believe the anti-depressants, other than
fluoxetine,should be contraindicated in children, and repeatedly ex-
pressed concern that these drugs may be valuable even if that has
not been shown, and they were quite aware that it had not yet
been shown.

They strongly supported a patient and family directed Med
Guide which we had suggested to them, and two-thirds of them
thought the new warning information should be boxed.

On September 17 we announced publicly that we generally sup-
port the recommendations and had begun working on new labeling
to reflect that. The term generally applies only to the thought that
we are going to read closely what they said collectively about the
boxed warning, and think about it.

Obviously, two-thirds of them thought that was reasonable, but
the discussion indicated concern that over-discouraging use was po-
tentially very dangerous, too, and they wanted a balance. So we are
going to be thinking about that.

I appreciate the opportunity to present these remarks, and I look
forward to your questions.

I am aware that you have also invited Dr. Russell Katz to appear
here this morning. Unfortunately, he is not able to attend because
a member of his family is having surgery today. He will be happy
to answer any questions you have for him in writing or speak with
your staff at a later date. Thank you.

Mr. WALDEN. We appreciate that, Dr. Temple. We were aware of
that, obviously, too, and did not want to interfere in his very dif-
ficult time.

[The prepared statement of Robert Temple follows:]

PREPARED STATEMENT OF ROBERT TEMPLE, DIRECTOR, OFFICE OF MEDICAL POLICY,
CENTER FOR DRUG EVALUATION AND RESEARCH, U.S. FOOD AND DRUG ADMINIS-
TRATION

INTRODUCTION

Mr. Chairman and Members of the Subcommittee, I am Dr. Robert Temple, Direc-
tor, Office of Medical Policy for the Center for Drug Evaluation and Research
(CDER) at the U.S. Food and Drug Administration (FDA or the Agency). We appre-
ciate the opportunity to discuss FDA’s review of the safety and efficacy concerns in
anti-depressant drugs for use in pediatric populations.

BACKGROUND ON DEPRESSION

Depression is a serious mental illness that affects the way nearly 19 million adult
Americans feel, think, and interact. While everyone experiences occasional sadness,
particularly in response to loss or adversity, a person with depression has persistent
symptoms that can significantly interfere with their ability to function. People with
depression cannot merely “pull themselves together” and get better. Depression can-
not be willed or wished away.
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The two most severe types of clinical depression are major depressive disorder
(MDD) and bipolar depression, which is the depressed phase of bipolar disorder.
Within these types, patients experience variations in the severity and persistence
of mental symptoms associated with these disorders. A person experiencing MDD
suffers from, among other symptoms, a depressed mood or loss of interest in normal
activities that lasts most of the day and nearly every day, for at least two weeks.
Such episodes may occur only once, but more commonly occur several times in a life-
time. People with bipolar disorder cycle between episodes of major depression, simi-
lar to those seen in MDD, and highs known as mania. In a manic phase, a person
might act on delusional grand schemes that could range from unwise business deci-
sions to romantic sprees. Both MDD and bipolar disorder can lead to suicide. The
treatment of the two conditions is quite different. In general, anti-depressants alone
are not an appropriate treatment for bipolar disorder.

DEPRESSION IN THE PEDIATRIC/ADOLESCENT POPULATION

According to a 2000 National Institute of Mental Health (NIMH) Fact Sheet on
Depression in Children and Adolescents, depression affects up to 2.5 percent of chil-
dren and about eight percent of adolescents in the United States. These disorders
often go unrecognized by families and physicians because behaviors associated with
depressive disorders may be seen as normal mood swings typical of a particular de-
velopmental stage. In addition, health care providers may be reluctant to pre-
maturely “label” a young person with a mental illness diagnosis.

At the February 2, 2004, meeting of FDA’s Psychopharmacologic Drugs Advisory
Committee (PDAC), Dr. Cynthia Pfeffer of Cornell University addressed the issue
of pediatric depression and its treatment. She noted that pediatric depression is
very common and often recurrent, is often accompanied by very poor psychosocial
outcomes for children and adolescents, and is associated with high risk for suicide
and substance abuse. She reported that in 2001, about 1,600 15 to 19-year-olds com-
mitted suicide in the U.S. Suicide is the third leading cause of death in the U.S.
in this age group and accounts for more deaths in this age group than all other
major physical conditions combined.

At that meeting, Dr. David Shaffer of Colombia University reported on rates of
suicidal ideation (thinking about suicide) and suicide attempts. He obtained his in-
formation from large community studies, particularly the Youth Risk Behavior
Study (YRBS), a study carried out by the National Center for Health Statistics. In
this study, officials from the National Center interviewed a broad population of be-
tween 15,000 and 20,000 high school students every two years using self-reporting
measures. Based on this data, it was determined that suicidal ideation in high
school students is extraordinarily common. Almost 20 percent of American high
school students think about suicide. Suicide attempts are also very common. Experts
report that the overall rate is about nine percent. Only about a quarter of these at-
tempts are brought to medical attention. It is widely recognized that adolescents are
frequently reluctant to disclose suicidal thoughts or even suicide attempts to parents
or others. There are about 4,000 female suicide attempts for every female suicide
death, and about 400 male attempts for every male death.

Dr. Shaffer also showed rates of pediatric suicide over several decades. The rate
has fallen by about 25 percent over the last decade, the period in which the use of
anti-depressants has grown steadily. This association does not prove that the in-
creasing use of anti-depressants is the cause of the decline in suicide, but it is at
least suggestive.

DRUGS FOR TREATING DEPRESSION

Existing anti-depressant drugs influence the levels of one or both of two
neurotransmitters in the brain: serotonin and norepinephrine. Older medications—
tricyclic anti-depressants (TCAs) and monoamine oxidase inhibitors (MAOs)—affect
the activity of both of these neurotransmitters. The disadvantage of the older medi-
cations is that they can be difficult to tolerate due to significant side effects. MAO
use may also be subject to dietary and medication restrictions. TCAs and MAOs are
of limited value in the pediatric population because of serious, potentially life-
threatening adverse events. These include tachycardia, convulsions, and shock-like
coma. Moreover, TCAs are a potential tool for adolescents attempting to commit sui-
cide because overdose can cause serious and protracted cardiac arrhythmias.

Newer medications, such as the selective serotonin reuptake inhibitors (SSRIs),
have fewer side effects than the older drugs, making it easier for people to continue
treatment. They have become very widely used to treat depression, especially in the
pediatric population. FDA approved Prozac, the first SSRI, for adults, in December
1987, and for children in January 2003. Experts believe that SSRI drug products
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work by increasing the level of the hormone serotonin in the brain. There were no
approved drugs for the treatment of depression in children before the January 2003
Prozac approval.

ANTI-DEPRESSANT TREATMENT AND SUICIDALITY

Suicidality in the context of treating patients with depression and other psy-
chiatric illnesses has been a genuine concern and a longstanding topic of debate. In
fact, for many decades, anti-depressant labeling carried the following standard lan-
guage under the “Precautions” section of the label alerting clinicians to the need to
closely monitor patients during initial drug therapy due to concern for the possible
emergence of suicidality:
Suicide: The possibility of a suicide attempt is inherent in major depressive
disorder and may persist until significant remission occurs. Close supervision
of high-risk patients should accompany initial drug therapy. Prescriptions for
[name of drug] should be written for the smallest quantity of tablets consistent
with good patient management, in order to reduce the risk of overdose.
This standard precaution statement did not explicitly warn of the possibility that
anti-depressant drug products have a causal role in the emergence of suicidality
early in treatment. Several mechanisms have been proposed to explain the clinical
observation that some depressed patients being treated with anti-depressants, par-
ticularly early in treatment, have an increase in suicidality. In September 1991,
FDA convened a meeting of the PDAC to discuss this issue. At that meeting, Dr.
Martin Teicher, a psychiatrist from Harvard Medical School, proposed various mech-
anisms to explain the emergence of suicidality early in treatment of depression:
¢ Roll back phenomenon: anti-depressants with prominent energizing effects might
actually increase suicidal behavior in severely depressed patients who are suici-
dal but also have psychomotor retardation and are thus inhibited from acting
on their suicidal thoughts.

e Paradoxical worsening of depression: in rare cases, the patient’s depressed mood
might actually worsen as a result of anti-depressant treatment.

o Akathisia (inability to sit still): some anti-depressants are associated with
akathisia, which might lead to suicidal behavior in certain depressed patients.

e Induction of anxiety and panic attacks: some anti-depressants may induce anxiety
and panic attacks, and these might lead to suicidal behavior in certain de-
pressed patients.

e Stage shifts: anti-depressants may lead to switching the patient from depression
into mixed states in bipolar depressed patients, possibly leading to suicidality.

e Insomnia: insomnia associated with certain anti-depressants might lead to suici-
dal behavior in certain depressed patients.

While all of these theories have some plausibility, it is difficult to know whether
these mechanisms are real. In addition, proposing a mechanism is quite different
from actually demonstrating that there is a causal association between anti-depres-
sant use and suicidality. It might be possible to demonstrate that anti-depressants
cause an increase in suicidality through randomized clinical trials, but these trials
would need to be quite large because suicidality is not common. It might be possible
to pool results of many trials, but if this involves results from studies of different
drugs, the question remains whether some drugs could behave differently from oth-
ers. Furthermore, assessing this risk in uncontrolled data is particularly difficult be-
cause depression itself causes suicidality. In any given case, one cannot usually dis-
tinguish whether the suicidality occurred because of the drug or despite it.

ANTI-DEPRESSANT-INDUCED SUICIDALITY IN ADULTS

Thus, the question of whether anti-depressants can provoke suicidality has been
the subject of considerable discussion. With regard to the adult population, the de-
bate intensified in 1990 when Dr. Teicher and several colleagues published a paper
describing six adult patients with depression who, in their view, became suicidal be-
cause of treatment with Prozac. This paper and subsequent discussions led Eli Lilly,
the manufacturer of Prozac, to conduct new analyses of data from their controlled
trials for Prozac to look for suicidality. These events also led FDA to fully re-evalu-
ate its spontaneous reports database to determine whether we could observe a sig-
nal of increased risk.

During a September 1991 PDAC meeting, family members raised concerns about
suicide by loved ones whose deaths they attributed to Prozac. Representatives from
FDA, NIMH and Lilly also gave presentations. FDA gave an update on the very
substantial number of spontaneous reports of suicidality in association with Prozac
use, but also noted the marked increase in reporting following the publication of the
Teicher paper and the publicity about the paper. A representative from NIMH gave
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their perspective on the issue, essentially making the case that depression is a seri-
ous disorder that itself is associated with suicidality, and arguing that the data
available to date did not support the view that anti-depressants further increase the
risks of suicidality in this population. Finally, Lilly presented the results of its anal-
ysis of data pooled over its extensive clinical trials, revealing no signal of increased
suicidality in association with the use of Prozac. Following these presentations, a
majority of the Advisory Committee members concluded that there was no clear evi-
dence of an increased risk of suicidality in association with Prozac, and did not rec-
ommend any changes to Prozac labeling.

Over the next several years, researchers accumulated additional data as new anti-
depressant drugs came to market. All of these additional data related to the treat-
ment of adults. In recent years, several groups have conducted pooled analyses of
data on completed or attempted suicides from these studies in an effort to identify
a possible signal of risk from active treatment. They have also searched for risk sig-
nals from patients assigned to a placebo group, since some have challenged the use
of placebo controls in a disease with potentially serious outcomes. Arif Khan, a psy-
chiatrist from the Northwest Clinical Research Center, and other researchers pub-
lished a paper in 2000 based on adult data obtained from FDA reviews. Dr. Khan
concluded that the risk of completed suicide was the same, regardless of treatment
assignment. A similar study reached the same conclusion. FDA researchers also
analyzed completed suicides in 234 randomized controlled depression trials of 20
anti-depressant drug products. Based on all our analyses to date of these data, we
reached a similar conclusion: there does not appear to be an increased risk of com-
pleﬁad suicide associated with assignment to either active drug or placebo in adults
with MDD.

ANTI-DEPRESSANTS AND SUICIDALITY IN PEDIATRIC PATIENTS

Whether anti-depressant drug use causes suicidal thinking or behavior in pedi-
atric patients (or adults) is a critically important question that we must answer in
a careful, thoughtful manner. A premature conclusion or emphasis in either direc-
tion could have adverse consequences for those who are suffering from depression.
Missing or understating a signal of increased risk of suicidality could result in
greater reassurance than is warranted about the safety of these drugs, insufficient
attention to the patients being treated, and perhaps too casual use of the drugs. On
the other hand, overstating the risk could result in overly conservative use of these
drugs or excluding their use for the pediatric population, and inadequate treatment
of a potentially fatal condition. Below we discuss the origins of the concern that
anti-depressants could provoke suicidal ideation in children.

USE OF ANTI-DEPRESSANTS IN THE PEDIATRIC POPULATION

Many people have expressed concern about pediatric use of products approved for
MDD in adults where clinical trials in children were negative. Prozac is the only
product for which efficacy has been established sufficiently to meet FDA’s standards
for approval in the pediatric population. To date, clinical trials evaluating six other
current generation anti-depressants approved for adults have not met FDA’s stand-
ards for establishing efficacy in the child/adolescent population. Nevertheless, there
is widespread belief among treating physicians that these products do in fact work
and that the “negative” results are in fact inconclusive. Negative trials are not nec-
essarily informative in MDD trials because they may be an indication of inadequate
trials rather than evidence of benefit.

Because Prozac is the only product for which efficacy has been establish for treat-
ment of pediatric/adolescent MDD, it is often the first product prescribed by a physi-
cian. However, in 30-40 percent of cases, Prozac does not work for the patient. In
such cases, it is standard care for physicians to prescribe one of the other current
generation anti-depressants approved for adults. The older medications, tricyclic
anti-depressants (TCAs) and monoamine oxidase inhibitors (MAOIs), have not been
approved for use in pediatric/adolescent population. Moreover, as noted previously,
they are of limited value in the pediatric population because of serious, potentially
life-threatening adverse events. They may cause life-threatening arrhythmias in
overdose or even at normal doses in individuals who are unable to efficiently metab-
olize these drugs.

FDAMA AND BPCA STIMULATE NEW PEDIATRIC SUICIDALITY DATA

The question of suicidality arose in the course of FDA’s review of clinical trials
of anti-depressants in children. When Congress enacted the FDA Modernization Act
(FDAMA) in 1997, it provided incentives to manufacturers to conduct pediatric clin-
ical trials. Section 111 of FDAMA authorized FDA to grant additional marketing ex-
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clusivity (known as pediatric exclusivity) to pharmaceutical manufacturers that con-
duct studies of their drugs in pediatric populations. To qualify for pediatric exclu-
sivity, sponsors must conduct pediatric studies according to the terms of a Written
Request from FDA and submit the results of those studies in a new drug application
or supplement. Congress renewed this authority in 2002, in the Best Pharma-
ceuticals for Children Act (BPCA).

BPCA contains important, new disclosure requirements. For studies other than
those submitted under the BPCA, the Agency generally may not publicly disclose
information contained in investigational new drug applications, unapproved new
drug applications, or unapproved supplemental new drug applications. Only after a
new drug application or supplemental new drug application is approved can the
Agency make public certain summary information regarding the safety and effec-
tiveness of the product for the approved indication. However, section 9 of BPCA re-
garding the dissemination of pediatric information gives the Agency additional dis-
closure authority and differs from FDA regulations that generally preclude the
Agency from disclosing to the public information in an unapproved application.
BPCA requires that, no later than 180 days after the submission of studies con-
ducted in response to a Written Request, the Agency must publish a summary of
FDA’s medical and clinical pharmacology reviews of those studies. Moreover, we
must publish this information regardless of whether the action taken on the pedi-
atric application is an approval, approvable, or not-approvable action. Thus, al-
though under FDAMA information on pediatric studies conducted in response to
Written Requests is not available until after the supplemental application is ap-
proved, under BPCA, a summary of FDA’s medical and clinical pharmacology re-
views of pediatric studies, conducted in response to a Written Request issued under
BPCA, is publicly available irrespective of the action taken on the application.

BPCA WRITTEN REQUESTS FOR ANTI-DEPRESSANTS

Prior to the enactment of BPCA, under the pediatric exclusivity authority of
FDAMA, FDA issued seven Written Requests to manufacturers of drugs approved
for the treatment of depression (Prozac, Zoloft, Remeron, Paxil, Celexa, Serzone, and
Effexor). The sponsors of three of these drugs (Prozac, Zoloft, and Remeron) per-
formed the studies and submitted the reports of their studies before FDAMA ex-
pired on January 1, 2002 (and thus, before BPCA took effect). The manufacturers
of two of these drugs, Prozac (which has been approved for the treatment of pedi-
atric depression) and Zoloft (which was studied but not approved for the treatment
of pediatric depression) received pediatric exclusivity for having conducted studies.
The third sponsor, the manufacturer of Remeron, did not receive pediatric exclu-
sivity. Under FDA’s general disclosure provisions regarding the availability of data
and information in approved applications, information on the approved pediatric use
of Prozac is publicly available at: http:/www.fda.gov/cder/foi/nda/2003/18936s
064 Prozac.htm. Just as it has for other product approvals, FDA posted this infor-
mation because we granted approval for Prozac for use in treating pediatric depres-
sion. The pediatric data for Zoloft and Remeron would not normally be available for
public disclosure because their pediatric supplements have not yet been approved.
However, FDA nonetheless asked the sponsors to allow us to make summaries of
these studies public. The sponsors agreed to our request and summaries are now
available on FDA’s website at: http://www.fda.gov/cder/pediatric/Summary
review.htm.

Following enactment of BPCA in January 2002, FDA determined that the provi-
sions of this new law should apply as broadly as possible to outstanding Written
Requests for which studies had not yet been submitted. In a July 2002 letter, the
Agency notified drug sponsors with outstanding Written Requests issued under
FDAMA that FDA considered those Written Requests to be reissued under BPCA.
In its July 2002 letter, FDA further advised manufacturers that any studies sub-
mitted in response to the reissued Written Requests would be subject to the terms
of the BPCA, including, among other things, the provisions governing public avail-
ability of study summaries. However, the Written Requests for three anti-depres-
sants (Paxil, Celexa, and Serzone) were not considered as reissued under BPCA in
July 2002 because the manufacturers had already submitted their pediatric studies
to the Agency before FDA issued its July 2002 letter (albeit after BPCA was en-
acted). Therefore, FDA considered the studies for Paxil, Celexa, and Serzone, to
have been submitted under FDAMA; did not consider their Written Requests to be
reissued, and did not apply the public disclosure provisions of BPCA to these stud-
ies. Nonetheless, the Agency has received permission from the sponsors of these
drugs to post summaries of the safety and effectiveness reviews of their pediatric
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studies on FDA’s website, and this information appears at: http:/www.fda.gov/cder/
pediatric/Summaryreview.htm.

Only one of the outstanding and reissued Written Requests under BPCA was for
studies relating to the treatment of pediatric depression. This Written Request was
for Effexor. FDA granted pediatric exclusivity for this product and posted the study
summaries on the FDA Pediatric Summary Review website, according to the re-
quirements of BPCA. No new Written Requests for anti-depressants have been
issued since the passage of the BPCA.

We want to emphasize that although these anti-depressants have all been shown
to be effective in adults, in its Written Requests FDA asked manufacturers to con-
duct two pediatric studies because we knew from experience that it is very difficult
to show the effectiveness of anti-depressants in children. In all studies submitted
in response to Written Requests, no completed suicides occurred in the trials. None-
theless, FDA reviewers of these Written Requests identified a suicidality concern
during the course of their review.

RESULTS OF THE PAXIL WRITTEN REQUEST

FDA has been reviewing the results of anti-depressant studies in children since
June 2003 after an initial report on studies with paroxetine (tradename, Paxil) ap-
peared to suggest an increased risk of suicidal thoughts and actions in the children
given Paxil, compared to those given placebo. During the review of the supplemental
new drug application submitted by GlaxoSmithKline (GSK) for the use of Paxil in
children, FDA reviewers noted a greater number of adverse events coded under the
term “emotional lability” in patients treated with Paxil compared to the placebo

oup. FDA reviewers in the Division of Neuropharmacological Drug Products
(DNDP) of FDA’s CDER noted this in some, but not all, of the Paxil studies. The
reviewers also noted that the actual events coded under this term included suicidal
thoughts and attempts as well as a wide range of other events.

In an effort to better understand these events and to focus on suicidal thoughts
or behavior, DNDP asked the sponsor to reanalyze its data and better characterize
the adverse events identified under the term “emotional lability.” This FDA request
resulted in additional work by GSK and a report on suicidality, submitted first to
the UK (UK), and, shortly thereafter, to FDA.

GSK APPROACH TO ACCUMULATING PAXIL SUMMARY DATA

GSK’s re-analysis of the Paxil data focused exclusively on placebo-controlled trials
(of which there were six). This has been FDA’s focus as well. As noted earlier, in
their original pediatric supplement, GSK classified adverse events suggestive of
suicidality (as well as various other behavioral events) under the general term “emo-
tional lability.” In response to our request for a separate approach to better identify
events that suggested suicidality, GSK conducted searches to find events of poten-
tial interest. GSK’s adverse event data was in an electronic file that allowed them
to search for text strings that suggested suicidality, e.g. “overdose,” “suic,” “hung,”
“cut,” etc. The company conducted a blind evaluation of all events detected by this
text search to select those considered possibly suicide-related. A subset of these
events that could represent self-harm was then classified by GSK as suicide at-
tempts. GSK’s examination of events was limited to those occurring within 30 days
of the patient’s last dose.

GSK submitted its report to FDA on May 22, 2003. This report suggested an in-
creased risk (Paxil vs. placebo) of various thoughts and behaviors coded as events
considered “possibly suicide related.” In addition, there was a suggestion of in-
creased risk for the subgroup of events that met the sponsor’s criteria for “suicide
attempts.” The signal for increased risk was clearest in 1 of the 3 trials involving
pediatric patients with MDD.

It is important to note that these analyses were difficult because investigators
used a large variety of terms to describe what might have been suicidal behavior
and provided variable amounts of detail when identifying these events. The stand-
ard assessments of depression used to evaluate effectiveness all had an item indi-
cating suicidal thoughts, and an evaluation of these scales showed no increased
suicidality compared to placebo. However, the trials were not designed to focus on
the question of suicide risk with drug treatment. To address this concern, we plan
to develop guidance for subsequent trials that will lead to a standard nomenclature
and assessment by investigators.

INITIAL RESPONSE TO SIGNAL OF INCREASED RISK OF SUICIDALITY FOR PAXIL

The reaction to the GSK report by the Medicines and Healthcare Regulatory
Agency (MHRA) in the UK was to issue a public statement explicitly stating that
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Paxil “should not be used in children and adolescents under the age of 18 years to
treat depressive illness,” and to institute a labeling change contraindicating Paxil
in pediatric MDD.

On June 6, 2003, Dr. Russell Katz, the director of DNDP, asked the Office of Drug
Safety (ODS) to perform a consult review of the newly submitted GSK safety data.

Dr. Katz requested that ODS assign Dr. Andrew Mosholder as the primary re-
viewer for the consult because Dr. Mosholder had previously been involved in re-
viewing data on the safety and efficacy of anti-depressants and had generated the
original request to GSK. On June 19, 2003, FDA issued a public health advisory
stating that: “Although FDA has not completed its evaluation of the new safety
data, FDA is recommending that Paxil not be used in children and adolescents for
the treatment of [major depressive disorder].”

FDA also requested data similar to that submitted by GSK from the manufactur-
ers of eight other anti-depressant drugs that were studied in children. On July 22,
2003, the Agency sent requests for data to the manufacturers of the following drugs:
Prozac, Zoloft, Luvox, Celexa, Wellbutrin, Effexor, Serzone, and Remeron. In those
letters, we asked manufacturers to identify suicide-related events for their pediatric
studies in a blinded manner using two search strategies. We modeled our request
to these manufacturers on the approach used by GSK, and asked manufacturers to
conduct an electronic search for text strings relevant to suicidality similar to the ap-
proach employed for Paxil. We also asked manufacturers to blindly search narrative
summaries for any serious adverse events to identify additional instances of “sui-
cide-related events.”

FDA RE-REVIEW OF DATA FROM PEDIATRIC SUPPLEMENTS FOR OTHER ANTI-
DEPRESSANTS

While waiting for the various manufacturers of anti-depressants other than Paxil
to respond, we went back to the adverse event data in the pediatric supplements
for the other eight drugs to re-examine the question of suicidality. Our major ques-
tion was whether there were other anti-depressants with possible signals of in-
creased risk for suicidality, as was observed for Paxil.

There were several limitations to this re-examination. First, the methods for de-
tecting and coding events were not standard across these studies. Second, because
we wanted to have categories similar to those used for the Paxil data for purposes
of comparison across drug programs, we classified events described in the adverse
event listings for these drug programs into two categories: “possibly suicide-related”
and “suicide attempt.” One obvious flaw in this approach was that FDA’s reviewer
was not blinded during this reclassification process. Nevertheless, we believed this
re-examination of summary data might shed some light on the possibility of signals
emerging from other anti-depressant programs. We discovered that there were sig-
nals of increased risk of suicidality for patients assigned to drugs other than Paxil.
We also found that the findings were not consistent across the studies, even for indi-
vidual drugs.

AUGUST 2003 EFFEXOR LABELING CHANGE AND FDA’S RESPONSE

While we were beginning to receive responses to our requests for summary data
from the sponsors for the other anti-depressants, Wyeth Pharmaceuticals, the man-
ufacturer of Effexor and Effexor XR, decided to make labeling changes for its prod-
ucts to address reports of suicidality and hostility. Sponsors have the authority to
make changes to strengthen labeling to address safety issues without prior FDA ap-
proval. This action was based on the company’s re-analyses of data from the Effexor
pediatric trials. The labeling change was the addition of a statement to the “Usage
in Children/Pediatric Use” section in the “Precautions” section of the label to note
increased reports of hostility and suicidality. This labeling change was accompanied
by an August 22, 2003, “Dear Health Care Professional” letter noting the findings
and noting that these products are not recommended for use in pediatric patients.

In September 2003, the UK MHRA issued a regulatory response on Effexor simi-
lar to its response to the report on Paxil suicidality data. It issued a public state-
ment advising prescribers against the use of Effexor for the treatment of pediatric
MDD. This statement was accompanied by a labeling change to contraindicate the
products for that pediatric indication. FDA did not take any specific regulatory ac-
tion on Effexor because we viewed the data as preliminary. Like data for other anti-
depressant drug products, it required a more detailed review.

SEPTEMBER 2003 FDA INTERNAL REGULATORY BRIEFING

An important milestone in our consideration of the pediatric suicidality data was
the September 16, 2003, internal briefing for upper level CDER management. This
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briefing occurred at a time when we only had a preliminary review of the summary
data for Paxil and a crude internal re-analysis of suicidality data from the other pe-
diatric supplements. We had not yet received and reviewed the requested new anal-
yses from all the sponsors of pediatric drugs.

There were several agreements reached at this meeting, including two that were
of particular importance for our further plans to address this issue. We recognized
that we had cast a very broad net to attempt to capture events of potential interest
for possible suicidality. This was appropriate, but it meant that individual cases
needed closer examination to determine what they actually represented. Our first
conclusion was that it would be useful to try to have all events of potential interest
blindly reclassified by outside experts in suicidality in order to have greater con-
fidence in what the signals represented. This conclusion eventually led to the Co-
lumbia Classification Project, described in greater detail below. Second, because it
was apparent that there was inconsistency in the signals of suicidality among the
individual studies of the various drugs, we also concluded that it would be useful
to attempt to obtain patient-level data sets for all of these trials. This would permit
analyses that are more refined and allow adjustments for potentially important co-
variates. These agreements strongly influenced the subsequent course of our efforts
to better understand these data.

RESPONSES TO FDA’S REQUEST FOR SUMMARY DATA FOR OTHER ANTI-DEPRESSANTS

The responses to FDA’s request for summary data for all of the anti-depressants
arrived by late September 2003. These responses were received within DNDP and
forwarded to Dr. Mosholder in ODS as they arrived, over roughly a six-week period.
Unfortunately, as we began reviewing these responses, it became clear that different
sponsors had interpreted the July 22, 2003, request differently. This caused us to
doubt whether all eight manufacturers used similar approaches in selecting,
classifying, and presenting cases of suicidality for review. There was also a concern,
due to the methods used by the manufacturers to search their database, about the
possibility that manufacturers had not captured all adverse events of potential in-
terest.

This impression was confirmed when we spoke to individual manufacturers about
their approach to our request. In retrospect, the algorithm we had provided to
search for potential events and select patients experiencing those events was not
sufficiently detailed to result in a common understanding. This discovery presented
a major hurdle in our evaluation of these data, because we needed to have con-
fidence in the thoroughness and uniformity of the methods used to gather and clas-
sify these cases. We realized that we would need to be more certain that manufac-
turers captured all relevant cases, and that the relevant cases were appropriately
classified.

Greater certainty on this point was necessary to accurately assess the ability of
these drugs to provoke suicidality. For example, we did not receive complete descrip-
tions of how manufacturers conducted searches or why manufacturers included or
excluded individual cases. In at least one case, the search for and classification of
cases was not conducted in a blind manner to avoid bias. In another case, what ap-
peared to be a strong signal in our preliminary analysis of the previously submitted
data became a weak signal on re-analysis by the manufacturer. In all, we concluded
that we needed to better understand the classification and analysis process.

FDA DECISION ON INDEPENDENT RECLASSIFICATION OF CASES

FDA also was concerned about case definition and selection by manufacturers in
response to our July 22, 2003, letters. We noted substantial differences across dif-
ferent drug products in the selection of cases included as suicide attempts. Some
sponsors decided to include essentially all captured events as suicide attempts, even
though there was clearly not enough information in some of the cases to justify such
a classification.

For example, there was concern about a number of the adverse events classified
under the category “possibly suicide related.” In one case, a young girl slapped her-
self on the face and researchers coded this as a suicide attempt. A number of other
events coded as “suicide attempts” involved children who had engaged in superficial
cutting behavior and children who had ingested small numbers of pills in sight of
parents. Such events, while of concern in their own right, would not necessarily be
an indication of suicidal behavior.

This confirmed the view reached tentatively at our September 2003 internal regu-
latory briefing of the need to have potential events blindly reclassified by an inde-
pendent group. Although we briefly considered doing this internally, we rejected this
idea because FDA did not have the expertise in suicidality to conduct such a large
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reclassification effort. Furthermore, most employees who might logically participate
in such an effort had already seen many of the cases. These reviewers could also
be biased because they were aware of the treatment assignment (drug or placebo).

FURTHER REQUESTS FOR DATA/INITIATE THE “COLUMBIA” STUDY

Thus, we began to look outside the Agency and initiated a series of discussions
with outside experts. Although we found several experts interested in such an effort,
there remained the problem of who could coordinate this work and establish meth-
ods and criteria for reclassification.

Columbia University not only had well-recognized expertise in adolescent
suicidality, but also had developed an approach to classifying events that possibly
were representative of suicidality, and this approach precisely fit our needs. We con-
ducted extensive discussions with this group in order to establish a contract to ac-
complish this reclassification of cases and to work out the details of a standard ap-
proach to finding all relevant cases and setting up categories for the reclassification
effort that would meet our needs.

Additionally, as we reviewed the summary data provided by the various sponsors
in response to our July 22, 2003, letters, we again noted an inconsistency in results
across trials, even within individual programs, that we had observed in our re-re-
view of the pediatric supplements. To further address this issue, on October 3, 2003,
DNDP requested patient-level data sets from all manufacturers of the nine anti-de-
pressant drugs. The availability of these more detailed data has permitted FDA to
perform a more refined analysis, taking into consideration possible imbalances
across study groups in these trials. In order to ensure that we had a complete cap-
ture of all relevant events that might possibly be related to suicidality for these
trials, we issued follow-up requests to our

JULY 2003 LETTERS; THESE REQUESTS WERE MADE ON NOVEMBER 24 AND DECEMBER
9, 2003.

This complete set of narratives was sent to Columbia University for review by a
panel of international pediatric suicidality experts. This group was assembled to un-
dertake a blinded review of the reported behaviors using a rigorous classification
system.

FDA’S OCTOBER 2003 UPDATED PUBLIC HEALTH ADVISORY AND TALK PAPER

FDA issued an updated Public Health Advisory and Talk Paper on October 27,
2003, based on our assessment of the pediatric suicidality data at that time. Al-
though we indicated that preliminary data suggested an excess of reports of
suicidality for several anti-depressant drugs, we noted the need for additional data
and analysis. We also noted that we intended to bring this issue to an advisory com-
mittee meeting. We advised caution in the use of any of these drugs in treating pe-
diatric MDD, and reminded prescribers of the standard language already in anti-
depressant labeling alerting clinicians to the need for close supervision of high-risk
patients, particularly during initial onset of drug therapy.

DECEMBER 2003 UK MHRA ACTION ON ANTI-DEPRESSANT TREATMENT OF PEDIATRIC MDD

The UK MHRA made a public announcement on December 10, 2003, indicating
that, in addition to its earlier statements regarding the contraindications of Paxil
and Effexor in pediatric MDD, it was now also contraindicating all SSRI anti-de-
pressants except Prozac for this condition. This announcement noted that the risk
to benefit profile could not be assessed for Luvox, and that, the risk to benefit profile
is favorable in pediatric MDD for Prozac only. Serzone and Wellbutrin are not ap-
proved drug products in the UK. Remeron is an approved product in the UK, but
MHRA has offered no specific comment on the pediatric data for this drug.

FDA’S FEBRUARY 2, 2004 ADVISORY COMMITTEE MEETING

FDA uses advisory committees to gain expert advice about scientific and public
health issues and/or regulatory decisions. In preparing for an advisory committee
meeting, scientific team leaders, supervisors and managers—seasoned regulatory
scientists with drug development and public health expertise—exercise scientific
judgment in synthesizing issues to be brought before advisory committees. This
process is designed to ensure that an advisory committee considering an issue is
provided with sufficient data and information to fully discuss the issues.

While CDER was conducting its more in-depth review of the data from the pedi-
atric clinical trials, planning was also under way to hold a meeting of the PDAC
on
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February 2, 2004. Because the BPCA mandates a review of the post-marketing
safety data for products that have been granted pediatric exclusivity, this meeting
was convened to review the post-marketing safety reporting for a number of prod-
ucts (not limited to anti-depressants). One of the drugs scheduled for discussion at
the February 2, 2004, Advisory Committee meeting was Paxil.

In planning for the discussion of the safety of the use of Paxil in children, the
Agency initially intended to broaden the PDAC meeting to include a discussion of
the Agency’s review of the safety concerns arising from the data on the use of anti-
depressants in children, as these concerns were clearly of public interest. However,
as the reviews and meeting planning progressed, it became clear that the additional
analyses of the data from the clinical trials of anti-depressants in children, particu-
larly the Columbia analysis, would not be completed in time to present the Agency’s
final assessment of these data at the Advisory Committee meeting.

The Agency decided to proceed with the plans to discuss the post-marketing safety
data for Paxil at the meeting, to brief the Advisory Committee on the Agency’s
progress in evaluating data from the clinical trials of anti-depressants in children,
and to solicit advice and comment regarding the Agency’s plans for further analyses.
The plan included returning to the Advisory Committee for another meeting once
the Agency’s more definitive analyses of the clinical trial data were complete. This
would allow us to solicit Advisory Committee input before taking further regulatory
action.

While CDER was moving ahead with plans for the February 2, 2004, Advisory
Committee meeting, Dr. Mosholder was nearing completion of his review of the data
from the clinical trials provided in response to our July 22, 2003, request. Based
on his review, he believed that the available data were sufficient to reach a conclu-
sion about an association between the use of anti-depressants and suicidality in chil-
dren and to recommend additional regulatory action, without the need for the more
in-depth case classification or analyses that had already been initiated by DNDP.
Dr. Mosholder shared his conclusions with his supervisors and with the DNDP/ODE
I review team involved in reviewing this issue. The review team and Dr.
Mosholder’s direct supervisors did not agree that the available data were sufficient
to reach a conclusion and believed that definitive action should await the re-analysis
by Center staff using the Columbia data. There was a discussion within the DNDP/
ODE I review team, as well as higher CDER management including Drs. Katz,
Laughren, and Temple, as to whether

Dr. Mosholder’s scientific and regulatory conclusions on the data should be pre-
sented in some form at the February meeting, given that they did not represent the
Agency’s (but rather an individual staff member-s) determination; it was concluded
that they should not be.

However, at the February 3, 2004, meeting, Dr. Laughren did present the data
that led Dr. Mosholder to his conclusions, although not in detail. These data plainly
showed an excess of suicidality in individual studies and across the studies as a
group.

Dr. Laughren also explained the Agency’s reservations about the classification.

Dr. Katz also acknowledged in his presentation to the Advisory Committee that
some reviewers had reached a conclusion that the data were sufficient to conclude
that there was a link between anti-depressant use and suicidality in children. The
Agency did not present Dr. Mosholder’s conclusion in detail because of concerns that
this would have given his determination the appearance of an Agency position be-
fore the Agency had made such a determination. This could have been harmful to
the public health because it might have led patients who were actually benefiting
from the use of these drugs to inappropriately discontinue therapy with potentially
dire consequences, or to avoid treatment when it might be the best option.

Senior CDER staff believed that the best way to serve the public health on this
very complex and important issue was to: 1) disclose the available publicly releas-
able safety data during the Advisory Committee meeting; 2) describe the limitations
of those data in supporting a definitive conclusion; and, 3) describe the Agency’s
plans to further evaluate the data. The Agency realized its responsibility to the pub-
lic to find the right answer to this question. A premature conclusion that these
drugs are harmful (when used in the pediatric population) that does not hold up
during a more careful review would be a disservice to the public health given the
serious and potentially life-threatening nature of severe depression. This is of par-
ticular concern since there are no acceptable therapeutic alternatives for health care
providers and their pediatric patients with depression.
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CDER’S DECISION-MAKING PROCESS ON SAFETY ISSUES

CDER’s decision-making process is designed to ensure that regulatory actions or
policy formulation take into consideration an array of perspectives and concerns de-
signed to advance public health. The process requires that primary reviewers, team
leaders, supervisors, and managers work together effectively.

In the free and open discussion of CDER issues within a scientific and regulatory
environment, we expect differing professional judgments/opinions. Individual em-
ployees are strongly encouraged to discuss their views with co-workers. A number
of opportunities are available to discuss and resolve scientific differences and en-
hance decision-making. These include meetings among review teams, meetings with
the supervisory and management chains within the Center and Agency, meetings
with sponsors, CDER regulatory briefings and Advisory Committee meetings.

It is never the goal of these discussions to pressure or convince reviewers to reach
any particular conclusion, or to reach a different conclusion that they have already
reached, but only to provide a forum for a free exchange of views by all. After con-
sidering all of the relevant data and arguments, individual reviewers are expected
to write reviews that reflect their best judgment. If their supervisor disagrees with
their conclusions and/or recommendations, the supervisor documents the disagree-
ment, and the resolution of the disagreement, in the official administrative file on
a matter.

FDA’S MARCH 2004 ADVISORY: NEW WARNING STATEMENT IN LABELING

At the February 2, 2004, Advisory Committee meeting, experts raised concerns
about the possible relationship between anti-depressant drug products and suicidal
behavior and suicidal ideation and supported a labeling change to warn of possible
suicidality. On March 22, 2004, FDA responded to these concerns by issuing a Pub-
lic Health Advisory and asked manufacturers of Prozac, Zoloft, Paxil, Luvox, Celexa,
Lexapro, Wellbutrin, Effexor, Serzone and Remeron to include a warning statement
in their labeling recommending close observation of adult and pediatric patients
treated with these drugs for worsening depression or the emergence of suicidality.

In this statement, the Agency informed the public that symptoms such as anxiety,
agitation, panic attacks, insomnia, irritability, hostility, impulsivity, akathisia,
hypomania, and mania have been reported in adult and pediatric patients who are
being treated with anti-depressants for MDD. We warned that patients who experi-
ence one or more of these symptoms might be at an increased risk for worsening
depression or suicidality. The Agency pointed out that we did not know whether the
drugs increased suicidality but warned that medications may need to be evaluated
and perhaps discontinued when symptoms are severe, abrupt in onset, or not part
of the patient’s presenting symptoms. FDA urged health care providers to instruct
patients, their families, and their caregivers to be alert for the emergence of agita-
tion, irritability, and the other symptoms described above, as well as the emergence
of suicidality and worsening depression, and to report such symptoms immediately
to their health care provider.

“COLUMBIA” STUDY RESULTS

The Columbia group submitted its completed review to FDA in July 2004. FDA
then developed its analysis of the pediatric suicidality data based on the case classi-
fications provided by Columbia University. While there were findings among these
data suggestive of an increased risk of suicidality for some of these drugs, inconsist-
encies remained in the results, both across trials for individual drugs and across
drugs. Thus, an overall interpretation of these findings represented a substantial
challenge to the Agency. The Agency brought these findings to the
Psychopharmacologic Drugs and Pediatric Advisory Committees in September 2004
for further consideration.

FDA’S AUGUST 2004 ADVISORY: AGENCY PLAN TO PRESENT DATA TO ADVISORY
COMMITTEES

As part of its commitment to keep the American public fully informed about the
status of its review of data concerning the use of anti-depressants in pediatric pa-
tients, on

August 20, 2004, FDA informed the public of its detailed plan to present new data
to the Psychopharmacologic Drugs and the Pediatric Advisory Committees. This new
data, which FDA posted on its website, included the Agency’s interpretation and
analyses of pediatric suicidality data based on information obtained from the Colum-
bia Study. In addition, the Agency sought advice on appropriate regulatory actions,
such as labeling changes to ensure that the labels of anti-depressants used in pedi-
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atric patients reflect the most recent information obtained from current studies and
analyses.

As we noted previously, FDA also announced that it posted additional summaries
on its web site of pediatric efficacy studies for drugs that have been studied for de-
pression in pediatric patients. These summaries are for Paxil, Celexa, Serzone,
Zoloft and Remeron. Although specific new labeling language has yet to be devel-
oped, FDA will work to assure that the labels of the anti-depressants used in pedi-
atrif patients reflect the most recent information obtained from these studies and
analyses.

FDA’S SEPTEMBER 13-14, 2004 ADVISORY COMMITTEE MEETING

On September 13 and 14, 2004, a joint meeting was held between the
Psychopharmacologic Drugs and Pediatric Advisory Committees to consider the oc-
currence of suicidality in the course of treatment of pediatric patients with various
anti-depressants. The primary focus of FDA’s presentations at the September 2004
meeting was to provide committee members with (1) a detailed description of FDA’s
approach to evaluating and analyzing the pediatric suicidality data, and (2) the re-
sults of this work. The Agency also included presentations on related studies, in
particular, several pertinent epidemiological studies and TADS (Treatment of Ado-
lescents with Depression Study). Committee members heard presentations by both
FfDFéDicaff and experts in pediatric suicidality from the academic community outside
0 .

The overall consensus of the committee was an endorsement of FDA’s approach
to classifying and analyzing the suicidal events and behaviors observed in the con-
trolled clinical trials. Committee members expressed their view that the new anal-
yses increased their confidence in the results. Further, the committee members con-
cluded that the finding of an increased risk of suicidality in pediatric patients ap-
plied to all the drugs studied (Prozac, Zoloft, Remeron, Paxil, Effexor, Celexa
Wellbutrin, Luvox and Serzone) in controlled clinical trials. In addition, the mem-
bers:

e recommended that the products not be contraindicated in this country because the
Committees thought access to these therapies was important for those who
could benefit;

e recommended that the results of controlled pediatric trials of depression be in-
cluded in the labeling for anti-depressant drugs;

e recommended that any warning related to an increased risk of suicidality in pedi-
atric patients should be applied to all anti-depressant drugs, including those
that have not been studied in controlled clinical trials in pediatric patients,
since the available data are not adequate to exclude any single medication from
an increased risk;

e reached a split decision (15-yes, 8-no) regarding recommending a “black-box”
warning related to an increased risk for suicidality in pediatric patients for all
anti-depressant drugs; and

e endorsed a patient information sheet (“Medication Guide”) for this class of drugs
to be provided to the patient or their caregiver with every prescription.

3

FDA’S SEPTEMBER 17 ANNOUNCEMENT REGARDING SSRIS

On September 17, FDA announced that the Agency generally supports the rec-
ommendations made to the Agency by the Psychopharmacologic Drugs and Pediatric
Advisory Committees regarding reports of an increased risk of suicidality (suicidal
thoughts and actions) associated with the use of certain anti-depressants in pedi-
atric patients. FDA has begun working expeditiously to adopt new labeling to en-
hance the warnings associated with the use of anti-depressants and to bolster the
information provided to patients when these drugs are dispensed.

EFFECTIVENESS DATA FOR ANTI-DEPRESSANTS IN PEDIATRIC MDD

To date, much of the focus has been on pediatric suicidality and the safety of anti-
depressant drug products. However, it is also important to consider the efficacy data
for these drugs because a risk-benefit assessment is important to clearly understand
the benefit side of this equation. Of the seven products studied in pediatric MDD
(Prozac, Zoloft, Paxil, Celexa, Effexor, Serzone and Remeron), FDA’s reviews of the
effectiveness data resulted in only one approval (Prozac) for pediatric MDD. (In Jan-
uary 2003, FDA approved Prozac for the treatment of children and adolescents ages
7 to 17 for depression and obsessive-compulsive disorder.)

Overall, the efficacy results from 15 studies in pediatric MDD do not support the
effectiveness of these drugs in pediatric populations. It is understandable that peo-
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ple might conclude that these data show that the drugs, except for Prozac, have no
benefit in pediatric MDD. We think that conclusion is premature, however.

There are many reasons, other than lack of effectiveness, for studies to fail to
show benefit. This phenomenon is a particular problem in depression, and even
more so in pediatric depression.

To begin with, in adult MDD programs for drugs approved for this indication, the
overall failure rate for studies that appear in every respect to be adequate trials is
about 50 percent. This indicates that showing effectiveness in depression is not
easy. In fact, because we expected this difficulty, our Written Requests to sponsors
asked for two studies, not the one that would have been more typical.

Additionally, the history of pediatric MDD studies with the tricyclic anti-depres-
sants (TCAs) is uniformly negative. This finding may have several possible expla-
nations, including flaws in study design or conduct, or the possibility that TCAs
simply do not work in pediatric MDD. It is also possible, however, that there is even
greater heterogeneity among pediatric patients who meet criteria for MDD than is
ﬁllljeDfor adults. If true, this would also work against study success in pediatric

Finally, the context in which sponsors conducted these studies may not have been
ideal. Sponsors do not need positive results when conducting a study in response
to a Written Request in order to gain exclusivity. The studies simply must be con-
ducted according to the terms of the Written Requests, and the results submitted
to meet deadlines specified in those requests. We are not suggesting that sponsors
of these studies did not design and conduct them with good intent and according
to high standards. We merely point out that the failure of a drug registration trial
to show a drug effect represents a more significant loss for the sponsor (i.e., the non-
approval of the drug) than the failure of a study in response to a Written Request.
We do not know whether this could have influenced the conduct of the study in sub-
tle ways that might have worked against getting a positive result, e.g., in recruit-
ment of patients. As an example of how our thought process has changed since the
time we issued the Written Requests, if we were to make a Written Request today
for an anti-depressant, we would ask that the trial include a Prozac arm as well
as placebo to confirm the ability of the study to demonstrate effectiveness. .

Nevertheless, the failure of most of these programs to show a benefit in MDD
heightens the concern about the drugs ability to induce suicidality. The burden is
clearly upon those who believe these drugs do have benefits in pediatric MDD to
design and conduct studies that are capable of demonstrating such benefits. The
problem for practitioners is what to do in the face of the uncertainty. Practitioners
must consider the generally negative findings in the context of several other facts.

In all but one of the failed drugs, there were only two studies in pediatric MDD.
For the remaining failed drug, there were three pediatric MDD studies. Among the
failed drugs, there was one drug where one of the two studies was positive (Celexa),
and two others (Zoloft and Serzone) where the results, while negative by our usual
standards, were at least trending toward positive in one of the two studies.

It has been observed that the published literature gives a somewhat different per-
spective, suggesting more positivity in two of these programs. A published paper de-
scribes one of the Paxil studies as positive on most of the secondary endpoints, while
acknowledging that it failed on the primary endpoint. Another paper describes the
Zoloft program as positive, based on a pooling of two similarly designed studies that,
when looked at individually, failed. As noted, except for Prozac, we do not believe
effectiveness has been shown for any agent in pediatric MDD.

CONCLUSION

FDA was the first to identify a concern about suicidality in several of the sub-
mitted pediatric studies. We evaluated the data closely and raised serious questions
about its adequacy. We then took the initiative to acquire further relevant data from
sponsors and used expertise outside the Agency to access the reports of suicidality
thoroughly. FDA’s assessment on this issue is designed to achieve the most scientif-
ically rigorous review possible. The Columbia University classification project has
provided the Agency with a credible basis for analyzing the risks of these drug prod-
ucts.

The results of pediatric depression studies to date raise very important problems.
First, the poor effectiveness results, except for Prozac, make it very difficult for
practitioners to know what to do to treat a very serious, life-threatening illness.
While we believe that these drugs may be effective in children, studies have not
shown this to be true. Second, and of equal importance, the analyses we initiated
in 2002 appear to show that the drugs in the pediatric controlled depression trials
can lead to suicidal behaviors or thinking. While no suicides occurred in the trials,
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suicides certainly have been reported in treated patients, and the devastating re-
sults of these suicides were a critical part of the February 2, 2004, Advisory Com-
mittee meeting.

FDA generally supports the recommendations that were recently made to the
Agency by the Psychopharmacologic Drugs Pediatric Advisory Committees regarding
reports of an increased risk of suicidality associated with the use of certain anti-
depressants in pediatric patients. FDA has begun working expeditiously to adopt
new labeling to enhance the warnings associated with the use of anti-depressants
and to bolster the information provided to patients when these drugs are dispensed.

Thank you for inviting us today to discuss this important subject. We would be
glad to answer your questions.

Mr. WALDEN. Dr. Laughren, do you have an opening statement,
sir?

Mr. LAUGHREN. No, I don’t.

Mr. WALDEN. Okay. Dr. Seligman?

Mr. SELIGMAN. No, I don’t.

Mr. WALDEN. Thank you. Well, we appreciate all of you here
today to share with us this information as we continue to look at
what happened in this area and maybe what needed to happen,
and where we are today and where we will be when the FDA
makes it decision relative to the Advisory Committee’s rec-
ommendations.

Dr. Knudsen, could you turn in our big binder there to Tab 71
and 72? While you are looking at that, these are the two versions
of a letter under your signature sent to Pfizer Pharmaceuticals on
March 19, 1996, Tab 71 and 72.

Tab 71 has a FAX cover page filled out in someone’s handwriting
to Martha Brumfield of Pfizer from James Knudsen. The top of
that page indicates it was sent at 10:18 and shows FDA
Neuropharm on it as well.

Does this appear to be your handwriting on the FAX cover sheet,
sir?

Mr. KNUDSEN. It does appear to be.

Mr. WALDEN. It does. Okay. The letter attached to this FAX has
lots of typographical errors in it as well as different fonts being
used for various words. If you would turn to Tab 72, it appears to
be the same letter in substance as Tab 71. However, the typos are
removed, and the font is consistent. The letters alone have a dif-
ferent FAX time Sent stamp on them, and show them coming from
a different section of FDA. Yet does the signature on both these let-
ters appear to be yours?

Mr. KNUDSEN. Tough question, isn’t it? They appear to be, but
then again—yes, they appear to be. Back in 1996 when I was—my
penmanship may have been a bit better than now. It varies some-
what. But I will answer the question as it appears to be. I have
to equivocate a week bit, just because of the duration of time and
the instability of my penmanship.

Mr. WALDEN. All of our penmanship tends to suffer with age, sir.

Mr. KNUDSEN. Thank you so much.

Mr. WALDEN. Was it your practice to send a draft letter to a
pharmaceutical company requesting information, then resend a
cleaned-up version later on, though? Would you have sent it as a
draft and then send a different version later?

Mr. KNUDSEN. No, I don’t—I mean, once again I have to preface
a statement by, regrettably, this was done in 1996. So it is some-
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what precarious for me to forage around in the limited gray matter
that is available to answer that concretely.

Mr. WALDEN. Is it a practice you recall doing throughout your ca-
reer? Do you usually send a draft and then another?

Mr. KNUDSEN. I do not—no, I do not usually send a draft and
another. That’s correct.

Mr. WALDEN. I mean, this wouldn’t be a normal practice, I
wouldn’t think.

Mr. KNUDSEN. No. That’s correct.

Mr. WALDEN. Okay. I don’t know. I mean, I'm not the best speller
in the world, but——

Mr. KNUDSEN. Well, quite frankly, I chatted with this—I mean,
last week I talked with the subcommittee staffers, and I was rather
appalled at what—with the typographical mistakes. I am rather
fastidious most of the time. There are periods whereby I could devi-
ate from that, but I mean, this is—this being Tab 71 is a mess.
Draft or otherwise, I wouldn’t be sending it to Martha, best I can
recall anyway.

Mr. WALDEN. I understand that. Do you have any explanation for
the fact that two versions of this letter exist?

Mr. KNUDSEN. No, but I suspect others do. I am unable to come
up with an explanation.

Mr. WALDEN. Were you able to find this letter in the files at
FDA?

Mr. KNUDSEN. I checked—no, to answer your question. I did
check the document room. My own files are in—not trying to gen-
erate excuses, but they are in boxes which I invite you to my office
and it is extremely difficult to even find a box. But they are all
there. We are getting ready to relocate. So maybe with another 40
days and 40 nights I could find it.

Mr. WALDEN. Well, should there have been a copy of this letter
in the NDA files?

Mr. KNUDSEN. I would—yes, and I would have kept a copy my-
self in my Certraline file. I keep everything.

Mr. WALDEN. Your files are in boxes?

Mr. KNUDSEN. I as unable to locate it in the document room

Mr. WALDEN. Right.

Mr. KNUDSEN. [continuing] when I was there. I checked in a cur-
sory way in my office, just trying to find the Certraline file that
I have. In fact, I did find the Certraline file, parts of it, but I could
not locate this particular document.

Mr. WALDEN. Where did you obtain a copy of your March 19,
1996, letter, and which version did you see?

Mr. KNUDSEN. I obtained two copies, one from the Division.

Mr. WALDEN. The Division?

Mr. KNUDSEN. HFD, the Division I am in, the day before I left
to go to Maine. I took it with me, in addition to other things, other
documents, and then the subcommittee members sent via Federal
Express another document. I mean the same one.

Mr. WALDEN. Another copy of that same document?

Mr. KNUDSEN. Yes, sir. Yes, sir.

Mr. (}NALDEN. And where did the agency get the version they sent
to you?

Mr. KNUDSEN. I did not inquire.
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Mr. WALDEN. Dr. Temple, do you know?

Mr. TEMPLE. I could be wrong about this. My understanding is
that Dr. Knudsen got a copy of the letter from the committee.
Maybe I'm wrong about that.

Mr. KNUDSEN. Yes, I just said that.

Mr. TEMPLE. And that we never were able to find it in our files
and got it from Pfizer.

Mr. WALDEN. There you go. So you had to go to Pfizer to get it?

Mr. TEMPLE. Yes.

Mr. WALDEN. That’s what you provided to the committee. Right?

Mr. TEMPLE. I'm not sure, but we could not—what I am sure of
is that we were unable to find a record of this letter anywhere in
our files. That, I am sure of. I am not sure about the rest.

I should say that it is unusual. Letters don’t ordinarily go out
under a medical officer’s signature. They would ordinarily go out
under Dr. Katz’s signature or Dr. Lieber’s or whoever was in
charge at the time, and a copy would be in the New Drug Applica-
tion, in the file. So this was unusual.

Mr. WALDEN. All right. Dr. Knudsen, was it your practice as a
medical review officer in 1996 to directly correspond with a phar-
maceutical company on a matter you were reviewing, and then re-
quest information or did you need to apprise any of the supervisors
of your request for additional information from the pharmaceutical
company?

Mr. KNUDSEN. It was not my practice to do so.

Mr. WALDEN. So you would have—was it your practice to tell
your colleagues or supervisors that you were seeking such informa-
tion from a pharmaceutical company?

Mr. KNUDSEN. Correct, 86 to 95 percent of the time. There is al-
ways a slight opportunity for me to—I mean, once again, I mean,
I answered the question as best I could that it is not my practice
to do so. In fact, I received my copy from the Division via—of
course, I guess the Division received it from Pfizer. I wasn’t aware
of that. I had no need to question that anyway. I just wanted to
take some materials with me to Maine.

Mr. WALDEN. Isn’t it a requirement of FDA regulations these
types of correspondent documents be kept on file by the agency?

Mr. KNUDSEN. Yes.

Mr. WALDEN. All right. And yet in this case, that doesn’t appear
to be what happened. Right?

Mr. KNUDSEN. That is correct.

Mr. WALDEN. All right. In these letters, you state “We note that
there appears to be an increased frequency of reports of suicidality
in pediatric adolescent patients exposed to Certraline compared to
either placebo or Certraline treated adult OCD patients. If this is,
in fact, the case, what would be a plausible explanation?” That is
what is in the letter that you signed or you think you signed and
sent to Pfizer.

You asked for summary tables from Pfizer to compare data from
adult and pediatric patients in their data base. Is it fair to say that
you wrote this letter to Pfizer because you noticed an increase in
suicide related behavior in the pediatric OCD trials relative to the
rates in the adult trials, and that that was of concern to you? Is
that why you wrote this letter to Pfizer?
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Mr. KNUDSEN. Yes.

Mr. WALDEN. All right. And was it of enough concern that you
wanted answers from the company?

Mr. KNUDSEN. Correct.

Mr. WALDEN. And approximately 10 days after you sent this let-
ter to Pfizer, you complete a safety update to Zoloft. We have put
selected pages of your safety review at Tab 81, 81, if you want to
refer to that, sir.

In your safety update you note on page 15 that, “In the small pe-
diatric adolescent pool population of OCD patients, the incidence of
suicidality in the Certraline treated patients was fivefold greater
than the adult OCD Certraline treated patients.”

You go on to note that 4 of 6 Certraline pediatric patients had
comorbid depression and, “Depression is an important risk factor
for suicide.” You then cite an article published in the Journal of
American Academy of Child and Adolescent Psychiatry that indi-
cated—that also noted the same phenomenon with kids being treat-
ed with Prozac.

What did you do other than note these concerns in the safety up-
date? Where did you take it from here?

Mr. KNUDSEN. I was trying to see whether or not that was in-
strumental in my sending the letter to Pfizer, just to garner some
additional information. This was March 28, 1996. The letter to
Pfizer was October, was it?

Mr. WALDEN. I think the letter to Pfizer, you will see, is dated
March 19.

Mr. KNUDSEN. March 19, before.

Mr. WALDEN. So like 9 days later——

Mr. KNUDSEN. Well, in fact, in reviewing the NDA, this was a
final document that was signed off, the one that—the document in
Tab 81. So prior to finalizing this document, Tab 81, I found this
information to be—at the time anyway, certainly of concern to me
to make some further inquiries to Pfizer, and realizing, of course,
when I finalize this document, I believed that Pfizer had not re-
sponded yet to this.

Mr. WALDEN. That would be correct, based on the timeline I have
seen. But 9 days before you wrote to Pfizer asking for this addi-
tional information, why didn’t you include in this update the fact
that you were awaiting additional information from the company to
explain the fivefold increase? Would that have been a prudent
thing to do?

Mr. KNUDSEN. Yes, it would have been.

Mr. WALDEN. Well, my time has expired. I will now recognize the
ranking member of the subcommittee at this time, the gentlelady
from Colorado.

Ms. DEGETTE. Thank you very much. Dr. Temple and Dr.
Laughren, I am wondering if you can tell me, knowing what you
know today, do you believe that Dr. Mosholder’s initial conclusions
about the increased risk of suicidality exists in pediatric popu-
lations taking anti-depressant medication to treat MDD? Dr. Tem-
ple?

Mr. TEMPLE. The reanalysis that Columbia did, did not change
the overall direction of the results. So

Ms. DEGETTE. So your answer would be yes?
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Mr. TEMPLE. Would be yes. Dr. Hammad’s analysis and Dr.
Mosholder’s are slightly different analyses, but in fact the relative
proportions of suicidality are similar to what Dr. Mosholder found.

Ms. DEGETTE. What about you, Dr. Laughren?

Mr. LAUGHREN. Yes, I agree. The relative risk for both analyses
is roughly twofold. So it is essentially the same. There are some
differences across drugs. The signal gets a little stronger for some
drugs, a little weaker for others, but overall I agree that it is
roughly the same result.

Ms. DEGETTE. There was about 8 months between his findings
and when, I think, the FDA took action. I guess my question to
both of you: Do you wish that the agency would have taken him
more seriously and allowed him to present the findings so that we
could have warned parents and physicians about the increased
suicidality rates instead of waiting these 8 months?

Mr. TEMPLE. Let me say a few things. Our concern, as I said be-
fore, was that the action we take be based on the best possible
data. Let me describe the kind of data we had here.

The usual way we expected to evaluate increased suicidal risk is
by looking at the scales that patients in trials are given that ask
them how suicidal they are. Dr. Laughren in his comments on Dr.
Knudsen’s review points out that we are going to have more data
on this question.

Those analyses revealed nothing in any of these trials. There was
no increased suicidality by that measure. What we got was some-
thing unexpected, namely the adverse reaction reports, when inter-
preted, when translated, revealed an excess of these suicidal behav-
iors. What we had very little experience with was what those
things mean.

We thought, as we looked at them, that somebody—that people
expert in interpreting these behaviors needed to look at them. Dr.
Mosholder specifically in his review says he did not try to reevalu-
ate each of these cases, because he was no longer blinded. That
conclusion——

Ms. DEGETTE. But Dr. Mosholder also said that he only looked
at the most—I'm not a researcher, but he only looked at the most
serious cases and, in fact, Dr. Temple, you yourself in your opening
statement said that the comment you had made about the face
slapping you now regretted that, because he didn’t take those
things into account.

Mr. TEMPLE. Let me explain. He had—in response to the concern
that these cases might not be a true bill, might not be what they
seemed to be, he offered several approaches. One was to only look
at the serious cases. That is clear, and you can see in his review,
if you look at the cases that were included and not included, that
many of the trivial cases were excluded by the decision to look only
at the serious cases. That is perfectly true.

There were, however, additional cases where you didn’t know
what they meant, and he was in no position to reevaluate them.
Let me just——

Ms. DEGETTE. I apologize, but they only give me 10 minutes. So
if you can make your answer concise, I would appreciate that.

Mr. TEMPLE. Okay. I wanted to explain one other point about it.

Ms. DEGETTE. Very briefly.
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Mr. TEMPLE. He also said that, if there is noise in the system,
if it is inaccurate, that would tend to hide a finding rather than
to create one, and that is true.

What is also true, however, is if there was a bias toward inter-
preting certain things that the drugs do, like agitating people or
making them hostile, as suicidality, that could give you the wrong
picture. It could cause you to think there were suicidal events
when, in fact, they were not.

That is why we thought we needed an independent look at these
cases in

Ms. DEGETTE. Okay. But at the time that Dr. Mosholder came
up with his findings, there was already the British study that had
come out earlier that year.

Mr. TEMPLE. No, the British were using the same data we were.

Ms. DEGETTE. Right, but they had concluded this increased risk
of suicidality.

Mr. TEMPLE. But we don’t know that they

Ms. DEGETTE. But I mean there were two.

Mr. TEMPLE. Let me make it clear. There was nothing wrong
with Dr. Mosholder’s analysis, the ratios he designed, any of those
things. That is not——

Ms. DEGETTE. Well, right. In fact, it has now turned out he was
completely right.

Mr. TEMPLE. No, that is not at issue. What was at issue was
what the cases were, whether they really showed suicidality, and
to answer that question you either have to look at them closely or
decide that they could not have been biased.

Ms. DEGETTE. Well, let me ask you this. In the spring or summer
of 2003, Wyeth came to the FDA, and they wanted on their own—
we heard this in the last hearing—to strengthen warnings on
Efexir, and the FDA asked them not to do that. Is that right?

Mr. TEMPLE. Not quite. They were allowed to do that, and they
did it until we created a new stronger warning or—you can call it
strong or not—a different warning in march of 2004. That warning
was in the warning section. It prominently said you really need to
watch patients, and we thought that was a more trenchant warn-
ing. That was in response to the Advisory Committee.

Ms. DEGETTE. Okay. Now do you think that the FDA is going to
adog)t this most recent recommendation about the black box warn-
ings?

Mr. TEMPLE. Our public statement said that we were going to do
all the things they said. We want to think about the conversation
they had about the black box. It is true it was 15 to 8, but there
were a lot of people that said a lot of things.

You know, I don’t want to——

Ms. DEGETTE. Does that mean no?

Mr. TEMPLE. No, it absolutely doesn’t mean no. It means we
haven’t finished our decision yet. We want——

Ms. DEGETTE. Well, what is the FDA’s goal with respect to label-
ing of these anti-depressants for off-label use for pediatrics? What
is the goal at this point, knowing the information you know about
increased risk of suicidality?

Mr. TEMPLE. Well, we are unquestionably going to explain that
the drugs themselves appear to be—are associated with or cause an
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increased risk of suicidality. That is a given. The only question is
what form it will take.

The discussion the Advisory Committee had was——

Ms. DEGETTE. What kinds of forms do you have that you can
take with it?

Mr. TEMPLE. Oh, you could put a warning—I mean, the alter-
native, you could put a warning in dark print, something like that,
or you can put it in a box. Those are probably the two choices.

Ms. DEGETTE. So the choice would be to put it on the bottle. No?

Mr. TEMPLE. No, no.

Ms. DEGETTE. To put it on the box?

Mr. TEMPLE. Well, a box warning is the very first thing you read
in the label.

Ms. DEGETTE. Right. Open it up.

Mr. TEMPLE. A warning comes a little bit later. Those are promi-
nent, too, and we sometimes do one and sometimes do the other.
The particular——

Ms. DEGETTE. If there is a black box, that has to be in the adver-
tising, too. Right? So if Zoloft has an ad, it has to have a warning,
may cause suicidality in pediatric use, or something like that.

Mr. TEMPLE. Yes. The contents of the black box would have to
appear, but——

Ms. DEGETTE. It seems to me you would want to do that.

Mr. TEMPLE. Wait, wait, wait. The content of the warning would
have to be there, too.

Ms. DEGETTE. Well, sure. I understand, but that’s the effect of
a black box versus some of these other warnings. Right?

Mr. TEMPLE. No. The requirement for advertising is you have to
balance the information. If there was a prominent dark print box,
that would have to be there, too. I'm not trying to discourage a
black box. I am just trying to reflect the fact that people who spoke
to us were concerned that people who were at risk of killing them-
selves would not be treated if we scared people too much.

I'm not saying I agree with that. We put the idea of the black
box before the committee. You know, we are not shrinking from it,
but they said multiple things.

Ms. DEGETTE. Well, I would imagine you would share my con-
cern. My concern is that off-label prescription of these nonapproved
drugs for pediatrics with, at best, no effect on these depressed kids
and, at worst, increased risk of suicidality will continue unabated.
I would assume that is the FDA’s role to decide that. Right?

Mr. TEMPLE. One of the problems with off-label use and not hav-
ing enough data is that you don’t know what the answer is. The
Advisory Committee—many, many people said we know how the
studies came out; they are not impressive; they weren’t able to
show effectiveness. But they clearly were concerned that maybe as
a second line drug these drugs probably should be available and
probably worked in people.

That is not the same as knowing, because we know the studies
largely failed.

Ms. DEGETTE. I think we can probably all agree that it would
help to have more clinical trials in this area, would it not?

Mr. TEMPLE. Yes, but they—Again, I am talking for them. I am
not telling you what we decided to do. They were very concerned
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that we would scare people so much that people who didn’t respond
to, say, Prozac wouldn’t use it or would be afraid to use it, and they
were afraid of the consequences. They were worried about them.

You know, these are expert people who treat these conditions.
They know a lot more about it than I do.

Ms. DEGETTE. Can I just ask you a question. Do you think it
would be a good idea if we had more clinical trials so we could get
more data on what the effects of these anti-depressants are, or
should we just rely on faith?

Mr. TEMPLE. Oh, no, we live by getting more data. We can’t al-
ways manage to get it.

Ms. DEGETTE. Can you require more clinical trials as part of
your ongoing effort?

Mr. TEMPLE. That is going to be an interesting question. We
have a number of thoughts about how to do further studies, which
I would use up your 10 minutes if I told you, but I would be glad
to.

Ms. DEGETTE. It’s okay. It’s already over.

Mr. TEMPLE. No, we think there needs to be more data. For ex-
ample, we were very impressed with the TAD study. It was a very
informative study done by NIMH. We are going to be talking with
them, see if we can convince them to do some more stuff.

Ms. DEGETTE. Great. Now what about the companies? Are you
going to require—what we learned in the last hearing: Pharma-
ceutical companies are making millions and millions of dollars from
this off-label prescription of these anti-depressants.

Would it be reasonable for the FDA to require further studies by
the companies?

Mr. TEMPLE. It is reasonable, and whether we can—well, there
is a question of our authority. Whether we will be able to require
further studies when they will perfectly happily say we think it is
a settled question, we don’t want the drug used in children—we are
perfectly happy to say safety and effectiveness in children hasn’t
been demonstrated, and they are perfectly happy to say that, as
you pointed out.

Ms. DEGETTE. Because they can still sell these drugs.

Mr. TEMPLE. Whether we will be able to persuade them to do
more studies is not known to me. We definitely——

Ms. DEGETTE. Well, can’t you hold the pediatric exclusivity stick
over their head?

Mr. TEMPLE. Unfortunately, no. They have done what they were
supposed to do under the law. They have done the trials we asked
for, and pediatric exclusivity has been now granted.

Ms. DEGETTE. So if you have these recalcitrant drug companies
who are refusing to do more studies because they can just blithely
say, well, we don’t like this off-label use anyway, we don’t——

Mr. TEMPLE. To be fair, they haven’t refused yet.

Ms. DEGETTE. Okay.

Mr. TEMPLE. I'm not optimistic. That’s all.

Ms. DEGETTE. They might agree to do it, but if not, it would
seem to me it would be in the FDA’s interest then, and this is with-
in the FDA’s authority, to require the strongest possible warnings
so that doctors and parents understand the risk to pediatric pa-
tients.
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Mr. TEMPLE. There is no question there is going to be a strong
warning. The other thing is we suggested to the committee that
there ought to be patient labeling, a so called Med Guide, and they
totally agreed with that.

We also told them that we didn’t think a Med Guide works un-
less you create what is called unit of use packaging, so that it is
always handed out, and I am on lengthy record as saying we are
going to require that, which we will. But we did all of those things.
It needs to be a strong warning.

Ms. DEGETTE. And staff points out to me, the FDA could
counterindicate this drug and stop it form being prescribed, period.

Mr. TEMPLE. Well, we couldn’t. They could still prescribe it. We
don’t control what people do. The Advisory Committee was un-
equivocal, voted overwhelmingly and uniformly that they did not
think a contraindication was appropriate, for the reasons that I
have just given. They think, without data, without evidence that
these drugs actually work, they think they need to be available.

Ms. DEGETTE. Excuse me, sir. Let me just say, it seems like cir-
cular reasoning. We don’t have the data to say what we should do,
but we can’t make them get the data. So we are just going to go
along. I would suggest we work together. Do you need statutory
changes, whatever you need? We need to get a grasp on this, and
I think part of it is getting more data.

My time has long expired. Thanks for your comments.

Mr. TEMPLE. Can I throw one more thing out? The data were not
uniformly negative. There was one positive trial with a drug called
Cetalopram, and there were a couple of trials that were close, not
entirely negative.

So it is not out of the question that these drugs can be shown
to work.

Mr. WALDEN. Are you talking about efficacy or suicidality?

Mr. TEMPLE. Efficacy.

Mr. WALDEN. Well, I am going to go to Mr. Ferguson in a second.
But you could also require that the trials that show no efficacy be
published. Right? Be printed? Doctors could be notified? Couldn’t
you require that?

Mr. TEMPLE. That is a difficult question. Published? Absolutely
not. We have no control over publication.

Mr. WALDEN. I’'m sorry. I used the wrong term. Couldn’t you re-
quire that on a label it says no efficacy?

Mr. TEMPLE. I believe we can, yes.

Chairman BARTON. Would the gentleman yield before you go to
%\/Ir. Ferguson? I just want to follow up on that question very brief-
y.

Mr. WALDEN. Certainly, Mr. Chairman.

Chairman BARTON. Dr. Temple, is the FDA now changing its cri-
teria for approval to say, if it can be shown that it is not out of
the realm of question that it might be shown to work, that you are
going to approve it? I've never heard such a

Mr. TEMPLE. We are not approving it. I am trying to reflect the
views of the experts we had on our Advisory Committee.

Chairman BARTON. I understand that.

Mr. TEMPLE. They know perfectly well that these drugs have not
been shown, according to our standards, to work. There is no ques-
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tion about it. I totally agree with that conclusion. That is not the
same as knowing they don’t work, and they were frightened at the
prospect that people would not be able to use the drugs in——

Chairman BARTON. I understand that.

Mr. TEMPLE. That’s all.

Chairman BARTON. One reason your agency has such high es-
teem in the public is because, almost without exception, all the
time drugs or medical devices don’t get approved until it has been
shown without a shadow of a doubt that they do work unless it is
some cancer therapy or orphan drug where you develop some sort
of an informed consent that the situation is so dire that the patient
is going to die unless almost a Biblical miracle occurs.

That statement you just said, to just cavalierly say, well, we can’t
really say that in some cases it might work, just boggles my mind.

Mr. TEMPLE. I'm obviously not communicating. There is no ques-
tion that these drugs have not met the standard for approval. I
don’t want to approve them. I cherish the standard. I think the
1962 Act was one of the greatest pieces of legislation in all the
world’s history.

That is not the same as saying that anyone who uses a drug off-
label is doing the wrong thing. The requirement for approval has
to meet—there is a threshold set for approval, and I think that is
entirely appropriate. I value it enormously, and I don’t even believe
it doesn’t apply in orphan drug cases, in cancer drugs either.

But the fact is that data comes in a smear, in a range, and what
may not be anywhere close to what we would need for approval
may inform some people or convince them that they ought to give
something a try. 'm just saying that is a fact. I am not saying it
is a good thing or a bad thing.

What I am saying is that our Advisory Committee was uniformly
concerned that people who hadn’t responded appropriately to
Prozac would have nothing available when they were deeply de-
pressed, suicidal, and the like. That seems a legitimate concern,
too.

That is not talking about making the drug——

Chairman BARTON. I will do this on my own time.

Mr. WALDEN. But don’t virtually every single clinical trial show
there is no efficacy for these drugs in kids and adolescents? Isn’t
Prozac like the only one that shows that for kids and adolescents,
that there is any efficacy?

Mr. TEMPLE. The results are certainly discouraging. Prozac was
three for three.

Mr. WALDEN. No, no. How many studies that have been done in
children and adolescents for this range of drugs showed they had
efficacy for kids?

Mr. TEMPLE. Not counting Prozac, I assume.

Mr. WALDEN. Count Prozac. I don’t care. How many studies have
been done——

Mr. TEMPLE. Three Prozacs, one Cetalopram. There is a study of
Paxil in which all of the endpoints except their primary endpoint
were successful. Some people would think that shows something.
We wouldn’t. We wouldn’t buy it.

Mr. WALDEN. So you don’t buy it.

Mr. TEMPLE. I don’t buy it.



90

Mr. WALDEN. All right.

Mr. TEMPLE. Certraline published a report that said we work
when you throw our two studies together. We don’t buy that, but
it is a trend in the right direction. It is not zero, and——

Mr. WALDEN. When it is combined, but not a stand-alone, and I
thought your own agency rejected that.

Mr. TEMPLE. That is what I said. We do not believe that they
have shown effectiveness. Absolutely not. That is the wrong anal-
ysis. I am just saying that is not proof that it doesn’t work. I am
gbviously not making myself clear. I don’t want to approve these

rugs.

What the Advisory Committee expressed concern about was that
in a world of uncertainty, they thought that you need to be able
to think about using them in someone who hadn’t responded to
anything else and who had no other choices. I am not here to say
that is a stupid thing to do. Those are knowledgeable advisors.

Mr. WALDEN. Yield to the gentleman from New Jersey.

Mr. FERGUSON. Thank you, Mr. Chairman. Dr. Temple, thank
you and your colleagues for being here today. We appreciate you
answering many, many questions that are very important ques-
tions.

I may have missed it if someone else asked this question. But
can you tell me why Dr. Mosholder did not present at the February
2 meeting?

Mr. TEMPLE. Yes. We thought that the—let me just try to think
what you’ve heard and what you haven’t heard. Our concern was
that there was uncertainty about what the cases that went into his
analysis meant. They were collected from adverse reaction reports
that were not particularly designed to look at suicidality, and de-
termining whether a given clinical picture represents suicidality is
not entirely simple.

The people at Columbia specialize in trying to sort those things
out, and we were aware of that. Our concern was not with the
analysis that Dr. Mosholder did, which was perfectly right, but
with the very cases that went into the analysis and whether they
were credible instances of suicidality.

So we arranged well before that meeting, the Advisory Com-
mittee meeting, and well before his final report, we arranged for
Columbia to blindly review each of the cases and reclassify them.
We didn’t want to present what appeared to be an FDA conclusion
at the February 2004 Advisory Committee.

Mr. FERGUSON. Certainly, he would be capable of explaining that
himself, though, wouldn’t he?

Mr. TEMPLE. Well, no. He believed the analysis was fine. You
know, people can probably disagree about this. We didn’t think he
was wrong. We thought it wasn’t ripe yet. So for us to—you know,
for us to go up and say, oh, he’s all wet, that wouldn’t have been
appropriate, and it is not that we thought it was wrong. We
thought the cases needed to be looked at before conclusions should
be reached.

Mr. FERGUSON. Isn’t that the role of the Advisory Committee, is
to gather information like this and analyze it and make a rec-
ommendation? Did you think they would be confused? Are they an
easily confused group?
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Mr. TEMPLE. The Advisory Committee was in no position to re-
view each of the cases. We had no capacity to ask them to do that.
That would have, you know, taken them months. When we dis-
cussed this matter with them, they clearly sympathized with the
need to find out what these cases meant. We didn’t get a vote. So
I can’t prove what they thought, but they understood the problem
perfectly well, and expressed no dissatisfaction with it.

In fact, at the most recent Advisory Committee meeting, they
said the review by Columbia was very impressive, that the data
looked better than they could have imagined, and expressed sort of
gratitude that they had something they could readily work with.

Mr. FERGUSON. Wouldn’t the committee be equipped to analyze
the arguments? Isn’t that what they are supposed to do?

Mr. TEMPLE. Well, that’s sort of what I am saying. It wasn’t a
matter of making arguments. We didn’t have a counter-argument.
We didn’t think that Dr. Mosholder’s review was wrong. What we
thought was that the basis for doing the review, for creating the
numbers, was imperfect, because the cases hadn’t been
analyzed——

Mr. FERGUSON. And the Advisory Committee couldn’t possibly
understand that?

Mr. TEMPLE. Well, I think they did understand it, and they
nodded in agreement. But they didn’t vote on it. We didn’t ask
them to vote.

Mr. FERGUSON. They didn’t hear his side. He never got to present
on February 2.

Mr. TEMPLE. Well, let me make it clear. What——

Mr. FERGUSON. They had information withheld from them.

Mr. TEMPLE. What Dr. Laughren showed was the results of each
of the trials, many of which showed more suicidality in the treated
group than the other group. Now he didn’t show exactly Dr.
Mosholder’s data or the cumulative data, but it was easy to see,
and we emphasized this in the professional advisory that we sent
out, that there was more suicidality in the treated group in many
of the studies.

So they knew what the issue was perfectly well, and they also
heard from Dr. Laughren what our reservations about the data
were.

Mr. FERGUSON. I am not at all satisfied with the reason why Dr.
Mosholder was somehow blocked from presenting on February 2,
for the record. Let me move on.

I'd like to go to Tab 40 in the committee’s binder. This is the
minutes from the February 2 meeting. Tab 40 is the minutes. I
want to go to the top of the last page of Tab 40.

Mr. TEMPLE. Hang on.

Mr. FERGUSON. Sure.

Mr. TEMPLE. Top of the last page?

Mr. FERGUSON. The last page of Tab 40, and I am quoting. The
text states: “The committee advised the FDA to inform the public
and health care workers, including pediatricians and family practi-
tioners”—it goes on—“of the level of concern regarding possible
harm to a minority of children on anti-depressants and the signs
associated with the side effect.”
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It is clear that the Advisory Committee wanted you to inform the
public about the risk to children, not the risk to the general popu-
lation but specifically the risk to children, as reflected in these
minutes. Is that correct? Do you agree with that? That is what the
minutes say.

Mr. TEMPLE. Yes, but I guess we interpreted that as——

Mr. FERGUSON. I am real short on time.

Mr. TEMPLE. Okay. We put a warning that applied to both adults
and children.

Mr. FERGUSON. Right. The Advisory Committee seemed to indi-
cate—they were specific to children, not the general public. That is
what it says. That is what the minutes say. Right? Why didn’t you
}ssue gln advisory specific to the side effects in the pediatric popu-
ation?

Mr TEMPLE. Because the same side effects occur in adults. Re-
member, this—we did not write a conclusion that the drugs in-
creased the risk of this, because we thought that was premature,
and the committee didn’t tell us otherwise. But the possibility that
people being given these drugs get worse when they are given them
is a phenomenon that has been observed in both adults and chil-
dren. We thought the warning should apply to anybody being start-
ed on these drugs.

Mr. FERGUSON. But if the committee says in their quotation, in
the quote from the minutes, from your minutes, the possible harm
to a minority of children on anti-depressants and the signs associ-
ated with the side effect, why not issue a warning specific to chil-
dren?

Mr. TEMPLE. Even though we thought the same warning should
apply to adults?

Mr. FERGUSON. Why not? What’s the harm? Why not?

Mr. TEMPLE. Well, in the labeling what would we say about
adults?

Mr. FERGUSON. We consider children and adults different in all
sorts of ways. You do, too. The side effects in children are different
from the side effects in adults. Right?

Mr. TEMPLE. Yes. This was a statement——

Mr. FERGUSON. There is a reason we test on pediatric. There is
a reason we do tests on kids and different tests on adults. We don’t
extrapolate one to the other necessarily.

Mr. TEMPLE. Right, but——

Mr. FERGUSON. We do tests on both.

Mr. TEMPLE. But the potential for getting worse when you are
starting therapy is a phenomenon of both adults and children.

Mr. FERGUSON. Okay. Are the side effects different in children
and kids—between children and adults?

Mr. TEMPLE. Well, we now think that they are, because we have
seen no increase in suicides in adults with a very large data base,
but we now believe there is an increase in suicidal thinking and
behavior in children. But that is what we know now, and the new
labeling will surely say that.

Mr. FERGUSON. Okay. I am going to keep going, because we are
kind of getting fuzzed over here. To me, it is mystifying that, given
this information, that you would not have issued—particularly, be-
cause this is what the Advisory Committee seemed to be saying,
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that you wouldn’t have issued a warning specific to kids. Let me
move on.

The minutes go on to note that the committee is concerned that
the public does not know that a strong majority of randomized con-
trolled trials of SSRIs do not demonstrate superiority over placebo
in the treatment of major depression in children and adolescents.

Did you address this concern publicly and through a labeling
change?

Mr. TEMPLE. We did not introduce a labeling change. All the
labeling——

Mr. FERGUSON. Why not?

Mr. TEMPLE. Well, what the labeling all says is that safety and
effectiveness in children has not been demonstrated, and the new
warning moves that statement forward to the warning language.

Mr. FERGUSON. What warning?

Mr. TEMPLE. The warning that all of the drugs got in March—
sorry, after the Advisory Committee meeting.

Mr. FERGUSON. You're talking about the March 22?

Mr. TEMPLE. We asked for it in March. It was all implemented
by about August, I think.

Mr. FERGUSON. Okay. Which is Tab 44. So it just seems to me
that the agency first tries to determine what information that the
Advisory Committee can handle, for instance pulling Dr.
Mosholder, not allowing him to present his data and information
to the committee, and then when they make a recommendation,
when the Advisory Committee makes a recommendation, you dis-
regard the recommendations that they make.

Mr. TEMPLE. I don’t agree that we disregarded it. The third para-
graph of the thing you just showed me says that anxiety, agitation,
panic attacks, etcetera, have been reported in adult and pediatric
patients being treated with anti-depressants. I mean, adults are
people, too. We thought this is a risk that applies to all people who
are started on an anti-depressant.

Mr. WALDEN. Would the gentleman yield?

Mr. FERGUSON. I will yield. I am mystified that, given what is
going on with this issue, that you seem to be incapable or refuse
to decipher the difference between effects on kids and effects on
adults. I will yield to the gentleman.

Mr. WALDEN. Really, I think, what you are asking is: If you knew
it affected children and adults, but you also knew it affected kids
more than adults.

Mr. TEMPLE. We didn’t think we knew that at the time.

Mr. FERGUSON. And worse, more and worse.

Mr. WALDEN. Dr. Mosholder indicated that in his study. This
came out—when did this come out, 2004? This came out in Feb-
ruary 2004. Right? You own agency began flagging this in 1996 and
1997.

Mr. TEMPLE. We did not think it had been established—again,
you have heard the debate about that. Obviously, Dr. Mosholder
thought it was well established. We did not think it was estab-
lished that there was a special risk in children, but we knew that
both adults and children started on therapy, early in therapy, can
have all these things, including increased suicidality. That is what
we wanted to warn about.
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We did not say at this time that there was an increased risk in
children.

Mr. WALDEN. Are you acknowledging that there is an increased
risk in adults?

Mr. TEMPLE. Increased risk compared to no treatment?

Mr. WALDEN. Right.

Mr. TEMPLE. No. We don’t know that.

Mr. WALDEN. So there is no increased risk of suicidality in adults
who are on anti-depressants in the trials?

Mr. TEMPLE. We have done analyses of suicides now, and we
don’t see anything like that. Dr. Mosholder presented at the last
Advisory Committee an analysis of the Paxil adult data using ex-
actly the same approach that was used in the children. That
showed no increase in suicidality in the adults. So at this time,
that appears to be different, but it remains true that, whether
there is an increase or not, increased suicidal behavior and think-
ing does occur early in therapy.

Mr. FERGUSON. Mr. Chairman, could I reclaim the time that I
don’t have left for one more question?

Mr. WALDEN. Yes, sure.

Mr. FERGUSON. I want to just go to one more, Tab 49, which is
your statement, the FDA’s statement from September 16 on the
recommendations of the Psychopharmacologic Drugs and Pediatric
Advisory Committees. These are the recommendations from Sep-
tember.

Mr. TEMPLE. I'm sorry. Which am I looking at now?

Mr. FERGUSON. Tab 49.

Mr. TEMPLE. Forty-nine? Sorry. Okay.

Mr. FERGUSON. My question is: Given the fact that, in my esti-
mation, you seem to have, No. 1, tried to control the information
that the Advisory Committee was getting; No. 2, seemed to dis-
regard the Advisory Committee’s recommendations that they made
back in February.

What assurance do we have that these recommendations from
September will be followed or adopted?

Mr. TEMPLE. Well, you have the statement about what we are
going to do, and in a couple of weeks you will see the labeling
change.

Mr. FERGUSON. No, no, no, no. The statement says the FDA gen-
eral supports the recommendations that were recently made. That
is—I mean, my gosh, this is Washington. That could mean any-
thing.

Mr. TEMPLE. Well, let me make it clear. We had some discussion
of this before we came in. The only thing we want to think further
about is the box, for reasons that I explained before and would be
glad to explain again. All the rest of the recommendations are——

Mr. FERGUSON. I heard the conversation about the box.

Mr. TEMPLE. All the rest of them are clearly going to be imple-
mented. We, frankly, suggested half of them.

Mr. FERGUSON. Okay. You said in the New York Times on Sep-
tember 14, “I think we now—I think that we now all believe that
there is an increase in suicidal thinking and action that is con-
sistent across all the drugs.” And you have the Advisory Committee
saying 15 to 8 that they think the black box is a good idea.
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I mean, that is almost the override of a veto. I mean, 15 to 8 is
substantial. What is left? What is the problem?

Mr. TEMPLE. Well, you have to have been to a lot of Advisory
Committees to notice this, but as much as anything else, you want
to hear the words people use to explain why they think what they
think and what the reservations are. All I am saying is we are
going to look at what those are.

I am not predicting that we won’t buy the black box. My guess
is we probably will, but we owe the people who spoke and tried to
advise us a look at what they said.

Mr. FERGUSON. If there is a vote on another issue that is 15 to
8, is it generally adopted or is it something that is not adopted or
do you kind of think about it for a little while longer?

Mr. TEMPLE. Yes, that is a very hard thing to answer, but di-
vided committees recommending approval or not approval—when it
is reasonably close, we don’t necessarily go by the majority, you
know. You sort of have to read what people say and

Mr. FERGUSON. Is 15 to 8 reasonably close?

Mr. TEMPLE. Well

Mr. FERGUSON. That is a whitewash.

Mr. TEMPLE. There is no question the majority of the people
thought that it ought to get a box, and they overcame in recom-
mending that their concern that use of the drugs would be over-
discouraged.

Mr. FERGUSON. Recommending a black box is a pretty big deal.
That is not taken lightly. Right?

Mr. TEMPLE. We understand it. One of the questions we asked
them is should we put a black box on it. We put it on their table
so that we could hear their opinion, and we wanted their opinion
and their discussion on the pros and cons, and how they came to
pro, in spite of certain reservations and concerns is extremely in-
formative.

Mr. FERGUSON. You have almost a two to one vote on a—you
don’t see a black box on too many drugs.

Mr. TEMPLE. You see them on a fair number. We are not saying
that we don’t want to do it or don’t plan to do it. We just owe that
one some thought. That’s all.

Mr. FERGUSON. I'm done. Thank you. I yield back.

Mr. WALDEN. Thank you. I now turn to the gentleman from
Michigan, Mr. Stupak, for questions.

Mr. StupAK. Thank you, Mr. Chairman. This black box—where
is it going to go?

Mr. TEMPLE. Black boxes are always the first thing in labeling.

Mr. StuPAK. Where is the label? Is that for health care profes-
sionals or do people get a chance to see that?

Mr. TEMPLE. Sorry. The label refers to the package insert that
is written for physicians.

Mr. WALDEN. Mr. Stupak, I erred. I was committed to the chair-
man to go to him, because he has to go to mark-up.

Mr. STUPAK. That’s all right.

Mr. WALDEN. Could you

Mr. STUPAK. Go ahead, Joe.

Mr. WALDEN. Mr. Chairman.




96

Mr. STUPAK. But let me just clarify that. That black box only
goes to physicians. It doesn’t go to the general public?

Mr. TEMPLE. Right. There will be an equivalent emphasis in the
patient labeling, what is called a Med Guide, that we were also
very strongly advised to create. So that will be very prominent in
that form, too.

Chairman BARTON. I apologize for going out of order, but we've
got a mark-up on the waste bill upstairs. I thank the courtesy of
Mr. Stupak.

Dr. Temple, have you ever run for any political office?

Mr. TEMPLE. No.

Chairman BARTON. Do you follow Presidential politics?

Mr. TEMPLE. Oh, yes.

Chairman BARTON. Okay. You are aware there is going to be a
debate next week between President Bush and Senator Kerry.

Mr. TEMPLE. So I've heard.

Chairman BARTON. How would you feel if you were really looking
forward to that and at the last moment the news reported that it
had been decided that Senator Kerry couldn’t represent himself in
the debate, that Congressman Joe Barton had been appointed to
represent Senator Kerry’s views in the debate with President Bush
about who is qualified to be the next President of the United
States?

Would you think that was a fair thing to do or an unfair thing
to do?

Mr. TEMPLE. Unfair thing to do.

Chairman BARTON. Unfair thing to do. So when the decision was
made that Dr. Mosholder could not present his findings last Feb-
ruary, nobody was allowed to even hear what his findings were, but
that when it was finally decided that his findings could be pre-
sented last week or the week before last, somebody else did it, and
somebody else did it who probably disagreed with his findings. Was
that fair or unfair?

Mr. TEMPLE. He presented his findings. He compared his find-
ings with the new findings.

Chairman BARTON. Oh, Dr. Mosholder did present his—I was
told he did not.

Mr. TeEmMPLE. Well, the primary analysis was done by Dr.
Hammad on the new data, but what Dr. Mosholder did was show
how the analyses were similar and different.

Chairman BARTON. Well, now I want to be fair. When I'm wrong,
I'm wrong. I was told that Dr. Mosholder did not get to present his
own findings. That is apparently not true?

Mr. TEMPLE. When do you mean now?

Chairman BARTON. Well, there have been two Advisory meetings,
one last February that I

Mr. TEMPLE. Oh, I think I misunderstood you. In the most recent
Advisory Committee

Chairman BARTON. There have been Advisory——

Mr. TEMPLE. A couple of weeks ago.

Chairman BARTON. There was an Advisory at the beginning of
this year in February. Then there was another Advisory just a cou-
ple of weeks ago. Isn’t that correct?
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Mr. TEMPLE. Yes. At the February meeting, he did not present
his analysis. If that is what you mean, that is true. That is what
we talked about.

Chairman BARTON. Well, at that meeting did anybody present
any of his findings?

Mr. TEMPLE. I see. I understand. That sort of depends on what
you mean. The results of the numbers, the number of adverse—of
suicidality events were shown, study by study, not Dr. Mosholder’s
analysis, by Dr. Laughren. I mean, these are the data that we had
that were submitted to us. Those were presented. They showed an
excess in some studies, not an excess in other studies, and they did
not

Chairman BARTON. Which meeting are you talking about?

Mr. TEMPLE. The February 2004 meeting.

Chairman BARTON. But he was not there?

Mr. TEMPLE. He was there, but he didn’t present the results.

Chairman BARTON. He was there, but he wasn’t allowed to
speak.

Mr. TEMPLE. Yes.

Chairman BARTON. Publicly allowed to speak.

Mr. TEMPLE. He presented other data, but he didn’t present
the—he didn’t present the analysis of the controlled trials in de-
pression.

Chairman BARTON. Well, I would argue that that was unfair.
Now let’s fast forward to a couple of weeks ago. There was another
Advisory meeting. Was he allowed to present there?

Mr. TEMPLE. Yes.

Chairman BARTON. Unencumbered?

Mr. TEMPLE. Unencumbered.

Chairman BARTON. Okay. So then I was misinformed on that. I
was told that he was not allowed at the second meeting to present,
that his data was presented, I believe, by Dr. Laughren. That was
at the first one? Okay. Well, then I was misinformed.

Mr. TEMPLE. At the first one Dr. Laughren presented somewhat
different data that were basically derived from the same data
bases. We didn’t try to present Dr. Mosholder’s views. We just tried
to show why we were worried about these things in the first place.

Chairman BARTON. Well, my main point, and I think it is still
valid: If somebody is viewed as credible, which Dr. Mosholder was
initially when he was appointed, when he was still in the Pharma-
cological Neuropharm Directorate. He was picked to do the review,
apparently because they felt he was the best qualified. Now I un-
derstand that he later got transferred to a different division or dif-
ferent directorate.

Mr. TEMPLE. He moved voluntarily. We didn’t want him to go.

Chairman BARTON. Okay. He moved voluntarily. Anyway, he was
no longer in that group.

Mr. TEMPLE. We consider that a loss for us.

Chairman BARTON. Okay. Well, we agree on that. We agree on
that. You know, if he was the one who was picked to do the initial
review, he should be the one that is picked to do the presentation
of the data. We, I think, all agree up here that the impression is
that he wasn’t allowed to present, because higher-ups disagreed
with him and wanted to muzzle him.
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Mr. TEMPLE. Well, what higher-ups thought was that the data
weren’t ripe for presentation, because they needed the analysis of
the cases by the Columbia group, and you know, it is always a dif-
ficulty when there is disagreement about something like that. But
the people at the next level have responsibility for making that de-
cision.

We thought it was potentially dangerous for the community to
present prematurely what appeared to be an FDA conclusion. You
know, I am positive people can argue that judgment, but that is
what the judgment was.

Chairman BARTON. Well, we all agree that the best advocate for
a position is normally the person who is actually most responsible
for developing the position. You agreed with me that Senator Kerry
would be a little hacked off if Joe Barton got to present his posi-
tion, because if I was doing the presenting and I say, now this is
what Senator Kerry said but this is really what I think ought to
be, you know, and every time President Bush said something, I'd
say, well, I have to oppose that, but you know, really I do agree
with you, it wouldn’t be a very good debate.

Mr. TEMPLE. This may be more nuance than is safe, but it wasn’t
that we disagreed with him. What we thought was that the data
weren’t ready. So what I didn’t want to do——

Chairman BARTON. Why wouldn’t you let the Advisory Com-
mittee—it’s not like you are making a presentation to the un-
washed like Members of Congress. You are making the presen-
tation to a technical advisory committee of experts that you your-
self—not you personally perhaps, but the FDA has picked.

They certainly ought to be able to determine the nuances of the
data and, if they are really on their toes, they are going to ask him
a lot of very pointed questions trying to pick out any flaws in his
presentation.

Mr. TEMPLE. We could probably have done that and offered our
own critique and then let them choose. What we were worried
about, you know, for better or for worse, is that it would appear
to be an FDA conclusion and that we thought it was premature,
and we thought that was not the right thing to do and was poten-
tially a bad thing for the community.

I think Dr. Laughren has been trying to—can I let him?

Mr. LAUGHREN. Can I just try and clarify?

Chairman BARTON. Yes, sir. This is an open hearing. We are not
going to muzzle anybody.

Mr. LAUGHREN. Okay. You know, let me just say, first of all, that
we fully appreciate Dr. Mosholder’s role in this. As Dr. Temple
pointed out, he was the one who discovered the signal initially, the
potential signal in the Paxil pediatric supplement back in 2002,
and alerted us to this problem with the way the data were coded
that led to the report from Glaxo in May 2003. And everyone
agrees that he was the right person to begin looking at those data.

What he did, he looked at the Paxil summary report, which was
the first one. In the meantime, he began looking back at the pedi-
atric supplements for the other drugs while we were waiting for
data from the other drugs and made a very important contribution
at the internal regulatory briefing in September.
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The focus—our focus changed dramatically over the course of the
fall, as we started looking at the cases and recognized that there
might be a problem in understanding—in whether or not they all
represented suicidalities. That was one major theme we were pur-
suing.

We were also concerned about case finding. We recognized, as
again we started looking at these documents, that we may not have
gotten all the cases, and that is why late in the year we issued ad-
ditional requests for more cases from the companies.

A third theme that we were pursuing was getting what is called
patient level data so that we could try and understand the striking
differences between trials.

So this was our focus, and gradually it became clear that we
were going to have to do our own analysis of the data, based on
this more complex dataset. That is why Dr. Mosholder’s role
changed during that period of time. So

Chairman BARTON. Are you saying he wasn’t competent to do
that?

Mr. LAUGHREN. No, I'm not—well, I'm not saying that. We had
the expertise to deal with

Chairman BARTON. Who is we?

Mr. LAUGHREN. Well, the Neuropharm Division, in particular the
safety team, Dr. Hammad.

Chairman BARTON. And Dr. Hammad is not in the direct line. He
is kind of a staff auxiliary advisory to the main chain of command
in the Center. Is that not correct? I mean, his job is to kind of dou-
ble check everybody else?

Mr. LAUGHREN. No, no, no. He did the primary analysis, the de-
finitive analysis that we presented to the Advisory Committee last
week.

Mr. TEMPLE. There is a group called the Safety Group in
Neuropharm that specializes in doing safety analyses, and he is a
member of that group. He, too, is actually moving to the Office of
Drug Safety.

Chairman BARTON. But Dr. Hammad’s—I looked at a flow chart
to try to figure out who everybody is, and my understanding is, of
the group that is here, Dr. Temple is the biggest dog and is an As-
sociate Director, and Dr. Laughren reports directly to you, and
Dr.

Mr. TEMPLE. Well, Dr. Katz who couldn’t be here is the Division
Director, one of three in the office that I run.

Chairman BARTON. You report to him. Right?

Mr. TEMPLE. He reports to me, and Dr. Laughren reports to Dr.
Katz.

Chairman BARTON. And Dr. Hammad is in a staff group that is
not in the direct chain. Is that correct?

Mr. TEMPLE. No. Well, there’s two Psychopharm groups, one of
which is headed by Dr. Laughren, and there is a safety group that
reports the same way as Dr. Laughren does, to Dr. Katz, and Dr.
Hammad is in that group.

Chairman BARTON. Okay. Well, I have kind of gotten off on a
rabbit trail here. My time has expired. Let me refocus this again
to the members of this subcommittee who have really no ax to
grind except that we want the very best for the American people,
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and in this particular case we don’t want children taking anti-de-
pressant drugs if there appears to be quite a bit of evidence that,
not only does it not help them, in some cases it actually hurts
them, increases the risk of suicidality.

Time after time in reviewing the documents and reviewing the
transcripts and the testimony, you know, it really does appear to
me that the FDA has gone out of its way to short circuit the find-
ings of Dr. Mosholder and create this counter-argument that you
epitomized earlier when you said, well, if there is some evidence
that it might help some people some of the time, why should we
stop it, which seems to me exactly contrary to what the normal
FDA standard is, that if you can’t show that it helps a lot of people
all the time, we shouldn’t allow it.

Mr. TEMPLE. I was trying to describe what our Advisory Com-
Ilgttee of people in the field who actually do this were worried
about.

Chairman BARTON. I am just really puzzled about that.

My last thing, again back on Dr. Mosholder: Is it true that, when
ABC contacted him to say that they were considering him for man
of the week, that higher-ups at FDA tried to stop that? Is there any
truth to that?

Mr. TEMPLE. I have no idea. I can’t imagine that we would try
to stop it, but I do imagine that it might have to get cleared, some-
thing like that. But I have no knowledge of this.

Chairman BARTON. Would Mr. Mosholder—you are still under
oath. Do you know for a fact if anybody at FDA, when you were
asked to be man of the week for ABC, either did not clear that or
tried to prevent that?

Mr. MOSHOLDER. Actually, I had a conversation about that with
Dr. Seligman, whose chair I just took, and Dr. Seligman had some
reservations about it. In my mind, too, was at that time I had been
asked to be a witness at this hearing, and I had some concerns
about whether it would be unseemly, because being person of the
week involves an on-air interview, whether that would be unseemly
coming just a few days before this hearing.

Chairman BARTON. So who withdrew? Did you withdraw?

Mr. MOSHOLDER. I withdrew. Yes.

Chairman BARTON. You withdrew. You didn’t—I am going to ask
Dr. Seligman as soon as he retakes his seat what is concerns were.

Dr. Seligman, we just heard from Dr. Mosholder that, after talk-
ing to you, he withdrew from consideration for ABC man of the
week, which I would think would be something the FDA would
want, that they would want their employees being men and women
of the week to show that they are doing good deeds for the Amer-
ican people.

What were the concerns that you expressed to him about that?

Mr. SELIGMAN. I congratulated him for his selection.

Chairman BARTON. That is not expressing a concern.

Mr. SELIGMAN. No, I know. I am just telling you what the nature
of our conversation was. I just expressed the same concern that I
express over any interaction with the media, which is to make sure
that was careful and thoughtful in his presentation and that things
he said were, you know, succinct so that it potentially could not be
taken out of context.
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Chairman BARTON. So did you encourage him to go forward or
did you encourage him to withdraw?

Mr. SELIGMAN. I did neither. I did neither encourage him nor dis-
courage him.

Chairman BARTON. Okay. Well, if ABC is listening, I would en-
courage ABC to nominate Dr. Mosholder for man of the week, be-
cause I think he is doing the kind of things that we want our re-
searchers and evaluators to do. So for what it is worth, the chair-
man of Energy and Commerce Committee that has jurisdiction over
the FDA thinks that would have been an excellent selection.

Mr. WALDEN. And Telecommunications.

Chairman BARTON. My time has way expired. So with that, I
yield back.

Mr. WALDEN. Thank you, Mr. Chairman. Now I again appreciate
the courtesy extended by the gentleman from Michigan, and we
look forward to your questions. Mr. Stupak.

Mr. STuPAK. Thank you. Dr. Temple, you said the black box
warnings goes to health care professionals hearing this and not to
the public. Are you going to do an informed consent on this drug?

Mr. TEMPLE. The Advisory Committee didn’t vote on that ques-
tion, but talked about it and did not think that was appropriate.
The problem here is that——

Mr. STUPAK. So are you going to do an informed consent or not?

Mr. TEMPLE. Well

Mr. STUPAK. Yes or no?

Mr. TEMPLE. I don’t think that is fully settled, but I would say
probably not.

Mr. STUPAK. So we don’t get the black box warning. There is no
informed consent. How are people out here going to know what is
going on with these drugs?

Mr. TEMPLE. Sorry, I missed the first part of your sentence.

Mr. STUuPAK. There is no black box warning that people will re-
ceive. There is no informed consent. How are they going to know
that these drugs are not effective and increases possibility of sui-
cide behavior?

Mr. TEMPLE. Well, patients will—with unit of use packaging,
every patient who gets the drug gets the patient labeling, so called
Med Guide. That will have a very prominent statement—whether
we box it or not, I think that hasn’t been determined yet; we don’t
necessarily——

Mr. STUPAK. You are going to put the Med Guide, which is sup-
posed to be in very plain, simple English—you are going to put that
into every packet?

Mr. TEMPLE. Yes.

Mr. STUPAK. Every one?

Mr. TEMPLE. Every one.

Mr. STUPAK. Is the pharmacist going to have to dispense it or is
it going to be in every one?

Mr. TEMPLE. No. We despair of success when the pharmacist has
to dispense it.

Mr. STUPAK. Beg pardon?

Mr. TEMPLE. We don’t think it is successful if the pharmacist has
to do it. That is why we create—that is why we insist, in some
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cases anyway, on unit of use packaging. Unit of use packaging
means

Mr. StupAK. Right. Familiar with it. You indicated that—we
have heard testimony the last couple of times that everyone was
quick to say there were no suicides in clinical trials. Is that cor-
rect? Yes or no? You can’t shake your head.

Mr. TEMPLE. I'm sorry. Yes.

Mr. STUPAK. Okay. So where did you get the information on the
suicides then?

Mr. WALDEN. Just for our audience, we are being called for one
vote. We will wait, though, a few minutes, and then we will recess
while we make that one vote. Then we will come back. Oh, is it
two votes? Okay. Well, we will do the same drill.

Mr. TEMPLE. There were no suicides in the 4,000 or so patients
who were in the controlled trials—in the pediatric trials.

Mr. StUuPAK. Correct.

Mr. TEMPLE. In the much larger data bases that have been car-
ried out in adults, there were suicides, and we have compared the
frequency of suicides on-treatment and off-treatment in those.
There, it comes out even. That is our suicide data.

Mr. STUPAK. So your suicide data would be coming from reports
from the drug manufacturers then, right, or wunless it is
voluntarily

Mr. TEMPLE. No. These are results of trials. There have been a
lot of trials altogether. So we have 30-40,000 people. Dr. Hammad
can tell us how many.

Mr. STUPAK. So the suicides were found in the adult population.
gou ;}xtrapolated that to make some kind of conclusions as to chil-

ren?

Mr. TEMPLE. No. We have reached the conclusion about adults.
We don’t know that adults and children are the same. As I said,
when Paxil data in adults were examined in exactly the same way
as they were examined in children, and the children’s analysis
showed a clear excess of suicidal behavior and thinking, no similar
excess was seen in adults.

I don’t have a good explanation for that. I don’t know why that
should be true, but that is what the result is so far.

Mr. StupAK. If you have no suicides in the clinical trials, do you
have suicides in your adverse events file?

Mr. TEMPLE. Yes.

Mr. StupAK. With children?

Mr. TEMPLE. Oh, yes.

Mr. STUPAK. And what percentage are reported?

Mr. TEMPLE. Well, we have no idea.

Mr. STuPAK. Wasn'’t it true that with your adverse events report,
only about at most 10 percent are ever reported?

Mr. TEMPLE. That is a figure commonly given, but we don’t know
what the right answer is.

Mr. STUPAK. In fact, FDA has used that figure many times,
somewhere between 1 percent and 10 percent.

Mr. TEMPLE. We have used that figure to try to make rough esti-
mates, but that is not the same.

Mr. STUPAK. What you have is only 10 percent of what may actu-
ally be out there. We can’t say with certainty, but based upon,
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again, extrapolation of the data, it is basically 10 percent of the
known number.

So when you do your black box warning, are you going to use the
word rarely, that suicide behavior, suicide thoughts, suicide idea-
tion, suicides may rarely occur with the use of these anti-depres-
sants in young people?

Mr. TEMPLE. No. The results of the trials would not support the
term rare. Dr. Hammad estimated—well, it is roughly, just rough-
ly, 2 percent in people who get placebo and about 3.5 or 4 percent
in people who get the drug. That doesn’t meet anybody’s test for
rare.

The excess risk is in the neighborhood of 2 to 3 percent. I think
that is the figure Dr. Hammad gets. So that would not be called
rare.

Mr. StuPAK. When will you end your conversations about the
black box?

Mr. TEMPLE. Really, within a few days, we will reach a decision.

Mr. STUPAK. Right. You have stated in your testimony, the little
bit I have been in—we have a mark-up going on upstairs; so I am
running back and forth between the two. You have stated in your
testimony that thus far these anti-depressants in children, “doesn’t
work; do not meet the standards for approval; results are discour-
aging.” Then why does the FDA allow these anti-depressants be
given to children under the age of 18?

Mr. TEMPLE. Well, we don’t allow it. The labeling all says, except
for Prozac, that safety and effectiveness

Mr. STUPAK. Are you telling this committee, if the FDA put on
the thing that says not to be distributed to children under 18, you
don’t have that authority? You can’t do that?

Mr. TEMPLE. Not to be distributed?

Mr. STUPAK. Not to be filled by pharmacists.

Mr. TEMPLE. We could, for example, contraindicate the use in
people under 18.

Mr. STUPAK. Yes, you could.

Mr. TEMPLE. We could. We were advised by our committee in the
strongest way—this was not 15 to 8——

Mr. STUuPAK. This was the Advisory Committee. Right?

Mr. TEMPLE. Right.

Mr. STUPAK. You don’t listen to advisory committees if you don’t
want to anyway. Take Accutane. We have been waiting for 4 years
for certification and registry. Four years, we still don’t have it.
After two advisory committees tell you do it, we are still waiting
4 years later.

The FDA does what it wants. Now the bottom line here——

Mr. TEMPLE. I have to protest. We take—I can’t speak to the case
you are referring to here. We take——

Mr. STUPAK. The bottom line is you have the authority.

Mr. TEMPLE. We could seek to contraindicate their use.

Mr. STUPAK. Then if it doesn’t work and increases the possibility
of suicidal behavior in people under the age of 18, why don’t you
do it? Aren’t you supposed to protect the safety and welfare of the
American people?

Mr. TEMPLE. Yes, and we are not sure that your proposal or your
suggestion would protect the American public. It might harm them.
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Mr. STUPAK. Well, let me just read you here. This was an article
handed out earlier today. This is the San Francisco Chronicle, I
think it was, the article. It says on paragraph, column four, first
paragraph: “But this episode suggests that they”—being the FDA—
“reject the precautionary principle in favor of the idea that no drug
is dangerous unless it is proven to be so.”

Mr. WALDEN. I believe that is the British Journal.

Mr. StUuPAK. The British Journal? Okay. So in other words,
shouldn’t you err on the side of caution when you are talking about
increased possibility of suicidal behavior in young people, especially
when the drugs thus far has not shown to be effective in the treat-
ment of depression?

Mr. TEMPLE. Well, like the Advisory Committee, I believe we
have to think about a whole bunch of things. There are—I don’t
want to make more of this than they deserve, but it is very clear
that the suicide rate in adolescents has been declining for the last
10 years, the period in which these drugs were started.

Mr. STUuPAK. But you can’t give the anti-depressants credit for
that, because you have said that they are not effective in that.

Mr. TEMPLE. No. I have not said that they are not effective, and
it is very important to recognize the distinction.

Mr. STuPAK. Wait a minute. You're saying now they are effective
in treating depression in young people?

Mr. TEMPLE. No. What I said is that they have not been shown
to our satisfaction to be effective. That is, they haven’t been shown
in well controlled studies to do the things that you are supposed
to do to be considered effective. But we know from depression trials
in adults that lots of drugs that work can’t show that they are ef-
fective every time.

In fact, more than 50 percent of all trials in adults fail. Why they
seem to fail so much in children, we don’t know. It could be they
really don’t work.

Mr. STUPAK. You don’t know.

Mr. TEMPLE. We don’t know.

Mr. StupAK. For all indications right now, we know they don’t
work. We know they increase suicide behavior. Then why don’t you
not allow the drugs be prescribed to children under 18 until you
do know—until you do know? Isn’t it more harm to these people
who may be of fragile mind, suffering from depression, to give them
something like Paxil, which is supposed to make them feel better,
and it really doesn’t? Isn’t the mind then saying, geez, I had a little
hope here; you gave me this prescription, and I would be better. It
doesn’t work. In fact, it is not being effective. Aren’t you really put-
ting that person at risk, at a greater risk with a false hope that
you are giving them?

Mr. TEMPLE. Having untreated depression is risky, too, and we
don’t know——

Mr. STUPAK. Absolutely.

Mr. TEMPLE. We can’t know. You can’t do mortality studies here.
No one will let you do them. We don’t know whether you would be
worse off or better off. The Advisory Committee was quite con-
vinced, but I am not going to tell you they had data to work from.
They didn’t. They were quite convinced that there are many people
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vx;‘}f}o are suicidal because of their disease who would be made worse
off.

I am not telling you that they know that to be true. I am not
telling you that is evidence. I am not telling you that should lead
to a claim in labeling. But I don’t dismiss it out of hand either.

Mr. WALDEN. If I could interrupt just a second, Mr. Stupak. Are
you able to come back after the votes?

Mr. STUPAK. Sure.

Mr. WALDEN. In which case I would extend you another 5 min-
utes after the votes. We are probably down to about 7 minutes or
so to go over to vote. What I would like to do is recess the com-
mittee, return, and then I will return to you for further questions,
if that is appropriate.

The committee will stand in recess, and we would request our
witnesses to stay here as well. Thanks.

[Brief recess.]

Mr. WALDEN. If I could have our witnesses return to the table,
we will get started here in just a moment. I am going to call the
Committee on Oversight and Investigations back to order.

When we left for the vote, Congressman Stupak had the floor,
and we are extending you another 5 minutes for your continuing
line of questions. So the Chair would recognize the gentleman from
Michigan.

Mr. STUPAK. Thank you, Mr. Chairman.

Dr. Temple, in response to one of the questions by someone up
here, they were asking about the studies, and you said there were
some studies you could not publish concerning the anti-depres-
sants.

Mr. TEMPLE. I said we can’t force people to publish things.

Mr. STUPAK. But can you publish them?

Mr. TEMPLE. Well, let me describe what we can and can’t do.
When we approve a new drug or a supplement to a new drug, our
reviews and things like that are all made public. They are put on
our website. If we do not approve

Mr. STUPAK. Your reviews, but not the studies?

Mr. TEMPLE. Our reviews, not the studies. But our reviews are
quite detailed. I would modestly say there are at least as inform-
ative as a publication in a journal, as a rule.

Mr. STUuPAK. Okay. So these are all approved. All these anti-de-
pressants are approved drugs. If another study comes out, do you
get that study? Do you receive that study?

Mr. TEMPLE. Like if they do another study, they must be re-
ported in annual reports, but unless they show something bad, they
don’t have to be—not much has to be done with them. If they show
something dangerous, then they have to be reported to us prompt-

ly

Mr. STUPAK. So they are found in what is called the Annual
Progress Report or another one they call it is the Investigative
Drug Brochure. Correct?

Mr. TEMPLE. Well, that is for a drug that——

Mr. STUPAK. That is for an IND. Right?

Mr. TEMPLE. Yes.

Mr. STUuPAK. Okay. In the Annual Progress Report—that is just
a summary of what they did. Right? A summary of these studies,
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the drug companies send it to you: Here’s what we have done in
the past year; here is where reference to our pill has showed up
in a medical journal, or something like that.

Mr. TEMPLE. They may actually put the reprints, but I wouldn’t
want to boast too much about how useful those documents are to
us.

Mr. STUPAK. What if the company fails to leave out part of the
critical point that you are looking for, that something would be
dangerous, such as causing suicide or affecting the central nervous
system. They don’t put it in their annual report.

Mr. TEMPLE. Well, if we somehow become aware of it, we can
bring various legal actions against them. You have to tell us about
things like that. There are examples where delays in reporting to
us have resulted in criminal penalties of various kinds.

Mr. StupAK. Okay.

Mr. TEMPLE. Of course, we do have to find out about it.

Mr. STUPAK. Sure. Let me ask you this question. Is it true that
the FDA published its Public Health Advisory with a recommended
label change about worsening depression and suicidality in patients
treated with anti-depressants on March 22, 2004?

Mr. TEMPLE. Yes.

Mr. StuPAK. Okay. And who wrote the text of that label change?

Mr. TEMPLE. Wow. Let me ask Dr. Laughren, because he and his
people would have had a major role in that.

Mr. LAUGHREN. The initial draft of the label change came out of
the Division, but there were a number of other groups within the
agency who had input into that, including people in Office of Drug
Safety, Office of Pediatrics and Counterterrorism.

Mr. StuPAK. Well, let me ask you this then. Who would have
been the person to sign off? Who gives it final signature? I know
you have these initial drafts.

Mr. TEMPLE. I mean, something like that goes through parts of
the Commissioner’s office for final sign-off.

Mr. STUPAK. Okay. So Dr. Crawford would be the guy who would
sign off on it eventually then?

Mr. TEMPLE. I can’t say that, but someone in the Commissioner’s
office would.

Mr. STUPAK. If you compare the text that the FDA approved for
the labels of anti-depressants on March 22, 2004, and what is on
the labels of the anti-depressants today, would they be the same?

Mr. TEMPLE. It depends on how the Public Health Advisory is
written. Sometimes they are written before

Mr. StupAK. I am talking about the March 22, 2004 Public
Health Advisory. Look at Tab 44. That might help a little bit here.

Mr. TEMPLE. They wouldn’t necessarily be the same. You are
writing in a different way. You are trying to communicate a little
more in the Public Health Advisory.

Mr. STUuPAK. Well, explain this to me. Look at Tab 44.

Mr. TEMPLE. They shouldn’t be in major——

Mr. STUuPAK. March 22, 2004, says, and I am quoting: “Health
care providers should carefully monitor patients receiving anti-de-
pressants for possible worsening of depression and suicidality, es-
pecially at the beginning of therapy or when the dose either in-
creases or decreases. Although FDA has not yet concluded that
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these drugs cause worsening depression or suicidality, health care
providers should be aware that worsening of symptoms could be
due to the underlying disease or might be a result of drug therapy.”

But now the actual labels say this—that is approved by the FDA.
It says, “Patients with major depressive disorder, both adult and
pediatric, may experience worsening of the depression and/or the
emergence of suicidal ideation and behavior (suicidality), whether
or not they are taking anti-depressants medications, and this risk
may persist until significant remission occurs. Although there has
been a longstanding concern that anti-depressants may have a role
in inducing worsening of depression and the emergence of
suicidality in certain patients, a causal role for anti-depressants in-
ducing such behaviors has not been established. Nevertheless, pa-
tients being treated with the anti-depressants should be observed
closely for clinical worsening and suicidality, especially at the be-
ginning of the course of drug therapy or at a time the dose
changes.”

This is just one example of how March 22, 2004, labeling warn-
ing label text is different from the labels we see on the drugs today,
and there is actually another one. My question is, why is the
March 22 language published on your website not good enough to
make it to the labels for the doctors? If you have already weakened
your March 22 recommendation—I believe you have—how can we
trust that you won’t have strong, clearly worded labels on the pack-
age that demonstrate the lack of efficacy and the increase of risk
with these drugs?

See what I am saying. March 22 you had pretty strong warning.
That is on your website. Now what we see on the package is com-
pletely different.

Mr. TEMPLE. I guess I think the labeling language is of similar
strength, although the words are somewhat different. They both
emphasize monitoring. They both emphasize that you can get
much

Mr. STUPAK. See, here’s our problem. Most of us up here aren’t
doctors. We looked at it. We read it, and we can’t—we think it is
less. We think it is weaker, and then you tell us you are going to
do this black box warning, which the patients and families aren’t
going to get, and the first notice they are going to get about they
are not being effective and may actually increase suicidal behavior
is when they open up their package, because in there is going to
be a Med Guide.

Isn’t that a little bit too late? They have already had their pre-
scription. They already had it filled. They are already there. They
got it. They've spent the money. Now after all this, now you are
going to tell them, hey, wait a minute, before you do this you ought
to know this.

That is our concern up here. Sounds like we got the horse before
the cart, the cart before the horse, whatever you want to call it.
Ain’t right.

Mr. TEMPLE. That’s a different question. That is why we made
sure that the Committee discussed the question of whether there
ought to be some attempt to give something out beforehand. The
difficulty with those, and we do do it sometimes, mostly in relation
to fetal abnormalities where the urgency seems maximal, is that
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how you structure that, how you get these into the office, how you
get them discussed adequately, given the current situation on how
long people spend, is not so clear.

Mr. StuPAK. Right. When you discuss these, it is between the
FDA and the drug company. Is anyone there representing the peo-
ple, the patients, a public citizen or anyone like that at these dis-
cussions that you are having on black box and all that?

Mr. TEMPLE. Well, these discussions aren’t being held with the
drug companies either. We are going to propose labeling. Then
maybe after that

Mr. STUPAK. And then you go back and forth?

Mr. TEMPLE. Maybe, but——

Mr. STUPAK. No, no, you do, every one of them. I have never seen
a drug company yet accept a first recommendation you made on la-
beling.

Mr. TEMPLE. Well, we didn’t—I mean, Tom would know best, but
I don’t know how much difficulty we had with the one in March.

Mr. STUPAK. Let’s go back to my original question. See, the con-
fusion with your March 22, what you have on the website, people
get it after they purchase drug. Why don’t we just go to an in-
formed consent? I would strongly urge you go to informed consent
before you ever even get this, when you start treating with these
doctors, that clearly spells out like a Med Guide would that here
is what we find. And if it changes, we can change that informed
consent.

I don’t want a voluntary one, because half the doctors don’t give
it. We want a mandatory informed consent, especially when dealing
with young kids.

Mr. TEMPLE. To do that, you also have to have a completely sepa-
rate distribution system. It has to be shipped directly to the doctor
or something like that. It is

Mr. STUPAK. I know doctors are busy, but if you tell them it is
a mandatory informed consent and then they are practicing im-
properly, they would do it.

Mr. TEMPLE. May be. I think what the people on the committee
thought was that the burdensomeness of it would interfere more
than they wanted with the appropriate use of the drugs. That
doesn’t mean we can’t consider this further, but that is what they
thought. They did talk about this a fair amount.

Mr. STUPAK. I would encourage you to do the informed consent,
and thank you for the extra time.

Mr. WALDEN. You are welcome. Thank you for your participation.

Dr. Knudsen, if you would turn to Tab 73, please, sir. Do you re-
call ever getting this response from Pfizer? I note it says a desk
copy to you on the bottom of the second page, I believe.

Mr. KNUDSEN. I did not—I don’t recall getting the response from
Pfizer that addressed that request that I had of them to provide
additional information. Once again, just because I don’t recall
doesn’t—let’s see.

Mr. WALDEN. Had you gotten an official company response to the
question about suicidality, what would have been your protocol in
reviewing that response?

Mr. KNUDSEN. Yes. I would have read it and ascertained whether
or not they answered the questions posed to them, whether or not
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they answered the questions adequately, and often indicated what
we—well, NAI, no action indicated, signed my name.

I am not saying I did it for this one, because I do not recall any-
thing from them.

Mr. WALDEN. Right. I understand.

Mr. KNUDSEN. But that is how I have done it in the past.

Mr. WALDEN. Were you able to find any memo in the Zoloft files
you looked at, at the agency or in your own files, evidencing that
you or anyone else within the agency actually reviewed Pfizer’s re-
sponse?

Mr. KNUDSEN. No.

Mr. WALDEN. Had you been satisfied with Pfizer’s response,
would you have most likely written a memo to that effect, had you
been satisfied with their response?

Mr. KNUDSEN. It is conceivable.

Mr. WALDEN. I think your mike got turned off there, sir.

Mr. KNUDSEN. I may have put a No Action Intended—indicated,
excuse me. But, yes, [——

Mr. WALDEN. I mean, you would have written some response.

Mr. KNUDSEN. Yes. Yes.

Mr. WALDEN. So would you have let your supervisor know that
you had reviewed and received the company’s response to a safety
question you posed? Is that standard operating procedure?

Mr. KNUDSEN. I would have put my response in the box, yes.

Mr. WALDEN. The box?

Mr. KNUDSEN. Well, the mailbox for my supervisor.

MI“? WALDEN. Okay. Thank you. Who was your supervisor at the
time?

Mr. KNUDSEN. Dr. Laughren.

Mr. WALDEN. Okay. Dr. Laughren, do you recall ever reviewing
Pfizer’s response on this issue of suicidality in kids?

Mr. LAUGHREN. Not at that time. I have looked at it subse-
quently.

N MI‘; WALDEN. And that was because of the hearing coming up
ere?

Mr. LAUGHREN. I just learned about it as a result of document
exchanges and what-not. We did not have the letter that Dr. Knud-
sen sent to Pfizer in our files. I believe we had to get that from
Pfizer.

Mr. WALDEN. That is our understanding. But we are talking
about Pfizer’s response to that letter.

Mr. LAUGHREN. Right, right.

Mr. WALDEN. But you didn’t have either one, is what you are
saying. Is that in part because you don’t have a record retention
p}(l)lig)y? Dr. Temple, what is your policy for saving documents like
this?

Mr. TEMPLE. Materials that are—go ahead.

Mr. LAUGHREN. We did have the May—was it May 28, the date
of the receipt?

Mr. WALDEN. Yes, May 28, 1996.

Mr. LAUGHREN. We did have that in our files. What we did not
have is the letter that Dr. Knudsen sent back in March. We didn’t
have a copy of that letter in our files.

Mr. WALDEN. Oh, I see. But you did have Pfizer’s response?
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Mr. LAUGHREN. It was in our files. But there was no indication
that it had been reviewed.

Mr. WALDEN. I see. And you hadn’t reviewed it prior to the com-
mittee bringing this to your attention?

Mr. LAUGHREN. There wouldn’t have been any reason for it to
have come to me, ordinarily.

Mr. WALDEN. Unless he had referenced it to you.

Mr. LAUGHREN. Unless he had given it to me. Right.

Mr. WALDEN. All right, and there is no record of that. Okay. But
I guess the question is: Now you have reviewed it, do you think it
raises serious safety concerns?

Mr. LAUGHREN. No. It basically provides additional information
that supports the view that I expressed in my October—I think it
was October 25, 1996, memo where I commented on the issue that
Dr. Knudsen raised in his March review. It basically supports that
view.

Mr. WALDEN. And what he raised at that time was a serious
safety concern, wasn’t it?

Mr. LAUGHREN. Well, he raised a concern that there might be a
signal of increased risk of suicidality in pediatric patients relative
to adults, but if you have seen my October 25 memo, I believe I
fully addressed that. I mean, there were a couple of issues there.

No. 1, he was comparing risk of suicidality in adult patients who
had been scrupulously screened out for not having depression with
a group of children, many of whom had primary depression. So it
was not, in my view, a reasonable comparison.

Mr. WALDEN. all right. If you would turn to Tab 75, we will send
the book of tabs back your way. This is a memo that you authored
on October 25, 1996. Subject line is: You note that “a concern about
the possibility of a signal of emergent suicidality, suicide attempts,
gestures or ideation association with Certraline used in pediatric
patients was raised by Dr. Knudsen in his 3/28/96 safety review.”
In your memo you did not mention the fact that Dr. Knudsen re-
quested and received additional information from the company.
Why is that? You had no idea?

Mr. LAUGHREN. Because, obviously, I didn’t know about it.

Mr. WALDEN. Okay. As you know, the company’s response was
May 1996, and so over 4 months before you write this memo. So
this memo gets written. This is in the file somewhere in theory, be-
cause it is there today, and nobody reviewed it?

Mr. LAUGHREN. Well, again I said, now that I became aware of
it very recently, I have reviewed it; and as I say, it supports—
sorry?

Mr. WALDEN. It doesn’t raise serious——

Mr. LAUGHREN. Well, it answers the questions that Dr. Knudsen
raised in his letter to the company. It provides additional data and,
having looked at those data, it supports the conclusion that I am
reaching in my memo, that there is no signal.

I mean, really, the only data in that final safety update that Dr.
Knudsen reviewed back in 1996 that is relevant are the controlled
trials data for that one study in pediatric OCD. That was roughly—
that was the study that we have subsequently reviewed, roughly
100 patients in drug, 100 patients in placebo. There is one
suicidality event. That occurs in a placebo patient.
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That is really the only data there that are directly pertinent to
the question.

Mr. WALDEN. Let me just read the final paragraph of this memo.
It is Tab 75. This is the one that you wrote to file. It says: “In sum-
mary, I don’t consider these data to represent a signal of risk for
suicidality for either adults or children. Supplements are planned
for both depression and OCD in pediatric patients, and when we
have more complete data, including Ham-D data, we can look more
critically at this issue using the now standard approach of com-
paring the proportions of drug and placebo exposed patients who
show worsening on Item 3, suicidality item of the Ham-D during
treatment. At the present time, current labeling simply notes Zoloft
has not been adequately evaluated for safety and effectiveness in
pediatric patients.”

So you are saying that you are going to look at additional stud-
ies. Right?

Mr. LAUGHREN. Well, basically, what I am saying here is that we
would likely look at the Ham-D item. Every one of these depression
rating scales that is used in evaluating—they are often used in
OCD trials as well. They have a standard suicide item. In the case
of the Ham-D it is the Item 3.

Dr. Hammad as part of his review of these pediatric suicidality
data did look at the item scores. He looked at two measures of the
item scores, both

Mr. WALDEN. But that was when?

Mr. LAUGHREN. Well, that was recently.

Mr. WALDEN. Right. What happened between 1996 and recently?
Did the agency look more critically at this issue? Did you put this
in the pediatric trials for anti-depressants for kids, the written re-
quest?

Mr. TEMPLE. No. They all do that, though. They all do a Ham-
D.

Mr. WALDEN. Well, that is not my question. My question——

Mr. TEMPLE. No, no. It did

Mr. WALDEN. Now wait a minute. Dr. Temple, did the FDA spe-
cifically in your written request ask for exploration of this question,
suicidality?

Mr. TEMPLE. The answer is we did not. But again

Mr. WALDEN. Why?

Mr. TEMPLE. At the time we issued—prepared and issued the
written request, obviously, it was not an issue that was prominent
in our thinking. Again, keep in mind, up until this point we had
never seen a signal for suicidality in the adult data.

Mr. WALDEN. But doesn’t this memo indicate that this is some-
thing you needed to look at?

Mr. LAUGHREN. I did consider, and again, as I am saying, looking
at the data that were available in this safety update, there was no
signal for suicidality in children. The signal that emerged for Zoloft
in pediatric patients came later. It came in the depression trials.

There was one study here, only one study,an OCD trial. There
was no signal in that trial.

Mr. WALDEN. All right. But your memo says, when we have more
complete data, including Ham-D data, we can look more critically
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at this issue. How did you look more critically at the issue? How
did you go about getting more data?

Mr. LAUGHREN. We have looked more critically very recently,
looking——

Mr. WALDEN. Very recently?

Mr. LAUGHREN. Very recently.

Mr. WALDEN. See, I am looking at this gap between 1996-97
when some of these issues began to be raised by various people in
FDA.

Mr. LAUGHREN. Well, raised but also addressed. There is no sig-
nal in these data.

Mr. TEMPLE. The first real signal came when Dr. Mosholder eval-
uated the Paxil data.

Mr. WALDEN. And when was that?

Mr. LAUGHREN. That supplement came in, in probably the spring
of 2002, and he finished his review in the fall of 2002, and that is
when we——

Mr. WALDEN. Didn’t we already go through this with Mr.
Mosholder on a 1997 memo where this was also raised as an issue?

Mr. LAUGHREN. Not suicidality. That was agitation and, by the
way, that information got into labeling. That is included in the la-
beling for Luvox. There was no issue of suicidality raised in Dr.
Mosholder’s review.

Mr. WALDEN. So from 1997 to 2002, how did the agency look
more critically at the data?

Mr. LAUGHREN. We had no—again, up until the time that Dr.
Mosholder reviewed the Paxil pediatric supplement in 2002, we
had no reason to do anything more. There was no signal.

Mr. TEMPLE. Can I also repeat a distinction I made earlier? We
thought at the time—and you can see that in Dr. Laughren’s
memo—that looking at the suicide item on a Ham-D or the equiva-
lent in a pediatric score would be the way to find suicidality. That
is plainly not true, because you don’t see, as Dr. Hammad’s review
showed—you don’t see any increase in that item even in the trials
that show the increased suicidality.

What turned out to be the place to look, which we didn’t know,
was in the adverse reaction reports, and I would say we don’t know
why that is. Why, if you are not feeling more suicidal, do you have
more suicidal events? I don’t think we know the answer to that.
But it is very clear now that the way to look for suicidal ideation
is to, in a more structured and better way that we have probably
done up to now, look at those events that may represent suicidal
behavior or thinking, and that the——

Mr. WALDEN. There is a March 1991 article, a case study called
Emergence of Self-Destructive Phenomena in Children and Adoles-
cents During Fluoxetine Treatment.

Mr. LAUGHREN. Is that the King article?

Mr. WALDEN. I am sorry?

Mr. LAUGHREN. I am sorry. Is that the King article?

Mr. WALDEN. I believe it is, yes, sir.

Mr. LAUGHREN. Right, and that is reporting on individual cases.
Those are not controlled trials data.

Mr. WALDEN. Is this a peer reviewed study? Is this in Journal
of American Academy of Child and Adolescent Psychiatry?
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Mr. LAUGHREN. It very likely is. It came out around the same
time as the Teicher article reporting on a series of, I believe, six
adults being treated with fluoxetine. Again, it is a suggestion that
there might be something, but it is far from, in any sense, defini-
tive.

Again, we had been systematically looking at the adult data for
almost that entire decade, you know, looking at both suicide item
scores, looking at event data, and more recently had begun to accu-
mulate the completed suicides in adults, had not seen a signal. So
there was no particular reason why that issue should have been on
our radar screen.

Mr. WALDEN. Okay. So, basically, you had no reason in these
trials to even look for it, is what you are telling us? When you put
out the written request

Mr. LAUGHREN. They were looked at in the routine ways. Ad-
verse events were reported, and the item data were collected.
Again, a signal did emerge in the Zoloft data later on with the two
pediatric trials in depression, but even that wasn’t recognized
until—actually, Dr. Mosholder was the medical officer who re-
viewed that supplement initially. He did not observe a signal for
suicidality. it is only when he went back during the summer of
2003 and looked at—relooked at the same data that a weak signal
emerged.

Mr. WALDEN. Dr. Temple, did you have the authority to ask the
companies to look at this, to keep better data so you could, in your
written request to them?

Mr. TEMPLE. Let me be clear. You always measure the standard
suicide scores, and we have the capacity to look at those. That is
what you do in all these studies. It is how you measure improve-
ment.

So every time you do these studies, you get a suicidality score,
and we look at it. There isn’t anything the company has to do ex-
cept give us the data. What we could have thought—what we con-
ceivably could have asked but didn’t know to ask was a better,
more structured, more careful look at events that might or might
not represented suicidality, but we didn’t know to do that.

Mr. WALDEN. But didn’t Dr. Laughren say that in the depression
trials you should look more critically?

Mr. TEMPLE. We were looking at the items in the Ham-D score,
and nobody saw anything. It shouldn’t surprise us that we didn’t
see it, because in the very data that have created the signal we are
worried about now, you don’t see any increase in the pediatric
version of a Ham-D. That is not where it shows up, for some rea-
son.

Mr. WALDEN. I guess, as I have listened to this, and I have sat
through these hearings a long time, the picture that begins to
emerge in my mind isn’t a pretty one, because it is one that says
you are worried less about suicidality than in continuing to allow
physicians to prescribe a drug that most studies show at best has
no effect in treating depression in kids and adults.

Mr. TEMPLE. I don’t agree that that is our conclusion. We spent
tremendous resources and devoted tremendous effort to evaluate
the suicidality question.
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Mr. WALDEN. Well, when Dr. Mosholder does the review and says
I am spotting something here that is very troubling, when you are
dealing with drugs in kids that virtually every trial shows have no
effect and Dr. Mosholder is finding some link to suicide, you—well,
it seems to me, my opinion is you ended up on the side of let them
prescribe it, because they might be okay; we don’t necessarily agree
Mosholder has got this right; we are going to go run it out some-
where else and see, and take that risk.

Mr. TEMPLE. We didn’t think we were letting them prescribe it
or not letting them prescribe it. The question we were trying to
face was do we have enough information to say there is increased
suicidality in children given these drugs. That is what we were
grappling with.

Mr. WALDEN. You have said earlier today that you didn’t want
to discourage the prescribing of these off-label, because they may
work in some people.

Mr. TEMPLE. That is a different question. We thought that it was
very important to get the right answer on this question. That is
correct.

Mr. WALDEN. Well, I will tell you, I guess that is where we are
just going to agree to disagree maybe, but if I had to err and I saw
a sign from one of my top scientists that I handpicked to take a
look at this and who I have a great respect for, and he came back
and said I have looked at the data and I am seeing a link to suicide
in kids, I'd say we better err on the side of caution here. And
maybe you got to go peer review it, but meanwhile since most of
these drugs don’t show any efficacy in kids, let’s err on the side of
against suicide.

Mr. TEMPLE. But we put out several public announcements say-
ing that you should be careful and that we are worried about this.
We didn’t change the label, though. That is correct.

Mr. WALDEN. I have way overrun my time. Thanks for your pa-
tience. I yield to the ranking member, Mr. Deutsch.

Mr. DEUTSCH. Dr. Temple, in an earlier point there was a discus-
sion regarding this issue of different sort of contraindications for
children versus adults, and you are saying that it applies to both—
you know, no separation of warning. At what point is a rec-
ommendation that there be a separate warning? Are there separate
warnings—I mean, how atypical is this? Is this the process? Is this
the grocedure? Are there cases where you do have separate warn-
ings?

Mr. TEMPLE. Well, the warning language that will describe the
now documented increased—now we believe it is documented.
Maybe someone else thought it was documented before. What we
now believe is the documented increase in suicidality in children.
That will be a separate statement, because we don’t think such
a—

M;‘ DreuTscH. What tips it to make that difference, the separa-
tion?

Mr. TEMPLE. Well, it isn’t so much the separation, but we
now

Mr. DEUTSCH. Well, the dual warning.

Mr. TEMPLE. Well, we now believe—we have not seen such a
thing in adults. As I mentioned before, Dr. Mosholder presented an
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analysis on Paxil that quite clearly does not show that finding in
an adult population, using the same methods that showed it in pe-
diatrics.

So you need a special warning on that subject for children, be-
cause they are the ones who get that reaction. The warning in
March was about pay attention to people when you are starting
therapy. That is still a good warning for everybody. That still ap-
plies to everybody.

Mr. DEUTSCH. I guess the question I am trying to get at is at
what point do you tip the balance and then say a separation for
children?

Mr. TEMPLE. I don’t think it is a balance. I think, as soon as you
have information that says children are different, you do it.

Mr. DEUTSCH. And are you looking for that information or is it
just—

Mr. TEMPLE. Well, one of the points of doing studies in children
is that very point, to see if they respond differently.

Mr. DEUTSCH. Right, but is that only done in terms of, you know,
the incentives that we have put on in terms of increased exclusivity
based upon that issue?

Mr. TEMPLE. The usual request for data, written request for
data, includes a request for studies of effectiveness, pharmaco-
kinetic studies because that can be something, and a safety study
. That is what they usually consist of.

Mr. DEUTSCH. Right, but generally those safety studies don’t
break out children. So that——

Mr. TEMPLE. Sorry. This is for a written request on gaining pedi-
atric exclusivity.

Mr. DEUTSCH. Right.

Mr. TEMPLE. So that is only children.

Mr. DEUTSCH. Right. Right, but if it is a pediatric exclusivity,
then you would have that. But outside of that, a pediatric exclu-
sivity, then you would have no information.

Mr. TEMPLE. Outside of that, it is extremely hard to get any
studies in children. That is why we have the Best Pharmaceuticals
for Children Act, because children—well, it is extremely unusual,
and most people would say it is not appropriate, to start studies
of children before you have the drug properly worked up in adults.
There’s a lot of nervousness about, you know, children can’t give
consent and so on.

So it has always been true, whether we have the Best Pharma-
ceuticals for Children Act or before, that we expected the pediatric
studies to be done afterward.

Mr. DEUTSCH. If I can switch to Dr. Seligman, I have a series of
questions, but I want at least to open it up and give you an oppor-
tunity, because my understanding, this has not been brought up at
this point, which is the investigation regarding—I guess in re-
sponse to the San Francisco Chronicle article detailing the FDA’s
decision to remove Dr. Mosholder’s presentation.

If you can at least give us your perspective of why that investiga-
tion began and the appropriateness of that investigation.

Mr. SELIGMAN. Certainly. Both prior to and subsequent to the
publication of two articles in the San Francisco Chronicle, a num-
ber of staff in the Office of Drug Safety approached me raising a
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concern of the possibility that there may have been an inappro-
priate disclosure of confidential information to the reporter at the
San Francisco Chronicle.

Upon receipt of that information, as you have in your book, I for-
warded those concerns on to the Office of Internal Affairs at the
FDA.

Mr. DEUTSCH. Did you result in finding who had leaked the in-
formation?

Mr. SELIGMAN. I'm sorry?

Mr. DEUTSCH. Did you find out who leaked the information?

Mr. SELIGMAN. No, I did not.

Mr. DEUTSCH. If you can turn to Tab 65, an e-mail dated Feb-
ruary 20, 2004, from yourself to Horace Coleman and Thomas
Doyle at the Office of Internal Affairs in which you outline your
reasons for initiating this investigation. You attached an article,
the San Francisco Chronicle article.

I assume you are familiar with the article. Is that correct?

Mr. SELIGMAN. Yes, I am.

Mr. DEUTSCH. Your e-mail states that a member or members of
the staff of the Office of Drug Safety may have inappropriately dis-
closed information of a sensitive matter.

Were staff members of the Office of Drug Safety the only people
with access to the information contained within the newspaper ar-
ticle?

Mr. SELIGMAN. No, they were not.

Mr. DEUTSCH. But you were only concerned with the activities of
your staff?

Mr. SELIGMAN. No, I was not.

Mr. DEUTSCH. Then why is the memo only talking about the staff
of the Office of Drug Safety?

Mr. SELIGMAN. Only members of the Office of Drug Safety raised
the concern to me that such information had been improperly dis-
closed.

Mr. DEUTSCH. Why would that be?

Mr. SELIGMAN. Because I am their direct supervisor.

Mr. DEUTSCH. Right, but if you are asking Internal Affairs to be
looking for a leak in your office—I mean, the leak would only be
within that particular group of people?

Mr. SELIGMAN. I don’t believe I stated that I thought the—that
is correct. I did say that I am concerned that a member or mem-
bers of the staff of the Office of Drug Safety may have inappropri-
ately disclosed information. I did state that, although in my inter-
view with the Office of Internal Affairs, I did point out that there
were clearly others who had access to such information as well.

Mr. DEUTSCH. If you turn back to Tab 66, the report of the inves-
tigation, on page of that report it notes that you named five em-
ployees of the ODS who had been called at home by Waters. How
did you know that these five individuals had been called at home?

Mr. SELIGMAN. They either came to me or they reported such to
my deputy, Dr. Anne Trontell, who informed me of that informa-
tion.

Mr. DEUTSCH. And apparently another ODS employee, David
Bram, merely because he had been very vocal in the past regarding
the scientists’ findings being suppressed—did you call—again, is
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that—we are trying to understand why—I mean, were you sus-
picious of people within your own group for any particular reason
because of actions like that?

Mr. SELIGMAN. As I indicated in the interview, the investigator
asked me whether there were people of whom I had particular con-
cern in the office, and I indicated as such, that there were such in-
dividuals.

Mr. DEUTSCH. If you turn to the conclusions on page 6, you will
note the initial conclusion was that no evidence was found that
classified or proprietary information from the FDA was released. In
fact, the release of the classified or proprietary information is the
only basis to initiate an investigation into a leak. Is that correct?

Mr. SELIGMAN. That is correct.

Mr. DEUTSCH. So let me just again follow up on Tab 69. The
fourth page of that exhibit is headed by the date 5/7/04. This is a
document which Horace Coleman of the Office of Investigation no-
ticed that he is closing the case, and further noticed that he had
to ask you to contact Dr. Mosholder to assure him that he was not
a specific target of this investigation, that OIA found no evidence
to indicate that classified or proprietary information had been re-
leased and that OIA was closing the investigation.

Why did Mr. Coleman need to have you assure Dr. Mosholder
that he had not been the target of this investigation?

Mr. SELIGMAN. I don’t know the answer to that question, but I
did reassure Dr. Mosholder of that fact.

Mr. DEUTSCH. On that same page, Dr. Coleman notes that he
had advised you that he would also contact the CDR Director
Galson to advise him of the above information. Since Galson had
left the office to attend an awards ceremony, he would be request-
ing his director, Terry Vermelion, to reach out and debrief Director
Galson.

This raises several questions. What was the urgency to get this
information to Galson?

Mr. SELIGMAN. I have no—I don’t know the answer to that ques-
tion.

Mr. DEUTSCH. And what about the propriety to initiating an in-
vestigation? Whom did you talk to in CDER and what were their
opinions about your proposed actions?

Mr. SELIGMAN. I took these actions independently. I informed Dr.
Galson, who is indeed my supervisor, that I was considering such
action, but received no direction from him, one way or the other,
as to whether I should take it. He was the only person with whom
I discussed these matters.

Mr. DEuTSCH. Who did you keep informed regarding the progress
of the investigation?

Mr. SELIGMAN. The only time I received any information about
the progress of the investigation was at the conclusion of the inves-
tigation on May 10 when I met with Agent Coleman and Kurisky
who provided me the report and debriefed me on the investigation.

Mr. DEUTSCH. One final question. This summary report, also Dr.
Hammad’s reanalysis and its comparison to Dr. Mosholder’s origi-
nal work was widely reported in the press before FDA released any
of the information publicly.
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My understanding is you did not initiate an investigation into
these leaks and, if not, why not?

Mr. SELIGMAN. I did not report those allegations to the—I did
not—that is correct. I didn’t mention that to the Office of Internal
Affairs.

Mr. DEuTSCH. Why was that different than the earlier release?

Mr. SELIGMAN. Probably no different than the earlier release.

Mr. DEUTSCH. I mean, there is no basis for the difference? The
original investigation is technically considered a criminal investiga-
tion. I mean, is it just by whim that we start criminal investiga-
tions? I mean, is there some basis of differentiating?

Mr. SELIGMAN. This is not treated as a whim. I take, and I imag-
ine everyone at the agency takes the protection of proprietary infor-
mation and trade secret information very seriously. When allega-
tions of such are brought to my attention, I——

Mr. DEUTSCH. Let’s be very specific, though. The Mosholder thing
didn’t involve proprietary information.

Mr. SELIGMAN. As it turned out, that is correct.

Mr. DEuTsCH. Right, but even the allegation, even the report
wasn’t proprietary.

Mr. SELIGMAN. The allegation had to do with inappropriate dis-
closure of-

Mr. DEUTSCH. Yes, but not proprietary.

Mr. SELIGMAN. That is correct. Inappropriate disclosure of con-
fidential information. That is correct.

Mr. DEUTSCH. I mean, I am just going to ask one more time and
give you a chance to maybe try to be clearer or think again. But
why were these two leaks treated differently?

Mr. SELIGMAN. I can’t explain why they were treated differently.

Mr. DEUTSCH. And it was your decision to treat them differently.

Mr. SELIGMAN. It was probably my oversight in the latter cir-
cumstance to treat it differently, yes.

Mr. DEUTSCH. Thank you.

Mr. WALDEN. Dr. Seligman, can we go to this affidavit again.

Mr. SELIGMAN. Certainly. What tab was that?

Mr. WALDEN. This is troubling just in—this is the one that I
think is Tab 57, I believe, sir. Now walk me through again. What
was the reason for, and who would have suggested that Mr.
Mosholder modify this?

Mr. SELIGMAN. I wasn’t involved in that at all.

Mr. WALDEN. Who was?

Mr. SELIGMAN. I would have to turn to Dr. Mosholder for that.
I wasn’t involved in the discussion or consideration of this affidavit.

Mr. WALDEN. Okay, but this is an affidavit that was provided to
you. Right? The original affidavit?

Mr. SELIGMAN. The affidavit did appear in the May 10 report.
That is the first time that I saw it.

Mr. WALDEN. All right. So it was an official affidavit. It comes
to your—it is part of your investigation. Right?

Mr. SELIGMAN. It was part of the Office of Internal Affairs inves-
tigation Mr. WALDEN. I'm sorry. All right, part of the Office of In-
ternal Affairs.

Mr. SELIGMAN. I did not conduct any such investigation.
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Mr. WALDEN. All right. So I guess what I am trying to figure out
with this affidavit is what was the need to—who can answer why
this affidavit would need to be altered to be presented to somebody
else?

Mr. TEMPLE. I don’t think anyone at the table can. It was my un-
derstanding that a letter or something like that has been sent to
the committee explaining all that. Am I mistaken?

Mr. WALDEN. All right. If there is nobody here that can address
that, I believe we do have a letter. I just remain concerned about
it is all. I was hoping to dive in a little deeper on it, because it is
sort of—

Mr. TEMPLE. I am sure, if after looking at our response the com-
mittee has more questions, we will be glad to answer them.

Mr. WALDEN. I appreciate that, Dr. Temple. Dr. Hammad, would
you agree that, with only 400 or so person years of exposure that
FDA cannot rule out that there is a risk of suicidal behavior of one
out of 100? I'll make you a deal. You turn your mike on, and I will
repeat the question. There we go.

Would you agree that, with only 400 or so—we are talking about
the pediatric clinical trials. Would you agree with only 400 or so
person years of exposure that FDA cannot rule out the possibility
there is a risk of suicidal behavior of one out of 100?

Mr. HAMMAD. Actually, I did not deal with the person years. 1
used the individuals as the unit of analysis. So I can’t answer the
question, because I did not analyze it.

Mr. WALDEN. Dr. Mosholder, would you mind returning, and per-
haps you could help us on this question. I appreciate your long day
here, sir.

Here’s the deal. You have 10 million prescriptions for anti-de-
pressants written on an annual basis for children in the United
States, and so how many person years of exposure would you esti-
mate this prescription volume represents?

Mr. MOSHOLDER. Well, 10 million prescriptions, just a very rough
rule of thumb, one would figure a month per prescription is usual
practice. So that would be 10 million months divided by 12. So I
guess that is something like 800,000 person years, if my arithmetic
is correct.

I think you may be referring to a calculation that was in my
March consult report, if I may. If that is in this binder, perhaps
I can refer to it.

Mr. WALDEN. Yes, sure. I think it was in your presentation, too,
the PowerPoint presentation that is dated September 13, 2004. It
is one of the slides there. Reference is 406.9 patient years.

Mr. MOSHOLDER. Oh, yes, that is correct. Having observed no ac-
tual suicides in that amount of person time, there is a way to cal-
culate sort of the upper limit of what a true number of suicides
might be expected, which I did in my March consult. If it is in the
binder, I can probably find that.

Mr. WALDEN. We are going to see if we can’t find it in the binder.
It looks like there are 74 sponsored defined suicide related events,
54 serious, it says on your slide. But again we are trying to find
the right tab in our binder of documents. Tab 53, I am told.
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Mr. MOSHOLDER. Oh, yes. These are my slides from last week.
The calculation I was referring to, I think I can find in the March
consult document, which I think may address your question.

Mr. WALDEN. Well, I'll tell you. Why don’t we go to this question,
the one that is more recent, dealing with the 400. I guess the ques-
tion is: Would you agree that with only 400 or so person years of
exposure that FDA cannot rule out there is a risk of suicidal behav-
ior of 1 out of 100?

Mr. MOSHOLDER. I am not sure I——

Mr. TEMPLE. You don’t mean suicidal behavior. You mean sui-
cide.

Mr. MOSHOLDER. Do you mean—yes, that was my question.

Mr. TEMPLE. Suicidal behavior, we know, occurs at 2 percent in
the control group and about 4 percent in the treated group. So as
Dr. Hammad showed, there is a 2 to 3 percent frequency of that.
I think you must be referring to how sure can you be that there
are no suicides, and the answer is, with that exposure, you don’t
have much information on that.

Mr. MOSHOLDER. Yes. If I can refer to my March consult, which
is Tab 29, page 20 at the top paragraph, this is a calculation I did
based on some statistical assumptions. The upper one-sided 95 per-
cent confidence limit for the actual rate given in observation——

Mr. WALDEN. Dr. Mosholder, can I interrupt you a second, sir.
What page in that document are you referring to?

Mr. MOSHOLDER. Page 20.

Mr. WALDEN. Page 20. Thank you. Okay, and where are you on
that page?

Mr. MOSHOLDER. The top paragraph on that page, I think, is
maybe pertinent to your question.

Mr. WALDEN. Okay. Go ahead and read that for us, would you.

Mr. MOSHOLDER. Yes. What it says is that the upper 95 percent
confidence limit, as we say, for an actual rate in the population
given an observation of zero suicides out of 407 patient years of ex-
posure is 1 in approximately 136 patient years, the point being not
the numbers so much, but just to illustrate that 407 patient years,
as we reckon these things, doesn’t—it only goes so far in reassuring
about whether or not there is a risk of actual suicide as opposed
to suicidal behavior, which we have already established is in-
creased.

Mr. WALDEN. So, basically, 400 patient years is not a very long
time for the kind of research you need or the data you need?

Mr. MosSHOLDER. Well, the real question here, one of the limita-
tions of all this is that the real issue is whether there is an impact
on suicide, not just suicidal behaviors, and we don’t have enough
information to really address that as adequately as one would like.

Mr. WALDEN. But there could be a risk of death?

Mr. MOSHOLDER. There could be——

Mr. WALDEN. You can’t rule that out either.

Mr. MOSHOLDER. There could be. The clinical trials aren’t long
enough in exposure to give us a precise risk estimate.

Mr. WALDEN. But you do know from the data we have that there
is a higher risk of suicidality. Correct?

Mr. MOSHOLDER. That is true.
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Mr. WALDEN. Okay. All right. Dr. Temple, on page 4 of your tes-
timony you state, the pediatric suicide rate, “has fallen about 25
percent over the last decade, the period in which the use of anti-
depressants has grown steadily. This association does not prove
that the increasing use of anti-depressants is the cause of the de-
cline in suicide, but it at least is suggestive.” However, according
to the slide presentation by Dr. Diane Wiskausky of FDA’s Office
of Drug Safety before the September 2004 Advisory Committee
meeting, the increasing use of anti-depressants and decreasing sui-
cide may simply co-exist and may not relate at all to each other.
Her slide states that correlation does necessarily imply causality,
and that numerous factors may be coincidental, not causal.

Dr. Temple, did you ever have a discussion on ecological associa-
tion with Dr. Wiskausky?

Mr. TEMPLE. Well, we talked a little at meetings about this. I
don’t think I had a particular discussion, and I don’t disagree with
the assertion that these kind of data are hard to interpret. There
could be other factors. But these were presented to us at an Advi-
sory Committee by people who thought that there weren’t any obvi-
ous other explanations, and it is something to be considered.

I would never allege that that is proof. It is not a controlled trial.
You can’t do controlled trials of that, but it is what you got. And
it also doesn’t seem to be going up, which is not a trivial matter
either, because the drug use has been going through the roof, as
people have pointed out.

Mr. WALDEN. If that is all the case then, why would the Euro-
peans suddenly find there are problems?

Mr. TEMPLE. Well, I don’t think the Europeans found anything
that we didn’t find also. In fact, they used our data. The question
is what to do about it. What they decided to do about it was tell
everybody to start with Prozac and, if that doesn’t work, only ex-
perts should use the other drugs.

You know, it depends on the arrangements you have, whether
experts are available, and a lot of other things. That determines
what you do.

One of the major concerns of our advisors was that people who
aren’t really knowledgeable about these drugs are using them, and
that is one of the reasons, you know, all these warnings go in
there. One of the hopes—there is sort of pro and con here. One of
the hopes is that it will scare people who aren’t very qualified into
sending people to doctors who are.

Nonetheless, the same figures, I understand, are seen in Europe,
too, that the rate is declining.

Mr. WALDEN. But they prescribe a far lower percentage, do they
not, among this class?

Mr. TEMPLE. Yes, they do. That is correct.

Mr. WALDEN. Do you know the difference?

Mr. TEMPLE. No, I wouldn’t have those figures.

Mr. WALDEN. I thought I had heard it was like 1/6 of what we
do in young people.

Mr. TEMPLE. That could certainly be.

Mr. WALDEN. That would tend to lend some credence to Dr.
Wiskausky, her comment that it may not be causal.
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Mr. TEMPLE. Well, or it could mean they are better at picking the
people who really can benefit.

Mr. WALDEN. I see.

Mr. TEMPLE. One of the concerns that was expressed. There isn’t
any doubt that people—almost everybody thinks the drugs are used
casually for people who really probably don’t need it, and if there
is a risk of making people worse, there may be no compensating
benefit in those people. So that is a legitimate worry.

Mr. WALDEN. Just seems like, when these concerns have been
raised, again it seems like effort by the FDA hasn’t been to put
that word out. You've really erred on the side of caution in terms
of putting any word out there that there may increased rates of
suicidality, and yet when the studies are there that show these
may be no more effective than sugar pills, that doesn’t seem to be
something that gets put out there much. I just—I don’t get it.

The Chair recognizes the gentleman from Michigan, Mr. Stupak.

Mr. StupAK. Thank you, Mr. Chairman. On the last document
you just showed from Diane Wiskausky—this was shown at last
week’s Advisory Committee hearing—underneath there it mentions
a patient level controlled observation study, the Jick, et al., study.
Is that Dr. Jick from Saskatchewan, Canada? Do you know?

Mr. TEMPLE. No. I think he operates out of Seattle.

Mr. StupPAK. Okay. I was interested in your conversation when
you were going back and forth with the Chair on, you call it,
suicidality scores or signals, and you were saying, not that Dr.
Mosholder was wrong, but you were looking at different signals,
and there’s different signals to look at, and you mentioned the
Hamilton-D scale, Hamilton depression scale, Ham-D you called it.
Okay? Remember that?

Mr. TEMPLE. Yes.

Mr. StupAK. Earlier today when Dr. Mosholder was testifying, I
had a couple of exhibits there. One was pharmacology/toxicology
consultation from September 2001, and that was on Accutane, but
they related to an SSRI. Remember that discussion?

Mr. TEMPLE. Yes.

Mr. StupPAK. Then I had the PET scan which, again with
Accutane at 4 months, showed a decrease in the brain in the fron-
tal orbital lobe. You remember that?

Mr. TEMPLE. I remember that. Not that I know how to read
those.

Mr. STUPAK. I'm not asking you to read it. But that study showed
that the 17-year-old was noted by her family and clinician to have
behavioral disturbances and dropped out of school. She did not,
however, have a clinically significant increase in depression as
measured by the Hamilton depression scale. Even though we can
see a physical change in the brain, the Hamilton-D scale did not
pick it up, but the PET scan picked up.

Are we maybe looking at the signals?

Mr. TEMPLE. Maybe Tom knows the answer to this. I don’t know
how well any particular brain lesion or finding has been correlated
with depression. The world is full of people who are trying to do
that, to try to pick out who is going to be a responder and things
like that. But I don’t know that literature. So I don’t know whether
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there is a credible PET scan that indicates depression or anything
like that.

Mr. LAUGHREN. I am not an expert in that area, but from what
I know, most experts agree that we don’t understand—we really
don’t understand the pathophysiology of depression or any other
psychiatric illness. But what I wanted to come back to is this issue
of whether or not the Ham-D, as it is currently used, or any other
depression rating scale, is an adequate instrument for assessing
suicidality.

I think that is one of the things that we have learned here, and
one future direction in which we are moving and trying to greatly
improve our ability to do ascertain it for suicidality. This is one of
the things that we hope to come out of this collaboration with Co-
lumbia University.

The one thing that they have done is help us in classifying more
appropriately and rationally events, but the other thing that was
apparent in these trials is that it appeared patients were not asked
all the right questions.

Mr. StuPAK. Well, isn’t the questions on the Hamilton-D scale
the same?

Mr. LAUGHREN. No, no. Again, there is no clear instruction on
these instruments as to what sort of follow-up questions should be
asked if a patient responds positively. That is something that Co-
lumbia is working on, developing an instrument that gives clini-
cians very clear instructions about how to follow up if there

Mr. STUPAK. Sure, but the point here is the patient, whether you
want to believe the PET scan or not, had social behavior, like drop-
ping out of school and behavioral disturbances, but one of the
scales you used, the Hamilton-D scale, to judge depression didn’t
pick it up, which would indicate—which would indicate either the
person didn’t tell the truth when they did the testing on the Ham-
ilton-D scale and is good enough to fool the clinician and every-
thing, or does it really beg to another question that maybe there
really is something going on here in the brain with these SSRIs
that we are not picking up and we never thought of before.

That’s the only question. I am putting forth another possibility
here, because the jury is still out, as you keep saying, and if the
jury is still out, I think you ought to start looking at other factors,
because obviously you guys are missing something.

I think Dr. Mosholder, more or less, said that. You didn’t want
to believe his stuff. So you went to a different set of signals, and
those set of signals, at least according to the little bit I have seen
from this one study, can be fooled.

Have you ever thought about bringing in outside experts other
than just the FDA, like a workshop to bring in other experts and
see what is happening with the orbital frontal cortex, which is an
area we know mediates depression, or the hippocampus with
retinoids and all these other things, and the SSRIs. Have you
thought about bringing in outside experts, outside the FDA, to take
a look at this data and ask them their suggestions on how do we
%et? to this problem, which we don’t seem to have a good answer

or’

Mr. LAUGHREN. It is undoubtedly true that our understanding of
depression and other psychiatric illnesses is in its infancy. We real-
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ly do not understand them at a biological level. There is a lot of
work going on. You know, it is something that we would hope in
the future to have a better understanding of.

There is a lot of work going on, trying to identify various genetic
markers and other things that might help us make distinctions
among people who clinically all look the same.

I mean, that is one of the problems, is that you have a number
of people who all have the same—roughly the same clinical state,
but they may have different underlying pathophysiologies, and that
may explain why some respond to drugs differently than others,
both in a positive sense and in a negative sense. We just don’t un-
derstand this.

Mr. STUPAK. Absolutely. So that is why I am asking, have you
brought in different people for a workshop or a study to look at this
anti-depressant, this SSRI, to see what are we missing here? Do we
have different ideas on how best to explore it, to measure it, test
it, to do some studies?

Mr. TEMPLE. Tom is going to know this better. There are just
constant workshops on these very questions, some of them devoted
to

Mr. StuPAK. Okay. But I am asking about SSRIs. Have you done
that, like you have done for Accutane and some of these others?
Have you done that? That’s what I am asking.

Mr. TEMPLE. You mean to see if there is something about the ef-
fects on the brain of SSRIs that would tell you something? Is that
the specific question?

Mr. STUPAK. No. The question was: On SSRIs have you brought
in to do a workshop to try to figure out maybe what else—are we
just missing something, just kick it around with the experts,
whether it is the talk about SSRIs, the effect on hippocampus
where we know there is depression, the frontal orbital cortex where
we know it mediates depression, different ideas other than—you
know, we all, even Members of Congress, believe it or not, get rigid
in our thinking, and sometimes we don’t think outside the area and
bring i n other experts to help us out.

Have you done that in this problem which has confronted you on
these anti-depressants? That’s all the question is. No trick, just a
simple question.

Mr. TEMPLE. I'm sure Tom would know better. There are con-
stant workshops on every neurologic disease and every psychiatric
disease you can name on these very subjects. They must, by defini-
tion, deal with the question of whether the drugs work differently
and things like that.

I mean, I don’t go to those workshops, but the people in the Divi-
sion regularly would. The interest in those things is partly because
people, as Tom said, hope to find out who is a responder and who
is not, who gets toxic and who doesn’t, and it is partly because peo-
ple hope to be able to choose drugs to develop better on the basis
of the effects on some of these markers.

So there is a tremendous amount of interest in it. But I can’t
speak to SSRIs particularly.

Mr. STUPAK. Okay. Let me ask you this, Dr. Temple, just a cou-
ple of quick questions here. My time is almost up. I want to ask
a couple of series of questions on the pediatric exclusivity.
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As T understand it, there’s 293 written requests that have been
written by the FDA for products to be studied in children. Of these
393, studies have been submitted on over 110 products. How many
of these studies were efficacy studies?

Mr. TEMPLE. I am just not going to know the answer to that. In
neurology——

Mr. STUPAK. Do you require efficacy studies on all drugs? Do you
require efficacy study? No?

Mr. TEMPLE. Not necessarily.

Mr. STUPAK. Why not?

Mr. TEMPLE. There are some kinds of drugs where the pediatric
request is based on what you call a pharmacologic effect. For exam-
ple, if you wanted to see whether a beta blocker works in children,
you might look at heart rate, if that was thought to be relevant,
for example, for protection against arrhythmias. That is a judg-
ment call.

In psychiatric disease, there is no marker like that. So I am quite
positive that everyone of them called for efficacy studies.

It is worth noting that the written requests in depression always
called for at least two studies, because we know it is so hard to do.
The written request in other things, like obsessive compulsive dis-
ease, sometimes have only called for a single study.

Mr. STUPAK. So you don’t know how many efficacy studies were
done of these 293 studies. Right?

Mr. TEMPLE. I don’t. I may have some notes on it. I will keep
looking.

Mr. STUuPAK. We will put it in writing to you, because we would
really like to know that.

Mr. TEMPLE. Okay, that’s fine.

Mr. StupPAK. Of those for which efficacy studies were done, how
many showed they were not effective, that there was no efficacy?

Mr. TEMPLE. Yes. I'm not going to know that either, but we can
get you the answer.

Mr. STUPAK. It would be interesting, because we are working on
some legislation on pediatric exclusivity.

If efficacy is shown, is this then added to the label of the drug
in pediatrics?

Mr. TEMPLE. At least usually, and we can get you numbers on
how many have had——

Mr. STUPAK. And if efficacy is not shown in a pediatric study, is
that added to the label?

Mr. TEMPLE. Well, we are in the process of changing our view on
that. Historically——

Mr. StupAK. Up until today, before you change you mind, was ef-
ficacy—if efficacy was not established, was that put on the label?

Mr. TEMPLE. Usually not.

Mr. STUPAK. So we give them the good news but not the bad
news.

Mr. TEMPLE. Well, the reason, which you have heard me say be-
fore, is that failing to show something in a trial doesn’t mean that
it doesn’t work. This is not related to the pediatric setting particu-
larly.

Mr. STUPAK. Sure.



126

Mr. TEMPLE. However, in reconsidering this, what we have come
to think is that, really, the whole point of the Best Pharmaceuticals
for Children Act is to find out if what you know—mostly—mostly—
is to find out if what you think you know about—what you know
about adults is applicable to children, and it is more relevant than
usual to say, hmm, I didn’t see anything in children. We are in-
tending to put——

Mr. STUPAK. When you are talking about adults and children,
dosage has a lot to do with that, too, does it not?

Have you done any dosage studies on the SSRIs ?

Mr. TEMPLE. No. The substitute for dosage studies—and it is not
an adequate substitute—is to look at the pharmacokinetics and at
least try to get close on the blood levels. Dose response information
in a disease that is hard to study at all is murderously difficult to
get.

Mr. LAUGHREN. Actually, I have one comment on the question of
SSRIs and dose and exposure. Actually, the written request for the
Luvox application was specifically focused on looking at pharmaco-
kinetics, because what we found—the company had already done
the efficacy trial even in advance of the written request. They had
done the one study that we actually talked about earlier.

What they had shown is that the drug appeared to work in chil-
dren, but there were also adolescents in that trial. It did not work.
So we asked them as part of the written request to go back and
look at exposure, and that helped us to understand possibly why
that trial had failed to show efficacy in adolescents.

Mr. StupAK. Well, our concern is, being the policymakers and
writing the Best Pharmaceuticals—I didn’t write it, thank God. But
in 1997 when we did it, and again in 2001, the Best Pharma-
ceutical Act, we were told efficacy would be labeled. Now you are
telling us, up until today, it has not been labeled.

That was one of the big contentions on this committee. If you are
going to give people the good news, you also have to give them the
bad news.

Mr. TEMPLE. Just let me be sure I understand. You were told
that, if the studies were negative, that would go in?

Mr. StupAK. That would go in?

Mr. TEMPLE. That would go into the labeling.

Mr. STUPAK. Of course, you shouldn’t label before you give the
patent extension, so people know what the heck is going on. But
we don’t do that either.

Mr. TEMPLE. We have pretty much decided to do that. So it is
a little late, but we are going to do that.

Mr. StuPAK. We are not a little late. FDA is a little late, since
1997.

Mr. TEMPLE. That is what I said. We are a little late.

Mr. STUuPAK. Okay. I thought you said it is a little late now. All
right. Probably got time to vote.

Chairman BARTON. Is the gentleman through? Okay. The Chair
would recognize himself for what he hopes to be the last 10 min-
utes. I'm sure you all are glad to hear that.

We want to thank you all for being here this afternoon. It has
been a long day, and I appreciate your patience. I have just 2 or
3 questions, and then a wrap-up.
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I am going to direct some of these questions to Dr. Knudsen—
Is it Knudsen or K-nudsen? Knudsen? Sure. Okay. You've got to
push that little button there.

Now I know that some of this ground has been plowed before,
but I wasn’t here when it was plowed. So I apologize if we have
gone over this.

You are aware that your letter of March 19, 1996, was not in the
FDA file. I think you are also aware now that there are two
versions of the letter that wasn’t in the file, one apparently a typo-
graphically incorrect that was sent at 10:18 on March 19, 1996.
The other was sent at 12:10.

I believe you told the staff that you have no recollection of these
letters. Is that correct or incorrect?

Mr. KNUDSEN. That is correct.

Chairman BARTON. So once you saw the letters, did that revive
any memories of them?

Mr. KNUDSEN. No.

Chairman BARTON. What were you involved in, in March 1996,
that would have caused you send these letters to the Pfizer Cor-
poration?

Mr. KNUDSEN. I was involved in the review of the OCD NDA
Supplement for Certraline.

Chairman BARTON. Which is an anti-depressant?

Mr. KNUDSEN. That is correct.

Chairman BARTON. And they were attempting to have it ap-
proved for use in adults or in adolescents?

Mr. KNUDSEN. Treatment of OCD in adults, I believe.

Chairman BARTON. And you—were you the reviewer of that ap-
plication or were just asked to comment on it by somebody that
was reviewing the application?

Mr. KNUDSEN. I was the reviewer of the supplement or the OCD
supplement submitted by Pfizer—for Certraline by Pfizer.

Chairman BARTON. Taking aside the point that the letter wasn’t
in the file, and apparently you didn’t have a copy in your personal
files, the substance of the letter is that it appears—and I will read
the last paragraph: “We note”—These are your words: “We note
that there appears to be an increased frequency of reports of
suicidality in the pediatric/adolescent patients exposed to
Certraline compared to either placebo or Certraline treated with
adult OCD patients. If this in fact the case, what would be a plau-
sible explanation?”

So even though you have no recollection, you apparently were
looking at some data that caused you to think that, if this par-
ticular drug was used, it would increase suicidality in the pediatric
population, which is a serious concern. Would you agree with that?

Mr. KNUDSEN. Yes.

Chairman BARTON. Now once you sent the letter, apparently you
and everybody at FDA forgot about it. Is that true or not true?

Mr. KNUDSEN. I want to back up a second. I commented upon the
fact that I did not recall at the time—since it was 1996 this letter
was generated, I personally do not recall information back that
length of time. Even with looking at the letter, you asked if I gen-
erated the letter or if I recall generating the letter. In fact, as I
said, I do not recall writing the letter.
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It does not mean that I did not. I simply do not recall. I under-
stand. But 1996, for me—even yesterday is a little difficult to re-
member sometimes. But 1996, quite frankly, as I told the sub-
committee folks who called me in Maine, much to my chagrin, I
simply do not recall writing that letter. I may have.

Chairman BARTON. You do recall that you were involved in the
review of an application for the drug.

Mr. KNUDSEN. That is correct, although that is a bit different
than generating and writing a letter and not—I just——

Chairman BARTON. Well, but this isn’t a run of the mill applica-
tion. Your last paragraph is pretty important. “There appears to be
an increased frequency of reports of suicidality in the pediatric/ado-
lescent patient exposed to Certraline compared to either the pla-
cebo or the Certraline treated with adult OCD patients.”

That is a pretty important finding or pretty important question.
Yet once you sent the letter off, which nobody at the FDA kept any
copies of, everybody forgets about it until 8 years later or 6 years
later.

Mr. KNUDSEN. Well, in fact——

Chairman BARTON. You can’t even remember writing the letter.

Mr. KNUDSEN. Well, I mean, how many people in this room, I
would like to ask, can remember writing letters in 1986? This is
purely speculative, and I am not going to speculate. I cannot recall
writing the letter.

The point of fact is it is a very important issue. I may have writ-
ten it. For simplicity, I will say I did write it, and because I was
x(z)e(tj’y much concerned about this issue when I reviewed the

D

Chairman BARTON. You are missing my point. Nobody is chal-
lenging whether you wrote the letter or not. Now if you want to—
you know, you said it looked like your signature, so you probably
did or you did. You will stipulate. I could care less.

What I am concerned about, that we have a drug that is being
used in adolescents to treat depression and, according to whoever
wrote this letter, there appears to be an increase in suicidality.
Now that is an important thing, and nobody at the FDA did any-
thing on it for 6 years. That is pretty important.

Mr. TEMPLE. That is not entirely correct. Dr. Laughren
reviewed:

Chairman BARTON. It is more correct than incorrect.

Mr. TEMPLE. Dr. Laughren reviewed the data that was the basis
for that letter, wrote a memo.

Chairman BARTON. Well, you all didn’t even find a copy, and now
we got two different copies from the drug manufacturer, and we
get—when we asked about document retention policy—you don’t
have access to this, because it didn’t come in until today.

It is an e-mail that was sent today to the young lady to my right,
and it says, “FDA does not have a specific regulation that governs
the record retention of NDA files and drug master files.”

It is pure serendipity that the manufacturer kept a copy.

Mr. TEMPLE. I think the problem was that the letter never went
into appropriate channels. That is why it was never seen.

Chairman BARTON. Well, it is not stamped. There is no stamp
that it was.
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Mr. TEMPLE. It didn’t go to Dr. Laughren. It didn’t get into the
file. That is why nobody knows it was there.

Chairman BARTON. Do you think you should have a document re-
tention policy? Do you think that something like this should have
gone through channels, that somebody at your level or some level
i%hou})d have checked into it and done something before 6 years
ater?

Mr. TEMPLE. Of course.

Chairman BARTON. Yes or no?

Mr. TEMPLE. Of course, it should have gone through channels.

Chairman BARTON. And you think something should have been
followed up on this?

Mr. TEMPLE. Had anybody known about it and seen the result,
yes, of course. But I do want to point out that the basis for that
letter was reviewed by Dr. Laughren a couple of months later, and
his conclusion was that there was no signal there.

Chairman BARTON. Beg your pardon?

Mr. TEMPLE. His conclusion was that there was no signal there,
that the analysis was invalid. I believe the letter never should have
been sent. It doesn’t make any sense.

Chairman BARTON. In spite of all the studies that have been
done since then—and correct me if I am wrong. We have looked at
15 studies. Twelve of the 15 have shown no effect, no efficacy.
Some of those have shown an increase in suicidality, and in spite
of that, you say this letter shouldn’t have been sent?

Mr. TEMPLE. This letter reported that there was an increased
risk of suicidality in children compared to adults.

Chairman BARTON. Let’s be fair. It says there appears to be.

Mr. TEMPLE. Okay.

Chairman BARTON. He is just questioning. Even though he has
developed amnesia, at the time he was doing his job, and he was
saying that somebody needs to check—well, he didn’t say that. He
just says what are your comments on it. Now once he wrote it, he
forgot he wrote it. He didn’t keep a record of it, and it was forgot-
ten about.

Mr. TEMPLE. Right. The

Chairman BARTON. Now this gentleman to your right, Dr.
Laughren, says that he reviewed this letter?

Mr. TEMPLE. No, not the letter, the review that led to the letter.

Mr. LAUGHREN. I would like to clarify.

Chairman BARTON. All right. So you reviewed the same data.

Mr. LAUGHREN. No, no. Let me explain. Dr. Knudsen wrote a re-
view of March 1996 around the same time that he sent the letter.
He raised the concern in his review, and I responded to that con-
cern in a memo that I wrote to the file later that year.

It is true—I mean, there is no question. This is a failure in our
document flow. However, the response that Pfizer sent in response
to his letter in May of that same year

Chairman BARTON. The response is in the file. Isn’t that correct?

Mr. LAUGHREN. That response apparently is in our file. I have
since—I agree that it is years later, but I have recently looked at
it. It is completely consistent with the conclusion that I reached in
the memo that I wrote in October of the same year, in October
1996.
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So it is true, you know, this is a document failure. No question
about it.

Chairman BARTON. Well, it is more than document failure.

Mr. LAUGHREN. No, no. There is no signal there. There is just no
signal there. There is no signal in those data.

Mr. TEMPLE. The analysis included three uncontrolled trials and
one controlled trial in excessive compulsive disease. In the OCD
trial there was one suicidality case in the placebo group and none
in the treated group.

The comparisons are entirely invalid. The letter should not have
been sent.

Mr. LAUGHREN. Yesterday I spoke to someone completely inde-
pendent, an epidemiologist in our Division, the head of the safety
team, about these data just to get another view on this, and she
completely agreed with me, that looking at those data that Dr.
Knudsen looked at back in 1996, there is no signal for pediatric
suicidality. None.

Chairman BARTON. But nobody did that. You all didn’t even look
at the data.

Mr. TEMPLE. No, he did.

Mr. LAUGHREN. I did.

Mr. TEMPLE. He looked at the data that Dr. Knudsen had placed
in his review, not the letter. We didn’t know about the letter.

Chairman BARTON. Well, let me ask another, because I don’t fol-
low the—I am not a medically trained person.

This particular drug—in 1996 was it being prescribed off-label
for adolescents?

Mr. LAUGHREN. I can’t answer that. It probably was.

Chairman BARTON. It probably was?

Mr. LAUGHREN. The point of this

Mr. TEMPLE. But it is not for depression.

Mr. LAUGHREN. Right. This study was for—sorry.

Mr. TEMPLE. This was for a different condition.

l\l/ilrd LAUGHREN. This study was for obsessive compulsive disorder
in kids.

Chairman BARTON. But it leads to an increase in—it could—it
appears that there could be, “that there appears to be an increased
frequency of reports of suicidality.”

Mr. TEMPLE. Yes, that is what it says, but

Chairman BARTON. That was in 1996. This is 2004. It is 8 years
ago. If it was prescribed to 10,000 children and 100 of them com-
mitted suicide because they took it, I think something should have
been done.

Mr. TEMPLE. That would be a bad thing. This provides no signal
that that is a risk. There is no signal in those data. In the con-
trolled trial there were more suicidality——

Chairman BARTON. What did—apparently, what the FDA—I've
got some other questions, but apparently what the FDA did about
this, this gentleman or others looked at this data and said we don’t
see a problem there. And so you did nothing. You did absolutely
nothing.

Mr. TEMPLE. I don’t understand. There was no signal.

Chairman BARTON. Well, you know what I would have done?

Mr. TEMPLE. What would you have done?
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Chairman BARTON. I would have gone in and done some more
trials. I might have even told the drug manufacturers not to let it
be—strongly encourage them not to prescribe it off-label. I might
have erred on the side of safety and prudence and said let’s don’t
take a chance. That’s what I would have done.

Mr. TEMPLE. So in response to a study that showed more
suicidality in the placebo group than in the treatment group, you
would have done more studies? I don’t think I understand.

I understand why the words—this looks like it might be a sig-
nal—would be distressing, but that was a wrong interpretation of
the data.

Chairman BARTON. Well, even Dr. Laughren said—and again
this is a memorandum. It is Tab 75 dated October 25. This is ap-
parently after he had reviewed the data. He says, “I don’t consider
these data to represent a signal of risk for suicidality for either
adults or children. Supplements are planned for both depression
and OCD in pediatric patients, and when we have more complete
data, including Ham-D data, we can look more critically at this
issue using the now standard approach of comparing the propor-
tions of drug in placebo exposed patients to show worsening on
Item 3, which is the suicidality item, to the Ham-D during the
treatment.” So even he said that there should be something done.

Mr. TEMPLE. Well, those things were done, but we now have ex-
quisite evidence that looking at the Ham-D doesn’t work.

Chairman BARTON. Well, I am going to, unfortunately, have to
run and vote.

Should FDA develop a document retention policy for NDAs and
drug master files? Yes or no? You have none now.

Mr. TEMPLE. Well, I believe we have one, but we will——

Chairman BARTON. Well, your e-mail says you don’t.

Mr. TEMPLE. We don’t have a rule.

Chairman BARTON. If you don’t, should you?

Mr. TEMPLE. Yes.

Chairman BARTON. What did the British see when they pulled
these things off the market that you didn’t see, that FDA didn’t
see?

Mr. TEMPLE. You mean when they wrote their thing contraindi-
cating it?

Chairman BARTON. Yes, sir.

Mr. TEMPLE. It is a different interpretation of the same data. I
don’t know why they reached that conclusion. One reason might be
that they are less inclined to use these drugs in the first place.
Why that is, I can’t say.

Chairman BARTON. All right. I am going to thank you gentlemen.
There will be further questions for the record, and we are going to
adjourn this hearing.

[Whereupon, at 5:46 p.m., the subcommittee was adjourned.]

[Additional material submitted for the record follows:]
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Tab | Document Description Date
| Mosholder SSRi Studies
1 Email: From Katz to Mosholder re: please do consuit on paxil/ssri's June 3, 2003
2 Email; From Laughren re: how Neuropharm first aware of Paxil/suicidality issue June 3, 2003
3 Formal Request for Consuitation by Neuropharm to ODS re: Mosholder June 5, 2003
4 Email. From Mosholder to Katz/Laughren et al re: questioning Paxit suicidality data June 19, 2003
5 _1Email: coding dictionary for Paxil peds MDD supplemental NDA June 23, 2003
6 |Email; FW: Pamer to Mosholder re: Suicide-related terms in WHO-ART/Paxit June 24, 2003
7 |Email: From FDA Ombudsman RE: SSRI complaints and a heads-up August 18, 2003

Memo: Consuit by Mosholder: Suicidality in pediatric clinical trials with paroxetine and

8 other antidepressant drugs September 4, 2003
8 Email: From Mosholder to Paul David re: Zoloft's JAMA study and “spin” September 16, 2003
10 |Email: From Katz to Mosholder re: "superb” presentation at regulatory meeting September 17, 2003
11 [Email: From Katz to Willey re: no Paxil consult presented at Oct. Ped. Adv.C.Mig Qctober 2, 2003
12 [Email: Meeting on Pediatric Suicide Patient Narratives/Columbia group identified October 28, 2003
Email: Dianne Murphy/John Jenkins re: Discussion about not presenting Paxil data in
13 10ct December 10, 2003
Email: Mosholder Consult: Suicidal events in pediatric clinical trials of antidepressanits
14 isent to M. Avigan for review December 17, 2003
15 |A. Mosholder Draft Consult on all SSRI's with Mark Avigan handwritten "great job” Nov/Dec 2003
16 {Email: From Laughren to Katz and Templie Re: Mosholder not presenting December 21, 2003
17 |Email: FW: Pediatric MDD Suicide Planning Mig December 18, 2003
18 {Email: From Katz to Mosholder re: presentation January 6, 2004
19 {Email: Mosholder's Draft Slide Presentation RCT data for Feb. 2 AC mig January 7, 2004
20 jEmail: From Mosholder to Dubitsky re: Katz et al asking him fo “bow out” January 9, 2004
21 |Email. From Trontell ©© Mosholder re: suggested alternative Janguage to consult January 20, 2004
22 {Email: From Willy to Mosholder re: Mosholder informing her of Waters call January 23, 2004
23 JEmail: From Mosholder to Trontell and Willy re; Feb 2 preparing answers to Q's January 28, 2004
24 [Email: Mosholder to Willy re: finalizing consult and attaching consuit January 29, 2004
25 [Several versions of Proposed Agenda for February 2 mtg February 2, 2004
26 |Agenda For February 2, 2004 (1) by T. Laughren February 2, 2004
27 |Agenda For February 2, 2004 (2) February 2, 2004
28 |Emall: From Mosholder to Willy re: Labeling issues and DFS consult February 10, 2004
29 iMemo: Mosholder consult Final: Trontell & Avigan cover memos attached March 15, 2004,
30  [Meeting Reminder - Subject: Adult MDD Suicide Data Discussion May 28, 2004,
31 iinterim Results of the Analysis of Pediatric trials by Tarek Hammad July 18, 2004
32  IMemo: Mosholder Follow up Consult/ Tronteli cover memo August 16, 2004
FDA D
33 ICDER 2002 Report to the Nation - Mission of CDER 2002
34 Letter from HHS to Glaxo re: Pediatric Exclusivity Request (sample) April 28, 1999
35 |Letter from GSK to FDA (Katz) re: submission of pediatric suicide analysis May 22, 2003
36 {GSK's analysis of pediatric suicidality data - Submitted to the FDA w/lelter May 22, 2002
FDA Talk Paper June 2003 regarding the anti-depressants Paxil for pediatric
37 __Ipopulation June 19, 2003
38 |FDA Draft Meeting Minutes re: Sept. 16 Paxil briefing by A. Mosholder September 16, 2003
FDA Talk Paper October 2003: FDA issues Public Health Advisory Entitted: Reporis of
39 {Suicidality in Ped. Patients Being Treated with Antidepressant Meds October 27, 2003
Summary Minutes of the Psychopharmacoiogic Drugs Advisory Committee Mig.on
40 |Feb. 2, 2004 February 2, 2004




133

Tab Document Description Date
41 [HHS letter to Wyeth re: remove hostility labeling and add new class Jabeling March 19, 2004
42  |HHS letter to Glaxo re: new Written Request pursuant to BPCA July 2, 2002
43 {HHS ietter to Glaxo re: additional "emotionat liability” info October 10, 2002

FDA Public Heaith Advisory March 2004 Subject; Worsening depression and
44 |suicidality in patients being treated with antidepressant medications March 22, 2004
45 {Wyeth Response to HHS March 19, 2004 letter; keeping hostility w/added sentence Aprit 2, 2004
46 [HHS Letter to the Committee re: suppression of Dr. Mosholder's consult April 14, 2004
HHS Memorandum by Laughren re: Overview of September 13 & 14, 2004 Advisory
47 ICommittes meeting and Neuropharm's actions to date August 16,2004
48 [FDA - CDER Joint Meeting - Questions and Issues September 13-14, 2004
FDA Statements on Recommendations of the Psychopharmacologic Drugs and
49 IPediatric Advisory Committees September 16, 2004
50 {HHS Letter to Kenneth R. Bonk - Wyeth Pharmaceuticals Re: Labeling Changes May 1, 2004
51 {FDA Letter to Wyeth re: No inclusion of negative efficacy pediatric clinical trials no date!
52 {Hammad Presentation at September Pediatric Advisory Ce September 13, 2004
53 {Moshoider Presentation at September Pediatric Advisory Committee September 13,2004
OlA I igati
Email: From Mosholder to Tronteil and Wiiley re: why he continued to ook at data after
54  [reguiatory briefing with attached emails January 28, 2004
55  jEmail: As we discussed--OIA written statement May 3, 2004
Email: Abridged Written Statement for tomorrow's meeting with Senate Finance
56 |Committee - 8:53 AM May 4, 2004
57 |Emait; From Katz to Mosholder re: Kaiz's edits to 1t 2:37pm May 4, 2004
58  [Email: From Moshoider to Katz et al re: "uncomfortable” with changes 3:17pm May 4, 2004
58 |Email: From Meister to Masholder re: notification OIA investigation is closed May 11, 2004
60 |A. Mosholder Written Statement for OIA May 2004
61 |Whistleblower Fact Sheet Given to A. Mosholder March 3, 2004
62 |Written Administrative it Signed by A. Mesholder March 3, 2004
63 |Email: From Mosholder to ODS ees re: OlA investigation into leak March 3, 2004
64 |Email: From Meister to Mosholder re: meeting on Mon. at 1 p.m April 28, 2004
65 |Email: From Seligman to Coleman and Doyle re: inappropriate Disclosure February 10, 2004
66 |FDA Memo: Report of Investigation on the CDER, Office of Drug Safety E-mail March 10, 2004
67 |Mosholder to OIA March 15, 2004
68 |Kaiz Statement to OIA May 6, 2004
FDA Memo: OIA investigative Report in Response to Request of Senate Chairman
69 {Grassiey June 1, 2004
Email: From Mosholder to Trontell, Avigan and Willy re: Feb 2 AC meeting/letter from
70 {Rob Waters, freelance reporter January 27, 2004
D ising Suicidality Concerns in Children
Letter from Dr. James Knudsen to Pfizer re: explain increase in suicidality in OCD
71 pediatric trials vs. adulls March 18, 1596
72 IHHS lefter to Brumfield March 19, 1896
Pfizer's Response to Knudsen 3/19/96 letter - re: Suicidality in OCD pediatric trials
73 {(Selected pages) May 28, 1996,
HHS Memarandum by Laughren re: Recommendation for Approval Action for Zoloft
74  i(sertraline) for Obsessive Compulsive Disorder September 30, 1996
HHS Memorandum by Laughren re: Comment on data in the pediatric OCD database
75 {re: suicidality raised in Knudsen’s 3/28/96 safety review October 25, 1996
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Tab D Description Date

76 {HHS Memorandum by Paul Leber re: ; Zoloft OCD Approval Action Memorandum October 25, 1896
Review and Evaluation of Ciinical Data - Sponsor Solvay Pharm. Drug: Fluvoxamine

77 {maleate {Luvox) by Mosholder (Selected Pages) August 27, 1996
Review and Evaluation of Clinical Data - Sponsor Solvay Pharm. Drug: Fluvoxamine

78 {maleate {Luvox) by Mosholder re: mania reports in kids February 12, 1997

79 {Luvox Label (Selected Pages) September 28, 2004
Laughren Memo: Recommendation of Approvabie Action for Luvox (fluvoxamine) for

80 |Pediatric OCD November 14, 1996

81 |Review and Eval, Of Clinical Data - Zoloft - Reviewer Knudsen (Selected Pages) March 28, 1996

MHRA

Public Health Link - To: Directors of Public Heaith of PCTs re: warnings of SSRI's in

82 IKids December 10, 2003

Docs from 9/9/04 O&1 Hearing

Article: “Efficacy of Paroxetine in the Treatment of Adolescent Major Depression: A

83 [Randomized, Controlied Trial," Kelier, et al. J.AM. ACAD. Child Adolesc. Psychiatry July-01

84 {Dear Healthcare Letter - Re: Pediatric Use of Effexor August 22, 2003
Article: “Efficacy of Sertraline in the Treatment of Children and Adolescents with Major

85 IDepressive Disorder,” Wagner et al. (JAMA) August 27, 2003

86 ISample Written Request for Pediatric Study on Antidepressants no date:
FDA PowerPoint - Re: Drug Utilization for Antidepressants Among Children &

87 |Adolescents February 2, 2004

Miscellaneous

88 |Dingell Letter to FDA September 14, 2004

89 |Grassiey Letter to FDA June 16, 2004

90 |Hammad Analysis (Selected Pages) August 16, 2004

91 |New York Times Article: F.D.A. Links Drugs to Being Suicidal - Harris September 14, 2004
Wall Street Journat Articte: FDA: Antidepressants Appear to Raise Juvenile Suicide

92 iRisk - Dooren September 13, 2004
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Mosholder, Andrew D

From: Katz, Russell G

Sent: Tuesday, June 03, 2003 9:24 AM

To: Mosholder, Andrew D

Subject: RE: Paxit and pediatric suicidality Tab 1
Andy-

Thanks a lot. We'll send over a formal consult ASAP.

Rusty
<ne-Original Message-----
From: Mosholder, Andrew D
Sent: Tuesday, June 03, 2003 8:56 AM
To: Katz, Russell G
Cc: Willy, Mary €
Subject: RE: Paxil and pediatric suicidality
Hello, Rusty,

Yes, | would be interested in working on this consult. I've confirmed my availability to do so with my team leader, Mary
Willy (i'm cc-ing her on this reply).

As | recall, a number of the other SSRi pediatric supplements showed signals for behavioral adverse events. But these
were mainly avents such as agitation and hypomania, not self-injury {uniess, as you suggest, they were similarly obscured
by inappropriate terminology).

Regards

Andy

> -—QOriginal Message-----

> From: Katz, Russell G

> Sent: Monday, June 02, 2003 4:12 PM
> Yo: Mosholder, Andrew D

> Subject: Paxit and pediatric suicidality

>

> Andy-~

>

> Hi, hope you are well.
>

> We have recently become aware of a presumed association
> between Paxil and suicidality in pediatric patients. We

> received a call from the EMEA a littie over a week ago. A

> Dr. Raines told us that the company (GSK) had submitted data
> that demonstrated that use of Paxil in kids was associated

> with increased suicidality compared to placebo, and that the
> company proposed iabeling changes; | believe she also said
> that it was in the news, and it was a big issue. Tom and |

> told her that the company had not informed us of any of this,
> and we agreed to look into it.

>

> |t tums out that the sponsor was in the process of

> submitting to us a partial response to a question we asked in
> the Approval letter for the pediatric use {you, you may

> recall, were the reviewer). Specifically, we had asked them
> to further elaborate the events subsumed under the preferred
> term "Emotional Lability”. We have received this partial

> response, and almost ali of these events related to

> suicidality. The bottom line is that when data from the

> controlled trials in depression, OCD, and Social Anxiety are

2
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> pooled, for "possibie suicide reiated"” events occurring

> during treatment or within 4 days after discontinuation, the

> rate is 0.14/patient-year on drug, and 0.05/patient-year on

> placebo, p=0.02. We have some problems with the methodology
> they used o capture cases, but this is the major finding,

> and it has us worried. The sponsor has not proposed labeling

> changes, and makes a feeble attempt to dismiss the finding.

> We are also awailing the submission of what the sponsor

> submitted to the UK.

>

» We want to move guickly to evaluate this signal. We are

> planning to look at the NDAs for the other SSRis to see

> whether or not simifar events are being hidden by various

> inappropriate coding maneuvers, but we'd aiso fike to compare
> the drugs in other meaningful ways if we can. We aiso want

> to call the sponsor very soon and ask some questions about

> their methodology.

>

> We want to send a consult over to you folks, and ask that you
> be assigned the project. Given your history with this

> application and this general issue, we think you would be the
> right persen to help us think about the best way to approach
> the data in the other NDAs (and their sponsors), as wall as

> to provide ideas for further sources of potentially relevant

> data and possible approaches to better evaluate this signal

> study (e.g., insurance claims databases, etc.). Anyway, 1

> wanted to run this by you to ses if you have any strong

> objections to being fingered as the guy to do this; if you're

> OK with it, we'll send a formal consult request. Also, we'd

> fike you to be in on the phone call, if possible. Of course,

> we recognize that we'd need to get you the submission pronto.
>

> Hope you can do this; if you could let me know soon, either

> way, that'd be great.

>

> Thanks,

> Rusty
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Mosholder, Andrew D
Tab 2 —
From: Laughren, Thomas P
Sent: Tuesday, June 03, 2003 12:53 PM
To: Nighswander, Robbin M
Cce: Katz, Russell G; Racoosin, Judith A; Dubitsky, Gregory M; Mosholder, Andrew D; David, Paul
A
Subject: RE: reminder-weekly report
Robbin,

On 6-23-03, Rusty and I first became aware of concerns in the UK about an increased risk of suicidal ideation in
pediatric patients taking paroxetine, based on results of new analyses of safety data from a pool of 6 pediatric
studies (3 in MDD, 2 in OCD, and 1 in social anxiety disorder). These analyses were actually done in response
to requests (included in our 10-10-02 approvable letter the Paxil pediatric supplement) for a more detailed
breakdown of events subsumed under the broad heading, “emotional lability;” in particular, we were interested
in analyses focusing on events considered to represent suicidality. These results had been sent to the MHRA
(UK) before being sent to FDA, due to a difference in the timing of submissions. We have now received these
data (in a submission dated 5-22-03, but not received until 5-28-03), as a partial response from GSK to our
approvable letter for the Paxil pediatric supplement. These analyses suggest an excess risk of suicidality in
patients taking Paxil compared to those taking placebo. The submission to the UK had also included draft
labeling to describe this risk, however, I have been informed by David Wheadon, M.D., of GSK, that the MHRA
has stated its intent to contraindicate paroxetine in pediatric major depressive disorder, on the basis of these data
along with the negative results in the pediatric major depressive disorder studies. GSK does not agree, and they
are currently negotiating with the UK and other European regulatory agencies. GSK intends to fully respond to
the 10-10-02 approvable letter for the Paxil pediatric supplement by the third week of June, and this will include
proposed labeling to address this risk, but also new language regarding the OCD claim in peds. Since the
original review of the Paxil supplement, as well as the reviews of most other pediatric supplements for SSRIs,
was done by Andrew Mosholder, M.D., and these requests were a direct result of Dr. Mosholder’s review, we
have submitted a consult to ODS and have asked that this consult be assigned to him in his new position in ODS.
We seek his advice on further analysis and interpretation of the Paxil results, as well as more general advice on
what might be done to reconsider the pediatric databases for other SSR1s, In addition, we would be interested in
his thoughts on further studies that might be done to better understand this signal, e.g., a cohort study using
claims based data, perhaps looking at hospitalization for suicidality as an endpoint.

Tom
----- Original Message----
From: Nighswander, Robbin M
Sent: Tuesday, June 03, 2003 11:52 AM
To: Katz, Russeli G; Laughren, Thomas P
ject: FW: remind kiy report
Rusty and Tom:

Although | included a brief description in last weeks report, as you can see, John would ke a longer summary. Last
weeks report is attached.

Thanks
Reobin

<< File: OND1 Weekly Report May 28 2003.doc >>
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‘DEPARTMENT OF HEALTH AND HUMAN SERVICES Tab 3
PUBLIC HEALTH SERVIGE REQUEST FOR CONSULTATION
FOOD AND DRUG ADMINISTRATION
TO (Division/Otfice): FROM:
Mail: ODS (Room 15B-08, PKLN Bldg) HFD-120/Division of Neuroph gical Drug Products
DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT
6-5-03 20-031/SE5-037 Minor Amendment 5-22-03
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Paxil (paroxetine HCI) Tablets Selective Serotonin Reuptake
Inhibitor (SSRT)

NAME OF FIRM: GSK

REASON FOR REQUEST
L GENERAL

& NEWPROTOCOU & PRE-NDA MEETING & RESPONSE TO DEFICIENCY LETTER
# PROGRESS REPCRT 4 END OF PHASE 1t MEETING & FINAL PRINTED LABELING
& NEW CORRESPONDENCE & RESUBMISSION # LABEUNG REVISION
& DRUG ADVERTISING 1 SAFETYEFFICACY & ORIGINAL NEW CORRESPONDENCE
2 ADVERSE REACTION REPORT 2 PAPERNOA & FORMULATIVE REVIEW
& MANUFACTURING CHANGE/ADDITION & CONTROL SUPPLEMENT & OTHER (SPECIFY BELOW):

& MEETING PLANNED BY

V. DRUG EXPERIENCE

& PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL & REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
= DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES & SUMMARY OF ADVERSE EXPERIENCE
2 CASE REPORTS OF SPECIFIC REACTIONS {List below) & POISON RISK ANALYSIS

2 COMPARATYIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

COMMENTS/SPECIAL INSTRUCTIONS:

We have received a partial response (5-22-03) from GSK to our approvable letter for the Paxil pediatric supplement,
including results of new analyses of safety data from a pool of 6 pediatric studies (3 in MDD, 2 in OCD, and 1 in
social anxiety disorder). These analyses were in response.to requests in our 10-10-02 approvabie letter for a more
detailed breakdown of events subsumed under the broad heading, “emotional lability;” in particular, we were
interested in analyses focusing on events considered to represent suicidality. These analyses have been done, and
they suggest an excess risk of suicidality in patients taking Paxil compared to those taking placebo. Since the original
review of the Paxil supplement, as well as the reviews of most other pediatric supplements for SSRIs, was done by
Andrew Mosholder, M.D., and these requests were a direct result of Dr. Mosholder’s review, we ask that this consult
be assigned to him. We seek his advice on further analysis and interpretation of the Paxil results, as well as more
general advice on what might be done to re-evaluate the risk of suicidality in the pediatric databases for other SSRIs.
In addition, we would be interested in his thoughts on epidemiological studies that might be done to better understand
this signal, e.g., a cohort study using insurance claims based data, perhaps looking at hospitalization for suicidality as
an endpoint.

1f you have any questions, please feel free to contact the Safety Group Team Leader, Dr. Judith Racoosin (x4-5505),
or the Project Manager, Mr. Paul David (x4-5530).

SIGNATURE OF REQUESTER METHOD OF DELIVERY {Check one}
= MALL & HAND
SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER

This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Russell Katz
6/6/03 12:39:48 PM
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Mosholder, Andrew D

From: Mosholder, Andrew D

Sent: Thursday, June 19, 2003 4:30 PM

To: Katz, Russell G; Laughren, Thomas P; Andreason, Paul J; Stasko, Robert; Racoosin, Judith
A; David, Paul A

Subject: Paroxetine suicidality data in 4-11-02 submission

Hello all, Tab 4

During today's meeting there were some questions about exactly what data the sponsor provided on this topic, and why we
asked for what we requested in the approvable letter. This prompted me 1o look back at the approvable letter, the originai
i8S for the supplement (which is still available via the EDR) and my clinical review from last October.

The sponsor did provide a line listing of all patients with serious adverse events (ISS Table 7.8) for both drug and placebo.
This table showed suicide attempts such as overdoses coded as "emotional fability," which is how we knew that was being
done. Using Table 7.8, { noted in my review that there was a higher rate of suicidality-related serious adverse events for
paroxetine than for placebo in the acute trials, but that this was not statistically significant. :
Additionally, the sponsor provided a line listing for all adverse events coded as "emotional lability," “hostility,” or “agitation”
(1SS Table 6.14). Although it included nonserious events as well as serious, it did not include placebo patients, only
paroxetine patients. This table also showed suicide attempts coded as emotional lability.
As a result of this situation, we asked for the following in the approvable letter:

Table 6.14 in the ISS listed paroxetine treated patients who experienced adverse events coded under the

terms hostility, emotional lability or agitation. However, the table did not include placebo patients, nor did it

include psychiatric adverse events that were coded under other terms, Please prepare an expanded version

of this table, including all psychiatric and behavioral adverse events, and also those that occurred among

placebo paticnts...
We also asked GSK to provide a rationale for their coding of suicide attempts as emotional lability.
Also, the data from the Social Anxiety Disorder trial was still blinded when the supplement was submitted.
t hope this historical information is helpful.

-Andy

LH
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Moshoider, Andrew D
Tab 5
From: * Moshoider, Andrew D
Sent: Monday, June 23, 2003 10:24 AM
Yo: Racoosin, Judith A
Subject: RE: coding dictionary for paxil peds MDD supplemental NDA
Hi Judy,

Here's what is says in the Paxil pediatric supplement ISS, section 6.3.1.

AEs were coded from the verbatim terms provided by the investigators by using
the World Health Organization Adverse Reaction Terminology (WHO ART)
codelist. These terms were then mapped to Adverse Drug Experiences Coding
System (ADECS) classification to provide body system and preferred term. The
ADECS is a COSTART based dictionary. Gender specific events were tabulated
separately from gender non-specific events 10 ailow percentages to be corrected
for gender. As slated previously, the coding process ditfered between the acute
clinical studies and acute clinical pharmacology Study 715 (i.e., for Study 715,
terms were not mapped to ADECS). Therefore, body system and preferred terms
will differ between these studies.

Of course, study 715 is not relevant here.

~Andy

P -Original Message--+--

> From: Racoosin, Judith A

> Sent: Menday, June 23, 2003 10:14 AM

> To: Mosholder, Andrew D

> Subject: coding dictionary for paxil peds MDD supplemental NDA
>

> Hi Andy,

> Do you know which coding dictionary was used for the paxil

> peds MDD supplemental NDA? You have probably already told me,
> but | just can't recall.

>

> thanks

> Judy

43



141

Mosholder, Andrew D

From: Pamer, Carol
Sent: Tuesday, June 24, 2003 9:13 AM
To: Racoosin, Judith A Tab 6
Ce: Mosholder, Andrew D; Singer, Sarah J
Subject: FW: Suicide-related terms in WHO-ART?
Clear Day
Bkgrd.JPG

From our coding guru, Sally Singer.

Carol

————— QOriginal Message---

From: Singer, Sarah )

Sent: Tuesday, June 24,2003 9:10 AM

To: Pamer, Carol; Goetsch, Roger A; Piazza Hepp, Toni D
Ce: Lu, Susan

Subject: RE: Suicide-related terms in WHO-ART?

Hi Carol,

| have an old COSTART manual; SUICIDE ATTEMPT did exist. The manual has a COSTART fo

WHOART translation table which states that SUICIDE ATTEMPT also existed in WHOART.
-Sally

-----QOriginal Message----~

From: Pamer, Carol

Sent: Tuesday, June 24, 2003 9:07 AM

To: Goetsch, Roger A; Piazza Hepp, Toni D; Singer, Sarah ]
Cc: Lu, Susan

Subject: Suicide-related terms in WHO-ART?

Good morning--

A question has come up about the way that suicides/suicide attempts were coded in a recent NDA supplement.
Apparently the company chose a term like "emotional lability" when in actuality most were suicide
attempts. They used WHOART and COSTART as their dictionaries {see below), and a dictionary 1 am not
familiar with, ADECS. We are talking about CSK and Paxil pediatric supplement. FY1. How can we verily
that WHOART has a specific term for suivide/attempts? [ don't have a copy of a WHOART reference, if there
is one around here. It would also be helpful to have someone verify for me that COSTART has Suicide
Attempt and perhaps others for the same. Too many brain cells have come and gone for me since the era of
COSTART!

Thanks!

Carol

47
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AEs were coded from the verbatim terms provided by the investigators by using
the World Health Organization Adverse Reaction Terminology (WHO ART)
codelist. These terms were then mapped to Adverse Drug Experiences Coding
System (ADECS) classification to provide body system and preferred term. The
ADECS is a COSTART based dictionary. Gender specific events were tabulated
separately from gender non-specific events to allow percentages to be corrected
for gender, As stated previously. the coding process differed between the acute
clinical studies and acute clinical pharmacology Study 715 (i.e.. for Study 715,
terms were not mapped to ADECS). Therefore. body system and preferred terms

will differ between these studies.

48
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Tab 7

From: Rumble, Warren F
Sent: Monday, August 18, 2003 1:56 PM
To: Woodcock, Janet; Galson, Steven; Henderson, Deborah J; Roberts,

Khyati N; Katz, Russell G; Temple, Robert; Behrman, Rache! E;
Raczkowski, Victor F; Marks, Norman S

Subject: SSRI complaints and a heads-up

Helio Everyone,

1 want to briefly alert you all about the numerous concemns | receive on the adverse events
associated with the SSRIs. My most frequent drug complaints are on these drugs and the letters
| get are very detailed and quite scary. | pasted at the end of this note my most recent
consumer letter.

The most frequent problems | hear about are suicide or attempted suicide, akathisia, and the
struggle to get off the drugs. -

My most significant contact was by a person whose teenage son committed suicide and now her
goal is to petition various parties (manufacturers, FDA, Congress, Grand Juries) to investigate:

Eli Lilly's suppression of the truth that these drugs cause suicide and suicidal ideation,

GSK's and Wyeth-Ayerst's false advertising that only drug abusers are at risk of physical
and psychological dependence, and withdrawal problems when tapering back or
discontinuing Paxil and Effexor.

What is quite noteworthy here is that the person, JJNRIGREBY, claims to have 11K signatures on
the petitions. In my correspondence with her, | suggested that she encourage signers to report
their adverse events to our MedWatch system so we could analyze the reports for possible
jabeling changes. | have attached her most recent e-mail to me that inciudes the web text letter
{quite sophisticated) to the President and to Sen. Hatch. The letter includes links fo the petifions.
We may get a Congressional on it some day.

Thanks
Warren
Letter Received
o rom Senator O..
Good day. am not one who ordinarily writes to anyone about such things, but

this I feel is important. I reads a newspaper article yesterday about the potential dangers
of Paxil in children and teens. It was quite disturbing and yet I believe incomplete. I was
on Paxil several years ago for depression. I was about 44 at the time. I had not ever
considered suicide until I was on this drug for several weeks. The day my husband and
son found me in the closet taking 2 and 3 pills with a sip of wine and repeating the
process over and over until they found me, I realized something was terribly wrong. I
remember thinking this would end it all and that would be that. Fortunately, I stopped
taking Paxil and life was good again. I was even able to work through my depression
without the "help” of drugs. Not too many months ago, I again found myself in a state of
depression. Again I was prescribed Paxil. Not giving any thought to the past occurrence, I
began taking it. For a while it seemed to be helping. Then low and behold I found myself
thinking such things as, if I pull in front of that truck, if I take all of these pills, etc., etc. I
remembered the last time [ was on this drug. I stopped taking it. And again, thoughts of
suicide have disappeared. What really prompted me to write this, however, was a
conversation I had with a new friend yesterday. We were discussing the article when she
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confided in me that her husband committed suicide 6 years ago after he began taking
Paxil. Is it coincidence? I am beginning to fear not. What may be good for some may be
fatal for others. How do we determine the difference? Thank you for your time. Please
feel free to contact me at my e-mail address if you have any questions, or if I can be of
any further assistance concerning this potential hazard.
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN
SERVICES
PUBLIC HEALTH SERVICE

Tab 8 FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND
RESEARCH

PID# D030341

DATE: September 4, 2003

FROM: Andrew D. Mosholder, M.D., M.P.H,, Epidemiologist

THROUGH: Mark Avigan, M.D,, Acting Director

Division of Drug Risk Evaluation, HFD-430

TO! " Russell Katz, M.D., Director
Division of Neuropharmacalogical Drug Products, HFD-120

SUBJECT: Consult: Suicidality in pediatric clinfcal trials with paroxetine and other
antidepressant drugs

Drugs: psroxetine, sertraline, venlafaxine, fluoxetine, fluvoxarnine,
citalopram, nefazodone, mirtazapine

""NOT TO BE USED OUTSIDE OF FDA WITHOUT PRIOR CLEARANCE BY IMS
HEALTH AND ADVANCEPCS***

EXECUTIVE SUMMARY

At the request of the Division of Neuropharmacological Drug -Products (DNDP), recently
submitted data on adverse events jnvolving suicidal ideation and self injury from the paroxetine
pediatric development program were reviewed. These data indicate an association of paroxetine
treatment with suicidal ideation and behaviors in acute treatment sertings, although the degree of
association varied according to trial (study 329 having the largest relstive risk) and indication
(most, but not all, of the suicidal adverse events occurred in depression trials). Almost all of the
events occurred in adolescents. Events were categorized by the sponsor as either “possibly-
suicide related,” which included both suicidal ideation and self-injurious behaviors, or as “suicide
atiempts,” which were frank self-injurious acts and were thus a subset of the broader category of
possibly suicide-related events. Stratified analysis by study yielded a relative risk of 2.6 for
possibly svicide-related events (95% confidence interval 1.2-5.9). Consistent with this, the
relative risk for the more narrowly defined category of suicide attempts was approximately 2, but
was not statistically significant.

This finding prompted an examination of the ds!a on suicidality and suicide attempts from other

. pediatric psychopharmacology clinical trials. Data on adverse events from pediatric clinical trials
with seven other drugs were reviewed and combined for analysis with the paroxetine data. These
drags were the selective serotonin reuptake mhxbnors {SSRIs) sertraline, finoxetine, fluvoxamine,
and citalopramn; and the atypical antidi d venlafaxine, and mintazapine. There
were & tolal of 20 acute treatment p]a:ebo'conuo}!cd trizls with these 8 drugs. In these tmials,
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there were 40 suicide attempts (defined as any self-injurious behavior) among 2213 drug-treated
subjects, and 13 suicide antempts among 1901 placebo-treated subjects. A stratified analysis
yielded a relative risk for svicide attempts of 2.5 (95% confidence interval 1.4-4.6) with active
drug treaument in these shor-term trials, relative to placebo. As with peroxetine, depression trisls
ted more such events than trisls in other psychiatric indications. For each individusl drug, the
sggregated dsta from wwials in depression showed that possibly suicide-related adverse events
wefe moTe NUMErous on active trestment than on placebo, and for no drug did the data suggesta
protective effect. This finding suggests that the association with suicidality observed for
paroxetine may be a class effect, rather than a unigue effect of paroxetine.

DNDP has asked the sponsors of 8 other psychiatric drugs to search their pediswic trial databases
and furnish data on suicidality that will be comparsble to the data subrnitted for p ine. These
new data will also include person-time of exposure so that rates of events may be calculated.
When this dat2 is ecefved it will be possibie to perform a more definitive meta-analysis,
However, if the results from this preliminary analysis are substantizted, there will be broad
implications for the phermacological mensgernent of pediatric depressive disorders.

This consult covers the following topics. A background section & the regulatory history of
the paroxetine pedigtic development program, the history of the conmoversy over whether certaln
antidepressant drugs promote suicidal behavior in adults, and adolescent suicide, Next, the
parxetine pediatric clinical tial data on suicidal adverse events provided by the sponsor is
summarized, along with some additional exploratory analyses. Following this is a discussion of
whether epidemiological methods might be applied to study this issue further. The final section of
the consult is a survey and meta-znalysis of suicidal adverse events from other pediatric
development programs for antidepressant drugs.

BACKGROUND
Regulatory history

GlaxoSmithKline (GBK) submitted a pediatric suppl for paroxetine HCl (Paxil) on 4-11-02
(NDA 20-03}, supplement 37), and in exchange received pediatric exclusivity for the compound,
DNDP issued an approvable letter for this supplement 10-10-02, and the lenter included a request
for sdditional information about behavioral adverse events in the pedistric clinical trdals. In
response, GSK analyzed the incidence of suicide atiempts and sulcidality in the trials, and
submitted this information 10 FDA on 5-22-03. The analyses showed a statistically significant
association of suicidality with paroxetine treatment relative 1o placebo, These data were also

bmitted to the UK Medicines and Health Products Regulatory Agency (MHRA), and on 6-
10-03 the MHRA issved 2 statement contrsindicating payoxetine in the treatment of pediatric
depression. On 7-14-03 the Marketed Health Products Directorate of Health Canada posted a
similar warning. .

DNDP consulted ODS to obtain assistance with (1) analyzing and interpreting the paroxetine
dats, (2) examining other pediatric antidepressant clinical supplements for the presence of
comparable signals, and (3) exploring whether any epidemiological dsta sources might be
gvailable to confirm or refute the signal,

Regulstory status of autidepressant drugs for pedistric use

Currently, fluvoxamine, sertraline, Tluoxetine (211 S8RIs) and clomipramine (a wicyclic
idepressant pound) are indicated for pediatric obsessive compulsive disorder (OCD).
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Fluoxetine was recently granted zn indication for pediatric major depressive disorder, but no
other drugs afe presently indicated for pediatric depression; pediatric exclusivity supplements
submitted for mintazapine, venlafaxine, sermaline, citalopram, paroxetine 2nd nefazodone failed
1o demenstrate efficacy in pediatric major depressive disorder. Parenthetically, it should be noted
that off-label use of selective serotonin reuptake inhibitors (SSR]s) 1o treat pediatric depression
has been endorsed in practice guxdehnes for child psychiatrists’ and in the recent report by the
U.S. Surgeon General on mental heahh?, along with use of nion-pharmacological trestments such
as cognitive-behavioral therapy.

Suicidality and antidepresssnt drugs

For over a decade there has been controversy over whether some antidepressant drugs,
particularly fluoxetine and the other SSKRls, can induce suicidality. A full review of this issue is
beyond the scope of this consult, but 2 few points will be summerized herein. .

In 1990, Tiecher et sl. published a case series describing six patients who developed intense
suicidal ideation during treatrment with the selective serotonin reuptake inhibitor (SSRY)
fluoxetine.” Similar events were subsequently reported in pediatric patients.” To sddress concerns
about fluoxetine teatment precipitating suicidality, Lilly, the manufacturer of fluoxetine,
performed a meta-analysis of their fluoxetine clinical wial database, which showed that there was
no increase in svicidal scts among fluoxetine-weated patients compared to placebo-treated
patients,® The issue of fluoxetine-associated suicida] behavior was considered at a meeting of
FDA’s Psychopharmacological Drugs Advisory Comminee on 9-23-91; the comminee concluded
that the evidence Jor such an association was not credible. More recently, one suthor has linked
suicidality to use of the SSRI sertraline.® A study in the U.K. using the General Practice Reseerch
Database during the period 1988-93 did find a somewhat higher rate of suicide among fluoxetine
users compared o users of other antidepressants,” However, these data were from a clinical
seiting and were not randomized, and the authors attributed the imbalance in suicide rates to
selection bias. In 2000, the UK. Committee on the Safety of Medicines (CSM) re idered the
issue of SSRI-induced suicidality.! They noted that anecdotal reports continued to suggest such a
Tink 10 fluoxetine, 2ithough data from epidemiclogical studies and clinical trials have fajled to
confirm this; the CSM alse noted that “the risk of suicide may increase in the early stages of
treatment with any antidepressant,”

Some authors have conducted met lyses of suicidality in antidepressant clinica} trials to
address a somewhat different concem; i.e., whether randomization to placebo confers a greater
risk of self-harm. Khan and associates analyzed clinical trial data from the development
programs for 5 recently marketed anud:pressam compounds (the SSRIs sertraline and

paroxetine, and the atypica! antid , mirtazapine, and bupropion), comprising
2 tota] of 19,639 subjects warldwide.” Thc authors de!crmmcd rates for completed suicides and
suicide attempts on active drug treatment and placebo, using both open labe! and randomized,
double-blind data from studies in depression and other indications. Their results showed
incidence rates for completed suicide per 1000 person years of exposure in clinical trials of 8.4,
6.9, and 3.6, for investigational drogs, active controls and placebo, respectively. The authors also
determined incidence rates for suicide attempts; per 1000 person yeers, these were 28.1, 343, and
27.0 for investigstional drugs, active controls, and placebo, respectively. In a similar study,
Storosum et al. ined vegistration dossicrs for 9 antidepressants submitted to the regulatory
agency for the Netherlands.” Analysis of 77 short-tenm studies involving a total of 12,246
patients showed similar incidences of suicide attempts (approximately 0.4%) and completed
suicides (approximately 0.1%} for patients receiving placebo or active drugs, DNDP has also
performed a mete-analysis of suicides in randomized conwrolled wials of antidepressant drugs.
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This analysis showed no differences in svicide rates for active drugs versus placebo, after the
rates were adjusted for relevant covariates (age, gender, inpatient versus outpatient sefting, and
foreign versus North American location of the wial )."

Adolescent suicide

In 2000, intentional self-harm was the third Jeading cause of death for individuals aged 15-24
years in the U.S. (fcllowing accidenta] deaths and homicides), and accounted for more deaths
then any natural cause.” The overall suicide rate for individusls aged 15-19 years was 8.2 per
100,000 in the year 2000, with the rate for males almost five times higher than that for

femates. " The rate for younger persons was much lower, st 0.8 per 100,000 for individuals aged
5-14 years.

Estimates of the number of suicide attempts and the proportion of attempts that are successful
vary, however. A work group of the American Academy of Child and Adolescent Psychiatry
estimated that soughly 2 million 2dolescents attempt suicide annually nationwide. Of these 2
million, an estimated 700,000 seceive medical care because of the attempt, and appmxxmatc)y
2000 succeed in their attempt (i.e., roughly 1 in 1000 pis are ful). The p

did not describe how the werk group amived at these figures.' In a recent review of the topic,
Maris gave a somewhat lower estimate of 100-200 sdolescent svicide snempts for every
completed adolescent suicide, slthough the author sited no specific source of this information.**
The Centers for Disease Contro} (CDC) has estimated the rates of self-inflicted injuries weated in
emergency rooms from the National Electronic Injury Surveillance Systemn (NEISS).' The
mafority of these injuries were suspected to be suicidal in nature, although documentation of this
was lacking in many cases. The estimsted number of emergency department visits for selfe
inflicted injuries among individuals in the U.S. aged 15-19 years was 51,526 in the year 2000,
representing 8 rate of 259 per 100,000, In contrast to completed suicide, for which the rate is
higher in males, the lszger proportion of non-fatal self-inflicted injuries occurred among fernales;
in fact, the self-inflicted injury visit rate for fernales aged 15-19 years was the highest for any age
and gender subgroup. Of note, the rate for ages 10-14 years, at 70 per 100,000, was much Jower
than the rate for the older adolescents. Comparing the rate for 15-19 year olds to the previously
noted rate of completed suicides for the ssme age group (259 per 100,000 versus 8.2 per 100,000)
yields a ratio of spproximately 30 emergency department visits for self-inflicted injuries for each
completed suicide in the 1519 year age group. An additional estimate of the retio of attempts to
completed suicides is available from the Oregon Adolescent Suicide Atiempt Data System
(ASADS). In Oregon, hospitsls are required to report adol suicide pts to this database,
and duying the period 1988-1993 there were 31 reported adolescent suicide attempts for every
completed suicide in the same age group.”’

It has been proposed that recent decllnts in adolescent suicide rates are related to more

d use of antidep jons. Gould et al. observed that the male adolescent
smc:dc rate peaked at a rate of approximately 20 per 100,000 per year in 1988, but then began to
decline in the early nineties. They proposed that one of the most likely explanations for this
dzclmc is the intreased use of antidepressant medication among edol during this time
period." The use of antidepressant medications by adolescents has indeed increased significantly;
Oifson and colleagues reported data from the National Medical Expenditure Survey and the
Medical Expendxmre Panel Survey showing that between 1987 and 1996, the prevalence of
antidep ion use among ado} aged 15-18 increased fourfold reaching 2% by
1996."" Hall and associates studied the correlation between suicide rates in individuals aver age .
15 years and prescribing of antidepressant medications in Australia, stratified by age and gender
subgroups.”® Increased vsage of antidepressant medication was correlated with declines in
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suicide rates; however, it appeared that this correlation was most evident among older age groups.
In a similar analysis, Isacsson examined trends in Sweden for suicide rates and antidepressant
prescribing,.®’ During recent years there was a negative correlation between sujcide rates and
antidepressant sales; however, this correlation was not observed in young females (aged 15-29),
o1 females older than 75 years.

SUMMARY OF THE PAROXETINE PEDJATRIC TRIAL DATA ON SUICIDALITY

{Sources of infi PP
5-22-03, 6-13-03, 6-16-03, 6-20.03, 6-23-03, 6-30.03, 7-14.03, 7-17-03; spreadsheet summarizing cases prepared by
Dr. Judy Recoosin of DNDP)

n: NDA 20-031,

britied 4-11-02; addivional data submined to NDA 20-031 on

Pediatric development program for paroxetine

The pediatric development program for paroxetine comprised 6 randomized, double blind,
placebo controlled studies. These studies are summarized in the following table. (Data from two
uncontrolled trials, an open labe! pediatric trial and a pedistric pharmacokinetic study, are not
included in the analyses to be described.) The sample sizes shown are from the study reports
where avsilable (there is no study report for study 676). In some cases it will be seen that these
samnple sizes differ slightly from those in the sponsor’s safety analyses submitted in May snd Jupe
of this year, perhaps because of differences in defining the samples for safety versus efficacy

analyses,

Table 1. Randomized, double blind studies in the paroxetine pediatric development

program
Indication | Study | Age | N Description
range
rs)
SAD 676 B-18 | Paroxetine 163, Randomized, double blind, placebo controlied, paralie] group,
placebo 157 16-week 1ial; paroxetine 10-50 mp/day versug plecebo
MDD 329 12-18 | Poroxetine 93, Randemized, double blind, placebo controlled, parallel group, 8
placebo 87, week trial; pszoxetine 20-40 mp/day versus placebo;
imipramine 95 inuatien phase allowed for up 1o 6 months of sdditional
double blind medication; 13 U.S. sites.
MDD 377 1219 | P ine 181, Reandomized, double blind, placebo contyelled, parallel group,
. placebo 93 12 week wisl; paroxetine 20-40 mg/day versus placebo; 33 non-
U.S. sites
MDD 701 717 | P ine 104, Randomized, double blind, placebo controlled, paraliel group, 8
placebo 102 week trial; paroxetine 10-50 mg/day versus placebo; n=203
children and adol 40 sites in U.S. end 1 in Canada
ocp 453 6-18 | Double blind Randomized, double blind, placebo controlled, 16 week relapse
phase: prevention wial; 16 week open label treatment with paroxetine
P ine 95, Tlowed b domization of responders to placebo or
N plagebo 98 paroxetine 10-60 mp/day; 26 sites in U.S.
och 704 6-17 F ine 98, Randomized, double blind, placebo controlied, parailel group,
placebo 105 310 week wial; pazonetine 10-50 mg/day versus plscebo; 37 sites
in V.S, and 2 in Canada
Abb : MDD Major Dep: Disorder; SAD Sotial Anxicty Disorder; DCD Obsessive Compulsive Disorder
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Case definition

In the original pediatric exchusivity supplement, GSK used the WHO adverse event term
“emotjonal lability” to code suicidal ideetion and suicide aternpts, but there were other types of
behavioral events that were also coded to that term, making the data difficult 1o interpret,
Accordingly, GSK adopted a special search smategy for the more recent analyses of suicidality,
The methodological details for these searches can be found on pages 2-3 and 14-15 of GSK's 5-
22-03 submission. An electronic sesrch identified adverse events from placebo controlled
pediatric trials for which the verbatim adverse event tenms suggested a self-injury or suicide
attempt. Specifically, verbatim adverse event terms with the following text strings were selected:
atternpt, cut, gas, hang, hung, jump, mutile, overdos, self damag, self harm, self inflict, self injur,
shoot, slash, suic. Also selected were any events with preferred terms of overdose or intentional
overdose (i.e., sccidental overdose was not selected). To distinguish suicide auempts from
suicidal idestion, event descriptions that also intluded verbatim tenns such as “thought,” “threat,”
or “tendency” were considered “possibly suicide-related,” while events that did not include such
deseriptors were considered suicide attempts.

The sponsor also submitted narrative descripions of these cases. Review of the narratives
revealed several cases that conld arguably have been classified differently, However, the number
of such cases was small, and because the sponsor’s selection of cases was done in 2 manner that
was automated and blind 10 trestment assignment, ] have chosen not to reclassify any of the
designated cases in a post-hoc fashion.

Calculation of incidence’

GSK included all of the 6 randomized placebo-controlied trials in their analysis. The sponsor
2lst determined person time for exch weaunent group, and stratified the data by study and by age
group (children < 12 years old and adolescents 212 years old). They calculsted the incidence of
a1l “possibly suicide-related” events as well as the incidence of suicide attempts, which are a
subset of the former category. Events occurring up to 30 days afler the end of treatment were
included, At the request of DNDP, to insure consistency, events and person-time from the
continuation phase of study 329 were excluded in the final analysis. (Since this phase was a
blinded continuation of weatment for patients who had improved during the acute treatment
phese, the data might net be comparable to that from the acute phase of the tial.}

The following table summarizes the results of these analyses, submitted by GSK on 6-30-03, in
Atach 3 of that submission. There were a total of 32 “possibly suicidal related events” and
21 suicide attempts in these clinical trials (there were no completed suicides), The sponsor
performed statistical testing of the comparisons between paroxetine and placebo using Fisher's
exact test, ang the comparisons with p-values £ 0,05 are indicated.

! Grateful acknowledgment is made 10 Dr, ¥i Tsong of the Office of Biostatistics for providing consultation
on this secrion,
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Tabie 2. Summary of “possibly sulcldal related events” and suiclde attempts in paroxetine
pedistric placebo-controlled srisls, including events within 30 days follow-up after trestment

Paroxetine | Placebo Paossibly suicidal Suicide attempts
related events
Indication |Study TN [ Pt Pt | Paroxetine | Placeho | Paroxetine | Placebo
: s [ Niws| N | NG | N N (%)
MDD - 29 [ | 8 | %] 13| e 1100 | 564 [
MDD 377 11811 41 95 | 21 9(5.0) 4{4.2) £ (4.4) 4(4.2)
MDD 701 1104 { 16 102} 17 3Q2.9) 2(2.0) 2(1.9) 1(1.0)
MDD Totsl 981 70 1285] 51 | 20(53) | 7¢2.5) | 15(4.) i)
OCD 453 | 96 22 {98119 2 0 2 [)
OCD 704 | 99 19 11071 22 1(1.0) [] [ 0
QCD Total 195 41 {205] 41 1{0.5) 0 [ []
SAD 676 3651 51 11571 47 4(2.4) ] 1{0.6) Q
Grand Total 738 | 162 |647] 139 { 25 a.ap** | 70D | 1601 5(0.8)

Abbreviations: MDD Major Depressive Disorder, GCD Obsessive Compulsive Disorder, SAD Social Anxiety

Disorder, Ployrs patieni-years of exposure

*p.velue = 0.04 versus plecebo
+2p.value < 0.0} versos placebo
tp-value = 0.05 versus placebo

Totaling data from all trials, the relative risk for possibly suicide-related events js 3.1 (95%
confidence intervals 1.4-7.2, Epilnfo2000 software).

From the data in Table 2 the incidence rates for possibly suicide-related events and suicide

attempts mey be calculated, snd these dats are shown below, Instead of rates per patient year as
shown in the sponsor’s snalysis dated 6-30-03, here the incidence rates are shown per 100 patient

years. There are some slight differences from the sponsor’s calculations, most likely due to

rounding.

‘Fable 3. Incidence rates of suicide-related adverse events in
paroxetine pedistric clinical trials
I Study| Incidence/100 ptyrs | Incidence/100 pt yrs
of possibly suicide- | of suicide attempts
yelated events
Paroxetine] Pbe  |Paroxetine] Pbo
MDD ° 329 615 7.7 385 0.0
MDD 371 2290 15.0 19.5 18.0
MDD 701 18.8 11.8 12.5 58
MDD total 28,6 137 244 98
OCDh 453 0.0 0.0 0.0 0.0
oCh 704 53 0.0 8.0 0.9
OCD total 24 0.0 0.0 0.0
SAD [ 676 | 18 00 20 0.0
Grand tofal 154 5.0 9.9 3.6
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Instead of calculating a simple 1013} of the numbers of events and numbers of patients across all
studies, an altemative method is 10 use a Mantel-Heenszel stratified analysis to combine studies
s separate strata, yielding an overall relative risk esimate. This approsch is considered
sppropriate when the data from individual strats are heterogeneous, as is the case here. The
Mantel-Haenszel weighted relative risk calculations were performed with the Epiinfo2000
sofiware and are shown below. :

Event : Mantel-Haenszel relative risk (98% confidence interval}
Possibly suicide-related events 2.64(1.19-5.8%) ’
Suicide sttempts 2.13(0.83-547)

Another analytic method mekes vse of person time in the denominator. Guess and colleagues
devised 2 computer “shareware™ program to estimate relstive risk from a group of studies where
the denominators are in units of person-time.” Using this software program, 2 combined relative
tisk (i.c., incidence raie ratio) was calculated with Fisher binomial confidence limits, considering
each study as 2 separate stratum. The results are shown below.

Event Mantel-Haenszel incidence yate ratio (83% confidence interval
Possibly suicide-related events 2.69 (1.17-7.78)
Suicide attemnpts 2.15 (0.78-7.98}

Thus, the relative risks are somewhat lower with stratified calculations, which are Jess sensitive to
outliers (such as study 329) than 2 simple totaling of data from all studies. However, the risk ratio
is still satistically significant for the category of el possibly suicide-related events. For suicide
atiempts, the relative sisks are not statistically significant, but the point estimates are consistent
with the relative risk for the broader category. Note that the relative risks do not differ much
according 1o whether the numbess of paticnts or paticnt exposure years are used in the
denominators, Because the aversge duration of teatment was approximately equal for drug and
placebo patients, accovnting for duration of wreatrnent has little effect on the values of the rejative
sisks.

Rating scale assessments of suicidality during MDD trials

The depression symptem rating scales employed in the MDD trials all included items on which
the investigator rated the subject’s degree of suicidality. GSX analyzed these data from the
suicidality items of the rating scales employed in the tials (i.e., Hamilton Depression Scale
(HAMD) item 3, Montgomery Asberg Depression Rating Scale (MADRS) Jtem 10, and
Children's Depression Rating Scale (CDRS) item 13). The proportion of patients developing
suicidal ideation during as doc d on the rating scale items was approximately the
same for the paroxetine and placebo treatment groups. However, examination of the data for the
subjects jdentified a5 having suicide-related adverse events showed that there was poor
correlation between the occurrence of a suicidal sdverse event and an increase in the suicidal
rating scale jtem for that same subject. Among the explanations for this were the presence of
suicidality st baseline in many cases (which excluded the patients from the analysis), and the
absence of a rating at the time of the suicidal adverse event.

Subgroup aad other exploratory anslyses

Below I will summarize some of the descriptive and subgroup anslyses that have been done in an
effort 10 better understand this finding.
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Dose

All rials used 2 flexible dose design. The dose ranges allowed are shown below, along with the
durztion of double blind treatment. :

Study Dose range (mg/day)  Duration {weeks)

676 10-50 16

329 20-40 8

377 20-40 12

701 10-50 H

453 10-60 16 open/16 double blind
704 10-50 10

Plasma drug concentration sampling was performed in clinical trials 676, 701 and 704. These data
had not been anslyzed at the time the sponsor submitted the pediatric supplement, however.

To examine the potential influence of dose on these events, it may be vseful w0 consider the two
trials with the largest numbers of events on paroxetine treatment, studies 329 and 377, In Study
329, there were 6 paroxetine patients who developed suicidal events while on active treatment;
the mean dose for these 6 patients was 22 mg snd the mean duration of treatment was 25.5 days.
According to the study report, of the tyee possible paroxetine doses (20, 30 and 40 mg/day), the
most frequently administered dose was 20 mg (the mean dose was not provided),

In Study 377, there were 7 paroxetine patients who developed suicidal events while on active
treatment, and the mean daily dose and durstion of exposure for these patients were 29 mg and 5%
days, respectively. The mean dose on active treatment for this trial was 24 mg.

Duration of treatment

GSK reported in their 5-22-03 submission that the imean time 10 event for subjects developing
suicidality was 54 days for paroxetine and 6} days for placebo; thus, there was no apparent
relationship with duration of treatment. There was possibly a relationship to discontinuation of
treatment, however (please see below).

There were |6 paroxetine patients and 7 placebo patients who had events during active treatment.
The time 1o onset for these events is shown in the figure below. No discernable patiemn is evident
with respect to the timing of these events, although the numbers of cases are small,

Figure 1. Week of onset of possibly suicide related events during active trestment

B Paroxetine cases W Pbo cases]

© e ow s

Number of cases

N r e A s O

Week of onsset
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Study

It cen be seen from Tables 2 and 3 that study 329 stands out as having the largest differential in
suicida} adverse events between drug and placebo, one that is in fact statistically significant.
There was also sn imipramine arm in thet trial, and the incidence of svicidality among patients
receiving imipramine was intermediate between the incidence for placebo and that for paroxetine
{3 of the 95 imipramine patients experienced possibly suicide-related events, and 1 imipramine
patient sttempted suicide). No particular investigator or site in study 329 was over-represented
among the reports of snicidal events in that trial, according to the site-specific data submitied 7-
15-03. Although the incidence of events in the paroxetine arm is the highest seen in this set of
trials, the incidence for the placebo arm is lower than in the other MDD trials. The majority of
events smong paroxetine patients (6 of 8) in study 329 occurred on treatment, and two ocourred
afier treatment discontinuation. As noted previously, the mean dose for the 6 patients on
paroxetine was 22 mg, not very different from the modal dose of 20 my in the t3al. One might
ask whether the level of severity of depression was more severe among the subjects of study 329
compared to the other trials; however, each MDD tial employed a different depression rating
scale, making comparisons across trials difficult. On balance, no obvious factor accounts for the
fact that the highest relative risk was observed in study 329.

It msy be instructive o examine the relative risks observed for the three depression trisls
separately, The following shows the relative risk for possibly suicide-related adverse events by
study, calcnlated using the Epilnfo2000 software Fisher's Exact test.

Tsble 4. Relative risk by study jor possibly suicide-related events in MDD trials

Study Relative risk, 95%Cl

possibly suicide-
related events

328 7.6 09759
377 1.2 04-3.7
701 1.5 03-86

‘While the relative risk estimates are discrepant, the confidence intervals for the relative risk
estimates are wide and overlapping, owing to the small number of events in each study.

1t may also be useful to calculate the relative risk excluding study 329 as an outlier. The
following wble displays the relative risks abtained with snd without data from study 329,

Table 5. Relative risks obtained with or without data from Study 329

Event ] Including Study 329 J Excluding Study 329
Mantel-Haenszel relative risk (95% confidence interval)

Possibly suicide-related events | 2.64 (1.19-5.85) T 1.94 (0.80-4.72)

Suicide attempts T 2.13{0.83.547) i 1.35 (0.49-3.75)

Mantel-Hoenszel incidence rate ratio (95% confidence interval)

Possibly suicide-related events | 2,69 (1.17-7.78) T 1.95 (0.74-6.29)
Sui=ide attempts 1 21510.78-7.98) 1 1.35 (0.43-5.06)
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This shows that the relative risk estimates omitting data from study 329 are still consistent with.
drug effect, but are lower and are no longer satistically significant.

With respect to study 453, data from thet tria) could reasonably have been omitted from these
analyses on the basis thet it was a relapse prevention study and not an scute treatment study.
However, since there were approximately the same number of patients and patient exposure years
foz both paroxetine and placebo, but no evemts in either group, the data from the double blind
phase of this stedy has virtually no effect on the overall relative risk estimates. It should be noted,
however, that there were 7 patients with serious sdverse events involving suicidality during the
open labe} paroxetine run-in phase of this wial that was not included in the sbove analysis, and §
of these patients were withdrawn from the trial. Speculatively, this may have resulted ina
sefection bias, to the extent that patients who successfully completed the open label phase and
progressed 1o randomization may have been those Jess prone to become suicidal® '

Severity of depressive symptoms

Studies 329 and 377 had the largest number of events on paroxetine and may provide insight info
the influence of the leve] of depressive symptoms. In study 329, baseline HAMD tota} scores
were availeble from narrative summaries for 6 of the 8 paroxetine patients with events, and the
mean score smong these patients was 20. This is comparable to the mean baseline HAMD score
of 19 for both the paroxetine and placebo weatment arms. The sponsor provided the HAMD
scores obtained neer the time of the evem for five of these patients; the change from baseline was
worse far two patients, impraved for two patients, and unchanged for one patient. In study 377
the MADRS was used 10 assess depression; the mean baseline MADRS score for the § paroxetine
patients with events was 27, which is comparsble 1o the mean baseline score of 26 for all
paroxeting patients. Among these 9 patients, the MADRS rating near the time of their event was
improved from baseline for 4, worse for 4, and unchenged for 1.

Age

Of the 32 suicidal adverse events from the final analysis, only one occwrred in a patient under 12
years of sge (an 11-year old female patient receiving paroxetine in MDD study 70} experienced
suicidal ideation). Thus, the absolute incidence of these events is higher in the adolescent-only
subgroup of patients than in the total sample. However, because the vast msjority of events
occurred in edol the p ine:placebo risk ratios for the adolescent patient subgroup
differ only marginally from those for the entire sample of subjects, It should be noted, however,
that in the open Jabel paroxetine treatment phase of study 453, 4 of the 7 patients with senious
adverse events ipvolving suicidal ideation were under 12 years of age; however, these events
were not part of the analysis described abave, since they oceurred during uncontrolled weatment.

To ilustrate, the following tsble displays the adolescent-only subgroup analysis for all MDD
trials. The incidence rate ratio is spproximately 2 for both types of events, which is consistent
with the data from all ages combined, but the adolescent incidences for both paroxetine and
placebo are higher than those for the entire sample shown in Table 3.

‘Table 6, Jucidence of events in MDD trials, adok { patients only

Event Incidence per 100 person years
in adolescent subjects
. Paroxetine Placebo
Possibly suicide-related events 31 16
Suicide p 24 12
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Finally, the largest discrepancy between paroxetine and placebo was observed in study 329, and
without this trial the risk is not statistically significant. However, in no trial was a protective
effect observed,

Usage data for paroxetine in the pediatric population’

An estimare of the number of dispensed paroxetine prescriptions was obtained from IMS Health's
Nations] Prescription Audit Plus™ (NPA Plus™). This estimate includes information from
chain, independent, and food stores, Jong term care facilities, and mail order houses. According to
NPA Plus™, in 2002 paroxetine was the most frequemly prescnbed antxdepressam drug inthe
U.8,, with an estimated 26.9 million prescnpuons forp d nati
D:mcgraphxc information on paroxetine users was obtzined from the Nations] Disease and
Therapevtic Index ™ (NDTI™), IMS Health's survey of approximately 2,000-3,000 office-based
- physicians in the continental United States. This survey provides statistical information abowt
diagnoses, patients, end treatment patterns. According to the National Disease and Therapeutic
Index™ (NDTJ™) of IMS Health, an estimated 9.3% of ail paroxetine use in 2002 was
recommended to patients under 20 years of age, in approximately equal proponions by gender.
Focusing on the adolescent age group, which is mose relevant to the issue of suicide attempts,
7.9% of the towal for all ages was for patients aged 12-19 years. Applied to the NPA Plus™ data
for total prescriptions dispensed, this 7.9% represents approximately 2.1 million prescriptions for
paroxetine in the 12-195 year old age group in 2002, According to the NDTI™ data, the estimated
use of paroxetine 10 freat patients between 12 and J9 years of age increased by 78% between
1997 t0 2002.

Dats on pedistric use of paroxetine was also obtained from the AdvancePCS database.
AdvancePCS is a pharmacy benefit management (PBM) company, currently covering 50 million
individuals and processing 300 million prescyiption claims annusily. All dispensed prescriptions
paid for by the PBM are captured for each patient, across all prescribers and pharmacies. The
demographics of the populstion covered in the AdvancePCS database appear to be similar to the
U.S. population overall. In the AdvancePCS system, paroxetine is the second most commonly
dispensed antidepressant for pediatric use, afier sertraline. From the AdvencePCS dstabase it is
possible to distinguish between patients initiating paroxetine reatment and those refilling
prescriptions for continued treatment. If one defines new treatment with paroxetine as a
prescription dispensed to 2 patient who did not have a paroxetine prescription in the preceding 3
months, then in 2002 the majority of paroxetine prescriptions fell into this category (502,160
prescriptions ovt of a total of 688,552 prescriptions for all ages). Of these 688,552 total
paroxetine preseriptions, 30,891 (4.5%) were new prescriptions for patients aged 12-19 years.

Extent of public health impact

To estimale the potentia] public heaith impact of this putative effect, it is necessary to make
projections based on the clinical wisl data. As sn estimate of person-years of exposure, using the
aversge length of prescription of one month (Advanced PCS), the number of dispensed
paroxetine prescriptions would be equivalent 1o 177,000 person-years of exposure to paroxetine
among adolescent patients netionwide last year. Based on NDTI™ data for the past 2 years, it
appears that approximately 40% of adolescent use of paroxetine is for depressive disorders,
although the diagnostic information in the NDTI™ data is not always precise. Applied to the

? Provided by Gianna Rigoni, Pharm.l‘)., M.S., Division of Surveillance, Research and Communication
Support. Sec Memorendum dated 6-26-03, PID# D030341,
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estimate of 177,000 person-years, this would mean approximately 71,000 person-years of
paroxetine use for adolescent depression. From tshie 6, the incidence rate difference for suicide
attempts between paroxetine and placebo (i.e., the attributable risk) observed in the MDD trisls is
12 per 100 person-years of exposure to paroxetine. -If one projects this estimate of the attributable
risk 1o the esti @ national use of paroxetine for adolescent depression, there would be an
excess of approximately 8,500 svicide attempts annvally among sdolescents attributable 10
paroxetine exposure. The severity of self-injury would likely vary considerably, slthough as
previovsly discussed, a small but difficult to estimate proportion of these sttempts would be
expecied 10 be successful. Of course, this estimate is very crude, and requires making the
untestable assumption that the attributable risk observed in short term clinical trials is applicable
1o chronic use of the drug in the population. Also, this estimate is not adjusted for gender
differences. However, it does'illustrate that there are a Jarge number of patients at fisk, if this is &
rea] drug effect. .

Aliernatively, one could assume that the risk only spplies to the initial stage of treatment with
paroxetine, and thus estimating the impsact in the general population would require knowing how
many new adolescent patients ase started on paroxetine for the treatment of depression. In the
MDD clinics) trials, the incidence of suicide attemnpt was 4.0% for paroxetine and $.8% for
placebo, from Table 2 above. This yields an attributable (i.e., placebo-subtracted) risk of 2.2%.
As noted above, 4.5% of paroxetine prescriptions in AdvancePCS were new prescriptions for
patients aged }2-1% years. Applying this percentage to the 26.9 million esumated national number
of prescriptions from NPA Plus™ yields an estimate of 1.2 million adclescents initiating
trestment with paroxetine in 2002. (For comparison, the total U.S. population aged 10-19 years is
approximately 41 million.?) Assuming that 40% of the use is for depression (as stated sbove),
this would represent approximately 480,000 new psroxetine prescriptions for the treztment of
depression in adolescents, Applying the attributable risk of 2.2% (i.e,, the excess risk of suicide
attemnpts with paroxetine compared to placebo that was observed in shont-term clinical tials) to
the 480,000 new courses of trestment yields an estimste of 10,600 episodes of self-injury
associated with paroxetine use. This may be an overestimate since the 2.2% attributable risk was
cumulative for trials that were somewhat longer than one month. Also, 3]} of the aforementioned
caveats apply equally to this estimate as well.

FEASIBILITY OF PHARMACOEPIDEMIOLOGICAL STUDES'

In the agency's Adverse Event Reporting Systern (AERS) database, there were a total of 100
reports involving paroxetine use by patients under age 17 that were possibly related to suicide,
and of these, 16 were fatal, (These counts are for the entire duration of paroxetine’s marketing,

but are uncorected for duplicate reports.)’ It was decided not pursue further analysis of
spontaneous reporting data; in situations where the event of interest is associated with the disease .
under treatment even in the absence of drug exposure, spontanesus Teports are not likely to be
informative,

‘We consulted with Dr, Wayne Ray, s CERTS Principal Investigator at Vanderbilt University
Medicel Center in Nashville TN, regarding the feasibility of studying this issue with the
Tennesses Medicaid claims database. He did not believe such a study would be feasible because
of the difficulty is ascertaining suicide attempts in such a database; there is apparently linle
upiformity in the diagnostic codes that may indicate a suicide sttempt. While ascertainment of

! Grateful acknowledgment is made to Drs, David Graham, Cynthia Komegay and Parivash Nourjsh of
ODS for their help with this section,
* AERS dats provided by Carcl Pamer, R.Ph., ODS
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completed suicides is much more reliable, adolescent suicides are sufficiently rare that it would
be very difficult to scerue 2 meaningful number of cases. We slso investigated the feasibility of
approaching this issue using two databases maintained by the Centers for Disease Control
{CDC).* The National Hospita! Ambulatory Medica] Care Survey (NHAMCS) collects data on
ambulatory patients and emergency room patients from 2 sample of general hospitals. The
National Electronic Injury Surveillance System (NEISS), jointly operated by the CDC and the
Consumer Product Safety Commission, obtains data from s sample of 00 hospital emergency
departments. Although both NHAMCS 2nd NEISS capture suicide attempts, neither one reliably
records the medications used by the patient at the time of the emergency depanmcm \nsu thus,
neither would be suiteble for studying an association of p ¥ ith

suicide atternpts, It is possible that the UK. General P:acnce Research Database (GPRD) might
be employed to study this question, but FDA at the moment has no formal mechanisms for
collaborating with the GPRD. On balance, there is no sovrce of epidemiological data that would
be readily available 1o FDA 10 study the association of paroxetine treatment with adolescent
suicide attempts.

OVERVIEW AND META-ANALYSIS OF DATA ON SUICIDALITY FROM OTHER
PEDIATRIC DEVELOPMENT PROGRAMS

In order to examine whether this apparent increase in suicidal behaviors with pediatric use of
paroxetine is unique 10 paroxcting or may occur with other drugs as weli, the pediatic
developrnent programs for seven other antidepressant and anti-OCD drugs were reviewed. Acute
treatment trials ranging from 8-16 weeks in duration were selected for analysis. A brief summary
of the elinical trial programs for these drugs, and the availsble data on self-injurious behaviors
follows. The sources for these data were the designated NDA submissions and their
corresponding clinical reviews,

Seriraline (NDA 19-839)

The supplement for pediatric OCD indication (S-017) was submitted 12-19-96 and included a
single randomized, double blind tial, study 498, In this tris], one placebo patient experienced
svicidal ideation. The pediawic exclusivity supplement (5-044, submitted 12-14-01) included two
identical randomized, placebo controlled depression studies, protocols 1001 and 1017, The twe
studies were considered as a single trial for safety analyses. From the table of adverse events
(Table 6.2.1 of the combined study report) there were S svicidal events with sertraline and 2 with
placebo; these évents were all considered serious adverse events, and were described in the
section of the study report desling with serious adverse events,

Fluvoxamine (NDA 20-243, supplement 06, subminted 12-21-95)
. There was 2 single randomized, controlled tial supporting the pediatric OCD indication, study
114; cne fluvoxamine treated patient in the tial experienced suicidal idestion.

Fluoxelmz (NDA 18 936 mpplemem 63, s'ubmmed 9-14-00)

d two randomized, placebo controlled pediauic depression trials (studies
HC]E and X065), and one randomized, placebo controlled OCD trial, study HCJW. The
sponsor's Integrated Summary of Safety included 8 special analysis of suicide attempts. For this,
the sponsor conducted a search of the clinical wial databast both by examination of serious
adverse events and adverse dropouts, snd by electronic search for key words in the adverse event
verbatim descriptions that suggested suicidal behavior. Final determination of whether the event
was 2 suicide attempt was made by, a child psychiatrist blind 10 weatment assignment. This search
showed a tota] of 3 suicide attempts emang fluoxetine paticnts and } in a plscebo patient. In the
analysis that follows, 1 used the sponsor's counts of 3 suicide attempts with fluoxetine and 1 with

15
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placebo. I note that there were 3 additional adverse events (one with fluoxetine and two with
placeba) coded a5 “intentional injury” but these were apparently not judged 10 be suicidal. The
sponsor did not perform a corresponding search for instances of suicidal ideation without self-
injury, but 1 found no sdverse events coded under the term suicidal idestion. (An sdditional
clinical trial in adolescents with depression, study HCCJ, was prematurely stopped and therefar
was not included in the sponsor’s Integrated Summary of Safety database. Although this trial was
stopped after only 40 patients were enrclled, there were 2 svicidal events each for drug and
placebo, a comparatively high frequency. | bave omitted this trial from the meta-analysis.}

Venlafaxine (NDA 20-151, supplement 024, submirted 9-25-02)

This pediatric exclusivity supplement included two placebo-controlled depression wisls, srudies
382 and 394, as wel] as two placebo controlled generalized anxiety disorder (GAD) trials, stodies’
396 and 397. The sponsor included in the Integrated Summary of Safety a description of events
that were idered suicide pts or suicidal ideation, and I relied upon these descriptions as
the source of information regarding the adverse events of interest. The sponsar did not describe
how these events were identified from the safety database, however, There were a total of 11
events for venlafaxine and 3 for placebo.

Nefozodone (NDA 20-152 supplement 032, submitted 4-16-02)

This pediatric exclusivity supp) included two randomized, placebo controlled depression
trials, studies 141 and 187. In study 187 there was one adverse event of suitide atiemnpt and one
adverse cvent of overdose; from the line listing of adverse events these events were reponed
simultanecusly in the same nefazodone-treated patient, and so were taken 1o represent a single
event {suicide attempt),

Mirtazapine (NDA 20-415 supplemeni 011, submitted 05-01-01)

The pediatric exclusivity supplement for mi pine included two identical placebo-controlled
studies, and for the safety analysis the data from these trials was combined. No adverse events in
these trials were coded zs suicide anempts or suicidal ideation, bul from the narrative description
of serious adverse events, there was one suicide attempt and one event of suicidal idestion among
pstients treated with mirtazapine.

Paroxerine: For consistency, | have omitted the data from study 453, the relapse prevention wial
in OCD. As noted above, this study contributed no events.

Citalopram (NDA 20-822 supplement 016, submitted 4-18-02)

There were two pediatric randomized, double blind, placebo controlled trials in patients with
MDD, studies CIT MD) 18 and 94404. In study CIT MD 18 there were two adverse events coded
as suicidel tendency; one citalopram weated patient (193/22) cut himself, and one placebo patient
(519/13) dropped out for suicidal idestion. In the non-ULS. study 94404 there were 19 adverse
events coded as suicide attempts; however, the study report noted that some of these were
actuelly suicidal ideation rather than self-injury. 1 reviewed the line listing for adverse events
(Appendix 11.6) and from the verbatim descriptions classified 13 of the 19 events as actoal selfe
injury {11 occurred with citalopram treatment and 2 with placebo treatment). Two of the
chtalopram treated patients had events 2fier the end of double blind treatment (but within 30 days
of discontinuing). In the study report for study 94404 the sponsor noted that there was no
difference between citalopram snd placebo with respect 1o the items assessing suicidality on the
depression rating scales (Kiddie-SADS-P and MADRS). The sponsor also noted that
approximately 30% of the subjects in the study had a history of a suicide attempt, and 14% of the
subjects were inpatients at the time of enroliment. However, it was not stated what proportion of
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the subjects who had self-injurious behaviors during the study were among those with a history of
suicide attempt, or were inpatients,

Methods for meta-analysis

From the available information as suicidal adverse events in these trisls, events were categorized
ws either suicidal ideation or self-injurious behavior. For purposes of consistency with GSK's
analysis for paroxetine, instances of suicidal ideation and ovent self-injury were combined in the
category “possibly suicide-related events,” and instances of actual self-injury were designated as
“suicide attempts.” Thus, the category of “suicide attempts” is 8 subset of the broader category
“possibly suicide-related events.” Relative risks were calculated using crude totals and als¢ using
a Mentel-Haenszel calculztion stratified by study. Comparisons between drugs were made by
subgrouping MDD study data for individual drugs.

Results

There were a total of 20 acute treatment placebo-cantrolled trials with these 8 drugs. In these

trials, there were 40 suicide aftempts (defined as any selfinjurious behavior) among 2213 drug-
trested subjects, and 13 suicide sttermpts among 1901 placebo-treated subjects. The table below
displays the counts of events by individual drug and trial, for 8 different pediatric development

programs.

‘Table 7, Suicidal adverse events in short-term, randomized, double blind, placebo

controtied trials from eipht pediatric antidepressant development programs
Drug Indi Study N Possibly suicide- | Suicide attempta
related events
Drug | Piacebo Drug |Placebo|{ Drug |Placebo
N | N¢6) | N6 | N(%)
MDD 329 93 88 B(86) | 1(1.1)] 5(54) [
MDD 377 181 95 9({5.0) 4(42) 1 8(44) | 442
Paroxetine MDD 701 104 102 3029 2001 2.9 1100
0CD 704 99 107 1{1.9) ] ¢ ]
SAD 676 165 157 4{(2.4) 0 1(0.6) [
Sertraline MDD 100171017 189 184 5(2.6) 201200 1201
och 498 52 93 0 1(1.1) ¢ [
MDD 382 80 83 5(6.3) 2Q24) ) 2(2.5) [ 2(24)
Venlafaxine IMDD 394 102 94 5(4.9) [} 3(2.9) 0
GAD 396 RO 34 o 0 0 0
GAD 397 77 79 1(1.3) 10y ] 1(1.3)
Fluvoxamine [OCD 114 57 63 1(1.8) ¢ 0 1]
Mirtazapine (MDD 603-045 170 88 2(.2) [ 1{0.6) 0
MDD HCIE 109 110 0 1(0.9) [ 1(0.9)
Fluoxetine  [MDD X065 a8 48 2(4.2) [] 2(4.2) [
OoCD HCOW 71 32 1(1.8) 0 1{1.4) []
Nefazodone MDD 141 102 a9 0 4] 1] 0
MDD 187 184 94 1({0.5) [ 1(0.5) ]
Citalopram MDD CIT-MD-18 8% - 85 0.0 1121 1a.) 1 0
MDD 94404 | 121 112 14(11,6) | 5{(45) | 11(9.) | 2(1.8)
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The overall relative risks for all suicidal events and self injury were calcvlated in two ways, from
a simple total (crude relative 1isk) and from 8 stratified enalysis with each study as 2 svatum. The
results are shown below, ’

Table 8. Overall relative risk for suicidal events, pedistric aptidepressant trials

Event Crude relative tisk (95% | Mantel-Haenszel weighted relative
confidence interval} risk (95% confidi interval)

Possibly suicide-related events | 2.7} (1.64-4.46) 2.70 (1.65-4.43)

Suicide eHempts 2.64 (1.42-4.93) 250 (1.35-4.64)

These resuits indicate an association of both &pcs of events with active drug treatment relstive to
yestment with placebo, Note that the swaiified calculation does not differ greatly from the crude
1elstive risk calculation,

Next, the datz were subgrouped according to indication. Table & izes the data by
indication, pooling acyoss drugs.

Table 9. Suicidal adverse events by Indication

Indication GAD MDD oCD SAD Tota}
Total of Drug N 157 1572 3% 163 2213
Total of drug possibly suicide-related events H 55 3 4 63
Total of Drug suicide attempts 0 38 1 1 40
Tutal of Pho N 163 1284 297 157 1901
Total of Pbo possibly svicide-related events 1 18 1 ] 20
Total of Pbo suicide attempts 1 12 [ 0 13

The weighted relstive risks for these events in MDD trials and trials in other indications are
shown below in Table 10,

Table 10. Relative risks for suicidal events in pediatric trials, by indication

MDD trials
Event Mantel-Haenszel weighted relative
risk (95% confidense interval)
Possibly suicide-related events 2,58 (1.54-4.35)
Syijcide sttempis 2.57 (1.36-4.85)
Non-MDD trisls

Possibly suicide-related events | . 3.87(0.79-18.87)

Suicide sttempts I . 162(0.12-22.63)

The relative risks for possibly suicide-related events and suicide pts in trials for indi

other than MDD are also greater than one, but have wide confidence intervals compared to the
vajues for MDD trials because these events were less frequent in non-MDD studies.

To assess the impact of the location of the trial (i.e., North America versus outside North
America), the MDD studies were classified according 10 whether they were conducted entirely in
the U.S. and Canada or they included overseas sites. Two MDD trials were conducted entirely
outside the U.S. (psroxetine study 377 and citalopram study 94404), and the serraline MDD
prowcol 1001/1017 included a mixture of U.S. and non-U.S. sites. Excluding these three
protocols from the analysis yielded the following results (Table 11). As shown, the association is

18
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stronger in the North American trials, but is still somewhat evident in the smaller group of tria
with non-North American sites. .

Tsble 11. Relative risks in MDD trisls by location

U.S/Canadian MDD trisls
Event Mantel-Haenszel weighted relative
risk {95% confidence interval)
Possibly suicide-related evenls 3.67 (1.58-8.51)
Suicide p 4.09 (1.34-12.48)
MDD trisls including non-North American sites
Possibly suicide-related events | 1.97 (1.01-3.36)
Suicide attempts B 1.93 (0.88-4.22)

From Tsble 9 it can be seen that both the majority of patients and the majority of events are from
studies of MDD, Also, every development pragram except that for fluvoxamine included st least
two trials in MDD. Accordingly, in order 10 explore the question of whether these drugs differ in
respect to the association with suicidality, comparisons between drugs werve made within MDD
1risl data. For these comparisons, data was totaled across all MDD trials for each drug; ie, a
weighting procedure by study was not employed. The difference in the percentage of patients
experiencing events between drug and placebo was calculated, slong with 95% confidence
intervals for the drug-placebo difference. This allowed calculations for drugs with zero events in
the placebo group, which would have prevented expressing the data as a relative risk. The
caleulations wers performed with Stata 7.0 software.

Figure 2 displays the results for possibly suicide-related events. A value of zero in this analysis
represents equivalent risk, less than zero a protective effect of the drug, and greater than 2ero 8
risk iated with drug Although the degree of separation between drug and placebo
varies, the numerical values for ali drugs exceed zero, and for no drug are the data consistent with
2 protective effect. The drug-placebo difference for the pooled data (not weighted by study) is
statistically robust {p-value = 0.0005).

Figure 2. Placebo-subtracted percentage of
patients with possibly suicide-related events
in pedlatric MDD trials, with 95% Cls

Drug minus pbo (%)
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Figure 3 displeys 2 similar analysis for suicide sttempts.

Figure 3. Placebo-subtracted percentags of
patients with suicide attempts, pediatric MDD
trials, with 95% Cls

Drug minus pbo (%)

The events were less frequent than for the broader category of suicidality shown above, and hence
the confidence intervals are wider, There is also more variability across drugs in the magnitude of
the differences between drug and placebo. In this case, citalopram stands out with the Jargest
difference between drug and placebo. This reflects the relatively large number of events in study
94404, which, like study 329 for paroxetine, stands out as showing a large attributable risk (see
1able 7). As with study 329, there is no # diately obvious explanation for this, although it is
trae that study 94404 was unusual by virtue of including inpatients. Overa}l, the pooled data
(unweighted by study) are consistent with an association between active drug treatment and
suicide attempts, and the difference is siatistically robust (p-valve = 0.0024),

DISCUSSION AND CONCLUSIONS

The pediatric clinical trial data for paroxetine indi an jation b en paroxetine
treatment and suicidality (i.e., suicidal ideation and suicide attempts) during acute treament. A
preliminary meta-analysis of data from pediatric development programs for other antidepressant
drugs suggests that this associstion may be a class effect and not confined to paroxetine.
Furthermore, the magnitude of the association is non-trivial {i.e, relative risk greater than 2).
What is not known is whether there is a constant hazard; i.e., whether the elevated risk persists as
Jong us pediatric patients are taking the drug, or whether it is limited to the carly stages of
treatment. Conceivably there might even be a protective effect of the drug with long-term use, as
sorne authors have suggested (see above). Accordingly, it might be worthwhile 1o examine data
on suicidal adverse events from long term pediatric studies with these drugs, if such data are
availsble. Typically, however, longer-term studies have been open label (with the exception of 2
few relapse-prevention studies), and so there would be the problem of finding an appropriate
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comperison group. In these pediatric supplements, there were only 2 Jong term contralled trials,
study 453 with paroxetine, and study HCJE's relapse prevention segmem with fluoxetine.

This meta-analysis should be regarded as preliminary because of several limitations. Although the
intent was to be consistent with the methods employed by GSK in their analysis of the paroxetine
data, nonetheless, different sponsors employed different methods of ascertainment and
classification of suicx’dal adverse events in the various clinical trials. Also, the influence of dosage
was not considered in this analysis; however, the flexible-dose design of the majority of these
pediatric clinical trials (i.e., subjects were not randomized to their dosages) would tend to make
data on dose at the time of the event relatively uninformative. Additionally, although the data
used were limited to short-term trials, duration of treatment at the time of event was not analyzed
Also, this analysis did not anempt to address the influence of drug withdrawal for the other
;ompounds

On 7-22-03 DNDP sent requests for data on suicidality in pediatric trials to the sponsors of the
relevant antidepressant drugs; their responses should provide data on these adverse events that is
generated with consistent definitions and search strategies, and will include exposure data in units
of person-time. These data will make a more definitive meta-analysis possible. It should also be
more feasible to assess the influence of factors such as duration of treatment, dosage, and
medication withdrawal from the data that will be supplied in these respanses. Howevcr, )f the
preliminary findings afe substantiated, this will have broad implicstions for the gical
management of pediatric depressive disorders.

Andrew D. Mosholder, M.D. M.PH.
Epiderniologist

Mary Willy, Ph.D.
Team Leader
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Rappaport, Bob A; Shames, Daniel A; Simon, Lee; Smith, Nancy D (CDERY); Soreth, Janice M; Talarico, Lilia; Throckmarton,
Dougtlas C; Tronteli, Anne E; West, Robert L.

Subject: Reguiatory Briefing - Paxil SPECIAL

When: Tuesday, September 16, 2003 2:00 PM-4:00 PM (GMT-05:00) Eastern Time (US & Canada).
Where: CDER OCD LAPTOP; CDER EOS PROXIMA; CDER WOC2 6FL-G Conf Room

NDA 20-031/8-073

Paxil (paroxetineHCl) Tablets

This supplement provides for controlied clinical studies in children and adolescents with major depressive disorder (MDD}
and cbsessive compulsive disorder (OCD). The controlied studies in the pediatric population with MDD demonstrated that
pediatric patients who received Paxil had a higher incidence of suicidal ideation/attempts. This supplement received an
approvable action on October 10, 2002. GlaxoSmithKline has not submitted a compiete response to this action letter.

Tab 9

> e -Original Message-----

> From: David, Paul A

> Sent: Wednesday, August 27, 2003 10:00 AM

> To: Mosholder, Andrew D

> Subject: RE: JAMA article on Zoloft in pediatric depression

>

> Thanks for the reprints Andy. It made for some interesting
> reading. | forwarded them to the peds suicide team as well
> as the psych reviewers.

>

> {'ve been working with Jennifer Mercier on the Regulatory
> Briefing, and she is going to get back to me in a few days
> with the date. | believe that you are Tarek will be presenting.
>

> We're also starting to get responses from our pediatric

> suicide data request letters, and | believe that Judy is

> going to talk to you about looking at the data. I'm

> receiving lots of desk copies so it should not be a problem
> to forward the submissions to you,

>

> -Paut

>

> --QOriginal Message-----

> From: Mogholder, Andrew D

> Sent: Wednesday, August 27, 2003 9:30 AM
>To: David, Paul A

> Subject: JAMA article on Zoloft in pediatric depression
>

> Hi Paul,

> | downioaded the JAMA articles referred to in today's Daily
> Clips. Please share with anyone eise over their who's interested.
> As you recall, we turned down this supplement because each
> trial by itself failed. This article combines the two trials

> to show a stafistically significant effect. | don't see

> where they've said that the individual trials failed and they

> had to pool them o have a result. Instead, the authors tout

> the combined analysis for having a large sample size.. talk

> about spin!

> Andy

>

> << File: Varley editorial JAMA.pdf >> << File: Wagner et al
> JAMA pdf >>
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Mosholder, Andrew D

From: Katz, Rusself G

Sent: Wednesday, September 17, 2003 8:34 AM

To: Mosholder, Andrew D Tab 1 0
Subject: yesterday's reg briefing

Andy-

1 had to run out of the meeting yesterday to go to my next meeting, but | just wanted to thank you for a superb presentation
{not to mention all the work that went into it). | believe everyone was duly impressed, as they should have been. What the
next step is, | don't know yet, but we'll probably get together soon to figure it out. | believe the charge from the group was
to "get to the bottom of this", so | guess that's what we'll do.

Anyway, we'll be in touch, but thanks again for all the work and the presentation-it was great.

Rusty

95



168

Mosholder, Andrew D T ab 1 1
From: Willy, Mary E

Sent: Friday, October 03, 2003 7:42 AM

To: Avigan, Mark |; Mosholder, Andrew D

Subject: FW: Qctober Pediatric Advisory Subcommittee discussion

Y1

Mary Willy, PhD
Office of Drug Safety
(301) 827-3175

~---Qriginal Message--«--

From: Katz, Russell G

Sent: Thursday, October 02, 2003 4:18 PM

To: Willy, Mary E

Ce: Laughren, Thomas P; Racoosin, Judith A

Subject: RE: October Pediatric Advisory Subcommittee discussion
Mary-

I thought we had already decided that presenting the data in October is inadvisable. We recognize that some folks outside
the division have concluded that there is enough of a signal already established to make some sort of a meaningful
staternent about the data, but we haven't, and we think that publically presenting part of the data in its current state has the
great potential to be misleading and uninformative. | recognize that people want to inform the Committee, but we think it's
not a goed idea at this time. A simple staternent that we're working on it {I recognize that many find this unsatisfying), or
some slightly expanded version of this, would be best, from our point of view.

Let me know what you think.

Thanks,
Rusty
~mQriginal Message—-
From: Willy, Mary £
Sent: Thursday, October 02, 2003 2:48 PM
To: Katz, Russell G; Racoosin, Judith A; Laughren, Thomas P; Andreason, Paul J; Murphy, Dianne; Murphy, Shirley; Cummins, Susan;

lyasu, Solomon; Trontell, Anne E; Avigan, Mark I; Seligman, Paul
[« Moshotder, Andrew D; Willy, Mary E; Pamer, Carol
Subject: Oxtober Pediatric Advisory Subcommittee discussion

Andy and | had a follow-up discussion this marning about the October Pediatric Advisory Subcommittee. Since we are
obligated to discuss paroxetine, we wonder if it there might be some benefit to providing the committee members with an
update of the paroxetine/ suicidiality issue (first haif of Andy's analysis in his Sept 5, 03 consult that addresses paroxetine).
Andy (or someone else) could give a brief review of the analysis (with appropriate caveats) and a description of the plan for
further analysis. This would provide the committee members an update and also let them know in some detail what
remains to be done. Let us know if you think this is desirable and if you would like us to prepare a short summary slide
presentation.

Mary Willy, PhD
Office of Drug Safety
(301) 827-3175
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Mosholder, Andrew D

From: Moshoider, Andrew D Tab 1 2
Sent: Tuesday, October 28, 2003 12:06 PM

To: Willy, Mary E

Subject: Meeting on Pediatric Suicide Patient Narratives

Hi Mary. Here's the report on this meeting.

Tomn has identified a group at Columbia University, led by Kelly Pasner and Larry Greenhill, that has done studies of suicidal
behavior, and has an algorithm for classifying cases according to the following categories.

1. Actual attempt

2. Interrupted attempt (e.g., the patient was discovered tying a noose)

3. Hospitalization for suicidal ideation

4. Emergency department visit for suicidal ideation
This group is apparently willing to review all 130+ cases for the agency at no charge. This is probably by far the most
expedient way to get the cases reviewed by the Feb meeting, and so Neuropharm is going to pursue this.

The Columbia group excludes nan-suicidal self injury, even if deliberate, but that could be another category. We would
probably collapse categories 3 and 4.

1 befieve | argued successfully for not discounting cases of non-suicidal deliberate seli-injury altogether, so that those cases
can be preserved for a separate analysis, | also did my best to point out that the new analysis has to be viewed in the
context of our previous analyses, and that these are all simply different ways of looking at the same dataset. | aiso pointed
out that the more categories we have, the fewer events in each category. and thus the less statistical power,

For the purpose of this exercise, we are going to ask alf the sponsors to send narratives for the cases they excluded (some
have done this already, which is why the number of narratives is higher than the number of suicide-related events).

Neuropharm is optimistic that the covariate analysis can be completed by Feb 2.

-Andy

> e Original Appointment-v---

> From: David, Paul A
> Sent: Friday, October 24, 2003 7:05 AM
Yo David, Paui A; Laughren, Thomas P; Racoosin, Judith A;
> Mosholder, Andrew D; Chiao, Evelyn
> Co Stasko, Robert; Dubitsky, Gregory M
> Subject: Pediatric Suicide Patient Narratives
> When; Tuesday, October 28, 2003 10:30 AM-11:30 AM (GMT-05:00)
> Eastern Time (US & Canada).
> Where: CDER WOC2 4FL-E Conf Room

>

> Follow-up meeting to our 10-21-03 mesting

[pihescetten

> intemal meeting to discuss the foilowing:

> 1} logistics of extracting the narratives from the

> submissions responding to our first pediatric suicide data
> roquest letter

> 2) redacting the namatives

> 3} setting up a definition(s) of pediatric suicidality

> 4) selection of participants to review blinded narratives
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RE FYI Drugs for depressed children banned in the U.K. .txt
From: Murphy, Dianne Tab 13
sent: wednesday, December 10, 2003 7:17 PM
To: Jenkins, John K; Galson, Steven; woodcock, Janet; Henderson, Deborah
3; Xweder, Sandra L; Oliva, Armando; Hess, Maureen; Lemley, Lee; Martinm,
Terry; Crescenzi, Terrie L; Goldkind, Sara; Iyasu, Solomon .
cc: Temple, Robert; Katz, Russell G; Axelrad,” Jane A; Murphy, Shirley;
Roberts, Rosemary . .
subject: RE: FYI: Drugs for depressed children banned in the U.K.

John, .

Did not mean to imply that. was simgly providing as background for the very X
discussion you are suggesting. as the companies did know about the October meeting.
we are very cognizant_of needing to inform companies when we are reporting on their
AE's to the AC. I will have to check, but GSK may have been notified of our intent
to discuss Paxil's AE's at the October meeting and then we removed it from the FR
and discussion. Cannot recall for certain the sequence of events and think we should
find out what we have done already. I agree that does not negate the need to inform
re the February meeting. Am trying to put the picture in context of previous
activities for those who were not previously involved.

Dianne

--~--Original Message-----

From: lJenkins, John K

Sent: wednesday, December 10, 2003 6:28 PM

To: Murphy, Dianne; Galson, Steven; woodcock, Janet; Henderson, Deborah J; Kweder,
Sandra L; Oljva, Armando; Hess, Maureen; Lemley, Lee; Martin, Terry; Crescenzi,
Terrie L; Goldkind, Sara; Iyasu, Solomon

Cc: Temple, Robert; Katz, Russell G; Axelrad, lane A; Murphy, Shirley; Roberts,
Rosemary

Subject: RE: FYI: Drugs for depressed children banned in the U.K.

Dianne

Not sure I understand your point. The issues I am raising relate to ensuring that
we follow proper procedures with regard to presentation of data from unapproved
supplements in a public meeting so that we do not violate our disclosure rules and
also to ensure that sponsors are provided a reasonable opportunity to present their
views on the data at the meeting. I am not suggesting we not have the meeting.

3ohn

----- original Message-~---

From: Murphy, Dianne

Sent: wednesday, December 10, 2003 2:56 PM

To: lenkins, John K; Galson, Steven; woodcock, Janet; Henderson, Deborah 3; xweder,
Sandra L; Oliva, Armando; Hess, Maureen; Lemley, Lee; Martin, Terry; Crescenzi,
Terrie L; Goldkind, Sara; Iyasu, Solomon

Cc: Temple, Robert; Katz, Russell G; Axelrad, Jane A; Murphy, Shirley; Roberts,
Rosemary

Subject: RE: FYI: Drugs for depressed children banned in the U.K.

I see we are having a meeting tomorrow about this issue.

. pasted below is the information from the transcripts of the last pediatric
Advisory Subcommittee in October, where we were suppose to report on Paxil and did
not. It states that we are not reviewing a certain product, even though it was
mandated we were to do so, because of issues that need further assessment. I then
quote the October 2003 Talk paper stating FDA is issuing a Public Health Advisory
concerning reports of suicidality in pediatric patients being treated with
antidepressant medications_for maqor depressive disorder. The Talk Paper
specifically mentions Paxil and also includes it in the list of 8 drugs that are
named in the Talk Paper and the Health Advisory. The committee is told that FDA is
deferring review of any of the products in this class until the February 2nd AC.

Page 1
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RE FYI Drugs for depressed chiidren banned in the U.K. .txt
This is being provided as some of the background activity that has already occurred
relevant to this issue.

Transcript copy: . L.

pefore we move into the presentation by Dr. Iyasu and the division on the product
safety update on the products that have been granted exclusivity, I needed to tell
the committee that there is a product that was to be -- its due date was for this
meeting. tet's put it that way. And to bring your attention to an FDA talk paper
that was released this week in case you did not see that. The talk paper is that
FDA issues public health advisory reports of suicidality in pediatric patients being
treated witg antidepressant medications for major depressive disorder. I wanted you
to know that FDA -- I'm going to read from this just so you'll know why we're moving
some of these products to the next meeting that will occur in February.

FDA has completed a preliminary review of regorts for eight
antidepressant drugs -- I'm not going to list them all -- all studied under the
pediatric exclusivity provisions of FDAMA. We note to date that the data do not
clearly establish an association between the use of these dru?s and increased
suicidal thoughts or actions by pediatric patients. Nevertheless, it is not
possible at tﬁis point to rule out an increased risk of these adverse events for any
of these drugs, including Paxil, which was the subject of an FDA talk paper on June

19th, 2003.

Because of this issue, we are deferring review of any of the
products in this class until February, of which I hope manx of you have already been
notified about the date of February 2nd, those of you on the pediatric Advisory
Subcommittee. In order to promote a public discussion of the data and pertinent
regulatory actijons, FDA has scheduled a meeting on February 2nd, 2004 before the
psychopharmacologic Drugs Advisory committee and the Pediatric Subcommittee of the
Anti-Infective Drug Advisory Committee. So that is information to Kou why we may
not be presenting products in_this area that may have -- indicate that we should be
discussing them because we will be delaying that until February.

- That is all the housekeeping that I needed to do. Thank you very
much.

----- original Message--~-~

From: Jenkins, John K

Sent: wWednesday, December 10, 2003 8:03 Am .
To: Galson, Steven; woodcock, Janet; Henderson, Deborah 3; Kweder, Sandra L; Oliva,
Armando; Hess, Maureen; Lemley, Lee; Martin, Terry

Cc: Temple, Robert; Katz, Russell G; Axelrad, Jane A; Murphy, Dianne; Murphy,
shirley; Roberts, Rosemary; Jenkins, John K

Subject: FW: Fyl: orugs for depressed children banned in the U.K.

Importance: High

Steven and others

See the attached. The UK is apparently banning the use of all SSRIs other than
Prozac in patients under the age of 18. This is a significant extension of their
prior ban on Paxil and Efexor.” I'm sure this will get press attention here in the
Us. we should alert the press office and do any necessary alerts. I think that
Russ Katz should be our spokesperson on this issue. As you know, we are planning an
AC meeting on this issue in early February. Some issues came up yesterday about the
planning for the meeting with regard to our glans to present the clinical trial data
for_the unapproved supplements. I spoke with Jane and Russ about these issues and I
will arrange for a meeting/telecon for tomorrow to sort these out. Basically, the
issues revolve around our plans to present unblinded Paxil clinical trial data and
to what degree GSK has been offered the opportunity to submit a briefing package and
to make_a presentation at the meeting (alsc the issue of whether we need their
approval to present their data in public on this safety issue). The other issue
relates to our ?]an to present the data_from the other drugs in a blinded fashion
and what our ob 1gations are under the law with regard to protecting confidential
information from disclosure and what role the sponsors of these drugs should be
offered in the meeting.

Page 2
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-----Original Message--—- : Tab 1 4

From: Mosholder, Andrew D :

Sent:  Wednesday, December 17, 2003 3:50 PM

Yo: Avigan, Mark 1

Ce: Willy, Mary E; Trontell, Anne E

Subject: Consult: Suicidal events in pediatric clinical trials of antidepressants (follow-up to September consult)

&

consult
12-17-03.doc

Hello Mark,

This is ready for your sign-off. it's a follow-up to the previous consult on this topic.

Mary, | added one sentence about how Lilly did not follow-up patients after the fluoxetine
clinical trials, as per our discussion; otherwise it's the same document that you OK'd.
Anne, fyi, this is the consult Mary and | were referring to today.

Thanks all,
Andy
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN
SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND

RESEARCH
PID# D030341
DATE:
FROM: Andrew D. Mosholder, M.D., M.P.H., Epidemiologist
THROUGH: Mark Avigan, M.D., Director

Division of Drug Risk Evaluation, HFD-430 -

TO: Russell Katz, M.D., Director
Division of Neuropharmacological Drug Products, HFD-120

SUBJECT: Suicidality in pediatric clinical trials with paroxetine and other
antidepressant drugs: Follow-up to 9-4-03 consult

Drugs: paroxetine, sertraline, venlafaxine, fluoxetine, fluvoxamine,
citalopram, nefazodone, mirtazapine, and bupropion

EXECUTIVE SUMMARY

This consult is a follow-up to the previous consult on this topic, dated 9-5-03. As described in
that consult, GlaxoSmithKline (GSK) performed an analysis of suicidal behaviors in their
paroxetine pediatric clinical trial database, and found that there was a statistically significant
increase in suicide-related adverse events for paroxetine-treated subjects compared to placebo.
The method GSK used for their analysis involved an electronic search of the adverse event data
for certain events that might have represented suicidal behaviors, followed by a blinded review of
these events to select those that appeared to be probably related to suicide. In July 2003, the
Division of Neuropharmacological Drug Products (DNDP) requested the sponsors of the other
antidepressant drugs to replicate GSK’s analysis in their own pediatric clinical trial databases.
This consult summarizes the results of these analyses for 22 short-term placebo-controlled trials
involving 9 different antidepressant drugs.

These trials included a total of 4250 pediatric subjects, 2298 treated with active drug and 1952
treated with placebo. There were 108 patients with suicide-related events (74 on active drug and
34 on placebo); 78 of these adverse events were serious {54 on active drug and 24 on placebo).

Considering individual development programs separately, the data for venlafaxine and paroxetine
showed a statistically significant increase in suicide-related events relative to placebo.
Additionally, on one measure (the incidence rate difference for serious suicide-related events) the
data for citalopram approached statistical significance {p-value = 0.063). The relative risks for
suicide related events with two compounds, fluoxetine and mirtazapine, were below one,
consistent with a protective effect. However, the mirtazapine relative risk estimate of 0.5 was
based on a very small number of events and had very broad confidence intervals. The relative risk
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of suicide-related events for fluoxetine was 0.9 (95% confidence limits 0.3-2.3). (For all the
other drugs, the relative risk estimates were greater than one.)

Overall, comparing active drug treatment to placebo, there was an association of suicide-related
events (incidence rate difference 0.08/year, p-value = 0.002) and serious suicide-related events
(incidence rate difference 0.06/year, p-value = 0.006) with active drug treatment. This association
was observed principally in major depressive disorder (MDD) trials, where the relative risk was
1.80 (95% confidence limit 1.18—2.74) and the attributable risk (drug rate minus placebo rate)
was 0.10 per patient-year of exposure to drug (p-value = 0.013). For serious suicide-related
events in MDD trials, the relative risk was 1.94 (95% confidence interval 1.18-3.18), and the
attributable risk was 0.085 events per patient-year of exposure to drug (p-value = 0.015),
equivalent to approximately 1 excess serious suicide-related event per 12 years of drug treatment.
For non-MDD trials, the data also showed a higher rate of events with active drug treatment, but
the attributable risk for serious events was much smaller than for MDD trials (0.01/year), and the
data were not statistically significant.

There are a number of limitations to this analysis, the chief among them being that the clinical
trial data are limited to short-term use of these drugs. Unfortunately, there are not comparable
data available regarding safety and efficacy of long-term use of these drugs in pediatric patients.

At the present time, a number of additional steps are under way to enhance the quality of the data
for the assessment of this signal. These initiatives include arranging for a blinded review of the
clinical trial cases by suicidology experts at Columbia University, requesting additional details on
how each sponsor conducted their analysis, and obtaining electronic clinical trial datasets for each
study to permit a more sophisticated statistical analysis.

However, while these efforts will yield valuable information, particularly at the level of the data
for individual trials and drugs, in my view it is unlikely that the new information will alter the
basic finding of an association of suicide-related events and serious suicide-related events with
active treatment. This is because of the strength of the observed association and the statistical
robustness of the overall finding. Also, it seems less likely that misclassification or failure to
identify relevant events would produce a false positive signal; rather, those types of errors tend to
weaken a signal. Only systematic bias could be reasonably expected to yield a false positive
signal of this magnitude, and that seems unlikely.

Given this signal of an important risk, which is on the order of one serious suicide-related event
per 11 years of active treatment for MDD, the fact that off-label use of this class of drugs in
pediatric patients is extremely widespread, the probability that these additional analyses will take
many months to complete, and the observation that the risk appears greatest for the off-label
treatment of MDD, I recommend that the agency take active steps at the present time to warn
patients and health care providers of the risk of off-label use of these compounds, and to
minimize their off-label use for MDD.

BACKGROUND

This memorandum is in follow-up to our consult to DNDP dated 9-5-03. On May 22 of this year,
GlaxoSmithKline submitted an analysis of adverse events related to suicidal behaviors in
pediatric trials of paroxetine (Paxil, NDA 20-031). The sponsor performed this analysis by
conducting an automated, electronic search of the safety database from their pediatric trials for
adverse event terms that would suggest suicidal behaviors. This analysis showed a statistically
significant increase in such behaviors with paroxetine treatment, compared to placebo. The
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consult of 9-4-03 reviewed these data, and also provided a preliminary analysis of data from
seven other pediatric development programs for other antidepressant drugs. Overall, there was a
statistically significant increase in suicidal adverse events for active drug treatment compared to
placebo, similar to the findings from the paroxetine trials. These findings were discussed at a
CDER Regulatory Briefing held on 9-16-03.

However, this preliminary review of pediatric trials with the other antidepressant drugs was
limited to a manual search of the reports submitted to FDA. In order to provide a meaningful
comparison to the paroxetine findings, the Division of Neuropharmacological Drug Products
requested the sponsors of eight other drugs (sertraline, venlafaxine, fluoxetine, fluvoxamine,
citalopram, nefazodone, mirtazapine, and bupropion) to conduct a search of their databases
similar to the analysis performed by GlaxoSmithKline. All of the 8 sponsors responded to this
request within the next few months. The purpose of this memorandum is to summarize the
findings reported in those submissions.

With respect to pediatric indications for the antidepressant drugs, clomipramine, fluvoxamine,
sertraline and fluoxetine are approved for pediatric obsessive compulsive disorder.
(Clomipramine is an older tricyclic compound that was not part of this analysis.) For pediatric
major depressive disorder, the only drug approved is fluoxetine. Appendix table 5 presents a
summary of the efficacy results from placebo-controlled trials with the aforementioned drugs,
along with the regulatory status of the drugs for pediatric use.

METHODS

The sponsors of the aforementioned 8 drugs all received identical information request letters from
DNDP dated 7-22-03. The letters asked for the following analyses for all randomized, placebo-
controlled trial involving pediatric subjects (the indented text below is reproduced from the
letters):

The identification of the following events should be done blinded to treatment to avoid bias, All adverse
events occurring within 30 days of the last dose of drug should be included in the search.

“Suicide-related events” should be identified using the following aigorithm:

« Any events coded to preferred terms that include the text strings “suic” or “overdos”

= Exclude “accidental overdose” cases

= Regardiess of the preferred term to which the verhatim term is mapped, all verbatim terms should be
searched for the following text strings: “attempt”, *‘cut”, “gas”, “hang”, “hung”, “jump”, “mutilat-",
“overdos-", “self damag-", “self harm”, “self inflict”, “self injur-”, “shoot”, “slash”, “suic-”

+ Any terms identified by this search because the text string was a substring of an unrelated word
should be excluded (for example, the text string “cut” might identify the word “acute™)

» In addition to the algorithm above, narratives of all serious adverse events (SAEs) should be reviewed
{in a blinded fashion) to identify any additional cases of suicidality or self- harm. In particular, SAEs
related to mania and hostility should be examined closely for suicidality or self-harm.

« Any death found to be due to suicide or overdose should be included (if not already identified by the
previous search methods).

We are also interested in an analysis of suicide attempts. "Suicide attempts” are a subset of the “suicide-
related events” identified above; they should be identified using a blinded hands-on review of the records
of alf patients identified by the above algorithm as having a "suicide-related event". For the purposes of
this analysis, any case in which the patient exhibited self-injurious behavior should be considered as a
suicide attempt. Any case in which the patient’s suicidal ideation did not lead to self-injurious behavior
should be excluded from this subset.

Separate analyses should be performed for the group of “suicide-related™ events and the group of “suicide
attempts™. Both the risk (¥ of events/# of patients) and the rate (# of events/person-time exposure ) should
be presented by treatment group. All treatment groups should be presented, including active controls. if
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a study has a blinded extension phase, events identified while the patient is in that extension phase shouid
be excluded.

In addition to presenting the overall risks and rates across all indications and within each indication, the
following stratified analyses should be performed:

« Child (<12) vs. Adolescent {>= 12).

+» On-therapy vs, On-therapy + 30 days.

*» Within each indication, data from each trial should be presented separately.

Also requested were detailed clinical data about the patients identified as having suicidal events,
in the form of narrative summaries and tabulations.

The analyses submitted by each sponsor are summarized herein. A brief description of the
relevant pediatric clinical trials is presented for each drug. Also, Appendix table 3 lists each
pediatric subject having a suicide-related event.

Although I reviewed all the narrative summaries of the identified adverse events, I have not
reclassified any events myself; the sponsors maintained the blind on treatment when they
categorized these events, and this is obviously not possible for me. Instead, I have simply noted
the few cases where in my opinion a different classification of the event might reasonably have
been made. For a few patients who experienced more than one event of interest, I have chosen to
count each patient only once in the analysis, at the time of their first event; their subsequent
events are described under “Comments” in appendix table 3. Also described under “Comments™
are any other adverse events that were prominently associated with the suicidal events. For a few
of the clinical development programs, there were a sufficient number of cases to warrant a
discussion of possible contributing clinical factors such as dose and duration of treatment, and I
have included those details where appropriate.

Also included is a summary analysis of the clinical trial data, both overall and by drug and
indication, with statistical testing. This analysis examines the question of the association of these
events with active drug treatment in two ways: by calculation of the attributable nisk (more
precisely, the incidence rate difference between drug and placebo), as well as the relative risk
(i.e., incidence rate ratios for drug:placebo). All statistical calculations were performed with Stata
version 7.0 software. (Grateful acknowledgement is made to Dr. Yi Tsong of OPSS for his
comments on the statistical methods.)

RESULTS

Including the previously reviewed data on paroxetine, this analysis comprised a total of 22
randomized, placebo-controlled trials with 9 different antidepressant drugs in the pediatric
population. A total of 2298 pediatric subjects were exposed to active drug, for a total of 406.9
patient-years; for placebo, there were 1952 subjects exposed for a total of 347.6 patient-years.
(One trial, Study 329 for paroxetine, included an imipramine arm as an active control, but I have
omitted those data from this analysis. Also, patient-years of exposure were not available for the
single trial with bupropion.)

The sponsors identified a total of 108 patients with suicide-related events in these trials, 74 on
active drug and 34 on placebo. There were no completed suicides. All 83 patients with suicide-
related events described in the previous consult were included among these 108 patients. Seventy-
eight patients had events classified as serious (54 on drug and 24 on placebo), and 75 had events
classified as “suicide attempts” under the method described above (with 49 suicide attempts on
drug, and 26 on placebo). Appendix table 1 presents the complete data on the numbers of these
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events from all 22 clinical trials, and Appendix table 2 presents the derived rates of these events
for each trial. Appendix figures 14 depict graphically the rates enumerated in Appendix table 2,
for MDD and non-MDD studies. Note that the placebo rates of events vary considerably from
trial to trial, even within the subgroup of MDD studies. With respect to the classification of
events, discussion at the 9-16-03 CDER Regulatory Briefing and subsequently has raised
questions about the appropriateness of the “suicide attempts” classification, since this category
actually includes all types of deliberate self-injury. Accordingly, in the following I have chosen
to emphasize the category of serious suicide-related events, rather than the category of suicide
attempts, as being perhaps more clinically meaningful. The data for the category “suicide
attempt” are included in Appendix tables 1 and 2 for completeness.

Overview of each sponsor’s submission.

Bupropion (Wellbutrin, NDA 18-644, GlaxoSmithKline, submission dated 8-22-03)

There were no pediatric studies for the indications of major depressive disorder (MDD) or
smoking cessation. There was one placebo-controlled pediatric study for the indication of

attention deficit hyperactivity disorder (ADHD), as shown below. The requested electronic search
of adverse event data revealed no suicide-related events in this study.

Indication | Protocol | No.of | Agerange | Duration N
sites (yrs) (wks) Bupropion | Placebo
ADHD 75 4 6-12 6 71 G

Thus, there are no available data on pediatric suicidality with bupropion in the relevant patient
populations.

Mirtazapine (Remeron, NDA 20-415, Organon, submission dated 8-21-03 and email dated 11-24-
03)

There was only one clinical protocol in the mirtazapine development program, described below;
the sponsor conducted two identical studies under that protocol, which were combined for the
analysis of safety information.

Indication | Protocol | No.of | Agerange | Duration Dose N
sites (yrs) (wks) | (mg/day) | Minazapine | Placebo
MDD 003-045 34 7-17 8 15-45 170 | 88

The electronic search of the adverse events terms in study 003-045 yielded a total of 13 adverse
events; these were listed in Organon’s email submission dated 11-24-03. Of these 13 events, 10
were obviously not related to suicidal behaviors and were excluded, leaving 3 cases for further
review; one of these cases ocurred pre-randomization and so was not part of the analysis.
Additionally, a subject who was hospitalized for suicidal ideation was identified from the review
of all serious adverse events (subject 0404), yielding a total of 3 cases, summarized in Appendix
table 3. Note, however, that Organon excluded one of these events from the analysis: subject
0801, a 9 year old boy receiving mirtazapine treated in the emergency room for an overdose on 4
Depakote tablets. This was not considered a suicide attempt because the boy took the tablets “on
adare.”

Fluoxetine (Prozac, NDA 18-936, Lilly)
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N.B. The following summary is based primarily upon Lilly’s submission to Health Canada dated
10-7-03, and not their submission to FDA dated 9-2-03, because Lilly discovered an additional
fluoxetine-associated event while preparing their Canadian submission. For details, please refer to
Lilly's correspondence dated 10-9-03.

There were four clinical trials relevant to this analysis, three in MDD and one in obsessive-
compulsive disorder (OCD). Study HCCJ, a pilot study in adolescent depression, was excluded
from the sponsor’s Integrated Summary of Safety for the pediatric supplement, but is included in
this analysis.

Indication Study No.of | Agerange | Duration Dose N
sites (yrs) (wks) (mg/day)
Fluoxetine | Pbo
ocD HCIW 22 7-18 13 10-60 71 32
MDD HCJE 22 8-18 19* 20 109 110
MDD X065 1 8-18 8 20 48 48
MDD HCCJ 1 12-17 6 20-60 21 19

*includes subacute phase {weeks 10-19), during which poorly responding patients could receive a higher dose of
double-blind study medication

Lilly’s search for adverse events of interest yielded a total of 220 possibly relevant events. Of
these, 176 were considered obviously unrelated to the issue of suicidality and were not reviewed
further (a list of these adverse events was provided by email 11-17-03, and I concur with the
sponsor that none of the events involve self-harm). The remaining cases are summarized in the
sponsor’s table, reproduced below.

Table 1. Number of Patients per Patient Category
Patient Category Number of Patients
1) Suicide-refated events with suicide attempts {0
(acute/subchronic phasest) )

2) Suicide-related events with no suicide attempts 7
{acute/subchronic phases?y

3) Accidental overdose/death 1

4} Could be suicide related, but msufficient information 3
3) Suicide-related event prior to treatment phase 14
6) Suicide-relaied event during extension phase 2

7) Suicide-related event that was not treatment emergent 7

2 Defined as the acute treatment phases for Studies HCCJ. X065. and HCIW, and the acute and
subchronic phases from Study Periods 11 through V of Study HCJE.

Lilly provided narratives on all the cases listed, in their aforementioned submission to Health
Canada and also in their email submission 11-18-03. My own review of these narratives
substantiated Lilly’s categorization of them.

The 17 events in categories 1 and 2 above were included in the analysis; a listing of these patients
appears in appendix table 3.

A few observations can be made regarding the clinical details of these cases. With respect to
dose, among the 9 fluoxetine-treated subjects with suicide-related events, the daily dose at the
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time of event was 20 mg for 7 subjects, 30 mg for one, and 60 mg for one. Median duration of
treatment for fluoxetine subjects at the time of their event was 38 days, and the comresponding
median for placebo subjects was 33 days. The adolescent age category predominated; children
under 12 years of age comprised 43% of the total sample of 458 clinical trial subjects, but only 3
{18%) of the 17 suicide-related events occurred in children. Of the 17 suicide-related events, 13
(76.5%) occurred in female subjects, although females comprised only 228 (49.8%) of the 458
subjects.

Regarding the relationship to drug discontinuation, only one of the events (a drug overdose by
fluoxetine patient 001-6401 in study HCCJ) occurred during the 30-day follow-up period. This
patient was regarded as having discontinued by virtue of being non-compliant with study
medication. However, Lilly acknowledged that “events occurring after study completion were
not systematically collected,” and so some events in the 30-day follow-up period may have been
missed. :

Nefazodone (Serzone, NDA 20-152, Bristol Myers Squibb, submission dated 8-21-03)

The table below provides the details for the two randomized, placebo-controlled pediatric studies
with nefazodone.

Indication | Protocol No. Age Duration Dose N
of range {wks) {mg/day)
sites (yrs) Nefazodone | Placebo
MDD CN104141 15 12-18 8 100-600 95 95
MDD CN104187 28 7-17 8 100-300 184 (both 94
or 200-600 arms)

The sponsor performed the requested search and identified two suicide-related events in these
trials, both occurring in nefazodone-treated patients (please refer to Appendix table 3). (In
addition to these events, the sponsor reported a total of 5 suicide-related events that occurred
during open label treatment with nefazodone in follow-up to study 187. However, only the two
events during double-blind treatment are relevant for this analysis.) )

Fluvoxamine (Luvox, NDA 21-519, Solvay, submission dated 8-22-03)

There was one randomized, placebo controlled pediatric trial with fluvoxamine, described in the
table below.

Indication | Protocol | No. of | Agerange | Duration Dose N
sites (yrs) (wks) | (mg/day) [ Fluvoxamine | Placebo
OCD 114 20 8-17 10 50-200 57 I e

Solvay’s search of the safety dataset for this trial revealed a single suicide-related event in a
fluvoxamine-treated patient.

Sertraline (Zoloft, NDA 19-839, Pfizer, submission dated 9-12-03)

There were three randomized, placebo-controlled trials in the pediatric population, summarized in
the table below. In addition, Pfizer is conducting a pediatric trial in post-traumatic stress disorder,
for which the treatment is still blinded. Note that there were two studies for MDD conducted
under the same protocol, and these have been combined in this analysis.
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Indication | Protocol No. Age Duration Dose N
of range (wks) (mg/day)
sites (yrs) Sertraline | Placebo
OCDh 498 12 6-17 12 25-200 92 95
MDD 1001/1017 51 6-17 10 50-200 189 184

The electronic search of adverse event terms yielded 89 potential events from these trials. Pfizer’s
blinded review of the 89 cases identified 25 patients with possibly relevant events, and further
review of these cases excluded 19 events (mostly associated with accidental injuries). This
yielded a total of 9 events occurring among 8 subjects that were considered suicide-related. (My
own review of the listing of these 89 events did not disclose any additional events that were
obvious omissions.) In addition, Pfizer performed the requested review of all serious adverse
events in these trials, yielding one additional case relevant to the analysis (subject 1001-29533-
2006, who was hospitalized for suicidal ideation). Thus there were a total of 9 patients with
suicide-related events. It should be noted, however, that in their submission Pfizer questioned the
clinical relevance of events in two sertraline-treated patients (subject 30506-1076, with self-
mutilation, and subject 6193-1022, who was hospitalized for suicidal threats), although they did
not exclude these events from their analysis.

Although the number of events was probably too small for any meaningful characterizations, the
median age among the 6 sertraline treated patients was 10 years, somewhat younger than seen in
other development programs. These 6 subjects included 3 males and 3 females; their median dose
was 100 mg/day.

There were no events reported within the 30-day period afier discontinuation of study medication,
and no events in the OCD trial. Of the nine events, six occurred on drug and three on placebo. Six
of the nine events occurred in fernale subjects. With respect to age, there was a somewhat
different pattern from that seen in other clinical trial programs, since four events out of the nine
occurred in children rather than adolescents (one event considered a suicide attempt occurred in a
6 year old boy). The duration of treatment among the six sertraline-associated events ranged from
21 to 50 days.

Citalopram (Celexa, NDA 20-822, Forest, submission dated 8-21-03)

There were two randomized, controlled clinical trials in the citalopram pediatric development
program, summarized below.

Indication | Protocol No. of Age Duration Dose N
sites r(ang; (wks) | (mg/day) | Citalopram | Placebo
TS
MDD CIT-MD- 2lin 7-17 8 20-40 89 85
18 Us.
MDD* 94404 31in 13-18 12 10-40 121 112
Europe

*subjects could be inpatients or outpatients

Note that in addition to these two completed trials, the sponsor is conducting study SCT-MD-15,
a randomized, double blind, placebo controlled trial of escitalopram, the s-isomer of citalopram,
in children and adolescents with MDD. This trial is still blinded; the total number of subjects
planned is 264, and there have been two suicide-related events thus far.
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Forest made a couple of departures from the requested methods for the adverse event search.
They included an analysis of 8 patients who experienced worsening of depression, but not
suicidal thoughts or behaviors; all these patients were treated with placebo. These events were
not included in the analysis presented here; the interested reader should refer to their submission
dated 8-21-03 for details. Forest also reported that their search of all serious adverse events for
events involving suicidality was not performed blind to treatment. (I reviewed the serious adverse
events in these two trials myself, and although I was not blind to treatment group either, I did not
find any cases that were obvious omissions. However, among the serious adverse events, there
were 6 placebo-treated and 2 citalopram-treated patients in study 94404 with psychiatric
hospitalizations. These events were not counted in the analysis, however, because suicidality was
not specifically documented.)

in addition to the events selected for the analysis, Forest reported that the electronic search
identified 11 patients with “false positives” who were excluded (please refer to the sponsor’s 11-
17-03 email). In addition to the electronic search, Forest conducted a manual search of all adverse
events and patient narratives from the two trials, yielding 6 patients with relevant events that were
not disclosed in the electronic search. This made a total of 30 patients with events. In addition,
one patient who took an extra dose of medication by mistake was considered to have taken an
accidental overdose (patient 485 in study 94404); this event was not included in the analysis. Two
events occurred prior to randomized treatment, yielding a total of 28 patients for the analysis
(please refer to Appendix table 3 for a list of these patients). Note that 27 of the 28 events were
classified as suicide attempts. However, Forest indicated in an email dated 11-17-03 that six of
the study 94404 patients classified with “suicide attempts” (patients 664, 693, 867, 607, 152, and
713) were so categorized simply because the recorded preferred term was suicide attempt, and not
because the event description documented self-injurious behavior.

Four placebo-treated patients and four citalopram-treated patients had events during the 30-day
follow-up period after the end of randomized treatment. However, two of these 4 placebo
patients also had events during double blind treatment, and so are counted as having events while
on-treatment. Note that patient 007 in study 94404 was actually receiving fluoxetine, not
citalopram, at the time of the event during the post-study period.

The median age of the 28 patients with events was 16 years; 19 were females and 9 males.
Among the 13 patients receiving citalopram at the time of their event, the median dose was 20
mg/day, and the median duration on treatment was 27 days. Forest noted that 11 of the 16
citalopram-treated patients with suicide-related events in study 94404 had a past history of
suicidality.

Forest also provided an analysis of scores on the suicidality item of the depression rating scales in
the two trials; i.e., the CDRS-R in study CIT-MD-18, and the K-SADS in study 94404. There was
a greater improvement on the suicidality item in study CIT-MD-18 with citalopram treatment
compared to placebo, and this almost reached statistical significance. However, the mean change
from baseline on item IX from the K-SADS in study 94404 was approximately equal between
citalopram and placebo. Details of these analyses may be found in the 8-21-03 submission.

Paroxetine (Paxil, NDA 20-031, GlaxoSmithKline)

Please refer to the consult dated 9-5-03 for details regarding the paroxetine pediatric clinical trial
data. Subsequently, GSK provided the agency with a copy of their report to the Committee for
Proprietary Medicinal Products of the European Agency for the Evaluation of Medicinal Products
(submitted electronically to the Paxil NDA on 11-7-03). Included in this is an analysis of suicide-
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related events in adult trials with paroxetine that mirrors GSK’s analysis of the pediatric clinical
trials. The results of the adult trial analysis show essentially no difference in the rates of suicide-
related events between paroxetine and placebo treatment groups, in contrast to the previously
described pediatric trial data, which showed a statistically significant increase with paroxetine
treatment. The sponsor’s tables describing both the adult and the pediatric analyses are
reproduced in Appendix figure 5.

Venlafaxine (Effexor and Effexor XR, NDAs 20-151 and 20-699, Wyeth)

There were four randomized, double blind, placebo-controlled venlafaxine trials in pediatric
patients, summarized in the following table. The sponsor also reported that two additional
pediatric placebo-controlled trials, one in social anxiety disorder and one in panic disorder, have
been completed but are not fully analyzed yet.

Indication | Protocol | No. Age | Duration (wks) | Dose* N
of | range (mg/day) | Venlafaxine | Placebo
sites | (y18)
MDD 382 16 7-17 8 + taper 37.5-225 80 85
MDD 394 37 7-17 8 + taper 37.5-225 102 94
GAD 396 39 6-17 8 + taper 37.5-225 80 84
GAD 397 35 6-17 8 + 1aper 37.5-225 77 79

*administered as Effexor XR in all trials; dosage based upon weight of subject, and tapered over <2 weeks following
double-blind treatment

Wyeth identified 16 randomized patients with suicide-related events, along with two events that
occurred prestudy and so were not counted in the analysis. Additionally, one more event was
identified through review of adverse event narratives, yielding a total of 17 patients who
experienced a total of 20 events of interest. Wyeth, in their analysis submitted 8-28-03, counted
all 20 events, rather than simply enumerating the number of patients with events. Note that two
patients were considered to have had separate events a few days apart (patients 39402-0041 and
39428-1087); after review of the narrative summaries, I have elected to count these instead as
single events. A third patient also had two-events, patient 38211-012, but these were separated by
approximately 3 weeks and I have elected to count only the first event in the analysis that follows.
Thus, the analysis shown below is based upon the number of patients with events, rather than the
number of events (as in Wyeth’s analysis). The listing in the appendix provides further details
about the patients.

In Wyeth’s analysis, the “on-therapy” period does not include the taper period, but only the
period of randomized treatment during which patients received their full dose of study
medication. Therefor, “on-therapy period + 30 days” does not include a full 30 days from the last
dose of study medication, if the patient had a taper following the end of their study treatment. The
patient-years of exposure used in the analysis include exposure during medication taper as well as
time on the assigned dose of study medication. This is slightly different from GlaxoSmithK line’s
analysis of the paroxetine pediatric trials, in which the “on-therapy” period included the taper
phase, through the last dose of study medication, and the “on-therapy + 30 days” period included
a full 30 days from the last dose of study medication.

With respect to classification of events, there were some issues with the “suicide attempts”™
category. The reason that patient 38205-019 was not counted in the suicide attempt category for
taking an overdose was unclear. Also, I was unable to verify Wyeth’s count of 3 suicide attempts
on venlafaxine and 2 on placebo in study 382, as shown in Table 3A of their 8-28-03 submission.
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Instead, I have used the counts from Wyeth’s Table 4A in that submission, “Abbreviated Table of
Patient Characteristics.”

The median age among the 17 patients with suicide-related events was 13 years. For the 13
venlafaxine-treated patients, at the time of the event the median dose was 112.5 mg/day, and the
median duration of treatment was 24 days. Wyeth counted any events occurring within 1 day of
the last full dose of study medication as having occurred on-therapy. Five of the 17 events did
not occur on-therapy, 3 with venlafaxine and 2 with placebo.

Risk éstimates
Analysis of attributable risk

Pooling the exposure and event data by drug and by indication provides the results shown in
tables 1 and 2. Appendix figure 6 displays these same results graphically. Here, an incidence rate
difference greater than zero would indicate a risk associated with active drug versus placebo,
while an incidence rate difference less than zero would indicate a protective effect of the drug.

Table 1.
Attributable risks (incidence rate differences) per patient-year for suicide-related
events in pediatric trials

Drug Incidence rate difference, 95% confidence p-value
drug minus placebe interval

Citalopram 0.14 -0.16-0.43 0.374
Fluoxetine -0.03 -0.20-0.14 0.737
Fluvoxamine 0.11 -0.10-0.32 0.485
Mirtazapine -0.04 -0.21-0.14 0.691
Nefazodone 0.05 -0.02-0.12 0.367
Paroxetine 0.12 0.04-0.20 0.005
Sertraline 0.06 -0.05-0.17 0.327
Venlafaxine 0.17 ) 0.02-0.33 0.029
Al MDD trials 0.10 0.02-0.18 0.013
All non-MDD trials 0.04 -0.01-0.09 0.114
All trials 0.08 0.03-0.14 0.002
Table 2

Attributable risks (incidence rate differences) per patient-year for serious suicide-
related events in pediatric trials

Drug Incidence rate difference, 95% confidence p-value
drug minus placebo interval

Citalopram 0.24 -0.01-0.48 0.063
Fluoxetine -0.02 -0.18-0.14 0.775
Fluvoxamine 0 - -
Mirtazapine 0.04 -0.04-0.12 0.654
Nefazodone 0.03 -0.02-0.08 0.606
Paroxetine 0.08 0.01-0.15 0.038
Sertraline 0.06 -0.04-0.16 0.276
Venlafaxine 0.06 -0.07-0.18 0.379
All MDD trials 0.09 0.02-0.15 0.015
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All non-MDD trials 9.01 -0.02-0.05
All trials 0.06 0.02-0.11

The incidence rate differences by drug for MDD trials alone are shown in Appendix tables 6 and
7. These data are displayed graphically in Appendix figure 7.

It can be seen that overall the data are consistent with an increased risk of suicidal events with
active drug treatment; the comparison between active treatment and placebo for all trials pooled
together is statistically significant (p-value = 0.002 for all suicide-related events, and p-value =
0.006 for serious suicide-related events). The observed incidence rate differences are larger in
MDD trials (0.085/year) than in trials with other indications (0.014/year). Based on these results,
the estimated excess of serious suicide-related events in MDD trials associated with active drug is
.085/year, or approximately 1 excess serious event per 12 patient-years of active treatment
compared to placebo.

With respect to individual drugs, the incidence rate differences for all suicide-related events are
largest for paroxetine, venlafaxine and citalopram, reaching statistical significance for paroxetine
and venlafaxine. For serious suicide-related events, citalopram showed the largest incidence rate
difference, which approached statistical significance (p-value = 0.063).

Analysis of relative risk

In addition to estimating the excess risk attributable to drug, the data can also be analyzed in
terms of the relative risk, or more precisely, the ratio of the incidence rates for drug and placebo.
Accordingly, Mantel-Haenszel combined incidence rate ratios were calculated, stratified by
study. This approach has the advantage of providing stratification by study, while the analysis of
excess risk shown above simply involved summing all the relevant data without regard for
differences between trials. In addition to calculating the combined incidence rate ratio, the Stata
software also tests for homogeneity of the individual study ratios.

The Stata output for the “All trials™ category is shown in Appendix table 3. There were two
studies by themselves that showed statistically significant rate ratios for suicide-related events,
paroxetine study 329 and venlafaxine study 394. No individual study showed a statistically
significant protective effect.

Table 3 below displays the relative risks (more precisely, the incidence rate ratios) for suicide-
related events and serious suicide-related events for each of the antidepressant drugs, and for all
21 clinical trials combined. Here placebo is the reference, and thus a value less than one indicates
a protective effect of the drug, and a value greater than one a risk associated with drug treatment.
For each combined incidence rate ratio calculated, statistical testing did not show a lack of
homogeneity (i.e., indicating that data from the individual studies can be combined statistically).
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Table 3. Combined incidence rate ratios for suicide-related events and serious suicide-related events

Drug Number | Incidence rate ratios* (95% confidence
of interval), by drug
pediatric { Al suicide-related Serious suicide-
trials __events i relat
Paroxetine 5 g el R R st Eir st i
Sertraline 2 2.58 (0.50-13.29)
Venlafaxine 4 : &l =1 1,79 (0.52-6.18)
Fluoxetine 4 0.87 (0.33-2.28) 0.87 (0.31-2.43)
Citalopram 2 1.36 (0.64-2.91) 2.45 (0.88-6.80)
Mirtazapine 1 0.53 (0.007-41.45) t
Nefazodone 2 + 1
Fluvoxamine 1 1
MDD trials 14 REI LIS AT o
Non-MDD trials 7 1.28 (0.25-6.57)
Al trials 21 R (RIPIOTF

tRatio undefined due to zero events in placebo group

It will be seen that the suicide-related event incidence rate ratios for venlafaxine and paroxetine
indicate an association with drug treatment, and that the corresponding confidence intervals
exclude one. Overall, the incidence rate ratio of approximately 1.9 for both suicide-related events
and the subcategory of serious suicide-related events indicate an association of these events with
drug treatment, although rate ratios for serious suicide-related events were not statistically
significant for any individual drug. Put another way, compared to placebo, treatment with active
drug increased the rate of suicide-related events by an estimated 85%, and by an estimated 87%
for serious suicide-related events. For the subgroup of MDD trials, the incidence rate ratios were
also statistically significant, while for non-MDD trials the incidence rate ratio estimates had very
wide confidence intervals.

DISCUSSION AND CONCLUSIONS

In short-term pediatric trials, antidepressant drug treatment is associated with an increase in
suicidal adverse events compared to placebo. This finding is seen for both the broad category of
any suicide-related event, and the more specific category of serious suicide-related events. The
association is more prominent in the MDD trial data, where the relative risk of serious suicide-
related events is approximately 1.9, and the attributable risk is equivalent to one additional
serious suicide-related event per 11 patient-years of drug treatment. The finding appears to be
statistically robust, inasmuch as the p-value for the incidence rate difference for all suicide-related
events across all trials is 0.002.

With respect to individual drugs, the data for paroxetine and venlafaxine show a statistically
significant increase in suicide-related events with active treatment in their pediatric development
programs. Also, the incidence rate difference for serious suicide-related events with citalopram
was close to statistical significance (p-value = 0.063). For fluoxetine and mirtazapine, the point
estimates were consistent with a protective effect, but the confidence intervals for mirtazapine
were very broad, and even for fluoxetine the confidence interval on the incidence rate ratio
includes a relative risk of greater than 2. Put another way, although an increase in suicide-related
events reached statistical significance for two drugs (paroxetine and venlafaxine), for no drug was
a protective effect demonstrated at a statistically significant level.
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This analysis has several limitations. Most importantly, it is limited to short-term trials only.
Conceivably, long-term treatment in patients who have responded positively to a drug might not
produce an increased risk, or might even provide a protective effect. In other words, it may not be
appropriate to extrapolate a finding of a risk in short-term triais to use of the drug for long-term
maintenance treatment, especially if the patients have manifested a clinical response to the drug.
Unfortunately, there is very little long-term controlled pediatric trial data for antidepressant drugs,
to the best of my knowledge.

Another limitation of this analysis is that although there is evidence of a class effect overall, it is
difficult to know to what extent it applies to particular members of the class. Inspection of the
confidence intervals for the risk estimates will show that the confidence limits for individual
drugs overlap considerably. The existing clinical trial data, moreover, cannot provide a fair
comparison between drugs, since the sizes of the clinical development programs and the specific
indications studied vary from drug to drug.

A third limitation pertains to the difficulties in standardizing the methodology used by the nine
different sponsors. Although all sponsors were given the same set of instructions in the letters
issued 7-22-03, there were some discrepancies in how these instructions were applied. For
example, Forest (sponsor of citalopram) performed not only the requested electronic search of all
adverse event terms, but also a manual search, which yielded cases not found with the electronic
search. Also, the 30-day follow-up period was interpreted differently by GSK (paroxetine) and
Wyeth (venlafaxine). GSK counted followed-up time for 30 days afier the last dose of study
medication, and the taper phase was not part of that 30-day period. However, Wyeth began the
30-day period from the last full dose of study medication, so that the period of dosage taper was
included in the 30-day follow-up time. Also, Lilly (sponsor of fluoxetine) reported that adverse
event data was not consistently collected once patients discontinued their study treatment.

As Appendix figures 1-4 illustrate, there was considerable variability in the rates of these events
from trial to trial, even within the same indication. This could be due to differences in the patient
population {some trials included children, for example), or to differences in ascertainment of
suicide-related events, or to both. This, of course, raises questions about whether it is appropriate
to combine the data from different trials. The statistical testing for homogeneity of the rate ratios
provided by the Stata software, however, did not reveal any statistically significant lack of
homogeneity.

The increase in suicidal events was most clearly demonstrated in MDD trials. However, events
with active drug treatment were more frequent than events with placebo in non-MDD trials,
although the numbers are small and the risk estimates are very uncertain. Nonetheless, this leaves
open the possibility of a drug-associated risk of such behaviors for non-MDD patients, although
at a much lower incidence rate difference than for MDD patients.

With respect to clinical factors that might be contributory, as described in the previous consult,
the paroxetine data suggested a possible role for drug withdrawal, but this pattern was not as
prominent in the data for other drugs. However, this observation might point to a lack of
consistency across development programs with respect to ascertainment of adverse events
following the end of double-blind treatment.

The absence of completed suicides in these data is only reassuring to a limited degree. The total
drug exposure time in these trials was 407 patient-years. For assessing the rate of a rare event
such as completed suicide with active drug treatment, this is a relatively small data set. To
illustrate, the upper confidence limit (one sided, 97.5% level) for the actual rate in the population
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given an observation of no suicides in 407 patient-years is ] completed suicide in approximately
110 patient years.

In contrast to the paroxetine pediatric data, the analysis of suicide-related events in adult
paroxetine trials, employing methods identical to the corresponding analysis of pediatric trial
data, failed to show an increase in the rate of such events with paroxetine treatment relative to
placebo. This was despite the fact that the placebo rate for these events was similar between the
adult MDD trials (0.10/year) and the pediatric MDD trials (0.13/year). This suggests that adults
and pediatric patients may have different responses to paroxetine with respect to suicidality.

Several steps are being taken at the moment to evaluate this signal further. First, a joint meeting
of the Psychopharmacologic Drugs Advisory Committee and the Pediatric Subcommittee of the
Anti-Infective Drugs Advisory Committee will be held 2-2-04 to discuss this issue. Secondly,
DNDP has requested electronic data sets from the sponsors of these clinical trials that will permit
a more sophisticated statistical analysis. This analysis will permit examination of a number of
issues that were beyond the scope of this consult, such as adjustment for a number of relevant
covariates and exploration of risk factors such as agitation and relevant family history. Thirdly,
DNDP has arranged for a group of suicidology experts at Columbia University to review the
clinical narrative summaries for all of the identified cases; this will permit a more sophisticated
case classification, particularly with regards to whether the event was a serious suicide attempt, a
gesture, or self-mutilation. Fourthly, on11-24-03 DNDP sent a memo to all the sponsors
requesting a more detailed description of the methods each sponsor used to generate the
submissions reviewed in this consult, to ensure the highest possible quality of data for review by
the Columbia University experts.

These initiatives should indeed provide higher-quality data for evaluation of this signal. However,
in my view, the new analyses are more likely to change the findings for individual studies and
drug compounds where the numbers are relatively small, than they are to alter the overall finding
of an increase in suicide-related adverse events and serious suicide-related events with active
drug treatment compared to placebo. There are, I believe, several reasons for this. First, the
aggregate findings are statistically robust (e.g., p-value = 0.002). Secondly, the counts of serious
suicide-related events are, in my view, less likely to be unstable, because of the methods routinely
employed to account for serious adverse events in clinical trials, and the greater amount of
clinical information that is often collected about serious adverse events compared to non-serious
events. Additionally, to the extent that events have been misclassified or overlooked in the
sponsor’s searches, this would generally be expected to introduce “noise” that would weaken the
signal and produce a false negative, not generate a false positive. Only a systematic bias that
caused events in the placebo group to be missed while events in the drug group were captured
would be expected to produce a false positive, and it is difficult to conceive of what could
produce such a bias.

As previously noted, fluoxetine is currently the only drug approved for pediatric MDD, although
several drugs are approved for pediatric OCD (see Appendix table 5). As shown in that table, all
of the four pediatric OCD trials were positive and provided evidence of efficacy for approval of
the drugs for pediatric OCD. This is in contrast to the experience with pediatric MDD trials, for
which only 3 of the 15 trials have been judged positive, two with fluoxetine and one with
citalopram.

In sum, short-term pediatric clinical trials of antidepressant drugs demonstrate an increased rate
of suicidal events with active drug compared 1o placebo. It is important to make every effort to
enhance the quality of the data contributing to this signal, and these steps are currently under way.
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However, given the strength of the association shown by the present data, the clinical importance
of the apparent effect (i.e., an estimated excess of one additional serious suicide-related event per
12 patient years of treatment attributabie to active drug treatment), and the fact that the additional
analyses are likely to take several more months while considerable numbers of pediatric patients
will be exposed to these drugs, in my view an interim risk management plan to limit the exposure
of the population at greatest risk is needed at this time. Specifically, this risk management
strategy should be directed at minimizing the off-label pediatric use of antidepressants,
particularly the use of drugs other than fluoxetine in the treatment of pediatric MDD. 1
recommend this approach because fluoxetine is the only drug shown to be effective in pediatric
MDD in two clinical studies, with an absence of an increase in suicidal events relative to placebo.

Andrew D. Mosholder, M.D_,, M.P.H.
Epidemiologist

Mary Willy, Ph.D.
Epidemiology Team Leader
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