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PROCEEDI NGS

Call to Order and Openi ng Renarks

DR GOCDVAN: Welcome to day two of this

joint two-day session of the Psychopharnacol ogic

Drugs Advisory Committee and the Pediatric Advisory

Conmittee being held on Septenber 14, 2004, here at

the Holiday Inn in Bethesda, Maryl and.

We are convened to address recent concerns

about reports of suicidal ideas and behavi or

devel oping in sonme children and adol escents during

treatment of depression with selective serotonin

reuptake inhibitors and other antidepressants.

Qur goal is to gather information froma

variety of sources and perspectives to help us
understand this conplex situation and ultinmately,
to offer the best possible recomendations to the

FDA.

Now, | would like to turn the mcrophone

to Anuja Patel of the FDA Center for Drug

Eval uati on and Research and Executive Secretary of

this commttee to read the conflict the interest

statenent into the record
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Conflict of Interest Statemnent

M5. PATEL: Good norning. The follow ng
announcenent addresses the issue of conflict of
interest and is nade a part of the record to
precl ude even the appearance of such at this
meeti ng.

The topics to be discussed today are
i ssues of broad applicability. Unlike issues
before a commttee in which a particular conmpany's
product is discussed, issues of broader
applicability involve many industrial sponsors and
products.

Al'l Special Governnent Enpl oyees and
invited guests have been screened for their
financial interest as they may apply to the genera
topi cs at hand.

The Food and Drug Administration has
granted particular matter of general applicability
wai vers under 18 U.S.C. 208(b)(3) to the follow ng
Speci al CGovernment Enpl oyees which permits themto
participate fully in today's discussion and vote:

Jean Bronstein, Dr. Joan Chesney, Dr. Wayne
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Goodman, Dr. Lauren Marangell, Dr. James M Gough,

Dr. James Perrin, Dr. Bruce Poll ock. In addition

Dr. Philip Wang has been granted a limted waiver

that permts himto participate in the commttee's

di scussions. He is, however, excluded from voting.

A copy of the waiver statenents may be

obtai ned by submitting a witten request to the

Agency's Freedom of Information Ofice, Room 12A-30

of the Parklawn Buil di ng.

In addition, Dr. Judith O Fallon and Dr.

Vi ctor Santana have de minims financial interests

under 5 CFR Part 2640.202 that are covered by
regul atory waiver under 18 U.S.C. 208(b)(2).
Because general topics inmpact so nmany
entities, it is not practical to recite al
potential conflicts of interest as they apply to
each menber, consultant, and guest speaker.

FDA acknow edges that there may be

potential conflicts of interest, but because of the

general nature of the discussion before the
conmittees, these potential conflicts are

mtigated.
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Wth respect to FDA's invited industry
representative, we would like to disclose that Dr.
Dilip Mehta and Dr. Sanuel Ml donado are
participating in this neeting as industry
representatives acting on behal f of regul ated
industry. Dr. Mehta is retired from Pfizer and Dr.
Mal donado i s enpl oyed by Johnson & Johnson.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenment with
any firm whose product they may wi sh to coment
upon.

Thank you.

DR. GOCDMAN:  Thank you, Anuj a.

W will be starting off this norning with
a presentation from Tom Laughren who will give us
an overview and al so pose the questions, the five
questions to this committee.

Foll owi ng his presentation, | would invite
questions. | also think it would be a good tine
before we get into the neat of our discussions to

ask representatives fromthe FDA questions, to

file:////ITiffanie/C/Dummy/0914PSYC.TXT (8 of 406) [9/28/2004 12:31:34 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

further interrogate sonme of the data that was
present ed yest erday.

Before we get into the actual discussion
of the questions, | would like us to think of the
questions that were carried over from yesterday,
pose those, and then we will take a short break,
reconvene and start the process of discussing the
quest i ons.

Is that clear? Ckay.

Tom are you ready?

Openi ng Conment s
Thomas Laughren, M D.

DR LAUGHREN: Good nmorning. | would al so
like to wel come everyone back to the meeting today.
I would Iike to do a couple of things in ny few
m nut es here.

First of all, what | want to do is to
briefly review what | think are sone of the key
findings fromDr. Hammad's presentation yesterday,
so that you have these in mind as you are
consi dering the questions before you

Then, | want to talk a little bit about
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what | think the data nmean and tal k about what sone
of the regulatory options are as you are

consi dering our questions, and then | want to go
over the questions and the topics again.

These are the 24 trials that we are
considering. Again, 16 of themwere in mmjor
depression, and the other 8 trials were in severa
various psychiatric disorders - OCD, GAD, 1 in SAD
and 1 in ADHD.

Again, just for summary, | think these are
the three contributions that the D vision made to
this effort. Again, we went to a lot of effort to
make sure that we had conplete case finding. Wth
the hel p of Col unbia, we acconplished what | think
is arational classification of these events, and
we bot h obtai ned and included patient |level data in
our analysis of the suicidality data again to try
and understand sone of the differences both between
trials, within prograns and across prograns.

These are the outcones that we | ooked at
again. The focus of the analysis was on two areas,

the suicidality event data and al so on the suicide
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i tem dat a.

For the event data, could we have the
other slide up that we had running yesterday? Cur
primary endpoint, as you recall, was the
combi nation of suicidal behavior and ideation,
Codes 1, 2, and 6, where 1 was suicide attenpt, 2
was preparatory actions, and then 6, suicida
i deati on.

So, that was our prinary endpoint, but we
al so | ooked at secondary endpoints, at suicida
behavi or, in other words, Codes 1 and 2, and then
suicidal ideation, Code 6, and then for our
sensitivity analysis, we |ooked at this |arger
outconme including 1, 2, and 6, but also adding in 3
and 10, where again, 3 is self-injurious behavior
where the intent is not known, and 10 is not enough
information. Again, these are the cases where
there is injury, but it is not possible to tel
whether it's self-injury or other injury.

Wth regard to the suicide itemdata, we
| ooked at two nmeasures about worsening suicidality

on that itemor energence, and these again are the
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cases where the patients are nornmal at baseline and
have some increase during the trial

In ternms of our analytical plan, the mgjor
focus was on doing risk ratio analyses, both for
the suicidality event data and for the item data.
In both cases, we |ooked at individual trials, as
well as for the event data, we | ooked at various
pool s.

We | ooked at both by drug, we conbined al
the SSRIs, MDD trials as a group, we |ooked at al
of the other indications conbined as a group and
al so did one pooling which included all 24 trials.
For the itemdata, we | ooked again at individua
trials and then a pool ed anal ysis over all trials.

Dr. Hammad put a lot of effort into again
trying to explain the differences that we were
seeing between trials within prograns and across
programs, and | just want to spend a coupl e of
m nutes tal ki ng about exactly what he did.

He | ooked for confounding within trials
usi ng both the univariate approach and a

mul tivariate approach. There were a total of 17
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covariates that he | ooked at. He was not able to
find any evidence for inmportant confounding in that
sear ch.

He also did stratified analysis to explore
for effect nodification. The three variables that
he | ooked at were age, gender, and history of
suicide attenpt or ideation, so basically, what he
did in each of these is to stratify on these
variables within trials to |look to see if there was
basically an interaction.

Again, he did not find any evidence for
that, so basically, what that nmeans is that on
these variables, you find the signal both in
children and adol escents, you find it both in males
and females, and you find it both in those with and
wi t hout history of suicide attenpt or ideation.

Finally, he looked at 12 trial |eve
covariates, again, as an attenpt to try and explain
the differences across trials using a
met a- r egr essi on approach. Again, that approach was
not able to explain the variability.

Now, | would say that one of the problens
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in doing these kinds of explorations is that there
is very linmted power, you have a very small numnber
of events. Wen you use an eyeball approach to the
data, you can't help but thinking that trial
di fferences night have made a difference

I just use the TADS, the fluoxetine
situation as an exanple. The conpany had three
trials. There was no signal com ng fromthose
three trials. |If you ook at the careful screening
that was done to obtain the patients for those
sampl es, and the exclusions of patients with prior
hi stories of treatnment resistance, and so forth,
and then you | ook at the TADS sanple, which is many
ways was probably nore representative of the
community of patients who actually get treated,
there is quite a difference. Again, as you recall
in the TADS trial, you see quite a striking signa
for suicidality.

So, even though quantitatively, we weren't
able to tease that out and to explain the
di fferences using various quantitative approaches,

it is hard to think that that may not have made a
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di fference.

In my next three slides, | amgoing to
present very briefly sone of the data.

What this slide is, is presenting the risk
ratios for various poolings. So, in this colum,
you have the risk ratios on our prinmary endpoint,
which was suicidality ideation or behavior, 1, 2,
and 6.

In the second colum, you have this
expanded sensitivity analysis, 1, 2, 6, plus adding
3 and 10. The first rowis all trials, sothisis
a pooling across all 24 trials. 1In the second row,
you have the pooling of the 11 trials with SSRIs
and maj or depression.

Now, there are two things | want you to
notice about this slide. First of all, in every
case, the risk ratios are around 2. They range
froml.7 to 2.2, but they are sort of in the
vicinity of 2.

Secondly, if you look at the confidence
intervals on these risk ratios, in every case, it

does not include 1, so in that sense, it is a
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statistically significant finding. So, this is the
pool ed dat a.

What | have given you in this slide are a
different set of poolings. Here, what | am doing
is pooling the individual depression trials in the
7 prograns that | ooked at depression, and these are
the 7 prograns listed here. Every rowis a
separ at e depressi on program

What | have given you here, first of all
is the outcone on our primary endpoint a
combi nation of 1, 2, and 6. | have al so given you,
in the second colum, the outcone on suicida
behavior, and in the third columm, the outcome on
sui ci dal ideation

There are a couple of things | want you to
notice about this slide. First of all, in every
i nstance where we have events, and we had no events
for Serzone, but in the other 6 instances where you
have events, the risk ratio is always greater than
1.

Now, | want to turn to trying to tease

apart where that overall effect is coming fromif
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you break it apart by behavior and ideation. Dr.
Hammad made this point yesterday, in three cases it
appears as if the overall effect is comng from
behavior, in three cases it looks like it is com ng
fromideation.

So, if you look at Celexa, here is the
risk ratio for behavior, 2.23. There is nothing
happeni ng for ideation.

If you look at Paxil, again, it |ooks like
it is comng nostly from behavi or.

If you l ook at Prozac, it looks like it is
probably com ng nore from behavi or than from
i deati on.

For Effexor, there is a signal comng from
both, but it is clearly comng nore fromideation.
Here, the confidence interval is al nost
significant.

For Reneron, it is all comng from
i deation, and from Zol oft, there is nothing
happeni ng for behavior, it is all comng from
i deati on.

| amnot sure what this neans. As Dr.
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Hamrad pointed out, this may sinply be a snall
nunbers problem but we are not seeing a consistent
finding in terns of where the overall effect is
com ng from

Finally, what | have given you in this
slide is the data fromthe individual other 8
trials in non-NMDD indications. As you get into
these trials, the nunber of events you are dealing
with is very small, and just to illustrate that,
have put the actual nunber of events in this slide.

So, in each of these parentheses, the
first one is the nunber of events for drug, and the
second one is for placebo. So, you can see the
smal | nunmber of events that we are dealing wth.

If you recall fromthe previous slide, for
Ef fexor, we were seeing quite a strong signal for
maj or depression. These are two GAD studies
There is nothing at all happening here.

For Luvox, again, Luvox was only studied
in OCD, there was no depression trial. Just one
study in depression, only two events. They were

bot h happening in the drug group
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For the two non- MDD Paxil studies, one in
soci al anxiety, one in OCD, again, small nunbers of

events, but in both cases, they were happening in

the drug group.
The sane for the Prozac OCD, just one
event, but it happened in the drug group

No events for Well butrin.

For Zoloft, this is the only case where

the one event is happening in placebo, and not in

drug.

It is hard to know what to make of all

this, although the one thing that you can't help

noticing is that even though there are a snall

nunber of events, where events occurred, they nost

happen on the drug side.

Just to summari ze these data, again, if

you | ook at various pool ed anal yses, the risk

rati os hover around 2. They range from1.7 to 2.2.

In all cases for those poolings, it appears to be a

significant finding.

The signal appears to be com ng nostly

from maj or depression, although perhaps not
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exclusively. Despite those findings, there stil
are these inconsistencies in this risk, both across
trials, within prograns and across prograns.

On the other hand, ny view is--and there
isn't necessarily one consistent view com ng out of
FDA on this--but nmy viewis that this is a
reasonably consistent signal for risk. You are
seeing it in seven of nine programs. W don't see
any events in Wl lbutrin. On the other hand,

Wl lbutrin was only studied in ADHD, just one
trial.

There is no signal comng from Serzone,
whi ch was studied in najor depression. | am not
sure if that means that Serzone is free of risk or
it sinply may nmean that the events, the
ascertai nnent in those programs was not good enough
to pick themup. | don't know the answer.

One other point that Dr. Hammad nade
yesterday, that | want to return to, is a way of
thi nki ng about this risk is in terns of risk
difference, and if you | ook over all these trials

and estimate what the risk difference is, that is
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the difference in the risk between drug and

pl acebo, so you are subtracting the placebo risk

fromthe drug risk, it is in the range of 2 to 3

percent .

What that means is that again, out of 100

patients treated--this is short term now,

short-termtreatnment--you can expect 2 or 3 out of

that 100 will have sone excess of suicidality above

and beyond what woul d be in the background that

due to drug.

As a clinician, what you have to do is to
bal ance that risk agai nst the perceived benefit.
The problem here, of course, is that we only have,
at least from FDA' s standpoint, a demonstration of
benefit for Prozac, but if you take the TADS tria
as an exanpl e of benefit, there, you can | ook at

the benefit difference, and the benefit difference

in the TADS trial, difference between drug and

pl acebo in percent of responders, using that as the

measure of benefit, it is about 25 percent.

Again, you can interpret that in the sane

way, so that if you |look at 100 patients who are
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treated with fluoxetine, you can expect that about
25 out of 100 will have that benefit if you are
| ooki ng at response as the benefit.

So, you bal ance that against the risk
which again in that trial, the risk actually was
greater than the 2 percent, it was probably nore on
the order of 7 percent, but you bal ance that risk
agai nst the benefit. That is the kind of cal culus
that a clinician has to do.

Finally, as was pointed out, there were no
compl eted suicides in any of these trials.

Again, we did not see the sane signal in
|l ooking at the itemdata. One exploration we tried
to do to see if that could be explained by patients
droppi ng out, and unfortunately, that was not an
expl anation. The analysis of conpleters did not
show really any difference fromthe analysis of the
patients who dropped out.

So, how shoul d these findings be
interpreted? | think that this is an indication
that there nay be sone increased risk for

suicidality during short-termtreatnent, and
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think this is probably a class effect. Again, you
are not seeing it in every drug that we | ooked at,
Serzone and Wl I butrin being the two excepti ons,
but I think there is enough here to suggest that
this is probably a class effect.

The signal appears to be nobst conpelling
in major depression. It may not be limited to that
popul ati on, but again we are left with this very
unusual variation in the signal across trials,
within prograns and across prograns that we have
not been able really to explain.

What | want to do next is to talk about
what sone of the regulatory options are, and
first want to tal k about possible | abeling changes.

As you recall, we already nmade a fairly
maj or change to | abeling back in March, and all of
those changes have now been inplenented. There is
a fairly prom nent warning statenent that directs
the attention of prescribers to this possible
event.

Now, that |anguage as it currently is

witten suggests that causality has not been
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established. One thing that m ght be done to
modify that, if there is agreement on this, we
could say that causality has now been established
for this risk in pediatric patients.

In addition to that, we could go beyond
that and provide specific suicidality findings in
the | abels for different products. W could also
provi de nmore specific information about the
efficacy findings for specific products in that
| anguage.

There are other things to talk about in
terns of that warning statenment including things
i ke bol ding | anguage or putting black boxes.
These are all options that are on the table.

The other option that you need to think
about, and you heard many yesterday in the open
session ask us to do this, you can think about
contraindications. The one thing | want to point
out is that in this country, for our |abel, a
contraindication neans never. |t means that that
drug will never be used in treating these patients,

it is not an option.
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The other thing | want to point out is
that the term "contraindication" has different
meanings in different regulatory settings. 1In sone
settings, it does not nean never. |f you read the
fine print in the UK for exanple, there is a
suggestion that specialists may still use that
drug. So, you need to keep that in nmind that in
this country, a contraindication nmeans that that
drug is never an option.

In addition to | abeling changes, there are
some ot her obvious actions that we can and al nost
certainly will take. Qur plan at present is to
wite a nedication guide. This is basically
| abel i ng which ideally woul d be attached to the
medi cation when it is prescribed in unit of use
packagi ng.

In addition to that, we will undoubtedly
have anot her public health advi sory when we decide
on what needs to be done, and we will try and
communi cate these findings to our partners.

Now, what | would |like to do again is to

qui ckly go through the questions and the topics.
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The first topic is again we would |ike to have your
comrents on our approach to classifying these cases
and to our analysis of the data.

One of the questions for which we really
need to have you vote on is do you feel that the
suicidality data fromthese trials support the
conclusion that any or all of these drugs increase
the risk of suicidality in pediatric patients

If the answer to that question is yes, to
whi ch of these nine drugs does this increased risk
apply, in other words, is this a class effect for
all antidepressants, does it apply to certain
subcl asses within this broader class, or to
speci fic drugs?

If thisis aclass risk or if it applies
to certain drugs, how should this information be
reflected in the labeling for each of these
products, and what, if any, additional regulatory
actions should the agency take?

Finally, there is this question about what
addi tional research is needed to further delineate

the risks and the benefits of these drugs in
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pediatric patients with psychiatric illness.

At our last meeting, | suggested one type
of study that you mght think about, and I am going
to nmake that suggestion again, because we think
that this is one study that m ght get at one of the
deficiencies here, and that is, not only do we not
have enough information about short-term benefit,
we also have little information about | onger term
benefit or risk.

One way of getting at |longer term benefit
is the random zed wi t hdrawal study. Basically, the
way the study works is that patients who are
responders or appear to be responding to treating,
at sonme point in the course of treatment, are
random zed to either continue on drug or random zed
to pl acebo, and one looks at tine to relapse as the
out cone.

Now, | know there are concerns about that
desi gn. You know, one concern is the ethical issue
of taking patients off a nedication when they
appear to be responding. | agree that is a concern,

but | think there is a way of dealing with that.
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The usual randomi zed withdrawal trial is
done after too short a period of tine on treatnent.
I nmean typically, they are done now after 12 weeks
or so of treatnent. That is too soon. No
clinician would take a patient off of one of these
medi cations at that point in tine.

On the other hand, at some point in the
course of treatment, whether it is six nmonths or
nine nonths or a year, it seens to ne that it is a
reasonabl e question. At sone point, you reach
equi poi se where the clinician has to ask the
question, well, is this |long enough, you know, is
there any benefit in continuing the treatnent
beyond this point in tine.

Now, that is a nuch harder study to do, to
keep patients on treatment for nine nonths or a
year before you random ze them but that would be a
way of answering that inportant question of whether
or not there is continuing benefit beyond that
point in time.

The ot her concern that has been raised

about these trials is the issue of distinguishing
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bet ween wi t hdrawal synptons and rel apse. Again, |
agree that this is a reasonable concern, but I
think there is also a way of addressing that.

In clinical practice these days, these
drugs are tapered. One doesn't stop themcold
turkey. | think that could also be part of that
design, and that could address that issue. So,
that is one thing to think about.

Before | end, | want to | eave you with two
thoughts. W clearly have an obligation at FDA to
informclinicians and patients about the risks that
are associated with these drugs, and we take this
obligation very seriously.

Al ong those lines, | just want to point
out that our current regulations do not require the
sanme level of certainty with regard to safety in
terns of causality as is required for efficacy. In
ot her words, we can issue warning statenents with
sonewhat | esser certainty about causality than is
required to support a claim

Secondly, as | have pointed out severa

times, the lack of efficacy data in this setting
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for nost of these drugs needs to be part of this

di scussion. On the other hand, and I am not making
your job easy, please bear in mnd that depression,
whether in adults or children, is a very serious
illness that is associated with norbidity and
nortality quite apart fromwhatever role

anti depressants ni ght have

As was pointed out yesterday, this is the
maj or cause of death in this popul ation, the
depression itself, so please bear that in m nd.

I have very profound respect and gratitude
for the clinicians who are out there on the front
lines still willing to take care of these patients
despite what has beconme a very controversial and
difficult environment.

I hope that as we discuss these issues and
make a decision, that we not make it inpossible for
themto practice nedicine.

Thank you.

DR. GOODMAN:  Thank you, Tom for a cogent
and cl ear presentation.

I would like to ask committee nenbers if
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they have any questions of Tom
Committee Questions and Di scussion

DR FOST: This is for Tomor anyone el se
who has a handl e on the nunbers. | know there is
no precise answer to it, but it would be helpful to
me to just hear you or soneone el se, maybe Dr.
Shaffer, if he is still here and is allowed to
tal k, this question.

Suppose there were no SSRI's, suppose they
were contraindicated, that is, prohibited,
approximately, let ne just ask the question about
sui ci des, about conpl eted suicides, and |
understand there is no suicides in the FDA data,
but based on everything that we know,
approxi mately, would there be nore suicides, fewer
sui cides, or the same amount if there were no SSRIs
in children?

DR. TEMPLE: There is not going to be any
way to answer that, in part because you can't do
rigorous studies of the kind that woul d answer
that. No one is going to |let you not treat, not

institutionalize, et cetera, soneone who is getting
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worse and worse, and it would require long-term
studi es presumably against no treatnent, and it is
not easy to figure out how anybody is going to do
t hose.

So, you are left with the kind of data
t hat peopl e have pointed out is always uncertain,
the data on suicide rates and whether they are
going up or down, so it is very hard to answer that
questi on.

There were no conpleted suicides in the
pedi atric data, so that doesn't give you a clue.
You can formyour own judgrment about whet her
i ncreased suicidal behavior or thinking is going to
lead to suicides in a certain fraction of cases.

It is hard to imagine that it couldn't, but you
don't know what that ratio is.

The success rate of suicidal attenmpts is
relatively low. | gather it is higher in nales
than fermales, but | don't think there is going to
be ways to put nunbers on that.

You have to form your judgnent about

whet her you think the overall decline in suicides
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has got sonething to do with therapy or has
something to do with other aspects of life in the
United States, and nobody can give you a firm
answer to that, as Dr. Wsowski said and as others
have said. So, it is very hard to answer that
questi on.

Certainly, some of the people who spoke
yesterday, sone of the treating physicians were
quite sure that they were hel ping people with the
drugs, and you heard famlies who said that their
rel ati ves were nade nuch worse by the drugs.
Putting nunbers on that, though, isn't feasible
based on the data we have

DR. FOST: A related question. To those,
Dr. Shaffer and others who note a decline in
suicides in the United States, in parallel with the
i ncreased use of SSRIs, and let's just say which
shoul d be an increase in suicidality, suicida
i deation due to SSRI, what is the hypothesis there,
that there is fewer suicides, but nore suicida
i deation? That is what the data seened to suggest,

and | am confused by that.
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DR TEMPLE: Can | neke anot her coment?
The studies you are | ooking at are all the
short-term studi es. As Tomwas pointing out, we
have none of the long termsort of rel apse
prevention data. It seens entirely possible that a
drug could be causing early suicidality, but once
you are over that period, it prevents rel apse,
whi ch coul d have an i npact.

You know, there is just literally no way
to sort that out with present data. | nean it has
never been ny thought that any benefit these drugs
have consists entirely of their treatnment of the
acut e epi sode, because in adults anyway, we have
|l ots of data showing that the likelihood and tim ng
of relapse is affected by continued therapy.

As Tom sai d, nost of those studies go
earlier than you would like to do in a pediatric
popul ati on, because they consistently show that
quite reliably. Maybe that is where their
importance is, it is very hard to know.

DR GOCDMAN: Dr. Pine is next.

DR. PINE: | have a question about sone of
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the regulatory options. In thinking both about a
nunber of the comments that were nade yesterday, as
wel | as your comments at the end about how
difficult the decision that we will have today,
related at least in part to the dearth of data that
we really need.

Are there any options froma
phar macovi gi | ance standpoint as far as regul atory
actions that mght increase the degree to which we
are focusing over the next time period on the
energence of these events or bring, you know, new
data over the next nonths to years based on a
regul atory action?

DR. KATZ: There is the mechani sm of Phase
IV requirenents that say we can inpose requirenents
on sponsors to do various studies in Phase |V and
post marketing environment. The question would be
what those studies would |ook Iike. | think that
is the question.

There are other obviously entities, the
Nl MH and others who were set up obviously to do

|large trials, and again the question is what woul d
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those trials look like. You could do | suppose

|l arge long-term and again, you have heard,

think, a lot of people say that there is a need for
| ong-t erm dat a.

| suppose you could do | ong-term
conparative trials, you can't do long-term
pl acebo-controlled trials, so other than the sort
of random zed wi thdrawal design | think that Tom
tal ked about.

So, there is a nechanismto require
st udi es.

DR PINE: | guess | amnot so nuch asking
about studies, and this maybe is a bit of an unfair
anal ogy, but in New York, for exanple, as well as
ot her states, whenever you wite a prescription for
a psychostinulant, there are a whole host of
procedures that kind of go with that, that are
designed to allow nonitoring of the use of
psychostimul ants and the associ ated effects.

Is there any--again, | realize | am
thinking a little bit out of the box--is there any

formof, | don't know, conputer based or nonitoring
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systemthat night give us a better handl e on how
many of these events are actually happening in
regul ar treatnent?

DR TEMPLE: ODS shoul d conment on that,
but it is worth just |ooking at, say, the study Dr.
Jick tried to do. There isn't any no-treatnent
group in that. He is just conparing the risk with
one group of drugs with another, and you can
definitely do studies like that, but if you tried
to conpare treated people with untreated people,
there will always be the concern of whether the
groups are fundanentally different, a very
difficult problem because people are treated.

There m ght be environnents in which
treatment is not so common, where there is |ess
l'ikelihood to treat. WMaybe in those environnents,
you could do something like that, but Anne wanted
to talk.

DR. TRONTELL: Just to expand briefly, you
are tal ki ng about using observational data as Dr.
Tenpl e pointed out, where you don't have a contro

group, and al though you m ght register patients, we
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have seen even in clinical trials that we have been
di scussing this past day, that the issue of

ascertai nnent of these events is very conplicated
when you actually have a clinical trial nechani sm
in place to capture those events.

The ot her challenge that you face with
observational data, because people don't receive
the drugs randomy, there is a phenonenon call ed
"confounding by indication,” in fact, sone of your
sicker patients you mght presune are the ones who
are getting the nedication.

We try and control for that, but it is
very conplex. | think the better optionis to
think of sone systematic way, and then you are in
the real mof studies, as Dr. Katz was saying

DR MURPHY: | just wanted to follow up on
one last thing. Because we already know that using
the system we have now for foll ow up
post-exclusivity because it is already mandated
that we do one-year reporting once these products,
whet her they are approved or not, so we are | ooking

at all -use.
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We do | ook at that and we report that, and
we know that that is not going to informus, you
know, to answer the questions we need to answer,
because of all the things that will inpact that
reporting.

DR GOCDVAN:  Dr. Tenple.

DR TEMPLE: | just wanted to nmention one
rel ated, but not quite on-point matter. W talked
yest erday about concern that the studies that had
been done to gain exclusivity m ght have been not
as good as we would Iike.

We weren't particularly tal king about the
design of the studies, which we think is okay, but
let's say the approach to them Maybe there was
too nmuch of a rush, and so on. If we were to put
out a witten request now, it would be one that
required a third armto the study, nanely, a Prozac
arm because we know that Prozac can be shown to be
effective.

So, the study wouldn't count unless it had
been able to show that it had what we call "assay

sensitivity," the ability to tell effective drugs

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (39 of 406) [9/28/2004 12:31:35 PM]

39



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

fromineffective drugs. We couldn't do that before

because there wasn't anything at the time we wote

those requests that was known to be showable in

children, but nowthere is. There is three studies

that all seemto show sonet hi ng.

So, we shoul d have much better information

about what the pediatric popul ation does in future

requests. That doesn't help the present
di scussi on.

DR MURPHY: | wanted to address that
i ssue again, too, because | think I want the

conmittee to be very clear on the fact that the

Agency tells the conpany very clearly the type of

studi es that need to be done.

We do give them you know, a broader

pi cture of the nunber of patients. W tell them
what we know will be the mininum and, in general,
I think Tomwoul d agree that nost of these studies

have cone in with the nunbers in each armthat we

have seen in other studies where they have shown

ef f ecti veness.

So, the point here being that we do have
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control over the types of trials that are done, the
nunber of patients, and the nonitoring. However,
because there is a tenplate up on your web that
basically tells you what we ask for in depression
trials.

When you | ook at what the safety is, as
has been pointed out nany tinmes, these trials were
not set up to answer that question. So, | think it
is those kinds of issues that we would like to hear
nmore about today. As Dr. Tenple said, it is how
better to do these trials in the future.

Thank you.

DR GOCDMAN:  Thanks for that statenents,
Di anne. | just want to make sure | understand it
conpl etely.

I think what you are saying, that if the
conditions had been different at the time, that is,
that the drug conpany was required to show, not
only have a study, but a study that was positive.
Then, the design would not have been any different,
the sanpl e size would not have been any different

under those circunstances than the ones that

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (41 of 406) [9/28/2004 12:31:35 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

existed at the tinmne.

DR. MURPHY: | think what we are saying,
that for the trials that we designed, they were the
same for the one that did show some effect, which
is Prozac, as those that did not, and that what we
don't knowis if a conpany is putting a trial
together, and let's say we said that they had to
have 300 patients to get their exclusivity, but for
other reasons they really wanted this product
approved, and they felt the enroll nment was not
going the way that they needed, would there be some
other push within that conpany to then go out and
get nore patients, so that their enrollnment would
be better versus an exclusivity where all they had
to do was neet that criteria

I am making that nunber up. | think the
i ssues that people were trying to get at is that is
there a difference that affects behavior when you
just know you have to do certain things versus you
have anot her goal, which may be approval

DR GOCDVAN:  Dr. Tenple.

DR TEMPLE: The requirenent for a third
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armin evidence of assay sensitivity leaves it up
to the company to decide how they are going to do a
successful study. They can | ook at the available
data on Prozac and say, oh, here is the nunber |
need, here is the kind of patients | need. That
succeeded in those three trials.

They woul d then know that the trial would
have to be one that can show the difference between
Prozac and pl acebo. That doesn't nean their drug
has to show a di fference between drug and pl acebo.

That woul d be determ ned by the results,
and there is no obligation that the drug be
successful, but we would at | east know we had a
study that was capabl e of detecting effective drugs
and di stinguishing effective drugs fromineffective
drugs.

That woul d then beconme a requirenent for
nmeeting the terns of the witten request because
they woul d have to show that they had an adequate
study. Before there was an effective drug, there
was no way to do that. You couldn't tell whether

the study was a good study or not.
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DR GOCDVMAN:  Dr. Marangell.

DR. MARANGELL: If | could go back and
address the question of what would the hypothesis
be for long term certainly, in the absence of
data, there is sone degree of speculation. | do
have a question directly to the FDA. Is it okay if
I respond?

I think the nunmber one hypothesis would be
in the short run when you have depressed patients
who are not yet stabilized, you may see an
i ncreased risk, and you do see certainly in this
popul ation an increased risk of suicidality.

| imagi ne that what we would see with
Il onger termdata is a substantial decrease in
suicidality over tine, and that is what we are
inferring fromthe cohort and the epidem ol ogic
data. | think that clinically makes sense, as well
as nechanistically nmakes sense.

The question for the FDA, can you give us
a sense, | nean do we feel confident that we
actually have all the available studies nowin both

children, adol escents, as well as in adults, and
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what is the FDA policy on requiring review of those
studi es including negative studies, when do they
come to you and when do they beconme publicly
avai | abl e?

DR. TEMPLE: Well, let ne start, others
can coment. Wen you submt to us an application
to change the labeling, to add a claim say, for
pedi atric use, you are clearly obliged under the
|law to provide every study, successful ones,
unsuccessful ones, things that were interrupted,
and so on.

As far as we know, we are getting all
those studies. O course, if there were sonething
that were done that we didn't know about, well,
then, we wouldn't know about it, but as far as we
know, we are getting themall.

So, nost of the pediatric subm ssions to
us were associated with |abeling requests or
sonething like that, so as far as we know, we have
all those data.

Di anne can tell you what is required under

the best BPCA, and | think there, too, they have to
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provide them W have no rule that affects whether
peopl e have to publish results. Congress is
considering that, so are the journals and everybody
is tal king about that.

Under BPCA, however, when we grant
exclusivity, we provide summari zed results, and we
have done that for the drugs where the witten
requests were witten after the BPCA, and we have
gone back and asked the conpanies for perm ssion to
sunmmari ze our analyses for all of the others where
it wasn't totally clear whether we could do it or
not .

So, the summarized result, that is not the
same as a conplete study report, the sumari zed
results are now avail able publicly on all of those.
| am sure between PhRVMA's commitnent to provide a
registry between the journals insistence that they
will get a registry, between congressiona
interest, | amquite confident that there will be a
change in the way things get published.

DR. MJURPHY: The only thing that | could

add to that is that for the commttee, for the
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routine practice within FDA, if a conpany subnits
an application, we review it, the studies are
negative, there is no public acknow edgnent of that
unl ess the conpany for sone reason wants to make
that know edge public. W are not allowed to
comrent on that.

Now, under BPCA, it said, it has a
di scl osure section that says you, FDA, wll
publish, as Dr. Tenple is referring to, the
sunmmari es, the medi cal and pharnmacol ogy sumari es
up on the web--nmake them public, and actually, we
have chosen to do that on the web--and we have done
t hat .

One of the issues that has happened is
that between the enactnment of the new | egislation
and the old legislation, legally, things were
consi dered i ssues under the old legislation, so
even though the studies cane in, we had to reissue
all those witten requests to be able to say they
now were subject to this new mandate.

So, what again Dr. Tenple was telling you

is that unfortunately, nany of the antidepressants
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came in, in that period when we had not yet issued
that letter, but despite that, we have asked the
sponsors to allow us to put those sunmaries up, and
they have given pernission to do so.

That is why yesterday we said up on the
web now are the summaries. Again, this is not the
data. There is variations in, you know, sone
medi cal officers will put in nmore information than
others in how nuch data is in these summaries, but
they are up now, publicly avail able.

DR. MARANGELL: Is that true for adults,
as wel | ?

DR MURPHY: No, adults are still under
the sane standard. |In other words, if the study is
negative, we don't talk about it.

DR MARANGELL: So, as an exanmple, if an
anti depressant manufacturer did a study in a new
indication for a drug that is currently avail abl e,
found increased risks of suicidality, no one would
be under any obligation to make that public?

DR MURPHY: That is a different issue.

DR. MARANGELL: But that is the question
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DR. MJURPHY: The issue is safety, and the
Agency al ways has the ability to make public safety
i ssues that arise.

Bob, do you want to say anything el se
about that?

DR. TEMPLE: W consider, for exanple, if
sonmeone with an anti depressant conmes in for,
don't know, obsessive conpul sive di sease, and we
don't buy it, we do not nake those data avail abl e,
they are considered confidential comrerci al
information. Cbviously, a lot of the people, a |lot
of the public doesn't |ike that approach. W think
that is what we are required to do. | can't
comrent on that, | amnot the | awer here.

However, conpani es have a separate
obligation for drugs that are narketed to report
serious and unexpected, and any serious adverse
reactions to us, and to do so pronptly. A finding
of increased suicidality where that was not known,
clearly nmeets that test, and they woul d be obliged
to report it to us. |If we then thought that was

true, we would add it to the | abel or do whatever
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we are supposed to do.

So, safety data neets a different
standard. A new carcinogenicity study or
sonet hing, those do have to be reported to us.

O her studies have to be reported in the
annual report, but they are not necessarily
reported in detail, and not that nuch is
necessarily nmade of them and they do not
necessarily becone public.

DR GOCDMAN:  Dr. Poll ock.

DR. POLLOCK: Yes, the serious safety
i ssue would have to be reported while the trial is
ongoi ng to you, right?

DR. TEMPLE: Well, if it arises froma
trial, it has to be. Actually, the requirenents
for reporting serious unexpected events in a tria
are nore or less identical to the requirements
before a drug is marketed. They have to be
reported to us within 7 or 15 days.

A finding froman epi dem ol ogi ¢ study,
there is sone judgrment involved in whether that

represents the kind of thing that has to be
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reported pronptly, but they basically do.

DR. KATZ: There is also some judgnent
i nvol ved in whether or not an event is considered
to be unexpected. So, for exanple, suicide in a
study of patients who are at risk anyway m ght not
be reported to us in real-tine, because it mght be
considered to be expected, the blind is stil
intact, you don't knowif it's drug or placebo if
it isin the context of a controlled trial

Afterwards, though, when the trial is done
and anal yzed, and it turns out that there is an
i ncreased incidence on drug conpared to pl acebo,
that is sonmething we would find out about.

DR. GOODMAN: Go ahead, Dr. Poll ock.

DR POLLOCK: | actually wanted to explore
your thinking a little bit about the recomendati on
for a maintenance trial. | guess there are a
couple of things. One is if there is this acute
toxicity that we are concerned about, clearly, it
doesn't address that because you are dealing with
the children or the adol escents who have actually

responded, and then are w thdrawn.
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But | wondered if there was inplicit in
your request for that, a concern that still that
the shorter half-life SSRIs seemto be, nmaybe not
statistically, but certainly qualitatively nore at
risk in causing this phenonenon

I was taking that as inplicit perhaps in
your suggestion, maybe | amover-interpreting it,
but is there a belief that somehow -1 nean it just
seens nore than coincidence that signals seema
little bit higher.

I know it has now emerged with Prozac, but
certainly, Effexor, venlafaxine stands out at one
end, then followed by paroxetine, and if there was
kind of an inplicit question that you were asking,
assuning that people are still using after we are
finished, you know, those medications, that you can
require that those manufacturers actually conduct a
serious mai ntenance trial as part of you were
sayi ng your Phase |V regulatory requirenent.

DR. LAUGHREN: We certainly, you know,
until we saw the TADS data, were entertaining the

notion that discontinuation m ght be one
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expl anation for the bigger signal, the apparent
signal that we are seeing with Paxil and Effexor.

The TADS finding certainly challenges that
notion as a unitary explanation, since that is the
single trial anong the 24 that, by itself, has a
statistically significant finding for that signal
That doesn't mean that the other explanation isn't
possible. | mean this could be a much nore conpl ex
situation than one mght seemat first gl ance.

But a mmintenance trial is not going to
answer all those questions. | mean a maintenance
trial is only going to answer the question of
| onger term benefit, but the reality is that many
clinicians, despite these concerns, are probably
going to continue to use these drugs, and we have a
dearth of information about what the |onger term
benefits are. The maintenance trial is one way, |
think, of getting at that.

Now, there is this issue of howto
interpret emerging synptons in that setting, you
know, when you take patients off the drug. O

course, the drugs like Paxil and Effexor, that are
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known to have a stronger signal for

di sconti nuation, obviously are a challenge in doing
that kind of trial, but |I think that one could, as

one does in clinical practice, taper those patients

to try and address that, and then | ook for what
woul d be considered for rel apse.

DR GOCDVAN:.  Dr. Tenple.

DR. TEMPLE: There is another reason to do

random zed wi thdrawal studies. As everybody knows,

in adults, the failure rate for conventiona

clinical trials of the acute episode is about 50

percent. That is, half the trials can't tell drug

from pl acebo, and that is true even when you

include a third armof a drug that is known to

work. That appears to be the nature of the beast.

Nobody really has a good expl anation

because if they did, they would fix it, but we at

|l east think it has sonmething to do with the

envi ronnment and the di scussions that go on even
informally, even if it is not planned as part of
the treatnent

In the random zed wit hdrawal setting,
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success rate for drugs that are known to work is
nearly 100 percent. Very few of those trials ever
fail

There are at |east two reasons. One, only
peopl e who seemto be doing well are in the trial,
so they are enriched with a responder popul ation
You can nmeke of that what you will.

The other possibility, though, is that the
environnmental things that hel p people get better
aren't really there, they are just out living in
the conmmunity, there is nothing nurturing about it.
They are just back in their usual environnent.

So, one of the attractiveness of these is
to find out whether the drugs actually provide sone
benefit, even in people who seemto be doing well
on them which seens an inportant question here.
mean, as Tom has pointed out repeatedly, the
failure of nbst of the drugs to show effectiveness
doesn't nmean they don't work. On the other hand,
we don't have evidence that they do work, and that
is not irrelevant either

A good way to show that, if they do, is
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the random zed withdrawal study. At |east that has
been the history in adults, so there is a |lot of
attractiveness to it.

DR. GOCDVMAN:  Dr. Chesney.

DR. CHESNEY: Thank you. | have two
questi ons. The first one is for Dr.
Mur phy and Dr. Tenple, and the second for Dr.
Laughren. The first question addresses the
exclusivity issue. | feel like in this case, we
bypass the Phase |/ Phase Il stages that we would
normal |y go through with new drugs, so we never did
do t he pharmacoki neti ¢/ pharmacodynam ¢ dose fi ndi ng
in children that we woul d have done had these been
new dr ugs.

I wondered, | probably should know this,
but could either of you explain, when we offer
exclusivity with a newdrug, if it is a newdrug to
children, do we require those studies, or do we
not? | amsure it is not that straightforward.

DR. MURPHY: We did required
phar macoki neti ¢ studies. Actually, on the

tenplate, we outline three types of studies. They
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have to do two randomni zed, doubl e-blind,

pl acebo-control l ed, acute treatment trials with
recomendation at six to eight weeks for safety and
efficacy. They also are to do a pharnacokinetic
study to provide information pertinent to dosing of
study drug, and they are to do a safety study.

So, all of those were asked for. Now, if
you are asking do we go back and demand redoi ng
dose finding again in these, no, they were not
worded that way. It was said that the PK study
could be a traditional PK or, alternatively, a pop
PK, and actually, | don't think that the study had
any other information that would have, in essence,
told the conpany that they needed to redo the dose
finding, if that answers your question

DR CHESNEY: So, do we have dose
information on all of these drugs? Do we know what
the usual ranges are, and what excessive ranges
are, all those things?

DR GOCDVAN:. Go ahead, Dr. Katz.

DR KATZ: | think Tom nentioned this in

one of his slides yesterday. The witten requests
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that we issue now are very different fromthe
witten requests we issued that probably generated
nost of the trials that we are tal ki ng about here
yest erday and today.

As Di anne pointed out, for example, in
phar macoki neti cs, we gave sponsors the opportunity
to generate the kinetics in kids based on so-call ed
popul ati on pharnmacoki netic anal yses, which is to
say fromdata generated in the controlled trials.

So, it was sort of after the fact. It was
just what is the kinetics of the doses you happen
to give in the trials.

In the earlier witten requests, it was
sort of the pediatric drug devel opment was sort of
tacked onto the adults, in other words, when the
trials were designed even, the treatnent effect
size, for exanple, was used to cal cul ate sanple
size was taken fromthe treatnment effect size seen
in adults. W had no information, even prelinminary
information in kids.

So, we didn't have a lot of prelinmnary

information in those days that could inform

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (58 of 406) [9/28/2004 12:31:35 PM]

58



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

adequate trial design in this population, in this
setting.

Nowadays, we ask for different things. W
ask for formal PK, so we can |learn before the
definitive trial design, what the kinetics are,
what doses give rise to what plasnma |levels. W ask
for dose finding studies, so we can determne
before we design the definitive trials what the
tol erated dose range is.

So, the witten requests are much
different now than they were at the time that the
requests are generated, these data were witten.

DR MURPHY: Just to reinforce that is
that these were sone of the earliest witten
requests that went out, so they really, as has been
stated, and | think we tried to say this earlier
on, we are | earning.

I mean because of the lack of prior
research and sone fundanental scientific questions
haven't been answered, we are learning fromthe
trials that we have now about how to do a better

job on designing sonme of these trials, but these

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (59 of 406) [9/28/2004 12:31:35 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

were sonme of the very earliest ones that were
i ssued.

DR CHESNEY: Dr. Tenple, did you want to
comrent on that?

DR. TEMPLE: Well, | just wanted to say
there isn't any pharnmacodynam ¢ neasure to all ow
you to do what is called PK/ PD other than
effectiveness itself. 1In a lot of cardiovascul ar
settings, there is at |east sonething you think
relates to the desired effects, so you can do
relatively short-term studi es and get a PK/ PD
rel ati onshi p.

Here, your only way to do it is to insist
that every drug, every study be a dose response
study, which is of considerable difficulty. W
have trouble getting really good data even in
adults actually given the sanple sizes invol ved,
but there isn't any neasure yet. Maybe one of
these days there will be an MRl neasurenent or
somet hi ng, but not vyet.

DR CHESNEY: Well, | don't want to

overstay ny welcone, and | do have a question for
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Dr. Laughren, but one does wonder about sone of
these children who didn't even express ideation and

just suddenly, very early on, if they didn't have

excessive levels. | guess that is one issue | was
getting to.

Dr. Laughren, | wanted to cone back to the
point Dr. Pine was naking. | thought Dr.

Rei singer's point in the open session yesterday was
a very interesting one, which is that you would
have to undergo sone ki nd of conputer-based
| earni ng program or sone kind of programthat
aut hori zed you to prescribe psychoactive drugs.
Certainly, we have to do conputer-based
CBLs for all kinds of things in our hospitals and
in other areas nowadays. That had a rea
attraction to ne, and | guess the question is what
kind of authority does the FDA have in an area |ike
that, can you say that anybody that prescribes
SSRI's nmust do a conput er-based | earni ng program on
line, or is that something that the professiona
soci eties take on?

You offered several options, black boxes,
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revised | abel warning, but is this a potentia
option?

DR. TEMPLE: We can certainly reconmend
things like that. Every labeling for a cancer drug
says that this should only be used by people who
are trained in oncology. That cones with no
enforcenment on our part except that people nmay be
anxi ous about the consequences if they don't have
that training.

A | abeling recommendation is certainly a
possibility. A step further to limt the drugs to
peopl e who have been given that way, those are very
iffy questions, and it is not clear whether we can,
in fact, do that. There would have to be a debate
about it.

There are some exanples of fairly
interventionist activities. As you all know, you
can't get clozapine unless you have a white bl ood
count, so no blood, no drug.

There are not a whole | ot of other
exanples like that, but there are other cases where

patients nust be given a formthat |ists what sone
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of the adverse effects nmight be, and things |like
that. You have to weigh the risk you are concerned
about with the burdensoneness to the comunity and
to the nedical profession of those kinds of

i nterventions.

Putting sonething in | abeling about what
you shoul d know doesn't carry those kinds of
concerns, so if something sensible, suggesting that
peopl e ought to be trained in a certain way seened
like a reasonable thing, we could certainly
consi der that.

DR TRONTELL: | would just like to add on
to Dr. Tenple's coments, because the FDA regul ates
drugs, but doesn't regulate the practice of
nmedi cine, and we walk a fine line in terns of
dealing with some drug products where we may feel
as with clozapine, that only very tight controls on
prescribi ng and di spensi ng and use of the product
are al |l owed.

There are a very small handful of drugs,
they tend to be the exception rather than the rule,

where training has been required as a condition of
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approval. One product in particular is the drug
product dofetilide, where, in fact, training is
required for pharmacists or clinicians. There is a
hi ghly structured way in which that product can be
used.

Agai n, those have tended to be reserved
for situations where we feel the drug cannot be
safely used w thout that very high | evel of
precaution. It is extrenely difficult to put those
in place for products that have al ready been
mar ket ed and used by professional s.

DR. CHESNEY: The public sees your role
think in a nuch broader perspective, as we heard
yesterday, and | think that is something that is
useful to clarify as to where your linmts are. You
mentioned there is a fine line, and | think that is
what we are all |ooking for, is where does your

authority end and that of prescribing physicians

begin, | guess in a sense.
DR. TRONTELL: | don't think we yet have
an answer. | think we always have the authority of

our agency and hopefully, our ability to persuade
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i ndividuals, but I think that the actual |ega
authority to do sonme of these is a matter of debate
wi thin and outside of the agency.

DR. GOCDMAN:  Dr. Nel son

DR. NELSON: | would like to return to the
topic of the incentives on the part of industry to
performwel |l -conducted trials.

There has been a | ot of discussion about
the evolution of the witten request and about the
i nprovenent with three-arm studies and changes in
the ability to request that, but ny understandi ng,

I aminterested to know if this is accurate, is
that there is still two potential |inkages that
don't exist that night decrease the incentive to do
a wel |l -conducted study, and that is, absent safety
concerns, there is notie to putting any efficacy
information in | abeling, so that they receive
exclusivity if a labeling change occurs.

Second, is that there is no link of
exclusivity to a well-conducted study unl ess that
has changed with witten request, since | read them

on the current web site, there is one asthma study
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where there was nenbers of the drug group that had

no drug | evel, nenbers of the placebo group that

had neasurable drug levels, and the FDA concl uded

that the data was uninterpretable, but

nevert hel ess, exclusivity was granted.

I am wondering, is that a problemwth the

witten request that is now fixed, or is there

ot her solutions that would need to be put into

pl ace, such as legislation, to address those two,

what | perceive as gaps.

DR. MURPHY: | think there was significant

di scussi on about how exclusivity shoul d work,

should it be only if the product is approved. |

was not privy to those discussions, but | know they

occurred.

The reason for why it was put in place the
way it is, | can't give you, Dr. Nelson, but | can

tell you that one of the explanations | have heard

is that there was such little data, and FDA was

given the authority to define the trials, so again,

as you have heard, we would like to inprove, and we

know we have to learn fromwhat trials we have,
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that by providing FDA the authority to define the
trials, that they hope that the trials would be,
you know, of the best that they could be, and that,
therefore, we would learn fromthe trials even they
were failed, because that is inmportant information,
failing is inportant.

So, | guess what you woul d say, you are
asking if, and that is in a nunber of our |abels,
and that is a whole other discussion, but in
situations, you know, we know that is the only
study we are going to get and this is it, failing
is put, that they failed to show effectiveness has
been put in the label in a nunber of situations,
and certain dosing or safety information.

As | said, about a fourth of the tinme, we
are describing, even irrespective of whether the
study is positive or negative, we are finding
safety signals, you know, inportant dosing
informati on, and we are able to put that
information in a | abel

The intent is that the information that is

obt ai ned, whether the product is proven to be
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effective or not is inportant, and that safety
i nformation, et cetera, would be obtained.

So, that is the best explanation | can
give you as to why it is set up the way it is right
now.

DR NELSON: | understand, but let ne
focus ny question, | guess. Right nowthe efficacy
or lack of efficacy data is not in the existing
| abeling that we are discussing, so, for exanple,
just to pick one, paroxetine, there is five
studies, and the pediatric use just says it has not
been established.

Al'though that is a true statenent, it is a
bit m sl eadi ng because nmany people interpret that
to nean the studies hadn't been done.

The other question is you could ask them
to do a three-armactive control study, but if they
do it badly, do they still get the nobney? Even if
they have done it, if they do it badly, do they
still get the noney?

DR. GOCDVAN: Dr. Tenple wants to respond

DR. TEMPLE: If the witten request says
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you need to do a three-arm study and need to show
that the trial has assay sensitivity, that is, the
ability to distinguish active drugs fromi nactive
drugs, and the Prozac arm doesn't beat placebo,
then, they would have failed to neet the
requirenent of the witten request.

We couldn't do that before, as | said,
because we didn't have a known active control, so
we woul dn't have known what to say. So, in that
case, the incentive to do a proper study becones
quite clear. |If they don't do a proper study, and
succeed in showi ng that, they would not get
exclusivity.

In other cases, we have insisted that the
vari ance be such that for, say, a blood pressure
drug, an effect size of 3 or 4 millimeters of
mercury could be detected, so if the whole thing is
done sloppily and they could not have detected such
a thing, then, they would not get exclusivity.

Sone of the other things, however, that
you nentioned, don't have an obvi ous renedy.

mean | guess follow ng the exanple you said, we
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coul d say, oh, by the way, people should have bl ood
| evel s showing that they took the drug. Well, we
hadn't been snmart enough to think of that, and
maybe that is sonmething we should be adding, that
is, some kind of conpliance check

That, | don't think has been part of
witten requests to date. That doesn't nean it
couldn't be. The test that Congress inposed is
that if you conply with the ternms of the witten
request, you get exclusivity. That neans if we
weren't smart enough to ask a question, that is not
considered their fault, and they are supposed to
get it.

DR. MURPHY: And we have denied
exclusivity where we thought the trials were done
sl oppily, and actually, sonetines when the sponsor
said, well, we know you asked for this, but we
didn't think it was correct to keep going, so we
didn't do this for sone reason, and we said, no,
you shoul d have cone in and tal ked to us about why
you weren't going to do it, you didn't do it, we

told you, you need to do it, sorry, you don't get
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So, what | guess we are trying to say is
if it's really sloppy, and they don't do what we
tell them we deny them exclusivity. The problem]l
think we are dealing with here is that we all are
| earning how to better do the trials, and your
ot her question about whether that should go in the
| abel , the negative information should go in the
| abel, is a whole other discussion

DR GOCDMAN: | have a list of seven other
committee menbers who wi sh to speak. After we give
them that opportunity, | amgoing to ask Dr.
Wsowski to cone up to the podium W had asked
her to follow up on something fromyesterday. 1Is
there sonebody el se that has a burning--we have one
nore and that is it--two nore, that's it.

Dr. Irwin. H s question has been
answered. Thank you.

Dr. Rudorfer.

DR. RUDCRFER  Yes, thank you

I would just like to revisit a couple of

i ssues that concern me at the front end of these
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studies, and | recognize everyone fromthe FDA is
pointing out that this is a |earning process, on

the other hand, we are faced with the dil emra of

havi ng these particular trials to deal with.

The dosi ng question that was just
di scussed brings to mnd a concern | have rel ated
to how the suicidal events we have been | ooking at
wer e ascertai ned.

As | understand it, for the nost part,
these were from adverse events questionnaires and
surveys. |Is that correct? | nean there was no
particul ar suicidal scale?

DR LAUGHREN:. Well, all of these trials
i ncl uded standard depression rating instruments
like HAM D or CDRS, and so forth, and there is a
suicide itemin each of those instrunments, and that
is part of what we anal yzed.

But the problemis we don't really know
how t hose were applied. M guess is that nopst of
the event data we are dealing with were spontaneous
report or general questioning rather than specific

ascert ai nnent .
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That is really one of the areas that we
are trying to explore with Colunbia to try and work
on a nore specific instrunment for inproving
ascertai nnent for suicidality, but no, in these
trials, I don't think ascertai nment was very
speci fic.

DR. RUDORFER. M question, as we dea
with these data, would be this. | appreciate the
very dedi cated and el egant work that both the FDA
and Col umbi a have applied to these findings. The
question | have relates to the issue of the active
drug versus pl acebo groups.

Since it sounds as if nuch of the data
wer e spontaneous reports or | assunme perhaps
di scussi on between the raters and subjects, or the
i nvestigators and the subjects, | amwondering if
part of this is not dependent on the assunption
that the blind was kept intact throughout the
studies, and | wonder if we have any neasure of
that or any sort of quality control on that issue.

DR LAUGHREN. No, we have no idea of

that. That is typically not sonmething that is
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really ascertained. It is the assunption, but how
woul d you check on that?

DR, RUDORFER: In sone studies, patients
and raters are asked at sone point. | nean here,
am just wondering if, in fact, if a patient
vol unteered that, for instance, they were
experiencing sone side effects, they cone in, the
rater asks how are you doing this week, and their
first coment relates to G distress or sonething
that sounds like a side effect, if they sinmply
don't get nmore attention, in other words, maybe
there is nore discussion, maybe there are nore
questions asked as opposed to a patient that cones
in and say, gee, | amfeeling pretty good, | don't
seemto have any side effects.

Again, that would not obviate the fact
that if we find signals, then, the signals are
present. | guess | amjust concerned about the
active drug versus placebo difference.

DR. GOCDMAN: Let ne interject. | don't
think I am as concerned about the unblinding, but

your question raises at least in nmy mnd the
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possibility that in the data, is it possible that
we woul d see other somatic synptons, nore side
effects reported in those patients, who al so
reported suicidality than in the opposing group,
was there any attenpt in the data to | ook at
whet her there were any other--was any ot her
i ncrease of adverse experience outside the target
symptons of suicidality in those patients who
reported suicidality, the reason being that if
there was, that would suggest it was part of a
| ar ger behavi oral syndronme that was being i nduced
by the nedication

DR. LAUGHREN. CQur anal yses had to be
limted by what we had in our database, and we had
to design this database late |ast sumer. W
didn't anticipate all of these questions. As it
was, the database we had was a very time-consum ng
process to put together. It took a nunber of
months to get it.

They are all good questions, but we don't
have all those answers, but | agree that

ascertai nment for suicidality was not optinal here.
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DR. GOODMAN: But the question is at this
poi nt, could you go back to that same data and | ook
to see if there is a higher rate of other adverse
experiences reported in those patients who were
also identified as experiencing or exhibiting
suicidality.

DR LAUCHREN: Not without designing
anot her dat abase and goi ng back to the compani es
and waiting for a nunber of nonths, and | am not
confident enough in the quality of the data we have
here that that would justify that additiona
effort.

I nean again, these are all good
questions, but we are faced with making a deci sion
at this point intinme with what we have, and we are
asking the commttee's advice on what you think we
can do now based on what we have done

DR. GOCDVMAN:  No, | agree with that, |
understand that, but we were al so asked what ot her
advice we would give in terns of future research or
studies or data that we would |ike to see.

DR. TEMPLE: Tom we did | ook at the
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association with certain kinds of things, the

activation syndrone, things like that, right?

DR LAUGHREN: W included in our database

two ot her synptons, hostility and agitation based

on the preferred terns that the conpani es used,

again, we haven't |ooked, | suspect that there is

variability across different conpanies in what

actual |y got subsumed under those two things.

There are the only two other events, and

we don't even have the timng for that. Al we
have is an indication of whether or not, at sone
point during treatnent, a patient experienced

agitation or hostility. W don't have all the

other somatic kinds of things that you are all uding

to. That would nean going back and trying to
creat e anot her dat abase.

DR. GOODMAN: Dr. Tenple

DR TEMPLE: Let ne just nmention one other

thing that has come up briefly and that Dianne
touched on, and that is inclusion of negative
results in |abeling.

As Tom has expl ai ned at the previous
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meeting and now, as a general policy, we don't
usual ly put in labeling the fact that a study
hasn't worked, because we don't think that proves
that it doesn't work. It just nmeans that that
study fail ed.

But we are actively thinking about that
policy for the pediatric part, because the whole
poi nt of doing the studies was the possibility that
adults and children are different, otherw se, you
woul dn't even think about doing that whol e program
All | can say is we are actively thinking about it.

It is not an easy to thing to do, however,
because what you would want to say could depend on
how good you thought the study was, and then there
is the conundrum of what do you do if there is one
study that says yes and one study that says no.

That is virtually sonmebody a claim which we really
woul dn't want to do if it wasn't merited

So, | amnot going to suggest that this is
easy, but we are reconsidering this whole thing,
because the whol e point of the Best Pharnmaceuticals

for Children Act is to find the data and see
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whet her drugs work in children, and not putting
anything in seems funny, so we are reconsidering
t hat .

DR GOCDVMAN.  Dr. Perrin.

DR. PERRIN. Part of ny question Dr.
Chesney el oquently asked before, but | wonder if we
can get access to the wording that you used for
cancer drugs as perhaps a guide to us for our
consi derati ons.

My ot her quick question, | think back to
one of the FDA group is am| hearing you right that
if you have a drug that has been shown to be
efficacious in a particular indication, that al
trials requested in the future require an armthat
i ncludes that drug?

DR. TEMPLE: | amnot ready to say that
one woul d al ways do that, there are other ways to
try to assure quality, but in this setting, it is
reasonable to assert that we need to know whet her
your trial was an adequate test of whether this
drug worked, and the only way we know to be sure

that it is an adequate test is to have an active
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control, and to have that active control be
di stingui shable from placebo. Then, you know this
is atrial capable of show ng things.

W have determ ned that our future witten
requests will include a requirenent for a three-arm
trial, because that's the only way we know to be
sure that the trial is a trial that is capable of
showi ng what the answer is, and we want to be sure
we get the answer.

This comes up in witten requests all the
time, how rmuch assurance do you have to have and
how do you gain that assurance that the trial is a
useful trial, and the reason it comes up is the one
that everyone has alluded to, we don't think people
are deliberately trying to ness things up, but the
incentives to do a really good trial are greater
when you have to w n.

DR PERRIN. | ama little confused. As a
clinician, you know, typically, if | am]looking at
a new nedication, | want to know that it is better
than current therapy. | nean all of us are really

interested in that.
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There are a nunber of pediatric drug
trials, not in the area of antidepressants that |
am awar e of, where new drugs conme on the market,
approved by the FDA, where there are only
drug/ pl acebo trials, and not trials conparing the
new drug with currently approved FDA nedi cati ons.
That is where | am confused.

DR. TEMPLE: Good question. There are two
possi bl e uses for having an active control. One is
where you want to conpare the two therapies. Now,
to do that, you would need a very, very large
study, because you would be interested in even
nodest differences. That is not what we are
tal ki ng about.

We are tal king about the use of the third
armto show sonething about trial quality.

Actually, a third armis extremely conmon in
depression trials now, because if the trial fails
to show that your drug is better than pl acebo,
there are two possibilities.

One is that your drug is no good, and the

other is that the study was no good, and it is very
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i mportant to sonebody devel oping a drug to know
whi ch of those two things it is.

If the trial shows that Prozac, say,
wor ks, and your drug doesn't, you get rid of the
drug. |If the trials shows that neither Prozac nor
your drug works, you do another study. So, it is
extrenely inportant. But the two purposes of the
trials are quite different.

To actually do a conparison and try to
detect a small difference, you would need very,
very large groups. That is an unusual thing for
people to do, and usually, the drugs can't be
di stinguished. It is very hard to do that.

DR. GOCDVMAN:  Dr. Tenple, | heard you say
before, if | heard correctly, that incentives are
di fferent when you need to win. Wre you referring
to the conditions of the six-nonth exclusivity
arrangenment, and if you were, if the incentives
were different at that tinme, would you predict any
difference in the design of those trials or the
conduct of those trials?

The reason, let me say, | think that many
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of us keep harping on this point, is not so nmuch
because we think that the suicidality data would
have turned out differently. | think it is the
absence of a benefit, the absence of efficacy that
at least | am concerned about, because that is
nostly what we have in assessing benefit or those
trials, and we only have 3 out of 15 that are
positive, so if there was sonething about the
conditions in which those studies were designed or
conducted that mnight have negatively inpacted the
outcome, | would like to know it.

DR TEMPLE: Well, Russ and Tom need to
respond, but we haven't seen anything in the design
of those trials as witten in protocols that makes
them | ook any worse than any other trials. They
seemto have reasonabl e size, so there is nothing
obvi ous.

But, you know, this is an issue that cones
up when you do so-called "non-inferiority" trials.
The incentive, you know, the point of such trials
show no difference between treatnments, and as

have witten repeatedly, that is not a good
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incentive to give people.

It doesn't stimulate the kind of optinal
behavi or that you want, which is stinulated by the
need to try to show a difference between
treatments, and that is a problemhere if you don't
need to win, to gain exclusivity, and | don't
di sagree with the idea that you shouldn't need to
win, the point is to get the data. That is why the
BPCA was done that way.

On the other hand, you do want a good
trial, and one way to guarantee that the trial is a
good trial, however the drug conmes out, is to be
sure that it is capable of show ng sonething we
need to be true, nanely, that Prozac seens to work.

DR KATZ: Can | just add? One thing you
need to renenber about studies done in response to
witten requests is that they are very time
sensitive, or at least it's possible that they are
time sensitive

VWhat | nmean by that is you only get
exclusivity if your study reports, your supplenents

containing the data cone in while you still have
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sone residual patent life left or exclusivity left.
So, they have to be done within a particular time
frame. In fact, the letters that we send, the
witten requests include a date by which the
studi es have to be subnitted.

So, in sonme cases, there is at |east
potentially notivation to do studies rapidly, so
that they are done and study reports are witten,
and t he suppl enent, which includes these data, are
submitted in time, so that they can still get their
excl usivity.

So, one at |east potential question that
has been raised is enrollnment so rapid or does it
need to be so rapid into these trials that nmaybe
not all the patients are adequately di agnosed, and
maybe they have sonet hing ot her than depression

It is very, very difficult for us, if not
i npossible for us, to be able to independently
corroborate diagnoses in something, in conditions
i ke these, so we, of course, take it on faith that
they got the right patients, but maybe, for

exanpl e, because of tine constraints, they didn't
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get the right patients, and that m ght contribute
to a negative finding even if the drugs were
effective in a true population. So, that is one
possibility.

DR GOCDVMAN: | think that is a fair
answer. Anybody that wanted to comment
specifically on that? Dr. Mrangell.

DR. MARANGELL: Are you aware, is there a
greater proportion of non-academc sites in these
trials?

DR MURPHY: | don't know that we have
| ooked at that. | nmean | know that there are
definitely, in sone of these studies, very, you
know, academ c sites that have been involved in
nunerous or actually well-known to us
i nvestigators.

I do want to nake one thing again. One
thing that every division within FDA is told, when
witing their witten requests, they are asked a
nunber of questions - what is the public health
benefit, what are the trials to get to that public

health benefit, and you are not to take into
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consi deration--and nmost of the tinme they don't even
know because you would have to go into a | ot of
patent |aw-they don't know or are told to not pay
any attention to when the patents expire or the
exclusivity marking woul d go out, they rnust | ook at
it only fromwhat are the trials that they need to
have done.

Now, what is being told to you, though, is
that--and we have witten requests where the
conpani es cone back and say, well, that is not
going to hel p us, because you put a date on here
that it was due by 2007, and our patent expires in
2005, and we have said, you know, we are sorry, we
need these kind of trials.

Now, would, in that situation, a conpany
try to conpress by getting nore sites or, you knhow,
what ever, would they try to do that trial in a
different way? Yes, possibly.

I nean that is what we are trying to
expl ain the bal ance between the way the process is
set up, it is not to be driven by the tinme when the

patents are expiring, the marketing exclusivity is
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expiring, the divisions are to deternine what the
studies are that are needed to the best of their
know edge at that tine. They are to design those
studies to answer those questions.

Do we try to be reasonabl e and say, gee,
we would Iike a 10-year follow up study, but we
don't ask that for other--you know, we have to be
reasonabl e within the real mof what we woul d
normal |y ask for, for an approval product.

Agai n, though, maybe we can be--we say we
have to get this information because chil dren grow
and will go through a period where that m ght be
effective.

DR. GOCDMAN:  Thank you, Di anne.

DR, MJURPHY: So, you have to ask for
additional information, you mght not, for adults.

I amtrying to explain the process.

DR GOODMAN: | will accept sone questions
out of order if they are on this specific topic.

Dr. Rudorfer, | think you had one.

DR RUDORFER: | just wanted to follow up

on Dr. Katz's comment about whether we are | ooking
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at the right patients, which was an i ssue we
di scussed sone yest erday.

Just one point that | want to follow up
on. It is clear that in young people who present
with maj or depression, there is a disproportionate
nunber who go on to devel op bi pol ar di sorder, and
think one concern that we expressed yesterday was
that the trials are very inconsistent in that
especially in terns of accounting for famly
history, it sounded as if in sone trials, a subject
could literally be brought to the clinic by a
parent who has bi pol ar disorder, and yet the child
could be included in the trial

I realize this question mght be, as we
said, alittle out of the box. | would think that
if there is any way to encourage the conpanies to
actually try to find some of these thousands of
young peopl e and see what has happened to themin
the 5 or 10 years since they were in the study, it
could be trenmendously informative sinmply in seeing
whose | ongi tudi nal course has played out as what we

recogni zed in young adults as major depression, who
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devel oped bi pol ar di sorder, who devel oped sone

ot her disorder, and go back and re-look at, for

i nstance, those who after the fact are confirmed to
have the diagnosis that we thought they did on

i ncl usi on.

DR GOCDVAN: Dr. Pfeffer.

DR PFEFFER  Yes, | want to | guess
continue on what Dr. Rudorfer is saying, because
think diagnosis is critical, and | think we can
| earn somet hing about this that we have | earned a
little bit about depression in other real ns, too,
nanely, that children are, in fact, different than
adul ts.

So, what appears to be adult depression
and what appears to be chil dhood depression may, in
fact, be quite different, so that perhaps a | ack of
efficacy in nost of the studies tells us sonething
about the nature of the devel opnental course, first
of all.

| agree with what you are saying about the
potential for bipolar. That is one issue that is

crucial, | think, in terms of naybe the adverse

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (90 of 406) [9/28/2004 12:31:35 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

response that children are having, but also if we
think of the nunmber who had some suicidal thinking,
that also mght be a subgroup of the children who
are in these studies also.

The other part that | want to nention is
that when | gave that talk |ast nmeeting, | talked
about the conpl exities about what |ooks |ike
depression in children, and not only course and
famly history, but |life event circunstances, and
that has not been | ooked at.

So, for exanple, children who m ght have
been having imediate famly turnmoil and | ooked
depressed, that is an issue that mght have led to
some resistance in response, for exanple.

The other point | would like to nake is
that we hear from sonme of our chil dhood
psychi atri st col |l eagues yesterday who advocate to
not ban use of these drugs, because they do see
efficacy, and it nay very well be that in their
practice, with very careful assessment, carefu
di agnosi s, they are selecting the subgroup of

youngsters who potentially could respond, and
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respond very, very well.

So, | think the question of diagnosis is

crucial, which neans that in terns of the study

design, in a way, who has the nost reliability to

make a di agnosi s, and what kinds of questions
really are being asked and what data is being

coll ected that might help us even | ook at

predictability of response, and | don't think we

have that, such as life events, such as famly

hi story, such as perhaps other issues that we would

need to cone up with and under st and.
DR GOCDMAN:  Thank you

Dr. Gornan.

DR. GORMAN: A lot of us keep saying that
children are different, and I don't think it should
cone to us, then, as a surprise that children may
respond differently to nedicines than adults do.

I think I would be nore concerned about

the efficacy of these trials if they were all

unidirectional in the sense if they had all failed

or they had all succeeded. | have heard nothing

fromthe FDA to this point that says that the
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playing field has been tilted in any way since one
of these drugs in this class, which may not
actually be a class, but it seens like it mght be
a class, actually works for children in the bar
that the FDA sets up.

So, | amnow going to address ny single
question to the rushing hypothesis. After Mnday
Ni ght Football last night, | like the rushing
hypot hesis. There is one small question | have to
ask.

Prozac was the first nover in this field,
therefore, | assumed it cane to market first, and
probably then had the least tinme before its patent
extension. 1s that a safe statenent?

So, it came to market first. Did it have
the small est ampunt of time? It was the first to

go off patent, yes or no?

DR TEMPLE: | believe it was the first
one to go off patent by a little bit. It is off
patent now, and only, | don't know, are any of the

others off patent? So, we know it was the first

of f patent, which happened sort of a year ago.
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DR GORMAN: So, that would run
counterintuitive to the rushing hypothesis, because
Prozac had to get there first, and therefore, seens
to have had the least tinme and woul d be the nost
likely to be rushed to get |abeling.

DR TEMPLE: Sone of the trials were done
before this programeven started, | think, and they
were done a long tine ago.

DR LAUGHREN: One of the trials was done
by Enmslie several years before, and the conpany
obt ai ned the data and subnitted those data as part
of that supplenent. It was done in the early '90s,
t hough.

DR. KATZ: Right. The studies that we
asked for in the witten requests don't necessarily
have to be done or initiated after the witten
request is witten.

If they have a study that is very old, but
that neets the criteria that we put into the
witten request, they can use that, so they don't
have to be done specifically in response to the

witten request, they have to neet the criteria
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that we lay out, and it can have been subnitted to
us either before the witten request.

But they could have done a study many,
many years in advance before we even contenpl ated
witten requests. |If they met the criteria, they
can submt it in response.

DR TEMPLE: But, also, renmenber it's a
hypot hesis. W don't know why those trials fail.
It could be that children really don't respond.
mean we don't know the actual answer.

DR. GORVMAN:  Well, | would love to be in
the position where | can say sonething nice about
t he pharnmaceutical industry, because it sonetines
seenms to happen so rarely, but if Lilly did the
trials before there was the potential for financial
gai n, because all they were doing was | ooking for
| abeling in children without the congressionally
mandated reward for that particul ar behavior, and
therefore had these studies in place, maybe the
rushing hypothesis fails, but there is another
hypot hesi s that coul d be generated fromthat.

DR LAUCHREN:. Again, in fairness, the
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Enslie trial was funded by NIMH.  This was not
sponsored by Lilly. They went back and obtai ned
the data, and they did subsequently an i ndependent
trial that al so succeeded

DR. GOCDMAN:  Dr. Newman.

DR NEWWMAN. | think Dr. Tenple did a good
job of explaining why, if you have an active
treatment arm the trial is likely to be of higher
qual ity when asked to denonstrate that difference

I wonder if another approach to notivating
high quality studies would be to require that in
order to get the exclusivity, that the trial be
witten up in a way that passes sone sort of peer
revi ew and be published.

That way, even published on FDA web site,
that way, if the trial is sloppy and finds the drug
doesn't work, those results would not be buri ed,
they woul d becone public and that | think would
provi de sone notivation to do a good job.

|l ama little troubled. | wote down a
quote fromDr. Murphy. It said, "If a study is

negative, we don't talk about it." | think if
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that's the case, then, there is a |lot |ess
motivation to do a really good job on the study.
Way not require the studies be published, be
witten in a way that it is of sufficient quality
that they can be interpreted, and then maybe the
quality would inprove

DR. MURPHY: But for peds now, we do.
That is the difference. That statement was for
adults. For pediatric studies, well, | should say
it is for pediatric studies that aren't done under
exclusivity, but for pediatric studies done in
response to these witten requests, we now are
mandat ed to nake them public whether they are
approved, they are not approved, or even if they
are withdrawn.

DR. TEMPLE: But you are also talking
about a level of detail in the presentation
sufficient for people to really get into was it a
hi gh quality study, and things like that.

DR. NEWWMAN: Wy not ?

DR TEMPLE: it is a fairly good question

W don't believe we have authority to insist that
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things be published. W get full details, we get

all the data.

DR. NEWVAN. But you coul d peer review,
you could peer review them You could send them
out and say is this sonething that is publishable,
and have people at FDA, who | am sure are very good
at that, say no, this gets an F, you know, this is

not good enough, send it back, or you don't get the

excl usivity.

DR. TEMPLE: Well, our reviews, when we

approve somet hing, you get on our web site the

contents of our reviews, so you get to see what we

t hought of all of the studies. If we do not

approve, however, we don't believe we have

authority to nmake those data public, so you don't

get to see our reviews. That is our |ega

interpretation of what confidential comrercia

information is, and | can't rebut it or comrent on

it. It's a legal determ nation

DR GOCDVAN:  Dr. M Gough

DR, McGOUGH: Just on that point, does the

FDA now have the authority, if you wanted to, to
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put negative studies in the pediatric |abel, do you
have the authority or does Congress have to do
sonmet hing for you to get the authority?

DR. TEMPLE: W have authority. What
was sayi ng before is--and we are, as | said,
considering whether in the pediatric case, we
should do that. |In other cases, we would, too, if
we thought it was inportant to point out the
negativity, and the negativity was a true hill.

It is just the fact that if one study
fails, doesn't necessarily say that something
doesn't work, so we have been somewhat reluctant to
just do that until it was convincing.

But as Dianne said, we are actively
t hi nki ng about anending that policy for the
pediatric setting where the whole point of getting
the studies done was to see how the drugs worked in
children, for the very same things that they have
been studied for in adults.

It isalittle different fromnovel use or
sonething like that. The BCPA calls for studies of

the exact same things that have been studied in
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adul ts.

DR. MURPHY: And we are putting negative
information in sone of the |abels already for other
types of products, but because of the conplexities
that you have heard, it has been the policy for
antidepressants for children not to do that at this
point, but | think, as has been nentioned, it is
bei ng reconsi der ed.

So, we have, and | have got all the |abels
here that we have done, we are putting that
information in some of these |abels.

DR POLLOCK: For the new approvals.

DR. MURPHY: No.

DR. TEMPLE: For where we grant
excl usivity.

DR MURPHY: Right. 1In other words, if a
product cones in and doesn't work, we have put that
information in some | abels where we think it is
very clear-cut, you know, eight nore studies is not
going to change this for whatever reason, and we
put that in here.

W have also put in information where it
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hasn't worked where there are safety issues
i nvol ved, and we are not clear what those safety
i ssues are, but we want to tell you about them
So, those are in the |abel, too, even when it
wasn't approved for that indication

DR. GOCDMAN:  Dr. Santana.

DR SANTANA: | have a comment and then a
question that really relates to a point that Dr.
Chesney nmde about issues regarding the boundary of
practice and FDA regul ation

My conmment is that there was sone comment
related to oncol ogy and issues, how we deal wth
some prescription and safety issues in oncol ogy,
and | think we have to recognize that pediatric
oncology is unique in this country and that nost of
the trials, even the exclusivity trials, of which
have participated in sone in oncology, are really
under the unbrella of research centers and acadenic
centers. Very little pediatric oncology is done in
the private practice

So, by force, you are now dealing with a

group of individuals that are nore specific and
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nmore geared up to | ooking at issues that
potentially could be relevant, whereas, | think in
the other pediatric arenas that we are talking
about, that doesn't occur.

So, | think it would be a msnomer to use
pedi atric oncol ogy, naybe it should be the gold
standard, but | think we need to recognize that it
is kind of unique in the way it is practiced in
this country.

Havi ng participated in sone of the
exclusivity oncology trials, | can tell you that
they are at the sane caliber and at the sane
rigorous structure as any of our other oncol ogy
trials are in the cooperative group setting, et
cetera, et cetera. So, that was just a coment to
clarify the pediatric oncol ogy issue.

I want to get back to patients and
practicing physicians, because we have been talking
a | ot about study design and how to anal yze data.

I want to get back to the issue of patients,
parents, and practicing physicians, and this

boundary of what the FDA can regul ate and cannot
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regulate in terns of the practice of nedicine.

I was struck yesterday by nmany of the
testinonies fromparents and famlies, and
actually, there was even a gentl eman who showed a
slide, in which his child was given the nedication
as a free sanple. | amnot sure that all these
whi stles and alarns that we put in | abels are
really going to work unl ess sonehow t hat practice
stops for certain nedications that we think
potentially have a greater risk

I wanted the FDA to address the issue
historically. |Is there any ruling that you guys
can inpose or potentially think about, about how
these nedi cations are given w thout prescriptions,
that is, either free sanples or in the marketing
worl d, so you could comrent on that.

Secondl y, does the FDA have any historica
data on successful prograns? There was a nention
that maybe a ned guide to parents and fanilies
woul d be a way to address sonme of the safety issues
and bring people to a better |evel of

under st andi ng.
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Can the FDA comment on any successfu
prograns that they can point where this has truly
wor ked?

DR. TEMPLE: Just on the free sanple
thing, ny understanding, but |I don't really know,
was that a physician did use a free sanple to, you
know, like start the child out. That is not
wi thout a prescription, it may not have been well
done and nay not have had adequate follow up, but I
amnot sure that it is the free sanple that is
involved, it is the lack of follow up that was
descri bed that seens |ike the problem

It is not easy to know how successful our
vari ous endeavors have been, and Anne Trontell may
want to comment on that. Sone of them have effects
that are not entirely what we wanted. She
menti oned the program on dofetilide.

To start, dofetilide is a drug that is
used to prevent recurrence of atrial fibrillation,
but it is a drug that causes QI prol ongation and
Torsade de Pointes, and there is no doubt about it.

The recommendation in labeling, and it is
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enforced by the need to give out various
information requires that you conme into a hospita
or outpatient facility for a couple of days to see
what your creatinine clearance is and to see
whet her you are a person who has QI prolongation to
an excessive degree.

Then, after that you can go out and be
treated with it for long-termuse in preventing
atrial fibrillation.

What appears to have occurred is that that
is sufficiently difficult, so that people instead
use sotal ol, which doesn't have such a program or
qui ni di ne, neither of which are an inprovenent of
the situation.

So, peopl e can avoid sone of these things
if they are inconsistent across the drug cl asses,
so you always worry about that.

There is a very rigorous requirenent for
peri odi c neasurenent of liver tests with a drug
call ed Bosentan, which is used for pul nobnary
hypertensi on, and al though the drug was quite toxic

when it was bei ng devel oped, ny nobst recent
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information is that we haven't had any fatal |iver
out conmes, perhaps a testinony to the fact that
peopl e are indeed followi ng up these patients.

O course, this is a class of patients who
are very sick and very closely watched. You don't
know if that is typical how we are going to do.

Anne, you want to comment on sone of the
ot her prograns.

DR TRONTELL: Sure. On the issue of
sampling, first of all, | think in sone instances,
at the tine of product approval, there have been
i nformal agreenents, but no FDA authority to
restrict sanpling exists to ny know edge, but there
may be agreenent, you know, certainly, we don't
sanpl e oncol ogy drugs. There are things that just
don't happen.

On the issue of what is a successfu
program | think we struggle in the agency, because
good eval uati ons have not been done on a standard
basis. W have the best information for those
progranms that are nost restrictive, prograns |like

cl ozapine or programs |ike the one for thalidonm de
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to prevent pregnancy exposures.

So, the available data to us to tell us
what works tends to be only in those extrene cases
where we have put, as Dr. Tenple just described,
for Bosentan, you know, very severe restrictions.

If you are asking for specific information
about nedication guides, | think we have in the
general literature evidence to suggest that good
education certainly facilitates good behaviors, but
I don't think we have any evidence yet that it
guarantees that they do take place.

So, if you had questions about the
i ntermedi ate ones, | think for the nost part, we
don't have information about those specific
educational prograns or the rem nder ones. Not
uncommonly, education is applied in the context of
these very restrictive prograns that | just
descri bed, and again, teasing out what the
education al one does is very difficult.

DR. GOCDMAN:  Dr. Katz

DR KATZ: You are hearing the

difficulties that we think we have with regard to
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i mposi ng various sorts of restrictions although
again, there are ways to do it although they may be
very difficult to inplenent.

But it occurs to nme that it mght be
particular difficult in this case because the use
we are contenplating in all but one case is off
| abel, and | don't even know what the inplications
of that are. Certainly, there are | egal questions
about what you can say and what you can restrict
with regard to off-label use, and | don't think
that we have thought through all the inplications
of that.

DR. SANTANA: So, as a follow up to that,
since we last net in February and there was a
recomendation to do sonething with the |abel that
occurred and some warnings, has the Agency
moni tored the change in practice?

I heard a nunber yesterday of 10 percent.
That is prescriptions, but has that been rigorously
| ooked at, that there was an inpact of that
nodi fication that translated to sonething very

tangi bl e?
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DR TRONTELL: | will ask either M chae
Evans or Judy Stafford fromthe Ofice of Drug
Safety. Al we have really been able to nonitor
since the last advisory commttee is volume of use,
but they do have sone information on how that has
changed recently.

DR. GOODMAN: M. Griffith.

M5. CRIFFITH | would just like to pursue
this for a nonent with respect to the patient and
physi cian rel ationship. Wen Dr. Chesney was
proposi ng perhaps sone sort of a conputerized
programm ng or education, or even with respect to
t hese med gui des, when Dr. Tenpl e suggested that
per haps there would be, you know, a nechani sm nuch
i ke you have for other drugs, that the patient and
practitioner would be signhing a consent form
outlining the risks and benefits, | want to
understand the reason that you thought that that
m ght be too great a deterrent to pursue, sinply
because from my perspective as patient rep and
parent, it seenms to ne that in the course of any

treatnment process for any severe illness, which as
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we all understand depression is, you are often
asked to look at the risks and to sign some
statenent to the effect that you understand what
these risks are.

You even have to do that if you get a shot
of botox, not that | know, but it just strikes ne
you have put the parents now in the position of
actually doing the risk-benefit analysis. That is
where we all are.

If by providing the fanmilies with the
statenment that these risks are indeed serious, |
think that what we heard yesterday was how little
awar eness there was on the part of the parents that
these drugs could be lethal in certain cases.

| amarguing for nore infornmation rather
than less, not nore restrictions, and | agree with
the point that Dr. Santana nmade, that how often
does a parent either open the box and read the
informati on or understand it.

So, if it is very clearly stated between
the doctor and the patient or the parent, | think

it goes a long way to satisfying the need to know
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for parents.

DR. TEMPLE: There are gradations of
information, and we westle with how to do that
wi t hout being an attenpt to be infornmative, but not
di sruptive, so that, for example, a lot of drugs
have what are called ned guides. These are patient
| abelings that are actually, under the | aw,
supposed to be given out by the pharmacist.

My own viewis that if you don't make it
part of the unit of use package, you might as well
not bother, but in any case, we know that there are
ways to get that information to patients either
t hrough the proper functioning of the pharnmacy or
by meking it part of the package

An enor nous additional step, which has
been done in sone cases, but, you know, thalidom de
is alevel of risk that is sort of inits own
category, where there is a requirenent that the
pati ent and physician discuss all these matters.
That is a very huge step, and what you m ght think
is reasonable for thalidomde, sonething that is

used infrequently, you nmight find nore disruptive
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than you want or nore difficult than you want for
drugs that are much nore wi dely used

As Russ pointed out, it is particularly
tricky when the recommended use isn't even in the
| abel. Howto wite a ned guide or sonething |ike
that for sonething you are not really recomendi ng
and don't feel able to recomend yet, that nmay
sound |i ke a bureaucratic worry, but | think it's a
serious worry.

You don't want to warn people and
si mul t aneously recomrend a use that you don't think
i s recommendabl e, and any di scussion like that is
tantanmount to recomendi ng the use. So, we will
need to worry all of those things based on your
conversati on.

M5. GRIFFITH: Could | follow up? |
understand that and | understand that there are al
sort of issues involved, liability on the part of
the physician, but | am suggesting, fromthe naive
perspective of the parent, | think of depression as
every bit as serious as the use of thalidom de

posing birth defect risks or, as Dr. Santana said,
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you know, the cancer exanple. Parents need to be
i nformed about those risks.

I don't think that this is any different,
frankly, and if it is an extraordinary nmeasure to
take, | think that it benefits both the
practitioner and the patient parent.

DR. TEMPLE: For oncol ogi ¢ drugs, the
| abel says you should be a properly trained
oncologist. There isn't anything in there that
says what you need to discuss. Patient ned guides
for oncologic drugs is by far the exception, |
think because it is assuned that there always has
to be such a conversation in the course of therapy.

I guess what is being discussed is whether
there is a comon practice of having that kind of
conversation in sonmeone who is depressed, and
obviously, we all think that there should be such a
conversation. The question is nowto induce it and
what to provide people to help them be sure they
ask the right questions.

DR GOODVAN: W have a representative

fromthe Ofice of Drug Safety at the mnicrophone.
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Coul d you pl ease state your nanme?

MR EVANS: M chael Evans with the Ofice
of Drug Safety.

Wth regards to drug use, conparing the
first six nmonths of this year to the first six
mont hs of last year, the market rose with all ages
about 7 percent. Adolescents and children, in the
first six months of the year, still conprised
between 7 and 8 percent of that total. So, they
are still widely used in children

DR. GOODMAN:  How up to date is that data?
There nust be sone sort of lag time, isn't there,
bet ween when the prescription--

MR. EVANS: It is according to | M5 Health,
and this is January through June is what we | ooked
at. This is outpatient prescription data, which
compri ses about 45 percent of all pharmacies in the
country.

DR GOCDVAN:.  Let me make sure
understand. You don't see any significant drop?

MR EVANS: No. | believe a worman

menti oned yesterday that they saw a 10 percent
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decline. We did not see that.

DR. GOCDMAN:  Dr. Irwn.

DR IRNN Has the rate of increase
remai ned the sane or has it leveled off, or what is
the direction?

MR. EVANS: |In February, one of our
col | eagues, who gave drug use for 2002, that age
group was still 7 to 8 percent of the total. It is
still the same this year, first six nonths

DR. GOODMAN:  So, there has been no great
change.

I will take again other questions out of
order as long as they are directed to a
representative from QDS

Dr. Marangell.

DR. MARANGELL: Actually, a comment
directed to this. | think it is really critical to
this discussion that we keep in nmind that our goa
is to protect risk, but also that this is really a
devastating illness, and | amnot sure that |
necessarily--1 don't want to necessarily see

prescriptions drop. These people need to be
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treat ed.

VWhat we want to do is make sure that
peopl e are educated of what to ook for early on in
terns of risk for those people that are at risk,
children or otherwise. They are not necessarily
the sane thing

DR. GOODMAN: O her questions for our
speaker? Dr. Gornman.

DR GORMAN: |s the data on the |evel of
the class or is it on the level of individua
drugs?

MR, EVANS: We | ooked at the class as a
whol e and then we | ooked at each individual drug in
the class. That was according to I M5 Health
National Prescription Audit, and we al so | ooked at
the National Disease and Therapeutic Index from | M
Health, and tried to apply those percentages to
out patient projected prescriptions.

Only the players changed in that age group
of children 1 through 17. Paroxetine was knocked
out of the top five, but sertraline still is the

mar ket | eader, followed by fluoxetine.
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DR GORMAN: So, the information, there
seenms to at this point only be one drug that is
efficacious in this age range, noved it up the
| adder, but didn't make it nunber one?

MR. EVANS: Not necessarily. This is what
we observed when we were just | ooking at drug use
in prescriptions outpatient, and the Nationa
D sease and Therapeutic Index is an office-based
survey where a drug is nentioned during that survey
and |inked to a diagnosis.

DR. GOCDMAN: Can you differentiate
bet ween the prescriber classes, whether it is a
primary care physician versus psychiatrist?

MR. EVANS: We did | ook at specialty in
MBA- Pl us. Psychiatry was still about 65 percent of
the specialty, pediatrics, sonewhere between 15, 20
percent still.

DR. GOCDMAN:  Dr. Fant.

DR. FANT: Could you conmment on the
i ndications for the prescription, was it all
depression or other off-1|abel--

MR EVANS: W | ooked at npod di sorders,
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anxi ety disorders, ADD, and other disorders. In
age group 12 to 17, it still appears there is not
really any change. It is still nood disorders,

whi ch includes maj or depression, is stil
two-thirds of the indications.

It looks like inthe 1 to 11-year age
group, perhaps nore shift to the ADD.

DR. GOCDMAN:  Dr. Pol I ock.

DR POLLOCK: | heard rather consistently
yesterday a | ot of concern about the
direct-to-consumer advertising and the role that
that has played in this, and it nmay not be the
purview of this commttee, but I amasking if we
can address this aspect and how that plays with the
inplications of labeling, that if we do put, as was
suggested, a specific negative label in terns of
the indications and certainly as a warning, |et
al one a bl ack box warning, that the anplitude of
these warni ngs are heard.

I nean it is alnost a penalty then for the
i ntense direct-to-consuner advertising, which does

play, as | understand it, a huge role in driving
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sal es for sonme of these antidepressants.

I just wondered if you could give us sone
indication, | nmean is there a direct policy with
D. D. Mack how these various gradations get
translated into the few seconds that go on the tai
end of a commerci al

DR. TEMPLE: They are certainly supposed
to. The presence of a strong warning or box
war ni ng should be reflected right in the major
statements that are nmade. The direct-to-consuner
comes in two flavors, witten and TV.

In TV, you can't give as much information
easily, but it has to be available readily. You
can argue about whether peopl e make use of that
availability. But the mmjor statenent woul d have
to reflect the bal ance between those two things.

You know, | am sure peopl e have views
about whether that is done successfully or not. |If
it iswitten, then, the witten statenents have to
show t hat bal ance. Any box warning has to be
reflected init.

So, yes, it is supposed to reflect the
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bal ance of information that is in the |abeling, so
if the | abeling changes, the direct-to-consuner
advertising shoul d change.

DR GOCDVMAN.  Dr. Perrin.

DR. PERRIN. Yes. Back to the ODS person
A nunber of the anecdotes yesterday suggested that
peopl e were put on antidepressants quite off |abe
and probably not for major depression, but rather
for m nor depression and acute depression

You said that you have the evidence on
mood di sorders that includes mjor depression. Can
that be disaggregated at all into other non-MDD
fornms of nood di sorders?

MR EVANS: We could look at that. W
didn't, we lunped themtogether just for a top-line
statenent at this tinme, because we wanted the focus
to be nore on suicidality than drug use.

DR GOODMAN: Ms. Giffith.

M5. GRIFFITH: | wanted to know, since the
data you got was January to June, and the Advisory
didn't cone out until late March, is it possible to

| ook at the data that you got April to June to see
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if there is a decline?

MR. EVANS: We did look at it nmonthly in
those nonths, and there was not any decline. |
mean it wasn't a change

DR. GOODMAN:  Are these new prescriptions?

MR, EVANS: These were tota
prescriptions, new and refill.

DR. GOODMAN: Did you separate out by new
prescriptions in terns of the nonthly rate?

MR. EVANS: We can, and we did, and we did
not see much of a decline in those, as well.

DR. GOCDVAN: Dr. Chesney.

DR CHESNEY: On the surface, this |ooks
not bad in the sense that 65 percent are being
witten by psychiatrists, but although | am not
here as a patient representative, | do have a
daught er who has been on these nedi cations, and
know for a fact that nost often psychiatrists do
not prescribe these nedications.

My image is that at the end of the day,
they take a whol e packet of prescriptions--and

will be interested to have the psychiatrists
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respond to this--a whole packet of prescriptions
that have been witten by social workers,
phar maci sts, psychol ogi sts, and sign their nane.

So, | think when we are tal king about
educating primary care providers, |ooking at this,
| amreassured, but | know that this does not
represent who is actually witing the
prescriptions.

MR. EVANS: Yes, this is alimtation of
the data, too, the data is only as good as what the
pharmaci st inputs at the computer, and, you know,
if that specialty is on there, hopefully, they wll
put that on there.

DR. CHESNEY: | amsure they don't, but I
think this is very inportant in the educationa
i ssue, because the people who are prescribing this,
on the whole, are not child psychiatrists, and they
are famly practitioners, they are ER physicians,
they are nurse practitioners, they are pharmacists.

I nean | was appal |l ed at what happened
when we visited one of these pharnmacists, but no

di srespect to pharnmacists, but this is very nuch
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happeni ng out there.

DR. GOODMAN: One | ast question for ODS
representative fromDr. Wang.

DR. WANG | was curious, has anyone
studi ed what happened after the British
contraindicated these in children, just to get a
sense of what the inpact of a |abeling change, such
as that, mght be?

MR. EVANS:. |In February, they | ooked
t hrough 2002, the market between 2002 and 2003
group, 15 percent with no change really in the
adol escent and children population. It was stil
around 78 percent, so | don't think there was a
change much in this country.

DR. WANG But you don't know of any data
in the British--

MR. EVANS: W didn't |ook at that.

DR. GOCDVMAN:  Thank you very much. You
may step down.

We have six nore presenters. | am not
taking any nore, that's it.

Dr. Leslie, do you renenber your question?
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DR LESLIE:. M question goes way back and
is for the FDA. | think reading through the
materials that we received fromthe public, two of
the maj or concerns about the data that was coning
in were suicidality, et cetera, being captured
under other |abels, such as enptional ability, and
then also the issue about dropouts were people
droppi ng out of either the placebo or the drug
groups, that were having the kinds of adverse
events that were of interest to us, and then not
bei ng counted in the data.

So, | had two questions. One was do you
feel confident that the data you have received has
addressed those two issues for the anal yses that we
| ooked at yesterday, and the second was what steps
could you potentially take to address those
drawbacks that were raised by the public in the

witten requests that proceed from here on out.

DR, LAUGHREN: | can respond to the first
part of that. In ternms of the data that we
received, if you recall, we issued letters to

conpanies in July of last year, which specified a
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very clear research strategy for |ooking for
adverse events that might be related to
suicidality.

It included both preferred terns and
verbatimterms. All these data are el ectronic,
it was a string search to | ook for events that
m ght be possibly related to suicidality. In

addition to that, we asked conpanies to | ook at

SO

al |

their serious adverse event narratives, any event

that had been classified as a serious adverse
event, they would have to | ook at and nake a

deci si on whet her or not that m ght represent

suicidality.

Then, later in the year, we issued

additional requests to basically ask themto give

us all the serious adverse event narratives, so

that we coul d have Col unbi a t hensel ves | ook at

those data, and also, all accidental injuries and

acci dental overdoses to try and broaden the search,

to nmake sure that we coul d capture everything that

m ght be rel at ed.

Now, it is true, despite all of that,

it

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (125 of 406) [9/28/2004 12:31:35 PM]

125



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

126
is possible that certain events that didn't rise to
the Il evel of being a series adverse event m ght
have been captured under some other either verbatim
termor preferred term

The ot her question is whether or not the
narratives that we received fully reflected the
case report fornms. The narratives are created by
the conpanies. To try and address that, we have
sort of a second level of this contract with
Col unmbi a that is ongoing right now.

We have done a 20 percent sanpling of the
case report fornms for the narratives we have, to
have them check the narratives agai nst the case
report fornms basically to see whether or not they
fully reflected, the narratives fully reflected
what was in the case report form

In addition to that, we have asked for the
dictionaries. The dictionaries, basically,
conpani es, when the code data, they subsunme them
under preferred ternms, and once they do that, that
creates basically, a dictionary.

So, we have asked for the dictionaries
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fromall these sponsors. Colunbia is currently

| ooking at those dictionaries to see if there are
any other additional adverse event terns that night
be of interest to | ook at, again to answer that
question whether or not all relevant events have
been capt ured.

That is a very tedious, tine-consum ng
process, but it is ongoing right now.

Dropouts, Dr. Hanmmad addressed that
yesterday. W did |ook at dropouts, and as he
suggested, it is true, many patients were dropping
out for these events. 1In a sense, it was al npst a
surrogate for that endpoint.

DR. GOCDVMAN: Dr. Posner, did you have a
comrent ?

DR. POSNER: | just wanted to say that, in
addi tion, because we asked for all of the
accidental injuries, and that woul d be the nobst
likely place, that all of these events invol ved
some type of injury or another, that you would find
events that were nissed, so we can feel reasonably

confident that this body of data represents
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everything we would want to |l ook for, but we are
doi ng these additional steps, as well.

DR GOCDVAN: Dr. O Fallon

DR O FALLON: Yes, this sort of follows
up. We are back to what | am concerned about, the
peopl e who canme here, they are worried about the
side effects, the toxicity here. Right fromthe
begi nni ng, when you told us back in February about
this study, | was worried about what wasn't
recorded in the drug conpani es' records, for
what ever reason.

I think that is still, no matter what we
do going forward, we have got to address the issues
there. So, what | am wondering about, | would |ike
to propose, and you shoot at and tell ne that these
things are not feasible, but it seenms to ne what we
really need are sonehow a standardi zed sui ci de
nmoni toring procedure or whatever for future studies
in nmental illness, any kind of a drug that is
targeted toward the mind, we should be | ooking for
this type of thing, the suicidality side effect.

Then, | think we are going to have to have
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sone sort of standardized suicide coding. They
have done it in adverse events, not great, but it
coul d be done better for suicide coding because of
the work that has been done here.

I think this has been a wonderful outcone
in terms of the coding issues.

Now, here is one that is going to kil
everybody, but you can meke suicidality a goal, a
primary goal in, say, nental illness or maybe
depression nore specifically, where you really
think that this side effect or toxicity, this
adverse event is also a synptom of the disease.

In cancer, they have had to struggle with
the issue of distinguishing side effects from
synptons of the disease for decades, sone way of
goi ng after that.

Just one nore coment. This is a coment.
| believe that there was a 40 percent--in the stuff
| saw before | came out here--1 think | saw 40
percent placebo effect in TADS, the TADS st udy.

If that is true, this is a mmjor issue.

That is one of the reasons why we really do need to
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have placebo armin these different studies,
because if 40 percent of this population will have
a beneficial effect due to sugar pills, totry to
tease out true effectiveness of these nedications
given their severe side effects, it is very
important that we have a pl acebo arm even goi ng

f orwar d.

I know that you are not thinking of it,
but | think some of the people in the roomare
wonderi ng why we have to go with sugar pills.

DR. LAUGHREN: Let me comrent on the | ast
point first. W clearly agree with you about
pl acebo, but it is not just the act of giving a
pill. In all of these trials, there is a lot that
happens that results in inprovenent.

DR. O FALLON: Yes, | know that.

DR. LAUGHREN: There is a lot of
attention, the patients have a lot of interaction
with staff. That is really the placebo effect.

But the other point you are nuking, |
conpletely agree that ascertainnment is ultinmately

the issue. |If you don't collect the information,
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it doesn't nmake any difference how carefully you
search the database, if it wasn't collected, it's
not there, so ascertainnent is key.

Again, that is one of the things that we
hope to get out of this effort with Colunbia is a
better guidance docunent for future trials to nake
sure that suicidality is properly ascertained, but
it is an evolving thing in the field. | nean there
is not at this point in tinme an optimal way of
doing that, so we hope to get an instrunent that we
can apply for future trials.

Again, | agree with you that coding of
data needs to be standardized, and again that is
one of the things that we expect to come out of
this.

DR. POSNER: Could | just add to that? W
are very conmmitted to addressing the question that
you are referring to.

DR. GOCDVMAN:  Woul d you bring the
m cr ophone cl oser.

DR POSNER. | said we are very conmitted

to addressing this issue in ternms of suicidality
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adverse event nonitoring, and Dr. Laughren
ment i oned gui delines that we are going to wite and
nmeasures that we actually have devel oped that we
can inplement in all trials, that will help us
collect the right data and then be able to use
these consistent definitions to classify events, so
we can nmake sense across all of these trials.

VWhat is inmportant to note is that we are
working on a National Institute of Mental Health
study called TASA, Treatnent of Adol escent Suicide
Attenmpters, which is very focus on this issue of
adverse event nonitoring, and it is wonderful
because it is helping us informthe process, so we
have devel oped very, very rigorous standards of how
we ask these questions, what neasures we use, and
how to do it consistently, and that will help
i nformthe guidelines and the neasures that
i ndustry and everybody el se can use.

So, we have nade a | ot of progress in
that, 1 think.

DR GOCDVAN:  Dr. Tenple.

DR TEMPLE: | just want to follow up on
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the last discussion. It seens to me there are two,
somewhat separate things, and | would be interested
in people's views.

One is to nmake the periodic routine
question better than it is. There is a suicide
itemon the score, but that didn't show anyt hing.
Maybe that will never show anythi ng because when it
happens, it happens abruptly and you don't happen
to pick it up at the two-week period, but it does
seemas if a better questionnaire on that question,
done routinely, mght be useful

The second part of it is howto
characterize events, what questions to ask about
those, what to wite down. |s that what you are
thinking, they are two sonmewhat different things?

DR LAUGHREN: | agree, they are two
separate things. There is the suicide itemthat is
part of every one of these instrunents and sort of
standardi zi ng how that routine information is
elicited, but then when an event occurs, you have
to ensure that the appropriate questions are asked

to flesh out that situation, so that soneone down
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the road who is |looking at the data is able to nake
sense of it.

DR O FALLON: But | would like to point
out that the nonitoring procedures, especially for,
say, the first two weeks or sonething like this,
shoul d include a real collaboration with the
children and their caregivers, their parents,
whoever they are living with, to be on the watch
for those and to report themimmedi ately, and that
those things would be part of the data.

DR. LAUGHREN: Let me just respond to that
qui ckly. Basically, you are switching gears to a
clinical setting, | think, other than a clinica
trial.

DR. O FALLON: You guys can wite the
regul ations for the clinical trial, right?

DR. LAUGHREN: Right, but obviously, the
points that you are naking apply to clinica
practice, as well.

DR. O FALLON: Yes, but they would apply I
would say in the clinical trial, because | think

that you are not possibly getting all your
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information. If you don't conme in for two nore
weeks, people forget that they were scared 10 days
ago.

DR. LAUGHREN: Absolutely, | agree

DR. POSNER: | just wanted to add that we
are also working with the CDC just on this
question, what are the right one or two questions
that need to be asked in any trial or clinica
setting to get this information to be able to
classify it appropriately, which is exactly what we
are tal king about, and it is not necessarily the
best questions on the neasures that were used in
this trials, but that is exactly the pertinent
point in clinical setting or in research settings
with the increased nonitoring that you are
referring to.

DR. GOCDMAN: | amgoing to need to wap
up the remaining questions in the next five
nm nut es.

Dr. lrwn.

DR IRWN. The question | wanted to ask

specifically was related to the one that is on the
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table right now. Yesterday, we heard from severa
fam lies and individuals about really hom cida
behavi or and nore viol ent behavior outwardly
directed, not internally directed.

O concern to nme is that the focus has
been so much on suicide, but what | wanted to know
is what kind of nonitoring or what kind of tools
are in place to really measure that phenomenon in
these trials, because it seenms to me that we don't
have any data that has been shown to us at |east on
adverse experience or events with the clinica
trials.

DR. LAUGHREN. CQur focus here clearly has
been on suicidality, and not on hostility and
violence. There was a lot less of that in these
trials than we had suicidality, and we have not
come to grips with that yet, but it is a whole
other area that needs to be fleshed out and
devel oped in the sane way that suicidality has been
fl eshed out because again we have included in our
dat abase informati on on whether or not these

i ndi vidual patients at sone time during the course
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of treatnment were coded as having hostility or
agitation as a preferred term

If you go back and | ook at what got
subsuned under that, | amsure it is going to be
quite different depending on different sponsors,
and it really requires a parallel devel opnent to

try and understand what that neans.

Again, all the things we have been tal king

about for suicidality apply to that domain, you

know, how do you ascertain for it, what kind of

questions do you ask to flesh it out, it is a real

probl em

DR. GOODMAN: By the way, the placebo
response rate fromthe TADS trial is 35 percent.
Looking at the paper again, | see 35 percent.

DR O FALLON: Ckay.

DR. NEWWMAN: Just to clarify, that is rmuch

or very much inproved in the TADS trial.

DR. GOCDVAN: | don't think that one is

based on the CDRS, right, that is what you are

saying, it is based on the Cd?

DR. NEWVMAN: The di chot onbus out conme was
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were they much or very much inproved, so if you
said just inproved, reasonably, it would have been
a lot nore.

DR GOCDMAN: But that is the standard,
mean it has to be much or very mnuch inproved to be
a responder. That is pretty much across al
clinical trials.

Dr. Pine, please.

DR PINE: | want to return to a point
that was raised by Dr. Goodnan and just call the
comrittee's attention to a couple things that he
said and then al so raised a couple other issue
rel evant to the di scussion about 10 or 15 minutes
ago wth FDA.

That is the issue of both how perplexing,
but also how inportant it is to think very
carefully about the efficacy data and the
di fference between the data for fluoxetine, on the
one hand, and all the other antidepressants, on the
ot her hand, and how do we understand that.

Nunber one, just to underline that | agree

that the inportance of that point cannot be
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overstated. | guess there is a couple of issues
that were not discussed 10 or so minutes ago in
sufficient detail, and really two points to rai se.

One is that | do appreciate froma
regul atory standpoint that it is very difficult to
specify exactly how one is to do an appropriate
study. W tal ked about a lot of the details that
we don't need to go over again except one thing was
not di scussed, and that was a discussion of the
| evel of rigor that goes into both the training of
the investigators who are going to ascertain the
sanpl es and docunent the diagnosis, on the one
hand, but then also follow the response of the
patients throughout the trial

Then, | think the last thing to say about
that specific point is that when we | ook at the
data that have been published, and probably the
nost extensive data are fromthe sertraline tria
as opposed to the TADS trial, with the sertraline
trial being a pharmaceutical -sponsored study that
appeared in JAMA, and the TADS trial being an

NI H sponsored trial that was al so published in JAVA
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There are sonme fairly clear signs that the
manner in which investigators were trained, that
the criteria for enrolling patients for the process
of evaluating the response as it was nanif est
throughout the trial was quite different in those
two studies.

Again, when we cone to the issue of how
important it is to conmpare the data for fluoxetine
and the data for the other agents, | think we need
to acknow edge that there are already signs in the
data that have been published in the reports that
have appeared in peer review, that the quality of
the studies appears to be different.

I think it is also inmportant to note that
if we were to look at the efficacy data by industry
sponsor versus federally funded, there have been,
to the best that | can recall right off the top of
my head, two federally funded SSRI trials, both are
positive.

So, we are 2 out of 2 on that score,
whereas, if we look at all the others, we are

basically 1 out of 13 or 1 out of 14.
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DR GOCDMAN:  Those two are both in
fluoxetine, isn't that correct?

DR PINE: That's true, so, you know, we
have a confound between federally sponsored and the
compound, but those are the data that we do have,
and | think given the issues that | just discussed,
you know, we are going to be very hard pressed to
say this is a funding or design feature issue,
which it mght be, or that this is a nedication
i ssue, which again it mght be.

DR. GOCDMAN: | want to make sure | am
clear on the source of the fluoxetine data for the
clinical trials. | think it was nmentioned before
that sonme of the data that contributed, | don't
know whi ch of the positive studies, but one of the
positive studies at |east, was actually a study
that had been conducted by Dr. Enslie, and that, in
fact, was a federally funded study, is that
correct?

DR. LAUGHREN: Yes, the Enslie study was
funded by NI MH, but there was anot her independent

trial that was funded by Lilly, that was al so
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positive. The TADS trial was not part of our
deci si onmaki ng, that came later. So, there was
anot her positive fluoxetine study that was done
entirely under Lilly's sponsorship.

DR. GOCDMAN:  Dr. Rudorfer, did you have a
comrent ?

DR. RUDORFER: Just on this |ast point,
think that was back in '80s, am| correct, that the
Enslie study was first done?

DR. GOODMAN:  No, '97.

DR RUDCRFER: Because we have in our
material, a fluoxetine clinical trial that goes
back to the ' 80s.

DR. PINE: That was a very small study, at
| east as | understand it fromreview ng the
material. Maybe you want to comrent on the 1980
st udy.

DR LAUGHREN: | amnot fam liar with that
one. | think the Enslie study was maybe early
'90s, but we can probably check. | amsure it is
in Dr. Dubitsky's review

DR. PINE: Well, in the naterial that we
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received, there was a study that was descri bed,
that | recognized just fromthe description as a
study that was published in 1990 by Sim an as the
first author.

DR. LAUGHREN: That was probably, | think
it was HCCJ. That was the study that was
termnated early. | think there were only 40
patients in that trial. That was not one of the
trials that was the basis of our approval of the
claimin fluoxetine.

DR. RUDORFER: Could | insert just another
qui ck safety-rel ated question? W were talking
before about if there is a way to judge the inpact
of the | abel change that was made in March, since
that would seeminportant to us in terns of whether
an additional change woul d be hel pful

I am wondering if the Med Watch Program
offers any clues there in ternms of reports fromthe
clinical comunity of adverse events, whether there
has been a change in 2004 versus | ast year, for
i nstance.

DR. TRONTELL: W haven't |ooked at that.
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The Med Watch Program just to be very precise, has
two conponents. Med Watch itself involves reports
that cone directly to the FDA, and don't cone
t hrough the pharmaceutical manufacturers. That is
actually a minority of the reports, 5 or 6 percent.

The Adverse Event Reporting System which
Med Watch and the manufacturers feed into, is nmuch
| arger. The challenge was reports that came to the
agency spontaneously, that you actually can, in
fact, see a paradoxical increase in reports when
these events become known to the public, so it is
not a reliable way to tell you whether or not
things are changi ng, because we know not every
report conmes to us and the factors that influence
reporting are changi ng dependent on scientific and
nedi a attention.

DR. RUDORFER: So, within the agency, do
you see any index that you can use to judge the
i npact of the |abel change in Mrch?

DR. TEMPLE: The only thing that you coul d
measure properly is use, so if the warning sort of

made people think twi ce, and decided to watch and
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wait instead of treat, you could detect that
through the data that have been descri bed.

But the adverse events are unpredictable.
We know that not all serious events are reported,
you know, various estimates go from1 percent to 10
percent to higher, but as Anne said, if you change
public attention to sonething, you can get
i ncreased reports w thout having increased numbers.

It is very hard to know that, to know
about those things. Wat you can think about is
| ooki ng at dat abases that have reports of these
things, the kind of thing that Jick did and others,
but the events in question, first of all, you are
not sure how well they are described, you are not
sure whether they get into the reporting system
It is very difficult territory. You know,
epidemology is difficult enough, this is
particularly difficult, because you don't know how
they are classified and it is really hard.

DR. TRONTELL: Just to follow up, if you
want to see a change, you may actually have to wait

sonme time before you see a change in the outcone.

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (145 of 406) [9/28/2004 12:31:35 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

146
If you wanted sinply to see if prescribing
practices are different, |I think you m ght have to
go even beyond the use data we have, even beyond,
say, new prescription to see if starts on these
products are changed, to actually do some active
surveill ance and survey clinicians or survey
patients to find out if, in fact, there is a
different process for introducing these products.

DR GOCDVAN:  Dr. Marangell, did you have
a question? Ckay.

Dr. Fant.

DR FANT: | just want to follow up on
that and the coments and questions that were
rai sed by Dr. Chesney earlier.

One of the things that | was struck by
yesterday and hearing the testinony of the
famlies, and fromny own personal experiences with
friends and fam |y nenbers, much of the discussion
here has been focused on the use and efficacy and
out comes of these drugs related to najor depression
in the trials that have | ooked at that, but the

of f-1abel use of these medications is fairly
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promi scuous, and the prescribers extend well beyond
those that are trained in the care of the nentally
il

I think that is a real problemwhen you
have ob-gyns prescribing it and giving it away for
| adi es who just may be a little nmoody, you know,
when they come in, or feeling a little down, and
wi t hout having any consultation or eval uation by
sonmeone who is specifically trained to evaluate
that, | think that is a problemand | don't think
that represents an isol ated incident.

I think any | abeling change consi derations
really need to not necessarily be directed to
regul ate how medicine is practiced, but to somehow
i nfluence or disincentivize that kind of
unrestricted free-lance approach to how t hese
medi ci nes are used.

I think that has to be kept in mnd, and
woul d just |ike to enphasize that.

DR GOCDVAN:.  Dr. Perrin? Dr. lrwn.

DR IRWN | would just like to respond

to that. | nmean | agree with you that the
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di stribution of these nedications by individuals
who aren't trained is really a worrisome fact, but
I will tell you in San Francisco County, to find an
i ndi vidual who is trained to see a child with a
mental health disorder is virtually inmnpossible
unl ess soneone wal ks through the door with $175 in
hand to give to a psychiatrist.

So, | think that what has happened, and
it's a fundanental problemthat we are dealing
with, and it is not the purview of this conmittee,
that the issue of nmental health problens in
children and identifying individuals to care for
themor finding individuals to care for themis
really very, very difficult, and it pushes primary
care clinicians to prescribe and nake judgnents,
and provi de nedi cati ons when they probably shoul d
not be wi thout appropriate consultation

So, | think it is areal major crisis.

DR FANT: | agree 100 percent, and | make
those comrents fully cogni zant of the fact that the
mental health armof health care in this country is

probably in worse shape than health care in the

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (148 of 406) [9/28/2004 12:31:35 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

149

br oader context.

Certainly, in terns of its availability,
certainly in terms of its coverage by health
i nsurance plans, it is not sufficient to do what it
needs to do. But | think it is inportant not to
make it easier for bad nedicine to be practiced
under those conditions, but to somehow create
conditions that kind of force, at |east under those
subopti mal conditions, sone better protections and
better practices.

DR. GOCDMAN: Drs. Pfeffer and Wang, and
then we are going to take a break

DR. PFEFFER: | would like to just go to
anot her area of our discussion and that is to focus
on what | will call the real world issues. | think
that the speakers yesterday in their own way gave
us a representative viewto sone degree of that,
and | am wondering, soneone nentioned, | think Dr.
Pi ne, about prescriptions and can they be a little
bit nore either regulated or I will say focused.

I am wondering if we mght consider the

option of when a physician wites a prescription
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for a medicine, such as an SSRI, that what is also
i ncluded on the prescription is the diagnosis, so
that we woul d have the kind of data that we just
heard, but anplified by sone know edge at | east of
what the clinician is thinking about the rationale
for the prescription.

I know we do that in New York relative to
controll ed substances at tines, or other, in the
clinics, for exanple, the prescription forns
actually have that on their fornms. So, | don't
think it's any greater violation of patient's
privacy than to say a patient is already on a
medi cati on.

It might provide us with some additiona
national -l1i ke real world practice ideas.

The other comment | would like to nake is
that | think it was Dr. Zito who nentioned
yest erday about a proposal of having sort of a nore
wi despread, sort of service oriented approach to
study the issues also.

So, | think while we are tal king about

constructing drug trials that are carefully
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controlled and carefully defined in terns of the
popul ation, given the fact that the prescriptions
are being used nmuch nore widely, it mght be
hel pful for us to have a view, a focus, and how can
we study these issues also, and the studies need to
be done obviously in different ways.

DR. GOODMAN:  Dr. Wang, did you have a
question?

DR WANG No, it was covered

DR GOCDMAN: | would like to take a
10-m nute break and then we are going to return for
a presentation, and we need to at |east handl e one
of the questions before we break for |unch

[ Break. ]

DR GOCDVAN: W are about to begin.
Pl ease take your seats.

If you recall fromyesterday, when Dr.
Wsowski was presenting, she said she had sone
additional data that was provided on the Jick
study, and we asked her to defer until today to
present it. | think she should be able to do that

pretty quickly, also give you an opportunity to ask
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her any other questions that you think are rel evant
to today's discussion.

At the close of that presentation, we are
going to get down to business in addressing these
questions sequentially. 1In the course of doing so,
I amgoing to ask you to, as best as possible, to
restrict your comments and the discussion to the
question at hand. Oherwise, | may defer that to
later in the course of our discussions.

So, with that, Dr. Wsowski, could you go
ahead and present the data. Maybe you want to give
us a little bit of a sense of the context first.

D ane Wsowski, Ph.D

DR. WSOWBKI: Right. | don't know how
inmportant or relevant this is at this point in
time, but | amgoing to ask you to switch gears
fromthe clinical trial data and think back to ny
presentation yesterday norning, which was on
patient |evel controlled observational studies.

| tal ked about two studies, the Jick study
that was published in JAMA, and the Val uck study,

but I am going to have you focus on the Jick study
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and recall that it was a case-controlled study. It
was done in the United Kingdom and the Cenera
Practi ce Research Database, and it exani ned the use
of four antidepressants - amtriptyline,
fl uoxetine, paroxetine, and dothiepin in suicida
cases versus non-suicidal controls.

In their original analysis, Dr. Jick and
hi s col | eagues used dothi epin as the reference
cat egory.

At FDA's request, Dr. Jick and col | eagues
kindly re-analyzed their nultivariate data for
nonfatal suicidal behavior using amtriptyline
rather than dothiepin as a reference category.

The data are controlled for age, sex,
calendar tine, and tinme fromfirst antidepressant
prescription to onset of suicidal behavior. Now,
in the | efthand portion of the slide, you see their
original analysis with the risk ratios and 95
percent confidence intervals with dothiepin as a
reference category.

On the right, with anmitriptyline as a

ref erence category, the risk ratios for both SSRIs

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (153 of 406) [9/28/2004 12:31:35 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

i ncreased and becane statistically significant at
the 0.05 level. The risk ratio for dothiepin was
1.21 with a 95 percent confidence interval that

i ncluded 1.

For fluoxetine, it was 1.40 with a 95
percent confidence interval of 1.03 to 1.91, and
for paroxetine, it was 1.55 with a 95 percent
confidence interval of 1.11 to 2.16.

Now, the investigators asked that their
interpretation of these results be presented
verbatimto the coomittee. W advised that these
post-hoc anal yses be interpreted with caution
They were not the preplanned prinmary anal ysis, and
the p-value and confidence intervals are not
adjusted for multiple hypothesis testing.

We think conservative interpretation
requires that p-values |ower than 0.05 or
confidence intervals with coverage greater than 95
percent woul d be necessary to assert that these
results are statistically significant with overal
5 percent Type 1 error

These results are consistent with the
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interpretation in our report that the risk of
sui ci dal behavior after starting antidepressant
treatnent is simlar anong users of amtriptyline,
fluoxetine, and paroxetine conpared with the risk
anong users of dothiepin, and that a possible smal
increase in risk bordering statistical significance
anong those starting the newest antidepressant
paroxetine is of a magnitude that could readily be
due to uncontrolled confounding by severity of
depr essi on.

Moreover, we did not observe an increased
risk of suicide itself for the users of
amtriptyline, fluoxetine, or paroxetine conpared
to users of dot hiepin.

So, that is their supplenentary anal ysis,
it was a post-hoc analysis, and that is their
interpretation of the results. It did increase the
two SSRIs to the level of statistical significance
at the 0.05 |evel

DR. GOCDMAN:  Now, dothiepin is not a
nmedi cation available in this country. It is also a

tricyclic antidepressant, as is amtriptyline,
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isn't that true?

DR. WSOWBKI: That is correct, but again,

the choice of the reference category nakes a
difference in the results.

DR.  GOCDIVAN: Dr. Perrin.

DR PERRIN. | think it is very helpfu

have t hese additional analyses. | really had,

t hough, a coupl e met hodol ogi ¢ questi ons about this
and the Valuck study that | think are fairly quick.

One is, in the British database, how valid

or reliable are these neasures of suicida
behavi ors, not achi eved suicide, and sinmlarly,
good were the neasures in the Valuck study of--1

can't remenber the term nol ogy they used off the

top of ny head--but of suicidal behaviors given the

ki nd of database they had to work fronf

DR, WYSOWBKI: Well, one of the concerns

that | had, which | expressed yesterday, was that

the possibility of missing data and inconplete

ascertai nnent, and m scl assification, and when you

are tal king about suicide ideation, whichis a

softer, nore subjective diagnosis, it is difficult
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to know how many people actually come forward and
report that. | guess if it's a serious concern,
they cone forward and report it.

One of the things that | think Dr. Jick
says is that there is some possibility--the genera
practitioners on which the data are based, they
make these notes, and it |ooks |ike they get
entered into the conputer about 90 percent of the
time is what | figure fromwhat Dr. Jick says here

So, if there is some misclassification in
that way for the 10 percent that don't get entered,
of the m ssing data, you woul d be concerned.

DR. PERRIN. But it requires that the
general practitioner actually puts it in his or her
notes for it to get even possibly entered. There
nmust be substantial variability in that phenomenon.

DR. WSOWBKI: Well, they do have
conputers, and these people were trained, and so
they achieved a |l evel of training success to be
entered and qualified for this database, but it
sounds to ne like--it says here, "Information on

patient referrals and hospitalizations available in
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the manual nedical records in the genera
practitioners' offices was recorded on the conputer
nmore than 90 percent of the tine."

So, that inplies that about 10 percent of
the tinme you are not going to find the data there.
It was in the manual record, but not on the
conputer. So, there is sonme possibility for sone
error there.

Now, how that actually works out into the
results, don't know really.

DR. PERRIN. For the Valuck study, do you
have informati on on their neasure of suicide
attenpt ?

DR. WSOWBKI: The Val uck study was based
on paid nedical clains data and of 70 nanaged
health care organizations. | talked to Dr. Val uck
about that, and he said that he thought that the
Phar Metrics integrated outcones research database
that he used, which is the 70 managed heal th pl ans,
that the data was very good and very conplete, but
one of the things that is a problemwth his study

is that he cannot go back and validate through
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medi cal records the information that he has on the
computer, so that is one problem but he said that
was better than nost Medicaid databases.
DR PERRIN. Most Medicaid databases are

very poor for analyzing children's nental health

services

DR. WYSOWEKI: Ri ght.

DR. GOOCDMAN: Dr. Otiz, did you have a
question?

DR ORTIZ: | just was wondering if Dr.
Wsowski could clarify the risk ratio for this. |Is

it suicidal behavior, suicide attenpts?

DR WYSOABKI: It is nonfatal suicida
behavi or, which includes ideation and attenpts.

DR. GOODVAN: | believe in reading the
Ji ck paper, there was reference nade to 15
compl eted suicides in the entire popul ation

DR WSOWSKI : Right.

DR. GOODMAN:  And they go on to point out,
those 15 were within the 10 to 19 age group, in
fact. There were others obviously outside that

range, but that none of the 15 in that younger age
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group were on anti depressants.

DR. WSOWBKI: Right. Actually, they

include suicides in their study, and there were 17

cases and 157 controls, but also | think Dr.

CGoodnman is referring to the fact that, yeah, there

is some information on children that commtted

suicide, and it was sonmewhere on the order of about

15.

But that nmakes nme wonder. | wasn't able

to determ ne whether that 15 is a reasonable rate

or not, so, you know, whether that is

under - ascertai nnent or not, we don't really know.

DR. GOODMAN: That, in part, was ny

question. | wasn't sure fromreading the paper

they ascertained it, but it still was striking that

none of them were on antidepressants.

DR. WSOWBKI: However, they do say here

that causes of death in particular are routinely

recorded, so you would think that they would have

pretty good data on deaths, but you don't know, and

all the suicides, but you don't know.

DR. GOCDVAN: Dr. G bbons.
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DR G BBONS: Most statisticians view
| arge-scal e naturalistic observational studies as
statistical atrocities. | amnot one of them |
think there is a great deal to be |earned from
naturalistic observational data.

Having said that, | think it is very, very
i nportant to protect oneself from bias due to
sel ection, and it appeared to ne here that, you
know, there is all kinds of selection bias as to
who gets on to what kind of nedication

I guess, first, there is a question, well,
first, there is a statenment. These are sorts of
cases where things |ike propensity score matching
and ot her sorts of nethods that have been around
for along tine for the analysis of observationa
data are critically inmportant.

Covari ate adjustnment typically, which I
i magi ne was done here, can be very m sl eadi ng,
because it assunes linearity, and many of these
relations aren't linear, and, in fact, the biases
cannot be overl apping. You could have situations

where the people who got on to one drug, don't | ook
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anything like the people in the other, and, in
fact, the use of covariates in a general |inear
nmodel will be nore m sl eading than hel pful

Have they nade any attenpt to do this

simpl e anal ysis using sone form of propensity score

mat ching to ensure that the |ikelihood of taking
the drugs is consistent between the two groups?
DR, WYSOABKI: Yes. Dr. Jick did not,

Dr. Valuck did, and | presented those results

yesterday. |n the poster, there was no increase in

risk for any of the antidepressants, but they had

cl asses of antidepressants, as you recall. They

are not individual antidepressants.

For the expanded study, which was based on

24,000 patients with diagnosis of mmjor depressive

di sorder, they did find a relative risk of about
1.58 for the SSRIs, but it was not statistically
significant. They did include a propensity
mat chi ng adj ust nent .

DR. G BBONS: G ven that we are seeing
this consistent 1.4, 1.4 through a |lot of the

anal yses, it would be very interesting either to
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have them do t hose anal yses or perhaps the
committee woul d think about performng such
anal yses if we could acquire the data.

DR GOCDMAN:  Thank you very much.

DR. WSOWBKI:  You are wel cone.

Di scussi on of Questions and Vote

DR GOODMAN: It is time to roll up our
sleeves. | would like you to pull out the
questions before us. It was given out attached to
the agenda for the neeting, on one page, or you can
use it as represented in the slide handout that Dr.
Laughren gave earlier today.

Let ne make a few conments first, before
we begin to address these questions. For the nost
part, they are focusing on risk, specifically, risk
of suicidality, and it seens to ne it is not unti
Question 4 that we need to be thinking about ratio
of benefit to risk

So, | think for the nobst part, the first
three questions focus entirely on risk, but in
order to cone up with sonme recommendations in terns

of regulatory actions, we do need to consider the
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bal ance between risk and benefit.

Al so, in talking about suicidality, there
are sone definitional questions that have cone up
all along, and | think we need to be, among
oursel ves, as clear as possible what we nean when
we say suicidality. Maybe there will be sone
benefit fromthe work that the Col unmbia group has
done to help us make sure that we are using the
same | anguage

Also, | think it behooves us to try to
translate what suicidality neans to the genera
public. In looking at sone sanples of the norning
papers, front page New York Tines, front page USA
Today, there are headlines about how it has been
concl uded al ready, based on yesterday's discussion,
that the antidepressants increase suicidality in
chi | dren.

I amtrying to imagine. | would be
interested in how a parent, in reading that, what
they woul d think, what do they mean by suicidality.
My guess is that they are going to think that it is

sui cide. As we discussed yesterday, this includes
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suicide, it includes suicide attenpts, but our
definitions also includes preparatory actions and
i deati on.

So, | think we need to be very clear that
we are using the sane term nol ogy, and maybe Dr.
Posner will be able to help us along the way in
t hat .

As | said alittle bit earlier, that we
are going to try to keep very focused on the
question at hand, so | may defer sone of your
questions until later in the day. | would like
very much to be able to answer at | east one,
per haps two, questions before breaking for |unch,
so that the reward will be lunch to get sone of
this work done.

My sense is that Question 1 may be the
easi est question, and then they may get
increasingly nore difficult, so | think we need to
pace oursel ves accordingly.

Al so, just as another kind of overarching
statenent is that for the nost part, at least in

the beginning, we are asked to focus exclusively on
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the clinical trials, but as we begin to deliberate
on issues of risk and benefit, then, we have to
then begin to consider data from outside those
clinical trials and therefore, our task becones
more difficult and nore conpl ex.

Any questions about process before we
begi n our comrents?

M5. DOKKEN: Just before we start on the
specifics of Question 1 or 2, as soneone new to the
conmittee, who is trying to listen and | earn about,
I do have a question related to guidance from both
the Chair and the staff, and | would feel nore
confortabl e hearing about this, | guess, before we
even get into Question 1, which is | hear stil
sone disconfort about the data.

On the one hand, the options of |abeling
and bl ack boxes, et cetera, but | hear another
thene, too, which was articulated in particular by
Ms. Giffith, and that is, even though we are two
advi sory committees only, and even though the FDA
is regulatory, is it within our purview, and nore

so, do we have a responsibility to go beyond
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sonething narrow |l i ke that, like |abeling, and also
tal k about the issues.

As | said, Ms. Giffith referred to
education, not just of clinicians but of the
public, and how rmuch tine, you know, can we
allocate time to that, as well.

DR. GOCDMAN:  Dr. Katz.

DR. KATZ: One response to the |ast part.
I think when we get to the appropriate tinme in the
meeting, | think you should discuss in a very
freely rangi ng way what provisions you think would
be a good idea to institute in order to use these
drugs safely.

I wouldn't worry so rmuch about the nuances
of what your responsibility is or what we can do
froma regulatory point of view |If thereis
somet hing that you recommend, and we have al ready
talked a little bit about this, if there are things
that are outside our purview and we are incapable
legally of instituting, we will get back to you on
that or will let you know, but | think we really

want to hear a relatively w de-rangi ng conversation
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about what sorts of things you think mght be
useful. If we can't do it, we will let you know,
but we would like to hear about it.

DR GOCDVAN:  Any ot her comments about
process?

| also noticed behind ne that we have
Question No. 1 projected, so you don't need your
readi ng gl asses to address it.

Let me read it. Please conment on our
approach to classification of the possible cases of
suicidality. Here, by parentheses, that word has
been defined. Suicidal thinking and/or behaviors,
and/ or analysis of the resulting data fromthe 23
plus 1 pediatric trials involving 9 anti depressant
drugs.

Anot her thing | probably should nention is
that in terns of the questions we vote on, clearly,
No. 2 is one we are going to vote on, and a yes
vote then would lead us into No. 3. | amnot sure
that No. 1 requires a vote. You are asking for
conment .

Are you asking for a vote on this
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question?

DR. KATZ: No, we are not asking for a
vote, just comments, just a general sense of the
conmi ttee.

DR. GOODMAN: | was going to actually
start and try to answer the question first, to go
out on a linb, since this is the easiest question,
I thought |I would take a stab at it, in my opinion.
But if there are other comments, and | will be
goi ng around the table, so that each of you wll
have a chance to comment, so unless it's really a
process question, you will get your chance.

It is a process question.

DR. NEWMAN: This is a process question
It seens to nme it mght not be a good use of tine
to go around the table and have everybody coment
onit. | mean | just think they did a great job
we shoul d praise them and nove on to sone nore
substantive issues that are inportant.

DR. GOODMAN:  You stole nmy words, now what
am| going to say. | do like to go around the

table even if the comment is ditto, just to give
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everybody a chance to speak.

Let me start. | would agree that | think
that given the inherent limtations of the data, it
was a very rigorous exam nation, very carefully
pl anned, involved | eadi ng experts. There was
appropriate blinding, nore than adequate training.
We saw, too, that we had further vetting by
agreenment with an i ndependent study that was
conducted by the FDA in a subsanpl e.

I think there is always room for
criticism but | think most of my criticism would
be regarding the inherent Iimtations of the data
itself, not what was acconplished by first the
Col unbi a group and then the FDA's re-anal ysis of
t he dat a.

So, ny coments are very favorable and |
can't see that there is much roomfor inprovenent.
In fact, | aminpressed with how rmuch they
acconpl i shed, and | was sonmewhat skeptical in our
| ast nmeeting, and very inpressed with the outcome
and attention to detail.

So, let me now go around the room starting
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with Dr. Fant.

DR. FANT: My only comment, | agree with
everything that you just said, nmy only comrent is
in the sanme spirit of ny father, when | would come
honme with a 98 on ny test, and he woul d wonder why
I didn't get 100, and | guess ny question to Dr.
Posner is, is this scale applicable across various
cultures and racial groups in ternms of behaviors
and actions that nay be significant with respect to
the endpoint that may differentiate one group from
anot her, that may be useful in trying to explore
and devel op those, validate this tool in different
groups?

DR. POSNER: The answer is yes, and nost
of the studies that these concepts are based on
have a | ot of heterogeneity in terns of race and
general popul ati ons, so absol utely.

DR FANT: So you feel confortable that
this tool would be just as useful in an inner city,
predom nantly African-Anerican clinic, as well as
one that serves Sout hwest Hispanic comunity versus

one that serves Native American kids on the
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reservation?

DR. POSNER: | think that the definitions
and the classification, the underlying concepts in
the classification that were represented in what
you saw yesterday, absolutely, and again were based
in just those popul ations.

In the NIMH study that | referred to
earlier, for exanple, there is a range of all of
the popul ations that you just nentioned, and those
are exactly the kind of behaviors we are | ooking at
and the samples that we are | ooking at.

Again, it's overarching concepts and the
behaviors are simlar across all those groups.

DR. GOCDVMAN:  Dr. Pfeffer.

DR PFEFFER | think this is an excellent
scale as a classification. | think that it's a
wonder ful begi nning and carried out with real data
regardl ess of the quality of the data.

I wanted to make some points just for
clarification, and I think that is what Kelly was
just pointing out, too, in a way. This is a

classification, and I don't know that one can yet
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extrapolate this to, let's say, use with patients

This is a secondary neans of focusing
individuals in terms of their behaviors or
t houghts, but not yet to gather the data about
them and | think that is inportant to enphasize,
so that nmuch work | think needs to be done to
create the kind of an instrunment that could be used
reliably and validly to assess directly fromthe
patients what the nature of their thinking is and
the nature of their intent, as well as the behavior
itself.

The other point | would like to nake is
that this classification does hold across all age
groups generally, but in creating a nmethod of
interview ng and establishing the information, what
is al so necessary is to consider devel opment al
perspective, because we do know that children's
cognitive capacities of understanding the nature of
their planned behaviors are quite different than
adul ts.

I will go back to the exanple that tends

to be thrown out, and | would agree it should be
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thrown out, but the child who sl apped herself, for
exanpl e, that was one of the illustrations.

You know, if you have a child that has
problenms or immturity and cognition, one mght not
qui te know what she was intending to do, and a sl ap
or a hit with a piece of glass or whatever, it al
can nean sonething quite different in the nmnd of a
child, so that much work needs to be done to tease
this out I think froma devel opnental perspective

DR GOCDMAN. Dr. Pfeffer, | would
certainly agree with your point that the
assessnent, the prospective assessnent of the
patient is a different matter, but with regard to
the narrower question, as | interpret it, in terns
of the classification data, the process of
classification, would you have any additiona
comrent s?

I think yours are nore coments in terns
of what woul d be the next steps in inplenmenting the
system administering it to subjects in a
prospective study.

DR. PFEFFER: | think the classification
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is excellent. | would also raise the question, the
children and adol escents who coul dn't be eval uated,
was it due to the data itself, was it due to
questions about what category the child mght fit
into, which I tend to doubt because they actually
sol ved those issues by discussions.

I think, generally, this is a wonderfu
classification.

DR. GOCDVMAN:  Dr. Posner, you had a
coment ?

DR. POSNER: | just wanted to respond to
your first point, which is you are absolutely
right, and all of that work has been going on
simul taneously. So, we are quite well prepared and
ent husi astic actually about putting hel pfu
assessnent tools into future studies now that ask
the right questions to be able to put events into
these kind of categories. So, there are two
separate questions and both bei ng addressed,

t hi nk.
I think your next question has to do with

our No. 3, the kids where we knew they hurt
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t hensel ves, but we couldn't say why--am |
correct--and the reason was because of the limted
dat a about suicidal intent.

So, these were narratives that said
superficial scratch on wist, and that's it, and,
of course, not enough surrounding information to
infer any kind of intent, so again, that is why
that category was warranted. This is inportant, we
know they hurt thensel ves, but we just don't know
why. As the FDA told you, they put that into a
wor st case scenario, sensitivity analysis, which I
guess | ooked very simlar to the primary outcone.

D d that answer your question about those
cases?
GOCDVAN:  Yes. Dr. Fost.

FOST: No further conment, thank you

3 3 3

GOODMAN:  Dr. Otiz.

DR ORTIZ2 M coments | think are nore
on the line of what Dr. Pfeffer had to say. |
t hi nk what Col unbi a has done is a wonderful start
for the pharnmaceutical conpanies to inprove their

identification of suicidal behaviors, and | think
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the FDA has done a superb job of further analyzing
the 24 studi es.

However, the 24 studies excluded children
who had suicidal ideation with the exception of 4
studies, and the vast nmajority excluded children
with history of famly bipolar.

So, again, nmy concernis in regards to the
testimony yesterday that we al so need to think
about famlies and the clinician out there
practicing, the pediatrician in Farm ngton, New
Mexi co, who has a nother with a 12-year-old who
conmes in, who says, "I want to die."

I think we need to al so be thinking about
i ssues of side effects, of agitation, hostility,
del usi ons, mani a, and violence, which this
particul ar population, | nean | think for a
classification system it is great, but there is
other issues related to side effects and clinica
practice that | think affect suicidality
pr of oundl y.

DR. GOODMAN:  Thank you

Dr. Mal one.
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DR MALONE: | agree that the conbi ned

study was done very well, and | think it is

encouraging that the original FDA study pretty nuch

agrees with the second study, and | think gives it

more validity that way.
DR GOCDMAN:  Thank you

Dr. Nel son

DR. NELSON: | just have one conmment, that

I think a reasonable topic for discussion going

forward by the Pediatric Advisory Comittee m ght

be to think through what | essons have been | earned

by this experience for the ability to conpare
i nformati on across different drug devel opnent
progranms within drug cl asses, because | suspect

this issue mght exist in other areas.

So, | think that is worthy of focusing on

at some point in the future, just to get that on to

t he docket.
DR GOCDMAN:  Thank you very much.

Dr. Perrin.

DR PERRIN. | think the classification is

great, and | would like to know a little nore about
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t he di scordant cases between the FDA and Col unbi a,
but | think that knowi ng nore about the discordant
cases woul d not change the findings at all

DR GOCDMAN:  Thank you.

Dr. G ady.
DR, CGRADY-VELI KY: | agree with everything
that has been said. | would just Iike to follow up

a bit on what Dr. Nelson said, which is that the
Col unbi a study actually showed us a great dea
about the role of narrative reporting, and | would
think it is very inportant that we | ook at, for
future studies, guidelines for those narratives so
we have further information.

DR. GOODMAN:  Thank you very nuch, Tana

Dr. Ebert.

DR EBERT: | also agree, that the
classification | think was reasonable, and
commend the investigators on that. As far as the
anal ysis, just one brief coment, and that again
think the anal ysis was appropriate, but again we
have the caveat of the studies thensel ves being of

somewhat questionable quality, and the variability
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of quality probably is hard to establish

Havi ng said that, when the studies are
anal yzed, they are anal yzed based on wei ghting
those studies on their size, which therefore gives
the greatest weight to the larger studies, not
necessarily knowi ng whet her those are the highest
qual ity studies.

DR. GOCDMAN: | like your last point.

Dr. G bbons.

DR. G BBONS: Cearly, there has been a
| ot of excellent work done both in terns of the
classification and in terns of the anal yses.
think in ternms of the integrity of these data, the
classification has gone about as far as you can
mlk the data for, and | amnot sure that we really
need to do nuch nmore in that regard.

In terms of the analysis, | think that the
anal yses are very thoughtful, but | don't think
they have addressed the critical question that they
were intended to address.

I amreading fromthe summary m nutes of

the February neeting, that "Since we are in the
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prelimnary stages of designing an appropriate

anal ysis of patient |evel data"--blah, blah, and
then it goes on, the analyses that are presented so
far are not really analyses of patient |evel data.
They are conbinations of risk ratios in a

met a-anal ytic framework fromstudy to study. They
are not patient |evel data.

The survival anal yses that were done, to
sone extent, are patient |evel analyses, but those
anal yses are not adjusted for the effects of
covariates, and | really think there may be nore to
these data than what we have seen, and woul d offer
that we should have a | ook at the data, and | woul d
be happy to do that.

DR. GOODVMAN:  So, you are nmking a
suggestion that there is opportunity for continued
m ning of the data, and maybe we can put that in
sort of our parking lot and return to it as we get
to the recommendati ons.

DR. G BBONS: Yes

DR GOCDVAN:  Any comments fromthe FDA

regarding the anal ytic questions that were raised
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j ust now?

DR. LAUGHREN: We woul d be happy to share
the database, it is not a problem

DR HAMVAD: Regarding the fact that there
is no apparent patient |evel data, exam ning the
confounding on trial |level was done based on the
patient |evel data, and also, as you said, tinme to
event also utilized the patient |evel data. Al so,
examining the interaction in all trials by the
certified analysis used the patient |evel data, but
there nmight be some other things to be done putting
everyt hi ng together

DR. G BBONS: | don't have necessarily any
expectation that a different analysis would yield a
different result, and | don't have any criticism of
t he anal yses that have been done. |In fact, given
the tinme frame that were avail abl e, you have gone
way beyond any of ny expectations, but | do have a
few i deas of how the data could be analyzed in a
different way, that mght shed a slightly different
l'ight.

DR GOCDMAN:  Thank you.
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Dr. Pine.

DR. PINE: Beyond the general coments
about the outstanding nature of the work, | guess
woul d make only one other comment, and that rel ates
to sonme discussion between the |ast neeting and
this neeting, about the degree to which these
anal yses were necessary or appropriate, and | guess
I would only just speak for nyself to say that |
found them both hel pful and in sone ways necessary
toreally informon the next question that we are
going to deal with.

Agai n, just speaking for nyself, | fee
far nmore confortable being able to tal k about the
second i ssue concerning is there or is there not a
signal, having seen the outstanding quality of the
wor k that was done.

DR. GOODMAN:  Jean Bronstein.

MS. BRONSTEIN: | have nothing further to
conmment about the study although |I really thought
the anal yses done with Col unbia really hel ped me
better understand this issue than | did in

February.
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| do at sone point want to speak about
war ni ngs and what | heard fromyesterday's
testinmony, and | think it really comes under the
next question rather than this one, so |l will hold
that for then.

DR. GOODMAN:  Thank you

Dr. Rudorfer.

DR. RUDORFER: | would like to second the
excellent quality of the classification project. |
wonder if there is roomto nore formally include
i nformant i nformation.

I amthinking particularly in some of the
codi ng, whi ch have been described as softer, for
i nstance, suicidal ideation, should there be a
subcat egory of suicidal ideation that is validated
by a fam |y nenber as having been expressed as
opposed to just expressed by the patient.

DR. POSNER: Ideation is not typically one
of the categories that you would feel even the need
to be validated by a famly nmenber, because it is
what is going on in their head, so usually, the

most valid indicator of it is the child or
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adol escent.

| understand what your coment is in the
narrative. Sonme of the narratives said, you know,
mom said that he said this, or the doctor just
sai d, you know, indicated what was said, but there
is no way to further break that down at this point
with the linited information that we have.

Again, | think it beconmes nore rel evant
just fromour assessnment standpoint in terns of
behavi or than ideation, having the suppl enentary
i nformant s.

DR, RUDORFER: Thanks. The only other
thing I would add is just to re-enphasi ze--and
again this is not a problemwth the
classification, this was a problemw th the
under | yi ng data--that your outcone was only as good
as the data that were available, and | think we are
all faced with that conundrumthat those data seem
to be rather inconplete and inconsistent.

DR. POSNER: It is true, but I wanted to
hi ghlight, in your handouts, you see the first

exanpl e | gave yesterday of the suicide attenpt
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that was clinically inpressive, where the patient
took 100 pills, you have a very detailed narrative
in your handouts.

It is inportant to note that every one of
these narratives, many of the narratives had a | ot
of supplenentary information, and that was what was
so crucial about having suicidal experts, because
they can take all of that suppl enentary information
and say, yeah, this | ooks |like a suicide attenpt
gi ven everything that we have.

So, | just think it is inportant to
hi ghli ght that there was a significant amount of
surroundi ng i nformati on even though stated intent
was very often not there.

DR RUDORFER: Right. No, | appreciate
that, and | commend you for that. My concern
remains with, say, the placebo-treated subject who
wal ks in and verbalizes no conplaints, and then the
rating process goes on and no one ever discusses
any surroundi ng i ssues because there doesn't seem
to be any cause for it.

DR POSNER Right, we can never make
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sense of sonething that is not there.

DR RUDORFER R ght.

DR. GOCDMAN: | have already rendered ny
opinion, I will just add by saying that | was not
prepared to answer Question 2 at the |last meeting,
but | am now based upon the reclassification

Dr. Chesney.

DR. CHESNEY: The good news is that | have
no further coments about the anal yses ot her than
what the rest of the panel has said.

I was struck yesterday, as | was in
February, by the reports of the parents of a nunber
of children who never expressed suicidal behavior
or ideation, and yet proceeded to commit suicide,
and ny second point has to do with other injurious
behavi or.

We have | ooked at self-injurious behavior,
we have | ooked at obviously suicidal, but we
haven't | ooked at aggression, hostility, all of
those aspects of the activation syndrome that we
tal ked about in February.

The thing | feel relatively good about,
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however, is that | think, had we | ooked at those,
it would have only strengthened the results that we
have al ready seen, so those are ny only conments.

DR. GOCDMAN:  Thank you.

Dr. MCGough.

DR McGOUGH: | just agree with the
Chair's comments.

DR. GOODMAN: Ms. Griffith.

M5. GRIFFITH | woul d endorse that, too,
and | agreed with Dr. G bbons that the
classification has gone about as far as it could,
but | have a very quick question for Dr. Hammad,
because at the February neeting, you raised the
possibility that the data m ght not be robust
enough to render any concl usions, and your
form dabl e presentation yesterday, | suspect gives
you confidence, but | would just like to know if
you, indeed, feel that this is robust enough. | am
asking you a very subjective question, | amsorry
to put you on the spot.

DR. HAMVAD: Yes, you are right, it is

subj ective. O course, it depends on what do you
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mean actually by "robust" here. | think if you
| ook at the individual trials, for exanple, you
feel that there is nothing going on, there is
not hi ng significant on its own, but when you see
how consi stent the signal is com ng from nost
trials, putting this in the context of what the
rest of the process is, which is the fact that we
know now we have every event that is out there, as
wel|l the public testified, and you still see it,
then, you can feel nore confortable about the
findi ngs.

So, | agree with the comment that were
said before about the | evel of confort that is
definitely nuch better than it was in February.

Al so, the sort of things like the
i nformati on we have on di scontinuation, for
exanpl e, al so about the history of seratin [?],
mean these two factors al one coul d have nmade the
results one way or the other, and if we did not
have i nformation about those, and we had not tested
them we would have spent a long time trying to

specul ate how nuch actually inpact we have
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So, we also got this out of the way, the
obvi ous, clear potential explanation for the
apparent risk. So, | think what we are saying now
is true.

M5. CGRIFFI TH:  Thank you

DR GOCDVAN: Dr. Leslie.

DR LESLIE: | just want to say thank you
for the work you did.

DR GOCDMAN:  Dr. Robinson.

DR ROBINSON: In terms of classification,
I just want to second what nost of us have said,
which is that | think the FDA and the Col unbi a
group did as good as they can with the data that
they had.

Just two coments. One is that in terns
of going forward, and Dr. Posner m ght obviously
have i deas about this, is that the Col unbia
classification was obviously done in terns of what
you could get out of very limted data, and in the
future, sort of going forward in a prospective sort
of manner, you m ght have a different

classification or you m ght have a scale that had
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addi tional itens which mght be very inportant,
whi ch you couldn't get fromretrospective data.

So, | think we still need to think about
that you can, for prospective studies, do sonething
maybe that is even better.

DR POSNER. | just want to clarify one
thing, and it is a very inportant point. This
classification scale and schene really is about
concepts and definitions, so we defined, suicida
attenpts were defined like this. W took the data
and put it into that category using that
definition.

Then, there are the nmeasures that you use,
the tools, to ask the questions to ascertain that
information to be able to know whet her that
definition applies. So, we do have those neasures
and tools that aid in this classification that wll
hopefully informall of the studies going forward,
as you are pointing out.

So, the whole systemreally involves two
el ements, right, the tools in which people and

clinicians and industry need to use to ask these
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questions of these patients and families to find
out whether or not, where they go in this
classification schene.

Does that clarify it sonewhat?

DR. ROBINSON:  Yes, but, for example, like
in preparatory acts, you have preparatory acts
where the person stops thensel ves versus sonebody
el se stops thenselves, and often froma clinica
poi nt of view, you know, it is like ny child had
the rope up and | saw themand | stopped them as a
clinician, that has a very different thing than
sonebody saying, well, | was going to do this, and
| got the gun out, but then I told nyself, no, that
is wong, and | went to ny famly.

Again, for going forward, you m ght make
sonme refinenents. | amjust saying not necessarily
have this set in stone, because this is obviously
done for sonething that is sort of retrospective.

DR. POSNER: But what | amsaying is we
have an assessnent tool, for exanple, where all of
those questions, the clinician has those questions

in front of them so have you ever done anything to
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hurt yourself where you wanted to di e, have you
ever started to do something and stopped yourself,
and then they get that information with those
definitions and the probes and the questions, and
then they can then go and decide there was a
preparatory behavior or there was a suicide
attenpt.

So, all of those distinctions and
questions and hel pful aids, we have certainly been
working on and intend to hopefully distribute and
even have guidelines and training days, so that
peopl e can start to use these in their studies.

I just wanted to add to two coments |
heard about we have to | ook broader at nore of the
other synptons that we are tal ki ng about and
worryi ng about, |ike akathisia, agitation, and
aggr essi on.

The study that | keep tal king about, for
exanpl e, the Adol escent Suicide Attenpter study,
that is NI M4 sponsored, we are working very hard on
nmeasures and tools to |look at all of these side

effects that are associated possibly with SSRI s
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including all of those things - how to ask the
questions, howto collect it, so hopefully, we can
have tools and we can al so answer some of these
rel ated questi ons.

DR. GOCDVMAN:  Dr. Marangel | .

DR. MARANGELL: | would agree that the
reclassification and anal ysis were both clinically
and scientifically appropriate. | found themto be
rigorous. | was inpressed with the blinding
procedures and woul d echo the thought for future
random zed, controlled trials, in conjunction with
the FDA, that there be sonme type of standardi zed
classification that is mandated across all studies.

DR. GOCDMAN:  Thank you.

Dr. lrwn.

DR IRNN | agree and | would just like
to second what Dr. Chesney raised in terns of the
i ssues of aggression and viol ent behavior. They
don't seemto be a part of this instrunent right
now. Thanks.

DR GOCDVAN:  Ms. Dokken.

MS. DOKKEN: | agree with the intent of
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the previ ous coments.

DR. GOCDMAN:  Dr. Newman.

DR. NEWVMAN: | do, too.

DR. GOCDVAN:  Dr. Wells.

DR. VELLS: | think we have done about as
well as we can do with the reclassification and
with the re-analysis. W recognize, of course,
that the data aren't perfect, having largely to do
with how they were elicited.

| don't think that there is very nmuch nore
that we can do with the data, although there may be
alittle bit nore. | recall that Dr. Mshol der,
for instance, had recomended that we might want to
do an anal ysis using inpatient hospitalization as a
primary outcome and see what is picked up there.

We remain troubl ed by the inconsistencies
across the studies, even for specific drugs, we
don't understand what accounts for those
i nconsi stencies, but | think at this point, we need
to nove forward and see if there is some decisions
that we can nmake with the data that we have.

DR GOCDMAN:  Thank you.
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Dr. Pol |l ock.

DR. POLLOCK: Yes, it's a question was
there ever or is there any plan for this kind of
patient level, at |east to sanple, because of the
concerns about ascertainnent in the adult studies,
if there was any contenplation or has there been
any probing at all of the quality of that data.

I nmean we have sone confidence in your
overal | conclusion, but we don't have confidence,
or at |east the public doesn't have confidence for
some of those adult studies, what was actually
recorded, and if it mght be certainly in the
public's interest to conduct at least a quality
sampl ing using the same nethodol ogy in the adult
st udi es.

DR LAUGHREN: As | indicated yesterday,
ri ght now our focus is on the conpl eted suicides
that we have in this very |arge database, and we
can consider this second issue, but | think right
now we are going to try and finish up with | ooking
at the conpl eted suicide data.

DR. GOCDMVAN: Dr. O Fallon
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DR O FALLON: | agree with what has been
said by the rest of you, I amnot going to argue
with any of you, but | amstill--1 think there are

a coupl e of issues here.

One of themis that | don't think that
this re-analysis has done very nuch about | ooking
at that question about the association between
adverse events and dose changes. | think there may
have been problens. At least | didn't see very
much about that. Mwybe | was missing it.

I think I amstill very concerned about
the possibility that we m ght be underestimting
the incidence of these adverse events, the suicida
ones. | amafraid of it because if we get the
answer wong, we could have a very bad effect upon
medi cal practice. That is always the issue here
wi th doi ng research.

Qovi ously, there wasn't very nmuch power to
detect, | nean it's a rare event, thank God it's a
rare event, suicidality, but there isn't a whole
| ot of power to pick it up under the best of

circumstances even with the neta-anal ysis.
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I think I have asked this question twi ce,
and | think the FDA needs to address upfront the
charges that | heard over and over again that the
FDA doesn't have all the data, that somehow or
anot her the conpani es are hol di ng back data or
suppressing it fromyou.

I think that is sonething that has to be
made clear to the public. You have said no, if
they put in an application, we get every shred of
data they ever had even if it was 25 years ol d.

But there is a perception out there that | think
the FDA has to address.

DR GOCDMAN: | amnot sure if those
comrents are germane to the question at hand. You
may want to hold themfor later.

DR O FALLON: Ckay.

DR GOCDMAN:  Dr. Sant ana.

DR. SANTANA: | also agree that clinically
and scientifically, you have done the best that you
can with the data that you have. | do want to nove
forward, though. | nean this classification system

is an event-based, outcome system but it really
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doesn't get to the issue that | would have if | was
a practicing physician in this area, which is, is
this toxicity or is this lack of response, does
that | ead to that comon out cone.

So, as you devel op your new tools, your
new questionnaires, whatever you are going to do to
validate this classification and take it forward to
new studies, | would want you to pay sone attention
to try to dissect how that common outcone is
related to either toxicity or |ack of response,
because | think that would be inportant and woul d
address sone of the issues that the parents and
fam lies had, you know, that they were attributing
it to toxicity, whereas, some of us may interpret
that it actually was a | ack of response

DR GOCDMAN:  Thank you very much.

Dr. Vang.
DR. WANG | agree these were very strong
process and results. | do have two snall

suggestions to bound the lingering questions we
have about case ascertainnent. The first is how

many cases nmay have been m ssed by the sponsor's
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screen and never sent, and for that, you m ght
consi der an audit of what was not sent, you know, a
sanpl e of that.

The second is the potential ascertainnent
bi as due to this unblinding by side effects, and
you could check for this by seeing whether an
adverse event known to be unrelated to
anti depressants was el evated in the antidepressant
versus placebo arns. It would just at |east give
us a sense of the potential nagnitude of either of
these two probl ens.

DR, GOCDMAN:  Dr. Gor man.

DR GORMAN: | would like to echo the
generally positive coments about the
reclassification as being hel pful to especially
mysel f to understand the data, and that would then
lead to a conplinment to the Ofice of Drug Safety
both at the gl obal |evel and the individual |eve
for recogni zing the signal through all the noise
when the data was not classified in a way to nake
it as clear to themas it is nowto us.

The ascertai nment of the cases, | think
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woul d make the signal stronger in general. | think
all the errors we are worried about, in general,
about how nuch i nformati on has been presented in
the narrative, nmight, in fact, make the signa
stronger and therefore, while | recomrend to the
FDA as a comment to this that | hope this
classification system becones generalized across
all your therapeutic areas, that the active
ascertai nnent for suspected or serious adverse
events in all classes becone active and done in a
way that allows us to not be arguing whet her we
have got as much of the signal as there is to get.

DR. GOCDMAN:  Thank you.

Dr. Mal donado.

DR. MALDONADO. | just have a coupl e of
questions, but | agree with the general consensus,
and the questions are based on these tools that
have been devel oped. As you know, the tools are as
good as the ones who use the tools. It is still not
very clear to me who is going to be the end user of
t he tool

| actually congratulate Dr. lyasu for
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doing the reproducibility and reliability within
the FDA. | amglad to see that the FDA is doing
its own studies, too. And then who are going to be
the end users, is it going to be the nedica
of ficers on DDP who are going to be doing this
classification, or is it going to be the requesters
fromthe sponsors, or even primary investigators?

The nore you spread that, the nore
variability you have to expect, and then the study
that Dr. lyasu did night not be rel evant dependi ng
on the user.

The other thing, naybe Dr. Posner can tel
us, where the publications for the validity of
these questionnaires and cl assifications are,
because again these tools are so dependent on their
validity. | amnot in this field, so they may be
publ i shed and peopl e know, but | have never seen
them or maybe if they are not published, are they
going to be published, so people know the validity
of these two tools.

I amnot just referring to a

classification, but also to the questionnaires that
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you menti oned.

Thank you.

DR GOCDVAN:  Dr. Mehta.

DR MEHTA: | think the FDA has done a
great job of classifying data with very poor case
of confirmng information. | would go one step
further, and that is, request FDA to design a case
that could confirmsuicidality and al so together
with a set of instructions, and give it out to
every sponsor from now on, because | suspect that
this issue we will be revisiting 10 years from now.

| think Dr. Gorman and Dr. Posner al so
coment ed essentially the sane thing.

DR. GOCDMAN:  Are you going to give the
references?

DR. POSNER: No, | was just going to
reiterate that we have comrented nany times that we
are going to wite guidelines just to do that for
i ndustry and everybody el se.

DR. GOCDMAN:  We can't hear you

DR POSNER. | was just reiterating again

that we, in collaboration with the FDA, are going
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to wite guidelines for better ascertainnent. |
think we should al so have training neetings. W
di scussed this yesterday. Whatever we can do to
make this consistent across everybody who is going
to be doing this kind of work.

DR LAUGHREN. Right, and that applies to
both the classification and the ascertainment.

DR POSNER  Right.

DR GOCDVAN:  Dr. Tenple.

DR TEMPLE: A classification schenme |ike
that is presumably what a conmpany woul d do,
probably with a special group set aside to do it in
a blinded way, to evaluate the data they have got.

One ot her observation | want to make is
that one of the ways we try to focus on things that
are inportant is to look closely at all the people
who | eave a study prematurely in association with
an adverse reaction, and the narratives associ ated
with that are one of the things nedical reviewers
| ook at most cl osely.

We also get a fair sanple of dropouts that

were said to be for adm nistrative reasons to see
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if underlying those there is actually an adverse

reaction, because sonetinmes you want to check those

t hi ngs.

So, that is one of the ways you go | ooking

for things you don't know enough to expect, see
what happened in those peopl e.

DR GOCDMAN:  Thank you.

| want to concl ude our discussion. You

can take a seat. Thank you.

There, you have our conments. | think it

is pretty straightforward. There was a great dea

of agreenment that you can't imagine a better job

bei ng done given the starting point.

Naturally led to discussion about what to

do in the future, and | think there are some

excel l ent suggestions there, not only for the FDA

but the field in general in ternms of inproving our

ability to detect, ascertain suicidality and

per haps ot her synptons that night be rel evant and

hel p us sort out whether we are dealing, as was

said before, with toxicity versus an indication of

i neffectiveness.
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So, | think that in the future, hopefully,
we will be ascertaining and classifying these data
in a prospective fashion, and obviously, a |ot of
the details need to be worked out about who will be
doi ng what part of that job.

Wth that, we should head to lunch, return
at 1:00 p.m to tackle the remaining questions. A
rem nder, once again, this should be ingrained. Do
not di scuss neeting questions during the |unch

Thank you.

[ Wher eupon, at 12: 02 p.m, the proceedi ngs

were recessed, to be resuned at 1: 00 p. m
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AFTERNOON PROCEEDI NGS

[1: 00 p. m]

DR GOODVAN:  Woul d everyone take your
seat s.

First, a housekeeping matter. Anuja Patel
wi || be passing around a sign-up sheet, so that we
can know i f you need a taxi and at what tine. |
assune you want that returned to you, Anuja, after
it has nade its way around the table.

We are now entertaining the second
question before us. It is presented there up on
the screen. | wll read it.

Do the suicidality data fromthese trials
support the conclusion that any or all of these
drugs increase the risk of suicidality in pediatric
patients?

Now, what | would like to do is first have
a di scussion of the question, give you an
opportunity to ask any further questions of
i ndividual s fromthe FDA who presented yesterday
that have bearing on this question.

Then, we will, follow ng that discussion,
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go around and ask for your votes. You choices are
Yes, No, or Abstain, and you are permitted to have
30 seconds, not nmuch nore, to explain the rationale
for your vote.

So, first, we are going to have a
di scussion. This will be the opportunity to see if
we can extract any additional information. | also
wi sh to point out that there are four nenbers of
the conmittee at the table who are non-voting
menbers. We welconme themto participate in the
di scussi on phase, but obviously, will not be
participating once the vote comences.

Their names are Dr. Mehta, Dr. Mal donado,
Dr. CGorman, and Dr. WAng.

In posing this question, | had a few
comments, and nmaybe a question to the FDA in terns
of clarification.

First, | had mentioned earlier that there
is some lack of clarity about the definition of
suicidality. |In fact, as we can see on the other
screen, although there is quite clarity there, you

can set the brackets either narrowy or broadly in
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terms of what we nean by suicidality.

For the nbst part, in the analysis that
was presented yesterday, the definition of
suicidality corresponded to Qutconme 3, which
i ncl uded evi dence of suicide attenpt, preparatory
actions or suicidal ideation.

So, | think before we take a vote on that
question, there should be some discussion and maybe
sonme gui dance fromthe FDA, as well, is which
definition of suicidality are we adopting for the
pur pose of that vote.

Second, | wanted to note that if we are
basing the information exclusively on the clinica
trials, as stated explicitly in the question, we
have no instances of suicide, so we would not be
concl udi ng anyt hi ng about suicide, only the risks
of suicidality, not conpleted suicide

My feeling is--again, | pose this to the
FDA- -we cannot ignore the other information we
heard fromthe public testinmony about cases of
conpl et ed sui cide, and obviously, those are not

fromthe trial, yet we can in sone ways extrapol ate
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fromthe ideation and behaviors in the trials to
the risk of conpleted suicide that perhaps woul d
exist in the absence of a carefully controlled
envi ronment, such as is the case in a clinica
trial.

So, maybe | could start by posing the two
questions to the FDA. One has to do with which
definition of suicidality should we be
entertaining, and, secondly, should we limt this
answer to what we know fromthe clinical trials.

DR. LAUGHREN: CQur intent was that you
focus on Qutcome 3. That was our prinary endpoint
inthe trials, so that is what we intended by
suicidality. | think for the purposes of this
question, we would |ike you to focus on the
clinical trials.

I nmean you can subsequently address data
fromother sources, but we are primarily interested
with regard to this question on the clinica
trials. | agree with you that it applies to
suicidality, not conpleted suicide, because

obviously, there weren't any conpleted suicides in
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these trials.

DR. GOODMAN: Dr. Tenple

DR, TEMPLE: The difficulty in dealing
with the question of conpleted suicides is that
whi | e, unquestionably, some of the cases reported
sound pretty interesting and persuasive on the
poi nt, you have no idea how persuasive the decrease
in suicide that other people alleged, how | arge
that is.

So, how to say whether there is a net
benefit or harmon compl eted suicides certainly is
unclear to ne. Those data are very hard to anal yze
quantitatively. That is not the same as saying
that some people don't seemto get worse when they
are on these drugs, but sone people seemto get
better also. So, howto put that in nunbers that
addresses that question, increasing, say, the risk
of suicide, that seens very hard to do.

DR. LAUGHREN: | guess anot her
qualification here is that obviously, this is a
very small windowin tinme that we are | ooking at.

These are short-termtrials. | think it has to be
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focused on that window in time for which we have
data. | nean in ny view, that is really the
questi on.

DR GOCDMAN: O her comments fromthe
committee?

Dr. Nel son

DR NELSON: The question | had, let me
just be clear, because |I think m ght have been
answered by your response, because the way the
question is framed doesn't say anything about the
timng of the suicidality and sone of the
di scussions of early versus |ate, and questions of
| ate decreases, et cetera.

So, by restricting the answer to this
question to the data at hand, the way | would
interpret it is it is to speak directly to the
early possible increase in signal that is seen, not
to the broader questions, which then would cone in
to play perhaps in tackling Question 4, where the
ri sk-benefit becones an issue.

So, | state that as a comment, | guess, in

order to nake sure that | aminterpreting what you
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have said correctly, because |I was going to ask
about how this would be focused on the early versus
| ate kind of issue that has been part of this
di scussi on.

DR GOCDVAN.  Dr. Ebert.

DR EBERT: Just another clarification for
my purposes, and when we tal k about this, | am
assunmi ng we are tal king about an increasing risk
conpared wi th placebo as opposed to an absol ute
increase in risk, because obviously, that would
al so take into account the potential efficacy of
the drug.

So, in fact, we might be, if the drug is
ef ficaci ous, seeing a net reduction in suicidality,
but we are tal king here about conparing it with a
pl acebo.

DR. GOCDMAN: | woul d agree with that
interpretation.

Dr. Irwn.

DR. IRNN Is there a word suicidality?

DR GOCDVAN: Every tinme | wite it in

Word, it gets red underli ned.
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DR IRNAN It seens to nme, | nean to ne,
I amnot certain anyone really knows what it is
that we are saying and what you are voting on, or,
to nme, | would like to know what suicidality is.

DR GOCDVMAN: | don't think it is in an
Oxford Dictionary either

M5. GRIFFITH: It is not in Wbster's.

DR IRNN In a sense, it confounds
things by, you know, the front page of the paper
today, | think may lead to kind of a
m srepresentation.

DR POLLOCK: Can't we just use the
explicit |anguage?

DR. GOCDMAN:  That is, in part, what |
woul d favor, is that if we use it, | think we need
to at least parenthetically define what we nean
when we are answering the question

Dr. Tenple.

DR TEMPLE: Yes, that is what we do. |
think that is what we actually did in |abeling.
Whet her we shoul d coin a new word is debatabl e,

obviously, but it neans suicidal behavior plus
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sui cidal ideation. That is what we use it to nean
as those itens.

DR GOCDMAN:  Would it be fair for us to
slightly nodify the question, or do we have to take
it as it is, because what | would say, if we could
use the definition that corresponds to Qutconme 3,
woul d feel nost confortable, because that
corresponds to the reclassification and the way you
approach the dataset.

So, suicidality, suicide attenpt,
preparatory action/or suicidal ideation

DR KATZ: Yes, you can certain anend the
question. W called it suicidal behavior and
ideation, but it is clearly what is enbodied in
Codes 1, 2, and 6.

DR GOCDMAN: | think we have a
clarification on that and hopefully, the public
wi | | understand what we mean, too, and that,
think we will leave it to the press to do their job
intrying to best define what we nean and don't
mean by that term specifically, that we are not

tal ki ng about actual conpleted suicide if we are
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restricting our deliberations to the clinica
trials, because there weren't any instances.

Dr. Perrin.

DR PERRIN. | would like to ask a rel ated
question to hel p ne understand how to approach this
vote, which is really not the analysis, but the
trials themselves and sone | think fairly brief
quest i ons.

My understanding fromreading the reviews
in Dr. Dubitsky's presentation yesterday, and from
Dr. Hammad's review, that these are very diverse
popul ations in these trials, only variably well
described, so we don't really know what percentage
of these young people actually had naj or depressive
di sorders even in the MDD trial s.

We know very little about conorbid or
co-existing conditions in them Although they
descri be what the inclusion/exclusion criteria are,
we know relatively little about the concom tant
treatments for them

Again, as | read the descriptions, they

are a |lot of drugs that they m ght have been on
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wer e excl uded, on the other hand, about
three-quarters of all the sanples were on sone
concom tant treatment of some sort or other

So, | take it, if | amreading this right,
a very diverse, hard to consider simlar
popul ations across the nultiple trials, which mght
be the expl anation for why nefazodone had
absolutely no events in 450 subjects.

I amreally asking the question, am|
right in this reading, and, if so, because that
woul d hel p ne understand nore about the strength of
the signal given incredibly diverse sanpl es.

DR GOCDMAN:  Perhaps Dr. Dubitsky, is he
here, coul d answer that.

DR DUBITSKY: | amnot quite sure howto
even begin. It is a very conplex question, and it
is very relevant. The diagnostic criteria did span
anywhere fromDSM 111 up to DSM IV, including
DSMI1IR, but beyond that, | think as | alluded to
yest erday, you know, some studies did use nore
ext ensi ve di agnostic screening procedures, and it

is to me very unclear as to what role that nay have
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pl ayed in creating some diversity anong the trials.
I think you nmentioned the issue of
concomitant treatnments, and it is true that nost of
the patients did receive some kind of treatnment, be
it something as sinple as aspirin or another
anti depressant during the trial
I think, in general, the treatment with
concomitant anti depressants other than the study
drug was fairly rare, but you can go on fromthere,
because you do have antipsychotics and all kinds of
ot her non-psychotropi ¢ medi cati ons, non-psychiatric
medi cations that do have psychotropic effects, and
it becones very, very conplex trying to sort that
out in terms of what the nedication was, what the
actual psychotropic effect was, what the timng
was, how that may have influenced the outcone of
i nterest.
So, | don't have a good answer for that.
DR GOCDMAN: | think there were sone
di fferences you pointed out and the degree of
structured interviews that were conducted, so that

may account for some heterogeneity.
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I think even if the criteria were uniform
the inclusion/exclusion criteria were uniform
across the studies, which they weren't, | do think
there is a great deal of heterogeneity, which has
to do with the limts of our ability to
characterize major depression in children

DR PERRIN: In that context, | think it
is also, we have heard the real difficulties in
di stingui shing nmaj or depressi on and bi pol ar
di sorder in these popul ati ons.

I guess the point that | think you are
supporting is very diverse popul ations,
nonet hel ess, a very persistent signal despite very
di fferent popul ati ons.

DR DUBITSKY: | think it is quite
possi bl e that the popul ati on was very
het er ogeneous. Again, to what extent that is
actually the fact, | don't really know, but there
is a distinct possibility.

DR. GOCDMAN:  Thank you.

I want it to be clear and nake sure that

we all agree at this point and understand that as
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we answer this question, we are restricting our
data to the clinical trials. | think that is the
intention of the FDA. | think that is reasonable
as long as we understand whi ch question we are
aski ng.

We are not asking the broader question
based upon other data that has been brought to our
attention, strictly what can be gl eaned fromthe
clinical trial data

But | will entertain any discussion of
that point.

M5. BRONSTEIN: As | listened to the
reports on the studies and also listened to the
public testinony, | think sone of the public
testinony really highlights the necessity to | ook
carefully at the trials.

The public is asking us very succinctly to
warn them and | think we have done some since | ast
February, and | think we need to even do nore in
the way of nmaybe even inforned consent and using
famly nenbers as partners even nore than we have

in the past.
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But | want to harken on what Nami tal ked
about a little bit yesterday and sone of the
clinicians that spoke. | am npbst concerned about
access for children to all of the kinds of things
that are available even with the known ri sks.

| guess, as sonebody who is very concerned
about the consumer, | really want to focus on what
the signal is in ternms of giving warning, not
necessarily restriction.

DR GOCDVAN:  Dr. Marangell.

DR. MARANGELL: | certainly agree wth,
for exanple, the next question focusing on the
clinical trials, that really is a clinical trial
question of what we know fromthe current data.

I think when we get to broader questions,
for exanple, should these antidepressants be
contraindicated in children, | think it is al nost
i mpossi bl e to address that question w thout
bringing in a broader database beyond the current
clinical trial.

DR GOCDMAN: | think that is a fair

st at enent .
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I want to nake sure before we try to
answer the question that we are clear about the
question. | think we are at this point.

Any further clarification needed?

[ No response. ]

DR GOCDVAN:  Dr. Newman, | think you
wanted to add a little bit to our dataset. | wll
gi ve you an opportunity to do that.

DR. NEWWMAN: | nade a slide during |unch
If I could have the pointer, too. Wen the FDA
staff presented the results of the pool ed anal ysis
of the clinical trials, what they presented were
the relative risks and the 95 percent confidence
intervals, and although if you have a | ot of
practice, you can | ook at those confidence
intervals and see what the p-value is, that does
take sonme mental arithmetic.

It is kind of hard to do those logs in
your head. So, these are the four risk ratios.
They are all about two, meaning that people who
were assigned to SSRI treatnment in these trials had

about double the risk of these suicidality events,
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and these are the | ower and the upper 95 percent
confidence intervals, and the p-value is sort of
the neasure of the strength of the signal neaning
how, if SSRIs did not cause suicidality, how often
woul d you see a signal this strong or stronger.

Just to show you that ny little
spreadsheet way of doing it works for the people
who know sone statistics, if the 95 percent
confidence interval just exactly hits 1, the | ower
limt, then, that nmeans the p-value is 0.05, which
it is here or reasonably cl ose.

You can see that the p-value, that is the
chance of observing a signal this strong or
stronger, the highest one is about 0.04, and this
one here, which is the | owest p-val ue, because the
sanple size is the biggest, because we are | ooking
at the possible events, as well as the definite
ones. This is Qutcone 4, and in all the trials,
not just the MDD trials, is about 5 in 100,000, so
this is a signal strength that would occur by
chance about 1 in 20,000 tines.

I think this is inmportant because nany of
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the concerns that have been expressed by nenbers of
the conmittee would be to a | oss of power, they
would lead to we are not capturing all the
sui cides, we are not sure that all we have is
suicidality, and heterogeneity, and maybe they
didn't even have the right disease and sl oppi ness,
all of those would tend to make the p-val ue higher

So, | actually think the way the question
is phrased, which is does it support the conclusion
is actually a little bit weak. | think we could
phrase the question, it would be nuch stronger
about the data.

DR. GOCDMAN:  Thank you.

Dr. Nel son

DR. NELSON:. Thank you for doing that, but
I got the inpression yesterday when you suggested
that, that a little statistical skirm sh broke out,
so | aminterested in hearing fromthe other
statisticians around the table just what they think
of this approach.

DR. NEWWAN. Actually, | talked to Dr.

Hammad ahead of tine. Did you want to comrent?
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kay. |If the other statisticians would like to
|l ook at this, or I could open up the spreadsheet
and show them but | really, | don't viewthis as
controversial. |If there are people that do, then,
I would like to hear fromthem

DR GOCDMAN: Dr. G bbons.

DR. G BBONS: The conputation is based on
the fact that these are asynptotic confidence
intervals, that is, you are assumng |arge sanple
theory and assuming norrmality of the risk ratio,
and that is how Dr. Hanmad di d the conputation, so
the probability values fall directly out of it.

O course, it makes sense that when you
are right on the boundary of 1, the probability
should be 0.05 or close to it based on the 95
percent confidence of the asynptotic normal limt.

So, these p-values are reasonabl e, but be
careful about p-values. One of the reasons why
peopl e use confidence intervals is to describe an
effect size, and a very small difference in an
effect size in a large sanple will give you a

probability value that is very, very tiny.
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So, don't interpret the difference between

0.05 and 5 tines 10
-5 as being a huge difference in

effect size, but at the sane tine, if you are
worried about things |like nmultiple conparisons,

i ke, hey, they went out and did a bunch of tests
and sone of these are probably happeni ng by chance

al one, you |l ook at a value of 10
-5, you can do an

awful | ot of comparisons.

We are all born with a fixed nunber of
degrees of freedom and if you use themup too
qui ckly, you die a painful death, but that protects
you pretty well.

DR. GOODMAN:  Thank you very nuch. That
is the best explanation | have heard of that yet.
Thank you.

Gt her conmittee nenmbers? Dr. Katz.

DR. KATZ: | just want to commrent on the
| ast comment. It is true, | suppose, that 5 tines

10 -4 or 10-5 protects you against a |ot
of multiple

compari sons, but 0.04, which is the p-value, the
normal p-value for Qutcone 3 for SSRIs and MDD, and

we haven't yet gotten to the point to which a
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popul ati on shoul d any conclusion apply, but the
0.04, in the face of lots of multiple conparisons
perhaps is a different kettle of fish

DR GOCDMAN:  Dr. M Gough.

DR. MGOUGH: Tom maybe a followup. As
far as the p-values go, if | hunbly understand it,
you know, worrying about Type 1 error, we are
worryi ng about calling something different when it
is not, but I think the problemis the other way.

I mean | am nore concerned of nissing
something that is there. | amnore concerned about
Type 2 error, and is there any light to be shed on
that, or are we just confortabl e enough that we
have got a signal, we keep the signal, or is there
sonme way we can infer if we are mssing a signal?

DR. NEWWVAN: The Type 2 error refers to
that you have failed to find sonething which is
really there, and I would submt that these
p-val ues are very, very low, and so we have found
it, and it is there. Wen the p-value is 5 tines

10 -5, power is not the issue at all
You had

abundant, abundant power to find that because you
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found it with such a very, very high | evel of
statistical significance.

DR. GOCDVMAN: |Is there any nore data that
peopl e feel they need to see before answering this
question? Again, the data fromthe clinica
trials, not research you would like to see
conduct ed.

Dr. Pine.

DR PINE: Just two brief comrents, one
related to what you just asked and anot her rel ated
to the other issue, and it relates to a concl usion
that Dr. Laughren gave when he was sunmarizing his
kind of directions to the coomittee, and that is
the idea that one mght use a different statistica
t hreshol d when maki ng concl usi ons about safety as
opposed to when maki ng concl usi ons about efficacy,
so while 0.05 has becone kind of a magical numnber
for whatever reason, that is usually in the
di scussi ons about efficacy, and | just wondered if
he woul d, you know, comment if his statements
really apply to this exact situation

DR LAUGHREN. M interpretation of the
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regulations is that we don't need the sane |evel of
certainty, so | think it applies directly here.

DR PINE: Then, the only other conment |
woul d make, and this m ght affect the question or
it mght not, and it relates to your statenent
about other data fromother trials.

As far as | know, there are no other
random zed, controlled trials of SSRIs in pediatric
depression. There are other trials of pediatric
anxi ety disorders, and, you know, discussing them
for safety right now, I knowis not really the
i ssue before the commttee, but | think that there
has been a hint fromthe anal yses that have been
done that perhaps the signal, so to speak, is
particularly strong in children who are suffering
from maj or depressive di sorder

I would just think it would be inportant,
if we were to go beyond nmj or depressive disorder,
to be sure to look at trials that have not been
di scussed, that are federally-funded trials in
particul ar as opposed to industry-sponsored trials.

DR GOCDVAN:.  Dr. Tenple.
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DR. TEMPLE: The anal yses that Dr. Hammad
presented include all of the trials we know about
including trials that are not in najor depressive
di sorder, only 15 of them or one nore with TADS,
and the signal, as the previous slide showed,
actual ly | ooked slightly stronger when you add the
trials that are not in major depressive disorder.

VWhat that means, | have no idea, but that
is how the numbers sort of cone out.

DR. GOCDMAN: Basically, | want to echo
that. Maybe | should clarify this point. As |
understand this question, it applies to all the
clinical trials, not just the najor depression
ones.

Al t hough the nunbers were admittedly snall
for sone of the other anxiety disorders, |ike OCD
they were very small nunbers, but when you
aggregate the data, it adds to the evidence of
suicidality.

DR. TEMPLE: One of the things the
committee could think about is whether sone of

those trials are nore gernane to this question than
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others. The main anal yses Dr. Hammad did incl uded
themall.

For one thing, there is a lot of overlap
in these things, and nmaybe the peopl e have nore
than one di sease, but that was the primary
anal ysis, and there are, of course, nore data, nore
nunbers, nore trials, so you have sonewhat nore
i nformati on on those than you do on the others.
Those are all good questions.

DR. GOCDVAN:  Dr. Pol I ock.

DR. POLLOCK: | just wondered if before
you bring this to a vote, if it is possible to
rewite this, so that we are absolutely cl ear what
we are voting on, and it is not only--my concern is
not only that you define suicidality, but also this
may to sone nenbers appear redundant, but
pediatric, as well, that we actually tal k about
clinical trials between ages of, you know, we fixed
that, because the way the warning cane out, at
least into the field and into practice, in the |ast
few nonths, was all patients, that there is a risk

of increased suicidality sort of across the age
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spectrum and this caused a little bit of
const ernati on.

Wiile it is inportant that the efforts
towards nonitoring and that people be alert in al
ages, where we have the evidence and where we are
specifically voting, | think today is about the
evi dence base that we have in those specific trials
conduct ed between certain ages, and that is where
the data is.

I would just again feel better if we could
just frame this question very explicitly, so it is
not subject to distortion.

DR. GOCDMAN: | certainly agree that we
shoul d further reference what is neant by "these
trials" in the question. Perhaps this |list that
was supplied by Dr. Dubitsky covers it, but let nme
make sure that we are voting on the right set of
trials, are they the ones that are listed here? I
aminterested in alittle bit of guidance about how
to properly reference the studies.

DR TEMPLE: It is clearly the trials we

have presented to you. They are all pediatric
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trials. If you feel that you have to say that in
there, go ahead and say it, but we wll understand
it.

Those are the trials you are talking
about, and the database relates to suicidality in
pedi atric patients, however, the warning you are
referring to was quite deliberately not intended to
apply only to pediatric patients, because it didn't
have anything to do with whether there is an
increased risk of suicidality. That was consi dered
good advice for any person getting these drugs.

You shoul d know that sonetines people get worse and
you shoul d nonitor them cl osely.

So, you might want to comment on that, but
that was our intent.

DR POLLOCK: It was conflated with this
stuff.

DR. TEMPLE: No doubt.

DR. GOCDMAN:  Any other data you want to
see, or discussion, before bringing it to a vote?
Dr. Laughren.

DR LAUGHREN: Just again for
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clarification, Question 2 is intended to follow
Question 1. Question 1 clearly states that it's

the 23 plus 1, 24 trials.

DR GOCDMAN: | apol ogi ze, | wasn't paying

attention.

DR LAUGHREN. | amjust pointing out that

Question 2 is intended to follow directly from

Di scussion Point 1, which focuses on the 24 trials

for which we have presented data.

DR. GOODMAN:  So, you know what we are

referring to, we now know what we are referring to,

so | think we are okay.

Ms. Giffith.

M5. CRIFFITH But will the public know

what we are referring to, and when this is

extracted for the press, it better be as clear as

it can possibly be. Also, if | could just

reference your web site, you need to have sonething

very directly speaking to this and outlining it in

detail on the web site ASAP

DR GOCDMAN:  Further discussion before we

bring it to a vote?
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Dr. Pfeffer.

DR. PFEFFER  Yes, | would agree with what
you just said in the sense that the question al nost
alludes to a generalizability, and I am not yet
sure, given the discussions we had this norning,
that we are fully ready to have very generalizabl e
statements about the |ast part of the question,
suicidality in pediatric patients.

| think we have sone datasets now, and we
have di scussed how nuch they have potentia
probl ems, but this is the existing data that we
currently have. So, as of today, this is our
know edge base, so to speak, and we feel from what
we said this norning that we need nore informtion
ultimately and gathered in different ways.

So, | amnot sure we can say this is a
general i zabl e i ssue yet. So, that is the caveat |
woul d |ike to address.

DR GOCDVAN:.  Dr. Tenple.

DR TEMPLE: | amnot sure what the
reference to generalizability is. This question

refers to the 23 plus 1 trials and to the evidence
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that they do or don't provide about the risk of
suicidality, defined properly, in pediatric
patients who were the subject of those trials.

We don't think those trials have any
reference for adults. W don't know about the risk
of actual suicides, it is a fairly narrow question
because those are the new data we got. Those are
the result of the pediatric trials, and the

question is have they told us sonething.

DR GOCDMAN: | under st and.

Dr. Pfeffer.

DR PFEFFER: | guess what | amtrying to
say is that what | nean by generalizability, | am

not tal king about other ages, but specifically,
don't yet think that it clarifies all pediatric
patients would be at risk.

DR GOCDVMAN: | don't think that is the
inplication of the question

DR PFEFFER: | amtal ki ng about the
general public.

DR GOCDMAN: It neans in the trials that

were |isted and presented to us.
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DR TEMPLE: And there could be
di fferences anong patients in the trials. That is
true for every effectiveness trial that has ever
been done. You don't know as much as you woul d
like to. It's in the pediatric patients that were
in these studies, not all pediatric patients.

DR. GOCDMAN:  Tana.

DR. CGRADY-VELIKY: | just wanted to
comment that the anmount of discussion we are having
about what the question neans or doesn't nean is
inmportant to at |east acknow edge and, you know, we
are a group of experts in this area, so when it
conmes to the public, | think the fact that we are
struggling with it is needed to be comented on,
and | would agree with Dr. Pollock that | would
like to see the final version of the question
bef ore voti ng.

DR. GOCDMAN: Dr. Katz.

DR KATZ: | just want to get back to this
question of generalizability, because we do clearly
want to be able to say sonething at the end of the

day about whether or not these results apply to any
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identifiable population of pediatric patients.

If you were to conclude that, yes, the
data show that there is an increased risk of
suicidality in these specific particular pediatric
patients who enrolled, but we can say nothing
about, for exanple, pediatric patients with MDD, in
general, or patients with psychiatric disorders,
that would be quite problematic.

General | y speaking, we do take contro
trial data and we convince ourselves that the
results apply to sonme rel evant popul ation that was
not studied in the trials. |If all our conclusions
only applied to people in trials, we wouldn't have
very much to say about drugs.

So, there is a question we are asking.
You can take this stepwise if you like, but we wll
ultimately want to know whet her or not you think
that these data denonstrate that there is a risk of
sui ci dal behaviors or suicidality, as defined, in
some identifiable population who in the future or
who are currently being treated with the drug or

drugs.
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DR GOCDMAN: | don't think the main text
of the question needs to be changed, but | do say
that it needs to be footnoted, so that what | woul d
suggest is that the statenment--the question we are
answering reads as foll ows:

Do the suicide data fromthese trials--and
we should put Footnote 1--as |isted in--what shal
we call this, Dr. Dubitsky? Appendix A presented
by Dr. Dubitsky? Sonebody give nme another way of
descri bing that.

DR TEMPLE: You could refer to it as the
23 plus 1 trials referred to in Question 1.

DR GOCDMAN. Ckay, that is fine with ne.

So, the 23 plus 1 trials referred to in
Question 1. Sonebody is bound to ask ne which 23
plus 1 trials those are, and those are in Appendi X
A listed, provided by Dr. Dubitsky. W are getting
like | awyers here.

DR MARANGELL: Al avail abl e randomni zed
control trials in pediatrics involving
ant i depr essants.

DR. GOODMAN: | think we are beating a
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dead horse, frankly. | think we all know at this
poi nt what we are voting on, and hopefully, when it
gets transl ated sonewhere that the press and ot hers
will be attentive to exactly the appropriate
ref erences.

Any ot her discussion? | want to get off
the question and on to information relevant to
arriving at an answer.

Any ot her discussion that we need to have
before you are prepared to make your vote?

If not, | amgoing to start, not with
myself this time, | amgoing to start fromthat end
of the roomfromny first voting nenmber, Dr.
Santana, and then | amgoing to rem nd you--yes,
it's you--yes, no, you can abstain, but obviously
we woul d encourage you to be definitive with a yes
or a no, and up to 30 seconds in conment although
that is not necessary, a sinple yes or no would be
sufficient, and we are going to be recording your
vot e.

DR. SANTANA: That is why | amhere. MW

vote is yes, and | have no further conment.
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DR GOCDMAN: Dr. O Fall on.
DR. O FALLON: | amgoing to abstain. |
am |l ooking at this data, and | don't see that clear

signal that everybody sees.

DR GOCDVAN:.  Dr. Poll ock.

DR POLLCCK:  Yes.

DR GOCDVAN.  Dr. \Wells.

DR VELLS: Yes.

DR, GOCDMAN:  Dr. Newman.

DR. NEWWMAN. | would vote yes and | would

even say that | think this particular question is
weakly phrased to say support the conclusion, and |
woul d al so vote yes if it said do the suicidality
data fromthese trials prove beyond a reasonabl e
doubt - -

DR. GOODMAN:  Now, we are really becomn ng
| awyers.

DR NEWWAN: -- increase the risk of
suicidality, because |I really think it is
definitively shown.

DR GOCDVAN:  Ms. Dokken.

MS. DOKKEN: Yes.
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GOCDVMAN:  Dr. Irwin.
IRWN: Yes.
GOODMAN:  Dr. Marangel | .
MARANGELL:  Yes.
GOCDMAN:  Dr. Robi nson.
RCBI NSON:  Yes.

LESLI E: Yes.

T %3 33 333D

GOCDVMAN:  That was Dr. Leslie.

Gail Giffith,

M5. CRIFFITH  Yes, and | was convinced by
the signal exposed in the TADS dat a.

DR GOCDMAN:  Dr. MGough.

DR McGOUGH: Yes.

DR. GOCDMAN:  Dr. Chesney.

DR CHESNEY: Yes.

DR. GOCDVAN:  Dr. Goodman, yes.

Dr. Rudorfer.

DR. RUDORFER. No. May | take ny 30

seconds, please?
DR. GOCDMAN:  Yes, please.
DR, RUDORFER: I n ny opinion, nost of the

trials we reviewed were scientifically flawed.
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None were designed to address the question of
suicidality. What they were designed and powered
to address, nanely, efficacy, nost failed to do in
the maj or depressive studies.

| believe that we saw evi dence of many
sui cidal -rel ated events, however, to assign
causality, | think that was not shown. | think
that, as we have di scussed, to show a
differentiation between active drug and pl acebo, |
don't believe that the studies were properly
designed to do so, and we have no ot her
corroboration that the ascertai nment of events was
equi val ent, and the question of switch into mani a
and akat hi sia, and whether those adverse events and
conplications could, in fact, have resulted in or
coded as suicidal events, | think remains a rea
possibility, and we sinply don't have the data to
di sprove that.

DR. GOODMAN: Jean Bronstein.
BRONSTEI N:  Yes.

GOODVAN:  Dr. Pine.

3 3 B

Pl NE: Yes.
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DR GOCDMAN: Dr. G bbons.

DR. G BBONS: Yes with a brief statenent.
I think the effects are very snmall. | think they
are consistent across the studies, but no nore so
than the actual data show in the sinplest of views.
The rate of these events, Qutcome No. 3 is about
double in the drug arnms relative to the placebo
arm and nost of the analyses tend to corroborate
t hat .

Nevert hel ess, | ooking across these
studi es, |ooking at the TADS studies, |ooking at
the naturalistic studies, we see a preponderance of
evi dence in favor of rejecting the null hypothesis
of no difference.

I would not be totally surprised, though,
that in further analysis, we nmight find sone
confoundi ng factor, such as initial suicidal
i deation that m ght be biased across these studies.
Nevert hel ess, these are randoni zed studies, and
random zation is a very inportant tool, hard to
i gnore.

Thank you.

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (244 of 406) [9/28/2004 12:31:36 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

245

DR GOCDVAN:  Dr. Ebert.

DR EBERT: Yes, with a footnote that we
are looking at the data collectively as a whol e.

DR GOCDMAN:  Dr. G ady-Weliky.

DR. CGRADY-VWELIKY: | also say yes with a
brief statenent that yes to the question as revised
with the appropriate footnotes and definition of
suicidality as suicidal behavior and/or ideation,
and | would agree with Dr. G bbons' el oquent
comrents about the fact that it seenms to be a
m ni mal risk, but sonething that we should agree
to.

DR GOCDVMAN.  Dr. Perrin.

DR PERRIN: Yes, and | feel that the data
are really quite conpelling given the incredibly
di verse, relatively poor studies, and that we find
a strong signal arising despite the inadequacy of
the studies is very conpelling to ne.

DR GOCDMAN:  Thank you.

Dr. Nel son.

DR NELSON: Yes.

DR.

GOODIVAN: Dr. Mal one.
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DR. MALONE: Yes, although | would like to
add the caveat that | think if you | ook at sone of
the data we saw, that, in general, both drug and
pl acebo had a decrease in suicidality over the
course of the trials.

DR GOCDMAN: Dr. Oti z.

ORTI Z:  Yes.

GOODVAN:  Dr. Fost.
FCST:  Yes.

GOCDVAN:  Dr. Pfeffer.
PFEFFER:  Yes.
GOODVAN:  Dr. Fant.

FANT: Yes.

T %3 33 333D

GOODMAN:  Anuja is going to tally the
vot es.

You don't get to vote, Dr. Tenple.

DR TEMPLE: | don't want to vote, but |
would Iike to ask a question.

DR. GOODVAN: Let ne give the tally first.

A total of 27 voting. 25 Yes. 1 No. 1
Abst enti on.

Dr. Tenple.
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DR. TEMPLE: The committee obviously finds
these data quite convincing. | was just curious
about Dr. Rudorfer's reservation

Do | understand that you think there may
have been an ascertai nment bias, that certain clues
m ght make people nore inclined to call this in the
treated group than the other group, is that the
nature of it?

DR, RUDORFER: That is part of it. In
ternms of ascertainment, as | was nentioning at the
end of this norning, there was no systematic way of
collecting these data. W have no idea what
guestions were asked in which study.

It seems to me plausible that a
pl acebo-treated patient, who was not vol unteering,
say, sommtic or other conplaints, mght be
subjected to less interrogati on beyond the rating
scal es than soneone, for instance, who cane in
conmpl aining of G side effects or other SSR
typical side effects, and | was concerned about the
blind there.

My other larger reservation is that |
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t hought we can't have it both ways. Either we
think that these drugs are effective or they are
not, and if they are effective, then, we are
| ooking at a collection of studies which, for the
most part, are showing a | ack of efficacy, and
thought that is not the appropriate context in
which to evaluate the adverse effects, especially
one which we know is integral to the illness under
st udy.

For instance, if we were |ooking at, say,

a cardi ovascul ar nmeasure where the ill ness date
woul dn't necessarily be relevant, | would be |ess
concer ned.

DR. TEMPLE: The TADS study, of course,
showed both effectiveness and an increase. That is
just one study, though

DR. RUDORFER: | agree with you, on one
hand, yes, it is just one study. The other is that
TADS is specifically designed as an effectiveness
study, meaning very few exclusion criteria, with
the aimof follow ng upon, but not replacing,

efficacy trials, and | amconcerned that we really
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don't have a collection of good efficacy trials to
eval uat e.

DR. GOODVAN: Because of the overwhel m ng
affirmative vote to the |last question, we don't get
to skip the next one.

Let me turn to Question No. 3 and read
t hat .

If the answer to the previous question is
yes, to which of these nine drugs does this
increased risk of suicidality apply? Please
di scuss, for exanple, whether the increased risk
applies to all antidepressants, only certain
cl asses of antidepressants, or only certain
ant i depr essants.

Dr. Katz, do you want to clarify?

DR KATZ: Yes, | do. The other grouping,
whi ch we haven't explicitly described in this
question, would be what indications, as well.

DR. GOODMAN: | was going to add that.
agree that | think that the other possibilities
woul d be the sorted or quarantine indication

In terms of how to approach this, this is

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (249 of 406) [9/28/2004 12:31:36 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

250
alittle bit nore data intensive. |In order to come
with an affirmative answer to the | ast one, you
only had to be convinced that the association was
true for one of the drugs. Now, we need to | think
have some reference and | wonder again if the
handout from Dr. Dubitsky woul d be appropriate to
make sure you all have handy as we take a | ook at
i ndi vi dual compounds and trial s.

Again, | think this is going to be a
little bit nore | abor intensive.

Dr. Nel son

DR NELSON:. It would just be hel pful for
me to clarify the intent behind No. 3/4, because
one way of answering 3, when you get down to snal
nunbers in single trials, is to nake a pragmatic
deci sion that you should then apply the grouped
data to individual drugs rather than just a
dat abase decision that, in fact, you have enough
evi dence, because | think we are going to take a
big group divided up into many small groups, and
the answer nay be no, no, no, no for a nunber of

drugs where you would still decide that you woul d
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want to have a class risk assessment.

So, it would be helpful. | guess | am
concerned that we don't get to the real question,
which is what to do, if we just spend tinme on nine
different drugs and three different indications.

DR GOODVMAN: | think that is a good
point. | also think there is a statistica
question enbedded in it, inthat | think it is
easier to answer in the aggregate, because that is
where we still have the stronger significance, but
if I amnot m staken, when you get down to
i ndi vidual drugs or individual trials, although the
nunbers may be higher, the relative risks may be
hi gher in the drug versus placebo group, it doesn't
reach the levels of statistical significance

So, | would also |like to have sone input
fromour statisticians on how we shoul d approach
the individual trials or studies.

Dr. Katz first.

DR. KATZ: | just want to reiterate that
that is exactly what we are asking. W are asking

about the individual drugs. W want to know, the

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (251 of 406) [9/28/2004 12:31:36 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

252
nunbers are small, the estimtes are variable, none
of themreally, for the nost part, are
statistically significant on their own, but you
have al ready heard two sponsors with different
drugs.

One said everybody ought to get the sane
| abel . One said the | abels ought to be
drug-specific. So, we anticipated that outcone by
asking the question as we did.

DR. TEMPLE: W are asking for your best
interpretation of the data. W already know each
of the drugs is different, each of themcan't be
considered statistically significant, but in the
face of that, given the whole data, what do you
think the best interpretation is.

DR. GOCDMAN: | think, generally, when
hear a class, | amthinking chem cal class rather
than particularly how they are used. There is
certainly a great deal of simlarity anong the
SSRIs in terns of they all share high affinity for
the serotonin transporter.

When you get to the different
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antidepressants, there is sonme variability. Sone
have direct interactions with the serotonin
receptor, sone do not, but then some experts in the
mechani sm of action of antidepressants m ght argue
it doesn't matter what their acute receptor binding
profiles look |ike.

It has to do with what changes they induce
in the nervous system during chronic
adm ni stration, and sone would argue that a
commonal ity or changes in serotonin systemis
i ndependent of the begi nning.

So, | think we could get very nuch bogged
down on exactly what we nean by chenical class, so
perhaps, | think we are going to have to do it by
i ndi vi dual drug and naybe by indication, but I
woul d be open to other suggestions.

Dr. Pine.

DR. PINE: | guess | have a couple
t houghts, two main ones. Looking at the known
effects on brain neurochem stry of all the
medi cations that we have before us, one of themis

definitely a bit of an outlier in that Wellbutrin,
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by nost accounts, has clearly different chem ca
effects than all the others, and | think that is
the only strong point I would nmake in that regard,
number one.

Nunmber two, | think a number of people,
bot h yesterday and today, said the follow ng, which
I would agree with both fromthe FDA and al so on
the conmittee, that | think a |l ot of people had a
reasonabl e sense that fluoxetine was the one
medi cation for a lot of reasons that, you know,

m ght not have this effect, and yet we see the data
fromthe TADS trial that suggests that m ght be the
case.

So, to the extent that you are really
going to force us to say anything specific about
any nedication, at |east me personally, ny feeling
was that the only feeling that one m ght have had
comng into the neeting was that the outlier,
besi des Wl |l butrin, would be fluoxetine, and
think at least with respect to fluoxetine, the data
fromthe TADS trial, you know, takes that away at

| east from ny opinion.
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DR. GOODVAN:  Well, maybe this raises also
a question. W said that we were going to focus on
the clinical trials. Does that nmean we shoul d not
include the data fromthe TADS study? That's the
Plus 1. You were right, Tana, we should have been
very explicit. That's the Plus 1. | was
forgetting that that was the Plus 1.

Dr. Fant.

DR FANT: You spoke to the question in
ternms of defining what do we nean by class and how
to address the drug issues, because, you know, one
| ooks at Wellbutrin, but if it was an SSRI, | m ght
be inclined to be biased in a direction of safety
to sort of lunp it in with the others, and | ook at
it as a class effect, but | amnot sure if | am
willing to sort of roll that in wthout any input
fromanyone else to tell me that that's off base
with the effects that we are seeing with Effexor.

DR POLLOCK: Right, exactly, and going
the other way, Remeron is clearly not an SSRI al so,
and we have data on that.

DR. GOODMAN:  You have to wait until you
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get called, because |I have got other people waiting
here.

DR POLLOCK: | amsorry.

DR GOCDVAN:  Dr. Nel son

DR. NELSON: | think we, in approaching
this question, need to be clear. Are we answering
this question as an interpretation of data issue
where you could sinply take out the slides that
were provided and | ook at confidence intervals,
much as what we did as opposed to do we think
regardl ess of the data, we should apply a cl ass
| abel for warning against suicidality, however that
is defined, which is really Question 4.

In answering this question, | think we
just need to be clear that it is an interpretation
of data. Even if | said that the data doesn't
support it for one drug, | may still support a
class warning. In the interests of efficiency,
think we just need to run to get to the rea
question, which is what to then do.

DR. FANT: Again, how are you defining

class, are you defining class as "antidepressant”
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or chem cal class?

DR. NELSON: All of the drugs we have been
talking about. | nean | amnot a psychiatrist, so
all of the SSRIs.

DR FANT: The reason | asked that is
because, like the Chair, | mean when | think of
class, | think of class based on nmechani sm of
action as opposed to therapeutic.

DR. NELSON: Correct. Sinplistically, |
think of class when | go into Hi ppocrates or My
Palm and it says SSRIs and has a name next to it.
That is how | think of class.

DR. GOCDMAN:  But there is overlap. The
point | was trying to make is that there is sone
overl ap.

Certainly, there are sone differences and
that the SNRI's, |ike venl af axi ne, al so have potent
effects on the norepi nephrine system but they
share, they overlap, at |east at sone dosages, have
high affinity for the serotonin receptor, or we
don't understand exactly how bupropi on works.

What | was alluding to also is their acute
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properties may not be as relevant as what their
i mpact is on the adaptation of the nervous system
during chronic adninistration, so there may be sone
i ndependence between the initial effects and the
ultimate final pathway of the effect, because
obvi ously, the nervous systemis functionally

coupled. These are not distinct systens for the

nost part.

Dr. Marangell.

DR MARANGELL: | think all those coments
are quite valid. | imagine that many peopl e group

SSRI's together and will probably want a cl ass
statenment of SSRI Yes/No, antidepressants Yes/ No,
and then whet her or not you want to break out SNRIs
and Reneron and Vel | butrin as others.

DR GOCDVMAN: | would be confortable with

t hat approach.

Dr. Perrin.
DR. PERRIN. | would encourage that
approach. It seens to me, |ooking at the data,

that the ones that raise questions to us--to ne, |

am sorry--are Wl lbutrin and the nefazodone data
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where there are basically no events.

You night argue that these are really
different drugs in that context, but ny sense is
the Well butrin one, probably sinply because this is
only kids with ADHD, and there are no kids with
depression in that population, at least to the
degree we can define it, we can't define it very
well. There certainly could have been sone kids
wi th co-existing depression

The nefazodone, | would like to have us
understand nore about it. That is why | have asked
about it, but ny guess is it is also a
popul ati on-based finding that has nothing to do
with the drug, because there were no events in the
pl acebo group either

DR GOCDMAN: Dr. G bbons.

DR. G BBONS: | think that really this
ends up being a statistical issue. Dr. Hammad has
shown very clearly that these studies, even
combi ned within drug classes, are insufficient to
have reasonabl e power of rejecting the nul

hypothesis for even a fairly major effect. You
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know, we are out at about a risk ratio of about 4
to have reasonabl e power, and so | really don't
think that we have the data to be able to neke
drug-specific statenents, period.

Now, if the commttee wants to nake
statenents that there is clear heterogeneity anobng
the effects across drugs, and even point to those
drugs that show |l ess of a signal than others, that
seens totally reasonable to do, but to use these
limted data for a particular drug to make an
i nformed deci si on about whether or not this already
smal | signal has anything to do with one drug, but
not another drug, | think is reaching beyond the
avai |l abl e dat a.

DR GOCDVAN:  Dr. Mal one.

DR. MALONE: Yes, | agree that we have to
|l ook at all the drugs, and | think if you | ook at,
say, the difference between the TADS study and the
other studies, | think the other studies were not
set up to look at suicidality very specifically,
but ny inpression was that the TADS study did | ook

at it nore systematically.
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Wien it was | ooked at more systenmtically,
you cane up with a finding in fluoxetine that you
didn't have in the |less systematic studies. So,

m ssing a signal or having a | ower signal mght
really just be ascertainment, and | think for that
reason, you have to look at it as a class.

DR. GOODMAN:  Coul d sonebody remind ne, in
the analysis of SSRIs alone in major depression,

did that reach the level of statistica
significance for showi ng elevated risk |evel?

Coul d you pl ease come to the m crophone,
Dr. Hanmad.

DR. HAMMAD: Yes, it did. | can get you
the actual nunber. Yes, the overall risk for
SSRI/MDD, it was 1.66, and the confidence interva
was 1.02, the lower lint, and the upper limt is
2. 68.

DR GOCDMAN:  So, that included
fluoxetine, paroxetine, sertraline. Wat am|
m ssing? It wouldn't be venlafaxine, it's SSRI,
right? Ctalopram | amsorry, cital opram

Let ne go back to Dr. G bbons for a
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monent. G ven that, assumi ng we were just voting,
not voting, but we were just conmenting on a class
of SSRI's in major depression, would you be
confortabl e drawi ng a concl usi on based upon the
data we have?

DR. G BBONS: | think you can naeke the
statement within this class, you have reached
statistical significance, but | don't think you
have the data to make the statenent that anong the
ot her drugs you don't have statistica
significance. So, that's the rub

Again, | think in all of this, you have to
explain as clearly as possible what are the
limtations of the data, so that you are not
m sinterpreted as saying there isn't an effect or
there is an effect.

DR. GOCDMAN:  Dr. M:Gough.

DR McGOUGH: | was taught 20 years ago
when we were in the tricyclic era that when you
initiate treatment of depression, there is an
increased risk of suicidality, and | think since

the SSRIs don't cause cardi ac arrest when you
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overdose, everybody forgot that need, and that is
one big probl em

As many ot her people have said, | think we
don't have the data based on these snall, niserable
studies to say that they are safe.

The last thing that | thought of, we had a
strong argunent yesterday for differentia
| abeling, and | think conpanies go to great |engths
once things are marketed to show an advant age of
their drug over their conpetitors, and there are
al ways pretty nuch sham studi es that are set up, so
drug reps go around that can say one is better than
t he ot her.

I don't want to let the wolf into the
henhouse by letting any conpany say that since ny
drug hasn't been shown to cause suicidality, there
is an advantage to it conpared to that other drug
over there. | think that would be a terrible,
terrible m stake.

DR. GOCDMAN:  Dr. Fost.

DR FOST: Just a point of order. | am

not clear whether we are di scussing Question 3 or
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Question 4, and | want to second Skip Nelson's
suggestion that we focus on Question 4, because if
there is agreenent on that, then, | don't think
there woul d be rmuch value in going through it drug
by drug, condition by condition, unless somebody
wants to subtract--

DR. GOODVMAN:  You nmay be right. Let's al
take a noment to | ook at that.

I think the heart of the next question is
what recomendations we are nmaking. Isn't that
really the thrust of No. 4, is the regulatory
recomendat i ons.

DR KATZ: Yes, | think including, nore or
| ess, some specific recommendation. W don't need
exact | anguage, but, in general, what concepts
ought to be conveyed in |abeling, and then, of
course, any additional regulatory actions besides
just changing |labeling are on the table.

DR GOCDMAN: | still think we need to
answer Question No. 3.

DR TEMPLE: | think you are having the

right discussion about 3. Three is asking you, in
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the face of limted data, what is the best
interpretation of these results. W already know
you don't have enough data on Effexor or any
i ndi vidual drug, we knew that, and if that was the
question, we wouldn't have asked you

The question is in the face of these
limtations, what is the best interpretation, and
think you are having a good di scussi on of that
questi on.

DR. KATZ: But for our purposes, it is
useful if you are going to say sonething like,
well, we believe the findings generalize to all the
drugs, it would be useful to have sonme comment on
for exanple, some of the drugs that have no events.
It would be useful to consider why you think those
shoul d be included, as well.

DR GOCDVAN:  Dr. Nel son

DR NELSON: | guess as a sunmary
position, | certainly don't see any reason to
question the data that has been put before us, and
I woul d probably just follow the confidence

intervals as a fair neophyte.
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So, | have to defer those to ny
psychi atric col | eagues about the other drugs
wi t hout events and how those may or may not be
included. That is really an issue that | wouldn't
be able to address, but | think if we are going to
just follow the confidence intervals, |ike nost of
us did last time, we should just sort of say that
and then nove on.

DR GOCDMAN: Could | ask Dr. Hammad or
Dr. Laughren, which of the nedications were free of
a signal, just rem nd us?

DR LAUGHREN: Do you have ny slides from
this norning? Slide 8 shows that there were no
events in the Serzone, the two Serzone trials.
These were trials in major depression. There were
no events in the Well butrin, the one Wellbutrin
trial, which was an ADHD tri al .

DR GOCDVAN:  Dr. Gorman.

DR GORMAN: As one of the |east
sophi sticated statisticians around the table, |
har ken back, as soneone else did, to their early

training. | once asked a statistician what to do
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with a zero nunerator, and they said whenever you

see a zero nunmerator, you can always wite a 3 in

there, because mathematically, it works out that
way. Don't ask ne for the mathenatical proof, |

sure sonmeone here can do it for ne.

So, even in the small trials, when there

is a zero numerator, | think we can do sone
interpretations. | will bring the reference for
the next conmmittee neeting.

DR. GOCDMAN:  There are specia
ci rcunst ances surrounding the Serzone trial that
could explain it besides the drug itself. Are
there any that could explain that outcomne?

Dr. Mal one.

DR. MALONE: | think we have already

tal ked about these studies not being designhed to

| ook at suicide, so ascertai nment coul d have been
different in that study than any ot her study, and

| ack of ascertainment could be the reason they have

no events. It is really hard to know.

DR GOODVAN:  And the Wellbutrin study was

in ADD, wasn't it?
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DR. MALONE: Yes, and | don't think in
ADHD, | ama child psychiatrist, I amnot sure that
suicidality beconmes a clinical focus, so in the
visits, it may not have been asked about as much,
or even paid attention to as rmuch. | am not
surprised that in the Wllbutrin you didn't have
any events.

DR GOCDVMAN: Dr. O Fallon

DR O FALLON: | |ooked in the back of
this book. We didn't see all those foll ow up
slides, but | |ooked at themlast night, and they
are rather useful. On page 35, the diagram for
SSRIs, as a class in the MDD trials, and those are
the four, and you take a |l ook in here, and it cones
up with the right confidence interval down at the
bott om

But you can take a | ook and see that the
confidence interval for the whole class just barely
clears 1, so we are looking at a 0.05 | evel here.
Actual ly, the verification using the other npdeling
doesn't quite even--it kind of takes away fromthat

alittle bit.
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DR. G BBONS: | believe the random effect
inthis case a little nore than the fixed effects.

DR. O FALLON: So, that puts the 0.05 up a
bit, Iike 0.052, or sonething like that, but at any
rate, you can take a look at that. It does show
you where your signal is in the SSRI trials in MDD

If you | ook on the next page, at the top,
there is a simlar diagramfor | believe it's the
SSRIs in the other indications, and you can see the
signal there. That signal fails to be significant
in suicide, and that is on the key endpoint that
you were tal king about, 1, 2, and 6 as the
endpoi nt. Does that hel p?

DR. GOOCDMAN:  Dr. Marangel | .

DR. MARANGELL: A couple of points in
response to recent comments. One is what is
di fferent about Serzone. Perhaps it's not the
met hodol ogy. | nean you coul d hypot hesi ze t hat
mechani stically, Serzone has a 5HT2 antagoni st
whi ch has been at |east theoretically associated
with a decreased early agitation and early anxiety

real mof side effects, but pragmatically speaking,
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t he manuf acturer has stopped producing that drug
because of other issues.

So, in terms of the use of our tine, it
m ght be of academic interest, but | amnot sure it
is going to nake a clinical difference to the
people that we are trying to help.

The other point is that one of the things
I think the TADS trial very clearly indicates is if
we had the sane discussion prior to that single,
relatively small, but very hel pful study, we would
have said fluoxetine |ooks like it doesn't have a
signal .

So, the point is that one very small group
of patients can dramatically alter these nunbers
that we are talking about. So, | think to finally
di ssect themat the |evel of whether there is or is
not a statistically significant signal with these
very small nunbers is likely to lead us in the
wrong direction

The public and the FDA want sonething
about SSRIs versus all antidepressants, if you just

| ook at statistical significance of that, you could
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probably pick any four of these drugs at random and
come up with something sinmlar, | mean since you
have drugs that have a signal and don't within that
sane cl ass.

DR. GOODMAN:  As it has been discussed, in
fact, this led to at |east one of the abstentions,
and al so sonme of the other coments, is that even
in aggregate, there are limtations in these data.
When you break it down to the individual drug, the
nunbers get vanishingly small.

It would seemto nme, ny sense at this
point, it would be premature to identify a
particul ar drug that should be exenpted fromthis
war ni ng, the reason being, in part, that if we were
to exenpt one, it would conceivably have the
uni nt ended consequence of steering traffic in that
direction prior to us having sufficient know edge
about the true risk, and we may inadvertently then
learn that there was a risk there at our next
meet i ng.

So, | think given the statistica

concerns, the small nunbers, and ny own clinica

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (271 of 406) [9/28/2004 12:31:37 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

272
i npressions, that for the nost part, when | have
seen at least--thank God | haven't seen

sui ci de--but | have seen suicidal behavior,

sui cidal ideation, | have seen the activation
syndrone, for the nost part, | have seen it with
nmost, | amnot saying all, but with nost of the

anti depressants, and | have not seen it limted to
maj or depressi on.

| have seen it in the treatnent of
children with OCD, and there is, in fact, evidence
of that in these trials, that it occurred in the
OCD patients, as well, with fluvoxam ne, although
the numbers were very small.

So, unless | think there is a very good
reason for us to do it, | think we are best off
tal ki ng about the class, not on a chem cal basis,
but as antidepressants used in the pediatric
popul ati on.

But you can take shots at that position
now, but that is where | am |l eaning.

Dr. Pfeffer.

DR PFEFFER: | would agree with that, and
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I would just like to highlight again, on the blue
pages that we have, two issues that | would like to
hi ghl i ght .

First, many of the studies did not exclude
a famly history of bipolar disorder, and | think
that is an inportant design issue that we need to
keep in mind in even considering conparing, first
of all. In relation to Serzone, to be specific,
interestingly, they did exclude a fam |y history,
but they also excluded history of a suicide
attenpt.

So, there may be other issues besides the
chem stry, as you are saying, but could be
confoundi ng this. Wen you put everything together
as a class, | think that is an interesting and
i mportant issue, because it nay say to practicing
clinicians, be wary of the SSRIs in general, but
there may be specific popul ations, then, that they
need to identify, for exanple, fanmly history.

DR GOCDVAN.  Dr. Poll ock.

DR POLLOCK: Al so, even nechanistically,

nmrtazapi ne also has a 5HT2 bl ocking effect, and it
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is clearly in our group, and | am concerned about
the sl oppi ness of saying SSRI's, because
practitioners will say, you know, in a tel egraphic
fashion, that, well, does that mean since | know
that mrtazapine and Effexor are not SSRI's, that
that m ght be safer.

So, | just second your idea that if we are
going to do it, then, I think on the basis of the
avai |l abl e evidence, | would rather not see it as,

guotes "SSRIs," unless you are entirely explicit
about the other couple of drugs, or if you just say
anti depressants, ny preference is for the class in
that ternms rather than trying to nake it
mechani sti c.

DR GOCDMAN: Dr. Otiz.

DR ORTIZ: MW coment is that | also
agree that | think we don't have enough information
to say that particularly the bupropion is safe and
that we should stick to antidepressants. | am
wondering if we are not noving into kind of

research design recommendations, and if we

shouldn't at this point. It seens |ike we have
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tal ked enough about 3 and 4 to vote on them
DR. GOODVMAN:  Just procedurally, | am not
sure we need to take a vote on this. W haven't
been asked to take a vote on it, but | amopen to

di scussi on.

Dr. Katz.
DR KATZ: | think it would be useful to
have a vote. | nean the sentinent, at |east the

few peopl e who have expressed one explicitly, seens
to be that this signal should be considered to
apply to all of the drugs, for all of the
i ndi cati ons.

But | think it would be very useful for

us to actually get a vote on that particul ar

proposal

DR. GOCDMAN:  Would you like to pose the
question, Dr. Katz?

DR KATzZ: Well, | think I sort of did.

DR GOCDMAN: W need to hear it again.
See if you can do it again.
DR KATZ: | will see if | can do it under

pressure now.
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DR. GOCDVMAN: W will give you a few
m nut es.

DR KATZ: Should the signal of increased
risk apply to all drugs studied or al
antidepressants including all indications studied,
words to that effect.

DR. TEMPLE: You actually proposed it. |
don't remenber your exact words, but probably
soneone does. | think you said sonmething like the
best interpretation of these data is that it should
be applied to all drugs used for pediatric
depression and ot her conditions.

DR. GOODMAN:  All antidepressants.

DR. TEMPLE: All antidepressants when used
for all of these conditions, not that we know that
to be true obviously.

DR. GOODMAN:  Psychiatric conditions. W
have heard | think sone exanples fromthe open
public forumwhere it was used for non-psychiatric.
It may be when used in the pediatric popul ation for
all indications, and, of course, there are very few

i ndi cati ons.

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (276 of 406) [9/28/2004 12:31:37 PM]

276



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

277

DR TEMPLE: Al the studies were for
i ndications pretty nmuch that the drugs have.

DR. GOCDMAN: Ckay. So, we will limt it
to the indications that are under study, all the
i ndi cations, psychiatric indications.

Woul d sonebody put that question together
for me?

In the meantine, Dr. Marangell, as we try
to draft it.

DR. MARANGELL: | was going to try and
draft it for you.

DR GOCDMVAN: Pl ease.

DR MARANGELL: | nove that we vote that
the conmittee's opinion is that the increased
suicidality, as previously defined, pertains to the
use of the nine antidepressants listed for all
i ndi cations studied to date.

DR GOCDMAN: | like that.

DR McGOUGH Can | ask a question? |
don't want to | ose sight of other drugs approved
for depression. There are tricyclic

anti depressants, there are MAO's, and | think part
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of the decision is do we include all those, as
well, and is this a general recommendation for any
drug that is indicated for depression.

DR PINE: Can | make a coment, too,
about both of those conments?

DR. GOCDVMAN:  Dr. Pine, go ahead

DR PINE: | would feel nore confortable,
and agai n maybe nobody agrees with this, but I
woul d be interested in your thoughts, if you nade
the statement nore of a negative, since | think it
more accurately reflects the data.

In other words, none of the agents should
be excluded fromthis warning, because | feel nore
confortable and can confidently nake that

statenent, whereas, when you nake the statenent

that it applies to all, you know, particularly
agents where there is no event, | amkind of left--
DR GOCDMAN: | think that is the

corollary, but | think it would be hard to
translate the corollary into practice
DR PINE: The first statenent was

sonet hi ng about a warning that we just voted on
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al ready, Question No. 2, and then the second one
was no agent shoul d be excluded fromthis warning--

DR, GOCDVMAN:  Let me return to Dr.
McGough's comment for a nmonent in terns of whether
we shoul d be expandi ng our considerations to
tricyclics and MAO's. | don't think we can because
if we look at the history of this process today, we
are focusing on the clinical trials, although I
woul d agree with you that based upon clinica
experience, one woul d suspect simlar Kkinds of
problems with tricyclics.

In fact, we saw that in one of the studies
based upon the British sanple showed no significant
difference in relative risk between dot hi epin,
which is a tricyclic.

DR McGOUGH | think there are actually
other reasons in addition not to use those other
classes, and | don't even think they are used very
conmonl y.

DR. GOODMAN: Because of cardiovascul ar
concerns, yes. | hear your point froma clinica

standpoi nt, but | think based upon the data under
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consideration, | would agree with Dr. Marangell's
rendering of the question.

G her comments? Dr. Newnan.

DR. NEWWMAN: | |ike the phrasing except
that | wouldn't restrict it to when the drugs are
used for the indications for which they were
studi ed, because we heard of one girl who got one
of these drugs for mgraines, and | would just say
when given to pediatric patients, and not restrict
it to the indication studies, because, you know,
al so, people are getting it for sleep.

So, | would just nmake it very broad, when

given to children, they can increase suicidality.

DR. GOODMAN: | have to agree with that.
Dr. Gorman.

DR GORMVAN:  Agree.

DR. GOCDMAN:  Dr. Gorman, you agree al so?
DR GORVMAN.  Agree.

DR GOCDMAN:.  Tom

DR. LAUGHREN: Just a thought. dearly,
when you are noving from Questions 1 through 2

through 3, going from1l to 2, clearly the focus is
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on the 24 trials that we looked at. | think as you
move towards 3 and 4, | personally don't see any
probl em

I mean if you have reached a concl usion
that you can expand this claimto the
anti depressant class, in other words, you are
willing to ignore findings of no events for certain
trials, I don't think it is so unreasonable to
consi der expanding it to the whole class, and here
is my reasoning for that.

I think there is a great risk in steering
clinicians back to using the tricyclics as an
alternative to a safe group of drugs, which all of
us know are not, so it is just sonething to think
about .

DR. GOCDVAN:  Dr. Marangell, could you
restate that question now including al
antidepressants in the pediatric population, could
you try it?

DR. MARANGELL: | can try. | nove that
the conmittee adopt the position that

anti depressant agents, when given to pediatric
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patients, defined 7 to 17 years old, increases the
risk of suicidality as previously--no?

DR GOCDMAN: Let her finish and we will
get back to the age range

DR MARANGELL: | nove that the comittee
consensus is that the risk of suicidality, as
previously defined, applies to all antidepressants
when used in pediatric patients.

DR GOCDVMAN: | like that. Was there a
desire to not qualify what we nean by pediatric, or
to qualify differently?

Dr. Leslie.

DR LESLIE | just feel that 7 to 17 is
not a good direction to go in.

DR GOODVMAN: So, it is sufficient to say
pedi atric?

DR LESLIE: And | just wanted to add the
other reason | would say that this is inmportant to
say broadly is we have got Ci nbalta and other
things com ng out, and you don't want soneone
saying, well, C nbalta doesn't have this warning,

so you ought to use it instead of Luvox, et cetera.
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DR. GOODMAN: Did anybody transcribe that?
I amconfortable with the statenent. They are on
it. We are about to project it.

Dr. Katz.

DR. KATZ: | would just like to hear a
little bit nore discussion about applying the
war ni ng, whatever it is that we apply, at |east
applying the result to non-psychiatric indications.

We don't have any trial data in that
popul ati on. W have reports of individual cases,
and clearly they are used for other things, but I
would just like a little nore discussion or hear
what peopl e think about extending it to al
possi bl e indications for which these drugs m ght be
used.

DR. GOCDMAN:  Once Tom gave us sone
freedomto not confine ourselves to the clinica
trials, | think led us to consideration of all
anti depressants and all possible indications, but,
sure.

Dr. Nel son

DR. NELSON: In |ooking, for example, at
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the current labeling, | think the restriction to
maj or depressive disorder is potentially falsely
reassuring, and it would concern ne if it was
listed only for psychiatric conditions, that the
same thing woul d happen with the off-1abel use in
non- psychiatric conditions.

Even though there is no data suggesting
that, by having a warning associated with the drug,
and not with the condition, the way a clinician
coul d possibly read this would be here, | am giving
you this drug, but since you are not depressed, it
is not going to happen in you, so therefore, it is
safe, and we can't say that.

That is the way it would be read, so
think by not listing it to the drug, you open up
that possible interpretation to a clinician, which,
in the absence of evidence, | think would be a
danger.

DR. GOODMAN: | agree conpletely, and
thi nk, although we haven't discussed this at great
Il ength, and I don't know how many people woul d

agree with this statenment, but | think at |east |
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do, and | have heard some other nention the fact
that our hypothesis of the nechani smhere is sone
sort of behavior toxicity that nmay be conpounded by
an interaction with an underlying proclivity, such
as bi pol ar di at hesi s.

It may have to do sonet hi ng about
met aboli smor drug levels. There are a nunber of
other factors that can contribute, but once | saw
the data in the OCD trials, although it is only a
few cases, | began to think, and al so based on ny
own experience, that this isn't strictly worsening
of depression or ineffectiveness in treating
depression, especially since in a nunber of the
cases, it seens to happen so early in the course

So, | would agree conpletely that | think,
in part, our recomendations reflect a working
hypot hesi s that what we are seeing, although a rare
event, may represent behavioral toxicity that can
occur in individuals other than those already
di agnosed wit h depression.

We have the revised question up on the

screen--no, we don't.
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DR. TEMPLE: That is ny revision, it is
not exactly the same as others, and you don't have
to take it.

DR. GOODMAN: We are going to have to
change it.

Dr. Marangell, what do you think?

DR. MARANGELL: If you say the best
interpretation of the results of the 23 plus 1
then, it would be the indication studied. |f you
say what is our, you know, kind of interpretation
of where we go with those results, then, it is a
little bit broader.

DR. GOODMAN: | would like to go with
broader. | don't know if we can change it on
t here.

O her comments? Dr. Chesney.

DR. CHESNEY: Wen you introduced applying
this principle to all antidepressants, this is a
whol e new bal | park for nme, because | don't know
anyt hi ng about them and we don't have any dat a,
and maybe | m sunderstood, but if | didn't

m sunder st and, coul d sonebody explain to ne why we
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shoul d extend whatever we deci de about what we have
heard about, to things that we have heard not hing
about ?

DR GOCDMAN:  What is it that we haven't
heard about ?

DR CHESNEY: All the other
anti depressants. What | heard was that we extend
this, not just to SSRI's, that we know about, but to
all other antidepressants, and | don't know
anyt hi ng about them

DR. GOCDMAN:  We have covered nost of the
field, but I would let others--

DR MARANGELL: There are two areas of
extension in regard to the revised Question 3.
What | was actually just referring to was the
extension to pediatric use or any use in pediatric
patients as opposed to just the uses that were
studied, and the rationale for that portion is, you
know, clearly it is beyond major depression for
those of us that think that there is a consistent
signal, you see that also in sone of the non-nmjor

depression indications, such as the OCD trial s.
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So, that is the reason to extend that,
then the feedback we got, that | heard fromthe
rest of the coomittee was that even beyond those
trials, there may be other indications, and we
don't want to try and give the signal that it is

limted to, you know, if a doc wants to use an

agent for a pain condition, that we woul dn't expect

to see it there.

In ternms of other antidepressants, the

tricyclics and the MAO s are ol der agents, and ny
understanding is that they have never been studied

in pediatric patients, so we have no data, is that

correct?

DR. TEMPLE: It is not a bad idea to take

those questions in sequence. First, think about
the drugs that were studied and what is the best

interpretation of them and then, you know, we

m ght approve a new antidepressant, and is it going

to be the only one that doesn't bear that |abel?

Do you like that idea? We will get to that.

DR LAUGHREN: Actually, a clarification

Sone of the ol der drugs have, in fact, been
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studi ed, but FDA has not seen the data, they have
never been submitted. There are at least 12 trials
intricyclic antidepressants in pediatric
depression that | amaware of, but | don't know how
wel | those patients were ascertained or
suicidality, | know nothing about the safety in
those trials.

DR. GOCDMAN:  Dr. M:Gough.

DR. McGOUGH: Again, | think when you
treat depression, there is an increased risk of
suicide. Mst of this is off-label, so to restrict
it toindications is kind of an illogical event,
that sonmebody woul d get Zol oft for insomia is
beyond anyt hing | can under st and.

So, | think really the purpose of this,
think is to really put physicians on notice that
this group of nedicines can cause these probl ens
for whatever they think of. To be safe, | think we
are really putting the physicians, you know, the
real attenpt is to informthemthat they need to be
concerned, they need to nonitor for whatever they

are using this for.
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DR GOCDMAN:  Dr. Robi nson.

DR. ROBINSON: One of the things that I
took away froma lot of the public testinony
yest erday was how nuch the people said they wanted
to have known things before they got into a
treat ment.

I think one of the things that we have to
deal with is that we do not know a | ot about some
of the other drugs, like the tricyclics, the MAO s,
we just don't have the infornmation because they
were done so | ong ago.

Now, | personally think that it would be a
great tragedy if clinicians went from using SSRIs
to tricyclics, which have a rmuch | ower overdose
You can kill yourself taking rmuch, nuch fewer
pills.

But | think we also have to be hunble
enough to say, you know, there are certain things
we don't know. W don't know about the risks for
tricyclics, we don't know about the risks of SSRIs
used for these off-1label non-psychiatric

i ndications. W just don't know, and there is no
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i nformati on.

In sone ways, that is the nbst accurate
thing to tell a prospective fam |y thinking about
these drugs, is we know for certain indications, it
has an increased risk of suicide. For this stuff,
we don't know, it might be a lot worse, it mght be
better, we just don't know, but take this into
consi der ati on.

DR. GOCDVAN: Before | get to you, Dr.
Tenmple, | actually don't think it is such a bad
question. | think that by answering this question,
it allows us to put Question 3 behind us, and then
I think a lot of the discussion that we are having
is then what should we recommend in terns of
further regulatory action, and | think that is
really getting it to Question 4.

Wul d that be a reasonabl e way of sorting
out where we are right now, to try to maybe answer
the one that is up there, and then we can talk
about whether, in our recomendations in ternms of
further warnings, that maybe that issue should be

expanded further, but this would be a good
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transitional question, as | see it.

Dr. Tenple.

DR. TEMPLE: There really are two parts
The first part in some ways is | think what nost
peopl e have given their answer to that. The second
part | just was witing quickly referred to
tricyclics, but it is worth thinking a little bit
here about whether the best interpretation is that
it applies to sone study, sone new drug |ike we
just approved one that hasn't been tested yet.

We are going to surely have to conme to
grips with that question, too, so it says
tricyclics, it could have said MAO inhibitors, it
coul d have said dul oxeti ne.

That is the second question, but | think
that follows the first.

DR. GOCDMAN: | would like to take off
after the second bullet for a noment. Unless there
is further discussion, | would actually like to
vote on that question that is up there.

Dr. O Fallon

DR. O FALLON: Again, on page 34 of the
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thing we got yesterday, there is a nice diagram
that shows the relative risks and their confidence
intervals for all of the nine drugs, all of the

i ndi cations, and what you will see, when you | ook
at it, is that every drug has at |east one trial
that shows an increased drug.

You can make the argument that there is
some evidence for every single one of these.

DR POLLOCK: |If we are saying the nine
drugs, it includes Wellbutrin, which isn't one of
t hese.

DR. O FALLON: Perhaps, but what | wanted
to point is that every single one of these drugs
has at |east one, some nore, that show an
i ncreased- - okay, eight, whatever--it says al
drugs.

DR. GOODMAN:  Unless there is further
di scussion, | would Iike to put this to a vote.
The reason, why do | want to answer this, because
it is our job to try to answer the questions that
were presented before us.

| think that if we don't answer this, it
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is not clear fromour |ast vote whether we were

t hi nki ng of just one drug or many drugs. So, this
is the natural sequence that we are naking it clear
by this that we are tal king about in aggregate when
we | ook at the data. We are not exenpting any of
the drugs for any of these pediatric indications.

So, | think we need to answer this
question, and it should be put to a vote.

Yes.

DR. FANT: Just another way of phrasing
that which nmay be nore palatable. If things are
just transposed a bit, to say is the best
interpretation of the results of the 23 plus 1
trials, that none of the drugs exam ned can be
excluded fromthe increased suicidality risks that
has been shown da-da-da

DR GOCDVAN: Let nme ask a statistician
and then a wordsmith. Any statistician want to
weigh in on that?

DR. G BBONS: | don't think you want to
draw an i nference beyond the data that you have.

DR. GOCDMAN:  So, are you supporting the
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way it is currently phrased or suggesting it be
different?

DR. G BBONS: | am supporting the |ast
statenent.

DR. FANT: Basically, what it says is that
the data--it is nore difficult to say the data
applies to all nine, and for nme, it is easier to
say that based on the data we can't exclude any of
t he drugs.

DR. G BBONS: The non-excl usion, yes

DR. GOCDMAN: | would find that nore
pal atable, too, | would agree

Does sonebody want to try that?

DR. NEWMAN: | will take a stab

DR GOODVAN: Ckay, we are working on it.

In the neantine, we will entertain other conments.
Dr. Newnman.
DR NEWMAN. | guess | will have to see

it, but I amconcerned that that does sound quite a
bit weaker to say that we can't tell for sure that
this drug doesn't cause suicide or suicidality. It

is true, we need to apply this warning to the whol e
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class, but there is sort of a double negative
there, and | think it would be clearer to say the
warni ng applies to the whol e cl ass.

DR. GOODMAN:  What | was suggesting before
is that this isn't the warning per se. | think we
can still construct the warning. | think it would
be nore along the lines of what Dr. Marangell had
drafted earlier. This is just to answer the
specific question to indicate that we are not
tal ki ng about just one drug and then we can get
beyond Question 3.

Lauren, do you have sonet hi ng?

DR. MARANGELL: The data in aggregate
i ndi cate an increased risk of suicidality.

Al though there is variability in the results, we
are unable to conclude that any single agent is
free fromrisk at this time

DR GOCDVMAN: That's good. Do you want to
do that one nore tine? You may get the Chair of
this comm ttee soon, you know that.

DR MARANGELL: No, thanks.

Ckay. Data in aggregate indicate an
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increased risk of suicidality as previously
defined. Although there is variability in the
results, we are unable to conclude that any single
agent is free fromrisk at this tine.

DR. GOODMAN: G ve it a chance to be keyed

DR TEMPLE: From our point of view, any
of those are fine, because they point directly to
what the next question is going to address, so it's
okay.

DR. LAUGHREN: As long as it includes a
mention--it would be better to see it in witing,
but | didn't hear mention of pediatric patients in
all indications.

DR GOODVAN: W are working on it over
her e.

Tana.

DR, CGRADY-VELI KY: Al ong those |ines,
wanted a point of clarification about are we
tal king pediatric use indications or are we talking
pedi atric use?

DR. GOODMAN:  We are tal king about the
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studies. W are back to tal king about the studies.
In a sense, this is the second part of the previous
vote, and what we are indicating here is that are
affirmative as already voted by the mgjority of the
committee, indicates concern about all the drugs in
aggregate or at least that we can't exenpt any one
of themindividually. Oherw se, as left, the vote
could l ook like we were just concerned about one of
t he drugs.

DR. MURPHY: You could just say the data
in pediatric patients.

DR GOCDVMAN:  Dr. Ilrwin.

DR IRWN | just wanted to be certain in
terns of the definition of pediatrics, what do we
include with that, because it can vary. Does FDA
have a definition of that?

DR MJURPHY: Yes, we have a definition
that allows you to be very flexible dependi ng on
the state and country from which your data is
derived. Again, later, when we get to the warning,
we can be nore specific, but | think right now the

phrase "pediatric data" would be sufficient.
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DR. GOODMAN: Isn't the NIH definition up

to 217
DR PINE: It matters what it is being
applied for, less than 18 for sone definitions,
| ess than 21 for others.
DR. MURPHY: Qurs is not up to 21
DR GOCDMAN:  Yours is not up to 217
DR. MURPHY: It is up to 18 in sone

gui dances.

DR. GOODMAN: I n these particular studies,

were they all up to, but not exceeding, age 18?
DR. MURPHY: Yes, they were. Most of

t hese studies included 17.

DR. GOCDMAN:  They included 17, but not

187
DR MURPHY: Is there an 18 in one of
t hen??
DR, GOODMAN: | amsorry, | can't hear
DR. MURPHY: | think they say to 18.

is where you get into argunent.

DR. PERRIN. There were a couple of

studi es where a couple kids got in over age 18 by
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m st ake.

DR. HAMVAD: May | say sonet hi ng?

DR. GOCDVAN:  Yes, please.

DR. HAMMAD: | think | had 85 patients
that were 18 years old out of 4,000, but | did have
it up to 18

DR GOCDMAN:  Up to and including 18?

DR. HAMVAD: Exactly, including 18.

DR IRWN:. The reason | asked that is
because nmuch of testinmny we heard fromthe public,
a lot of that was in young adults that were beyond
their 18th birthday.

DR GOCDMAN:  Again, that is for our next
st at ement .

Ms. Griffith.

M5. GRIFFITH. | agree. | think that is
problematic in that it varies fromstate to state.
There are legal definitions of how |l ong a parent
can have control over a child in terns of what that
child will not have to agree to by way of
i ntervention.

So, | would even recomrend we go up to 21
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because, as of 18, in nost of the states in the
U.S., children no | onger have to conply with
pharmaceutical interventions, and | think a | ot of
peopl e woul d di snmiss the advice once a child turns
18, and it is not warranted.

DR GOCDVAN:  Any further wordsmthing of

the question? | amsatisfied with it.
Dr. Newnman.
DR. NEWVMAN. | just think this phrasing is

quite a bit weaker than it was before because when
you say you can't conclude that an agent is free of
ri sk, you can never ever conclude that any agent is
free of risk, so this just doesn't say very nuch.

I would rather state it nore
affirmatively. Although there is variability in
the results, we believe these results apply to al
antidepressants in this class.

DR. GOODVAN:. Before you change it, we
need to have sone other input on that.

DR. ORTIZ: This is not the warning. This
is what we are going to vote on, and it seens |ike

there is a lot of consensus that this is what we
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can vote on.
DR GOCDVAN: Right.

Dr. Fant.

DR FANT: If we put the comment in there

"within this class,” | amjust concerned, you know,

it is going to restrict it to say SSRI's, and the

whol e point of this is to include, you know, to be
cogni zant of potential risks in drugs that really,

as poor as the data is with other drugs, there is

even | ess dat a.

So, the increased risk, we can be as

strong as we want in affirmng that and enphasi zi ng

that, but | agree with the whol e concept that no
company can enroll 70 kids and say we didn't see
anyt hing, therefore, you guys ought to use us
instead of the other guy. | think we should not
facilitate that.

DR GOCDMAN:  Dr. Katz.

DR KATZ: A couple of things. First of
all, | think you have to say sonething about what
kind of agent we are talking about. | think if you

sai d any single antidepressant agent, we woul d know
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what you mean, which brings nme to ny second point,
which is this is not | anguage for |abeling or
anything el se, as sonmeone said. This is to guide
us, to give us a sense of what you believe about
whi ch sorts of classes and indications the risk
applies to.

| believe it is fair to say that if you
vote on this question, and you add the word

"anti depressant agent," we will know what you nean.
So, | don't know that we need nuch nore
ext ensi ve di scussion on fine-tuning the question
We know what you are getting at, | believe, and if
you vote on this with just the addition of the word
"any single antidepressant agent,"” | think that
woul d be perfectly fine for our purposes.
DR. GOODMAN: That is the change | woul d

recomrend, if we could just punch in that "any
singl e antidepressant agent."

DR. MURPHY: Dr. Goodnan, when you go
around and each person votes again that 30-second

statenent, they can make it clear if they have a

problemw th the statenent.
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DR GOCDMAN: That is correct, and we are
tal ki ng about the antidepressants that were in the
trials.

DR. TEMPLE: That's correct. | thought
that is what you were referring to.

DR GOCDMAN: That is what we were
referring to.

DR. TEMPLE: So, we will have a second
question either now or in the next one, it doesn't
really matter about what to do with the drugs that
weren't in the studies.

DR GOCDVAN: R ght.

That is going to be the |ast comrent
before the vote.

Dr. Perrin.

DR PERRIN. | amjust wondering whether a
slight variation on that issue of risk could be,
and | can't quite have it in front of ne now, that
we are unable to conclude that any single
anti depressant agent has particularly low risk of
suicidality at this tine. It nmght be a nore

accurate statenent of where we are.
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DR GOCDMAN: |Is free of increased risk
maybe. It is free of increased risk

DR TEMPLE: Fine. That is what that
means. Wen say "free of risk," it neans free of
increased risk, otherwi se, it has no meani ng.

DR GOCDVMAN: That's it. W are going to
go for a vote, and if you have further coments
i ncl udi ng about the wording of the question, you
can state themin the 30 seconds that | amgoing to
all ow to be included.

Let's start at the opposite end of the
table this tinme, first, with Dr. Fant, could you
i ndi cate Yes/ No.

We did not add increase because Dr. Tenple
said it was inplied.

DR FANT: Yes. No additional conments.

DR. PFEFFER:  Yes. No ot her conmments.

2

FOST: Yes.

ORTI Z: Yes.

MALONE: Yes.

NELSON:  Yes.

3 3 3 3

PERRI N: Yes.
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DR. GRADY- VEELI KY:  Yes.
DR GOCDVAN:  Wait, slow down. Let ne do
the name first. | think we are eager to cast a
vote.
W have Fant Yes, Pfeffer Yes, Fost Yes,
Otiz Yes, Malone Yes, Nelson Yes, Perrin Yes,
G ady- Wl i ky Yes.
Ebert.
EBERT: Yes.
GOODVAN: G bbons.
G BBONS:  Yes.

GOCDVAN:  Pi ne.

DR.
DR.
DR.
DR.
DR PINE: Yes.
DR GOCDVAN:  Bronstein.
MS. BRONSTEI N Yes.
DR. GOCDMAN:  Rudorfer.
DR RUDCRFER: Yes with a conment. First
of all, I wonder if--1 guess it's too late to go
back, but--
DR. GOCDMAN:  You guessed right.
DR RUDCRFER --if a clarification of the

phrase "increased risk" would be hel pful. Again, |
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think we have agreed that an increased risk is
likely to be small, and | wonder how that shoul d be
conveyed, because "increased" covers a fairly w de
range.

The other thing, if | have a few seconds
left, just to reiterate ny concerns. | agree
certainly with the spirit of this statenent, that
we have seen that signal across all the drugs.

My concern relates, if | may use an
exanple, to the two cital opram studi es we revi ened.
An American study found efficacy in major
depression in a pediatric sanple, and found no
suicidality signal

The European study conbi ned data from
seven different countries, which | did not find
met hodol ogi cally attractive, found no efficacy
compared to placebo, and did find a positive
suicidality signal

S-cital opram we have no data on the
rel ated conpound. So, again, mnmy overarching
concern renmains the fact that | think this is very

much still a work-in-progress.
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Thank you.

DR. GOCDMAN:  Thank you.

Dr. Goodnman, Yes.

DR. GOCDVMAN:  Dr. Chesney.

DR. CHESNEY: Yes with the understanding
that this statenment applies only to the SSRI agents
that we have been discussing. It doesn't say SSRI
anywher e.

DR GOODVAN: Let ne clarify. It applies
to all the conpounds that were studied in the
trials, which includes several non-SSRIs. Wen you
add the non-SSRI's, the hazard ratio gets bigger,
for what that is worth.

DR. CHESNEY: In other words, we are
i ncluding i mpramne and--

DR. GOODMAN:  No, no, just the ones that
were involved in the clinical trials that we
reviewed, that were part of Hammad re-anal ysis.

DR CHESNEY: Which were the non-SSRI s?

DR. GOODMAN:  Venl af axi ne.

DR CHESNEY: Al right. The answer is

Yes.
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DR. GOODMAN: | amsorry. Let ne re-ask
your vote, Dr. Chesney, based upon that
clarification.

DR. CHESNEY: Yes.

DR. GOCDMAN:  Dr. M:Gough.

DR McGOUGH:  Yes.

DR GOCDMAN:  Giffith.

MS. CGRIFFITH:  Yes.

DR GOCDVAN:  Leslie.

DR LESLIE  Yes.

DR. GOCDVAN:  Robi nson.

DR. ROBI NSON:  Yes.

DR GOCDVAN:  Marangel | .

DR MARANGELL: Yes.

DR GOCDVAN: | rwin.

DR ITRWN  Yes.

DR GOCDVAN:  Dokken.

MS. DOKKEN:  Yes.

DR. GOCDVAN:  Newman.

DR NEWVAN: Yes.

DR. GOCDVAN:  Well's.

DR VELLS: Yes.
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DR GOCDMAN:  Pol | ock.

DR POLLOCK: Yes.

DR GOCDMAN: O Fal |l on

DR O FALLON:  Yes.

DR GOCDMVAN:  Sant ana.

DR SANTANA:  Yes.

DR GOCDMAN: It was unaninmous this time.

We had 27 respondents, all Yes.

Do people want a short break? Yes.

[ Break. ]

DR. GOODMAN: | think we have nmade a great
deal of progress. W have two remaini ng questions.

As currently constructed, neither of those
questions require a vote.

Dr. Katz.

DR KATZ: Yes, it is very inportant for
us to have you vote on an extension of the question
you just voted on, which is whether or not this
shoul d apply to all other antidepressants or
whet her you sinply want to linmt whatever warning
or whatever conclusion we draw to just the ones

that were studied.
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My understanding is that in this question,
the one you voted on, you limted it to
consi deration of the drugs studied.

DR GOCDMAN:  That is correct. Let's have
a discussion and see if others around the table
agr ee.

Dr. Corman.

DR. GORMAN:. For future drugs that are
com ng down the pike, the Food and Drug
Admi ni stration, under the Pediatric Research Equity
Act, has the ability to demand anti depressant
studies in children prior to their rel ease.

I don't think there can be any doubt after
the nunbers we heard today that they will be used
in nore than 50,000 patients and have the potentia
to give a significant therapeutic advance, because
at this point, we only have one drug that is
appr oved.

So, | think for drugs coning down the
pike, | think there is the ability within the FDA
to ask for that information, and since | amnot a

voting nmenber of the conmittee, | will |eave the
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di scussi on about what to do with the previously
approved drugs al one.

DR. GOCDMAN: Dr. Wang.

DR. WANG Yes. It seens if you exenpt
any drugs, new or otherw se, you set up this
perverse incentive, particularly for the new drugs,
to either do no studies or to do poorly conducted
studi es where they don't ascertain cases or
underpower them so | think to prevent that
perverse incentive, you have to put the onus on
themto show that they are the exception

DR GOCDMAN:  Dr. Perrin.

DR PERRIN. Wiile | nmight want to have a
simlar strategy across all antidepressants, |
think it is really not appropriate for this
conmittee to take a stand agai nst anti depressants
for which we have not reviewed the data.

I amvery unconfortable saying that we
know much about them when we really haven't seen
the data on them

DR GOCDVAN:  Dr. Nel son.

DR. NELSON:. Al though agreeing with the
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prior point, nmy concern would be the nessage that
woul d be sent if you didn't apply this across al
drugs, and ny own preference would be to have a
class risk warning and then any preferenti al
treatment ought to be on the efficacy side, so that
you then have drug-specific |abeling under the
ef fi cacy conmponent, which would then begin to
differentiate, so that individuals can be informed
about the risk-benefit ratio by |ooking and
conparing those two sections, which woul d be one
way to direct people appropriately as opposed to
i nappropriately.

DR GOCDMAN:  Dr. M Gough.

DR. McGOUGH: Just again, what we are
tal king about here is patient safety, and | think
it is appropriate that we err on the side of being
in favor of that, and even though we haven't
reviewed data specifically, | think it is an
unanswer ed question, and as such, | think it is
appropriate to apply it generally to the class of
anti depressant drugs.

DR GOCDMAN:  Dr. Laughren.

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (313 of 406) [9/28/2004 12:31:37 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

DR LAUGHREN: Just to clarify what we are

pl anning to do with the general warning that we

have already inplenented for 10 newer generation

anti depressants, we are planning on extending this.

In fact, it has already been extended to sone of

the ol der drugs, sone of the tricyclics.

Qur plan is to extend it to all, and the

question here is whether or not we should al so,

we are thinking about addi ng new | anguage to that

war ni ng, suggesting that we have now established
causality, whether that new | anguage shoul d al so
apply to all antidepressants.

Again, | think this concern has been

expressed by several menbers, that if you don't do

that, you are, in effect, directing clinicians to

use those ol der drugs.

DR.  GOCDIVAN: Dr. Leslie

DR LESLIE: Again, nmy concern is not just

the ol der drugs, but the newer drugs, because

C nbalta, which is coming out, is nmpbst conparable

to Effexor, which had the highest relative risk

and | again would be very concerned with the
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marketing directly to patients and the heavy

marketing to clinicians, that it would be marketed
as the only drug of this class without a | abel, and
woul d thus again push clinicians in that direction.

DR. GOCDVMAN:  Dr. Marangell, did you have
a draft of the question that we were conposing
before, that represented nore of a general warning?
I don't think we keyed it in. | don't think it was
saved.

I think where we are in the discussion,
let nme remind people, we are in Question 4, and we
are tal king about recommendati ons regarding
addi tional regulatory actions.

Since the last neeting, warnings were
i ssued about a group of synptons that may be part
of what some have | abel ed i nactivation syndrone,
that were proven to be precursors of suicidality.

So, | think, in part, the question before
us is whether we want to extend that now to
conclude that there is a suicidality risk. 1In the
| ast warning that was issued, it said that there

was no established connection between the
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medi cations and suicidality, and we have obviously
been deliberating and voting on that question

We are really tal king about what
addi tional warnings need to be posed that go beyond
the activation synmptons or syndrome that was
defined previously.

Dr. Tenple.

DR. TEMPLE: \hether you do it as part of
Question 3 or part of Question 4, we unequivocally,
as you have already indicated, need to know whet her
the warning, if it is nmodified, needs to be in the
| abeling for all antidepressants or just the ones
that were in the study including tricyclics, MAO
i nhibitors, dul oxetine, and so on

So, | don't know whether that is a 3
question or a 4 question, but once you answer the
question about any additional warning | anguage, we
have to know who you think that applies to.

DR GOCDVAN.  Dr. Mal one.

DR. MALONE: | think it applies to all of
the drugs. Was it the Jick study that really

didn't find any difference between the risk for
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different classes of drugs. | think that is one
reason to apply it to, say, the tricyclics which
were included in that study.

Al so, sone of the older drugs, like the
tricyclics and MAO i nhibitors, are much nore
dangerous, so if you did becone suicidal, you would
actually have the drug with you, that you could use
to comit suicide easily.

| agree that new drugs, as they cone on
the market, you wouldn't want to automatically give
themthis undue edge that they don't have this
war ni ng.

DR. GOCDVMAN:  Dr. Chesney.

DR. CHESNEY: | would just like to say
that when | nade nmy comment before the break, |
wasn't thinking of all these other factors, and on
reconsideration, | think that these are excellent
poi nt s.

I think that the wording was correct that
it is well recognized that suicide and suicida
behavi or energes during the early stages after

treatnent, and because we don't have the specific
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studies that address this issue, it may be
reasonabl e to assune that this would apply to al
antidepressants at this point in tine until proven
ot herwi se.

Sonebody made that point, put the onus on
the conpany to show that they did not fall in that
bal | park. So, whereas before the break, | was very
al arnmed that we were going to be asked to do sone
things we knew nothing about, | think I now
under stand the reasoni ng.

Thank you.

DR. GOODMAN:  Thank you

Dr. Pine.

DR. PINE: | think it is inportant to
recogni ze, speaking again as a child psychiatrist,
that there is a very legitimte concern about
di scour agi ng peopl e, and physicians in particul ar,
fromnoving away fromthe 23 plus 1, the agents
that we have been discussing, to tricyclics
ant i depr essants.

I think that, at least fromny own

perspective, | think we want to think kind of

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (318 of 406) [9/28/2004 12:31:37 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

ahead, and | think we do obviously based on what
the FDA said, and based on other information, say
sonet hi ng about the use of those agents.

Hi storically, there actually is a fair
anount of data on those agents, although not nearly
the anobunt of data as we have reviewed for SSRIs,
and it is current standard of care in child
psychiatry not to use those agents, and that is
really based on two things.

That is based on, nunber one, the fact
that a number of meta-anal yses have shown that the
agents are not effective over placebo, and there
has not been a single study that denonstrated
efficacy for a tricyclic antidepressant or an MAQ ,
number one.

Nunber two, there was a lot of concern in
the 1990s about the cardiotoxicity of these agents
in children, not only the cardiotoxicity in
overdose, which | think there is little debate
about, but even questions about cardiotoxicity when
the agents were used appropriately in therapeutic

doses.
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So, | think, on the one hand, it is very
inmportant to say that it would not be good if
physicians were to nove fromthe newer agents to
the ol der agents, on the one hand, on the other
hand, probably the strongest thing we could say
woul d not be to say, well, we don't know whet her
these drugs cause suicidality or not, the strongest
thing we could say is that there are plenty of
reasons to discourage this.

One of the nmight be that the agents are
associated with suicidality like the SSRI s
however, the cardiotoxicity and the | ack of
efficacy data, | think are stronger reasons not to
move that way.

DR. GOCDVMAN:  Dr. G bbons, did you have
anot her question or commrent?

DR. G BBONS: This is a very tricky issue
The issue is we don't want to go beyond the data
that we have, but on the other hand, with the
exception of one of these agents, we haven't shown
any adverse effects on a drug-by-drug basis.

Now, a new drug cones out on the market.

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (320 of 406) [9/28/2004 12:31:37 PM]

320



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

321
G ven current regulatory practices, there will not
be enough data to show a risk ratio of 1.5 in that
drug, so the conclusion will be that there is no
association, and they nay get an exenption.

On the other hand, you know, so what you
are doing is you are holding a nuch higher standard
to the drugs that were | ooked at in these 21
studies, for which we were able to pool over drugs
and show an effect.

| suppose you could set up a situation in
whi ch a new drug or an old drug that was not part
of the 21 could, in fact, be renoved fromthe |ist
if the study was powered, if there was enough data,
so that they could, in fact, identify a risk ratio
in the nmagnitude that we are | ooking at here, in
the 1.5 range or so, but they would have to get a
hell of a lot of patients to do it. 1t mght not
even be practical to do that.

So, it is really a conundrum of what to
do.

DR, GOCDMAN:  Dr. Fant.

DR. FANT: To address the question that
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was posed about extending to other drugs, | think
based on the data that we have | ooked at here, at
| east fromwhat | have seen it is inpossible to
tell if the endpoints that we saw, if the signals
that we saw were due to drug-specific effects or if
they were due to factors intrinsic to the disease
process in the patient that was perturbed by
treatment by what ever mechani sm

It is kind of hard to sort out which is
the major factor in that regard. Until that can be
sorted out, until you have sonme information that
suggests, on a mechanistic basis, that it is
related to a drug-specific effect, | don't think
you can exclude any drug that inmpacts on
depr essi on.

DR GOCDMAN: Take a monent and | ook at
the question or the statement, not a question, but
the statement as it is proposed.

DR TEMPLE: 1Is that intended to be
| abel i ng | anguage?

DR GOODVMAN: My understanding is that it

is not our job to wite the | abeling |anguage for
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the FDA. That is one of the reasons | wasn't sure
that we needed to take a vote, because | don't
think that we should be witing these for you, but
I think it does help to have sonething in witing
here to communicate to the FDA how broad our
concerns are.

Dr. Tenple.

DR. TEMPLE: So, is this your proposal ?

DR GOCDMAN:  Two committee menbers have
proposed this.

DR. TEMPLE: M initial response to that

is it doesn't really say that you should assune

this risk applies to all drugs. It says you should
use caution in pediatric patients. Well, we have
sort of said that already. It doesn't quite say

you should worry about that risk in pediatric
patients.

W can work on it, too, but we are
interested in sonme view of how explicit we really
should try to be even if you don't wite the exact
words. That one is not so explicit perhaps.

DR MARANGELL: | think we are just trying
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to put forward, kind of the broadening concept of
i ncluding both prior agents and future agents that
are categorized as antidepressants and where to go
fromthere.

DR GOCDVMAN:  Dr. Katz

DR KATZ: Fine. | think we certainly get
the thrust of that, we appreciate it. One question
that | think we would like you to explicitly
address is whether or not you think this is the
sort of thing that belongs in a black box, which is
sort of another |evel of communicating risk.

Right nowit is a warning, the nmjor
| anguage is in the warning--the | anguage i s another
section--but the major |anguage is in the Warning
Section. Do you think this arises to the |evel of
a bl ack box warni ng?

DR GOCDVAN: Let nme ask Dr. Nelson to
conment .

DR NELSON: Let me conmment on that, and
then just make a conment on the | anguage of the
second sentence. | think the difficulty with a

bl ack box warning, at least ny interpretation, and
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maybe it is based on nmy practice, is if | see a
bl ack box warning, | just don't do it, for exanple,
propofol for long-termsedation in pediatric |CUs,
no | onger done because of the warning.

So, | think a black box warning may drive
peopl e away fromdrugs that they m ght otherw se
appropriately use as opposed to a warning that is
pl aced upfront in the WArning Section

My difficulty with this | anguage, and
know we are not going to talk |anguage, but | would
try to be nore specific. | mean one of the nore
difficult things to communicate, | think even to
physicians, is risk data, and | kind of Iiked the
slide that we were provided, that could even in
this case, comuni cate data where you coul d have
sonething like out of 100 patients treated, 2 to 3
patients on average will have an increase in
sui ci dal behavior or ideation after initiation or
changes in treatnment, period

So, people say, well, what does this
really nean, it neans that if they give 100 people

the drug, they have got to watch out 2 or 3 tines.
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That, to ne, is useful information, and | woul d
advocate | abeling that provides that kind of
i nformati on.

DR GOCDMAN: Dr. Tenple

DR. TEMPLE: | amjust trying to interpret

the last statenent, which is that we should give
sonme quantitative estinate of what the nature of

the risk is.

DR NELSON: Well, it is nore than that,

because | think it is an issue of percentage. |

mean there is a lot of literature on whether risk
i s best comunicated as nunbers out of 100 versus
percent ages versus other things, so | amexplicitly
saying | find the nost useful thing is real people

out of a real cohort of people hel ps ne know what

t he uni verse is.

DR. TEMPLE: | would add that we shoul d

probably tell people what the baseline risk is and

what the increase conpared to baseline is.

DR. NELSON: | would also link this to

simlar kind of data under the efficacy, so you are

right.
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DR. GOCDVMAN:  Dr. Rudorfer.

DR. RUDORFER: A couple of questions.
First, about the tricyclic issue. M recollection
is there is sonme | anguage already for the ol der
antidepressants related to risk of possible
clinical worsening early in the course of
treatnent. | mean | amjust wondering, if
somet hi ng doesn't exist, or even if it could be
moved within the labeling to be conparable to
pl acenment, say, of the newer--

DR. GOCDMAN:  Tom

DR LAUGHREN. Again, let ne reiterate
what | suggested earlier. Qur planis to extend
this current, much broader warning statenent that
is nowonly in these 10 current generation drugs to
all antidepressants including all the tricyclics,
all the MAOs. Sone of them actually already have
it.

So, you are right, there is that old
| anguage in the tricyclics. That is going to be
changed to the newer |anguage, and really the

question here is whether you are confortable with
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us extending this additional view, that now we have
establ i shed causality for suicidality to all
anti depressants, not just these nine drugs that
were studied in these trials, and pediatric
patients.

DR, RUDORFER: Do | understand correctly,
Tom in the newer warning, that is where the
description of the behavioral activation is
menti oned, because again, what | am wondering is,
if that specific |anguage really should be
applicable to the tricyclics.

| nmean at our February neeting, we were
describing a syndrone that | think the sense of the
committees was that that was nore specific to the
newer generation drugs.

DR LAUGHREN:. The same ki nds of behaviors
are seen in SSRIs, in SNRIs. | think an argunent
could be nade. | nean obviously, there is a |lot of
anecdotal data that the older drugs in sone
pati ents have the sane kinds of synmptons, so | nean
my inclination, in fact, some conpani es have

al ready done it on their own. They have added this
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new | anguage to certain older drugs. It has
al ready happened voluntarily by conpani es.

DR, RUDORFER: Just a follow up question,
sem -rhetorical. | had asked this norning about
whet her we know yet the inpact of the |abel changes
from March, and ny understanding is we don't know
yet.

Is there any rationale to giving that
additional tinme to see the inpact of that change
bef ore we make anot her change?

DR LAUCHREN:. You nean before we extend
the | anguage to the ol der drugs?

DR. RUDORFER: No, | nean before we change
the warning on the newer drugs.

DR GOCDVAN: Let ne try it. M opinion
on that would be that now that the conmittee has
decided that there is an association, at |east
within the trials, that | think the | anguage needs
to be extended to association has been established
for suicidal ideation and behavior, however we want
tosay it. | think it has to be very careful how

we say it apropos of the earlier discussion. |
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think we need to define what we nean by
suicidality.

I think our present discussion is whether
it should be extended to the other and to the
present, and | don't think our discussion is over
yet, but | think probably we are leaning in the
direction of yes, extending it and erring on the
side of safety.

DR LAUGHREN: Just to clarify, the
current language in this warning that was
i mpl ement ed as of our March advi sory, states as
follows: "A causal role for antidepressants in
i nduci ng such behavi ors has not been established."

So, the question that we have been
addressing here this afternoon is whether or not we
can now say that the causality has been
establi shed, and the further question of whether we
shoul d extend that beyond these nine drugs to al
anti depr essants.

DR. GOCDMAN:  Tana.

DR CGRADY-VELI KY: | just wanted to

comrent on the question of the warning or black box
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with whatever we decide on this, and | would Iike
to agree with Dr. Nelson that certainly having a
war ni ng, and ny preference would be for al
anti depressants, would be an inportant thing to do,
but | would caution against using a black box
war ni ng because it woul d steer many clinicians away
fromusing these agents, and as we heard yesterday
fromboth patients and clinicians, that for many
peopl e, antidepressants are very useful treatnent.

DR GOCDVAN:  Dr. Mehta.

DR. MEHTA: Just a clarification fromDr.
Laughren. |If you are going to extend it to the old
drugs, | guess you will also extend the sane
warning to all the new drugs, is that right?

DR LAUGHREN: Yes.

DR GOCDVAN:.  Dr. Tenple.

DR. TEMPLE: | just want to rem nd
everybody that one of the mmjor reasons for using a
bl ack box or a box is that you think there is
somet hing that can be done to avoid the trouble
that you are telling peopl e about.

Just telling people that sonething
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horrible has its own value, but it seens
particularly inmportant to get people's attention
when there is sonething we want you to do

In this case, there is sonething that we
want you to do. We want you to pay attention, not
put the people out to pasture for three weeks and
never see them again.

So, we certainly are cognizant of the
effect this can have on prescribing, and certainly
don't want to do harm but | just want to renind
everybody that this is potentially renediable by
seeing the patient, talking to them being alert
for these things, one of the main reasons for
thi nki ng that you shoul d enphasi ze things by a box.
I just want to be sure that is on the table.

DR. GOODVMAN: How do you deal with the
fact that with the exception of fluoxetine and sone
of the other nedications in sonme of the anxiety
di sorders, these are off-1abel uses, how does that
gibe with the general use of a black box where, in
fact, you don't have an indication to start with?

DR. TEMPLE: It's a really good question
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and requires great delicacy, but the box is about
the warning, and we have on occasi ons warned peopl e
about things even though the use wasn't approved,
so you have to be very careful. But if it's--what

i s an exanpl e--the hyperpyrexia syndrone.

DR KATZ: One exanple, we have done this,
as Bob says, in cases, and usually, what we say is
here is a risk--specifically in pediatric
patients--here is a risk in pediatric patients. W
remind you that this drug is not approved for use
in pediatric patients, effectiveness has not been
denonstrat ed.

So, we tell people it is not approved, we
don't knowif it works, but here is a particul ar
risk. So, there is certainly precedent for doing
that, and we have done that.

DR GOCDVAN:.  Ms. Bronstein.

MS. BRONSTEIN: If | heard nothing from
the public, it was they want to be warned. They
want to hear the risk. | was thinking of big bold
letters, not the black box. Fromwhat | have

under stood, the black box is used for really dire
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situations, and while suicide is a dire situation,
what we are asking is that they nonitor patients
closely, that they ask their famlies to
participate in that nonitoring process.

So, | see this nore in the real mof
i nformed consent, and | don't know what we have
done in the past for nore of an inforned consent
process. Have we any drugs that we require an
i nformed consent ?

DR TEMPLE: W had a few where we did
that. M own personal view is that gaining
consent, after all, you have to open your nmouth to
take it, is alittle funny. Wat we have noved
more toward, but not entirely, is sonething where
there is a required distribution of a piece of
paper that says these things to the patient and
some acknow edgment that they have read it. It's a
little different concept for consent.

But we have done that in particular cases.
It is very burdensome. |If people are worried about
di scouragi ng the use of the drugs, they need to put

that in--
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DR. GOODVAN:  We are tal king about
children. It's assent, isn't it, and it is nore
conpl i cated?

DR TEMPLE: Well, whether it is a matter
of displaying what the risk is in a piece of paper
t hat soneone acknow edges having received, or you
want to call it consent, it is sort of the sane
thing, but it's a big step.

We have done it for thalidom de and things
like that, but it is a very big step. You have to
bal ance what effect you think it has on the use of
the drug.

DR GOCDMAN:. Dr. Trontell.

DR. TRONTELL: Just to expand on Dr.

Tenpl e's remarks, infornmed consent has been used by
the Agency for drugs other than ones with the

ext ensi ve systens |ike thalidonide and cl ozapi ne.

It is used for several Parkinson's di sease agents,
as | recall.

It is often called, some call it a patient
agreenent. It is some way of setting forward sone

kind of witten systemrecorded often in the
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patient's chart, that basically, tries to again
assure that this conversation occurs between the
provi der and the patient.

So, again, it clearly is one area where we
are again stepping into that therapeutic
rel ati onshi p, where sone people take exception to
the Agency doing that.

I had actually one additional remark, if I
could nake, relative to boxed warnings. 1In
general, the Agency often uses those in context
where the adverse event is associated with
fatalities. Cearly, suicidal behavior can result
in that.

An incidental consequence of that is that
products that carry boxed warnings also have to
carry that in their advertising, and quite
frequently, that makes it quite difficult to
explicitly advertise that product in
di rect-to-consunmer adverti sing.

DR. GOCDMAN:  That you for that ad
informati on. How about in sanpling, would it

af fect detailing, sanpling?
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DR. TRONTELL: The requirenent is if you

carry a boxed warning, that boxed warning has to go

on all the materials that are used for adverti sing.

I amnot aware that it would inpede sanpling, but
effectively, the advertising that goes into popul ar

magazi nes or on the television can't easily

acconmpdat e that, so you don't get specific

products typically advertised that have those

war ni ngs.

DR. GOCDMAN:  Thank you.

Dr. Tenple.

DR TEMPLE: You can't use reninder ads
ei ther.

DR. GOODMAN: | amsorry, | mssed that.

DR. TEMPLE: You can't do sonething called
a reninder ad. That is where you just give the
nane and don't say nuch about the drug. You can't
do those anynore if there is a box.

DR GOCDVMAN:  Dr. Newnman.

DR. NEWMAN: | think those would be big
pluses. As we nove into the effects of the boxes

and what effects that nmi ght have on prescri bing,
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think we have to cone back to the issue of
ef ficacy.

We have | think very strong evidence of
harm and really not very good evi dence of efficacy,
and al though | know many practitioners are
convi nced that these drugs work, if you | ook very
closely at the TADS trial, just as an exanple, at
the Chil dhood Depression Rating Scale, the
i mprovenent with placebo was 19 points, and the
i mprovenent with the drug was 23.4 points.

You bring people in, you start a
medi cation, and you see an inprovenent, you are
very, very likely to believe that the drug is
effective, and the reason why we do randoni zed,
doubl e-blind trials is because personal experience,
however conpelling, is not a reliable way to tel
whet her drugs work.

In the study where they worked, in the
TADS, the inprovenent over placebo was really very,
very small, and | would say not detectable by a
clinician treating individual patients.

So, it would not be that bad if use of
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t hese drugs were dininished, | think, because we
don't know whether they actually hel p npst patients
when you put together all the data, and | think it
is very inportant that this conversation about the
ri sks take place, so | would favor sonme sort of

i nformed consent process.

DR. GOCDMAN: | think it was appropriate
for you to remind us of the efficacy issue as we
are starting to | ook about benefit, as well as
ri sk, as we nake recommendations and regul atory
actions.

I agree and | think many of us, including
nmysel f, have said this in the roomtoday and
yesterday, that there is a dearth of data on
efficacy. W do have the positive trials that were
submitted, that led to the indication for
fluoxetine in major depression

We do have the TADS data, and actually, |
may have ni sspoken yesterday when | said that there
was no di fference between fl uoxetine and pl acebo on
the Children's Depression Rating Scale. That is

only true by one analysis, but if you | ook at nean

file:////[Tiffanie/C/Dummy/0914PSYC.TXT (339 of 406) [9/28/2004 12:31:37 PM]



file:/ll/ITiffanie/C/Dummy/0914PSY C.TXT

340
conparisons, although they are snall, you are quite
right, that the magnitude of the difference is
small, | think they still reach statistica
significance

VWere we | ack the nost data is on
|l ong-term benefit. | think what you are hearing,
what we heard yesterday from sone of the
clinicians, what you are hearing fromsone of the
people in this roomwho have treated children with
anti depressants, sure, it is contanmi nated by bias
and expectation. There is no question.

I have been hunbl ed before in terns of the
limtations of ny own ability to discern an effect
in the absence of a placebo-controlled study,
grant you that, but at the sanme tinme, we are
dealing with drugs that have been out there a | ong
ti me, nunerous seasoned clinicians, and there is a
very powerful inpression anmong many, and fromthe
consuners thenmselves, that in some cases, this has
made a huge difference.

So, | worry that if we ignore that

i nformati on, even though it is not good data in the
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way we would like to see it, that we may risk a new
increase of suicidality on the back end.

We are doing a lot here to protect it on
the front end, but we haven't done the kind of
studi es that were reconmended before, earlier by
Dr. Tenple, and doing a discontinuation study, and
| agree we don't know the answer, but it is
conceivable that there will be some patients that
will be deprived of those nedications that may be
life-saving and may even be inclined to conme off
medi cati ons and have a relapse that will lead to
sui ci dal behavi or

| wel cone other conmments.

Dr. Nel son

DR. NELSON: Although | agree with you,
Tom | woul d be concerned that saying that al one
wi t hout including drug-specific efficacy data wll
send the wrong nessage, and i think there needs to
be a bal ance, and | would be curious how ny
psychi atric coll eagues would react to the foll ow ng
suggestion, that if perhaps in fluoxetine, you

i ncluded the efficacy data, which is the only drug
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that, in fact, has passed that bar, would it be a
bad thing if, in fact, practitioners, who are not
child psychiatrists, who | ack the know edge to be
able to then, if soneone fails fluoxetine, to nmake
an appropriate choice of any of the other agents.

If, in fact, what happened in genera
practice, famly practice, general pediatrics, is
fluoxetine was the first drug that would al ways be
chosen, hopefully, under appropriate nonitoring
given the risk, but then if you failed that, you
need help, that it is not sonething where you will
go to nultiple other drugs and start runni ng down
the list, thinking that if you just found the right
one, you woul d be okay.

So, ny question is can we customcraft the
| abel i ng where you might drive that kind of medica
practice, and if we could, would that be a good
t hi ng?

DR GOCDVAN.  Dr. Mal one.

DR. MALONE: | think it would be a good
idea to custom ze the |abeling.

DR. GOODMAN: | amsorry, | mssed your
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poi nt .

DR. MALONE: | think it would be good to
custom ze the |abeling, but in addition, fluoxetine
is a positive study. As a clinician, when you | ook
at the PDR, | think it would be very helpful to
have sone bal anced statenment regardi ng the nunber
of studies that were done, say, for depression with
a given agent, and the nunber of studies that were
positive and negative, because | nean | think it
has been said before, when you | ook at the PDR and
you see a statenment that it is not indicated for
under 18, it is quite a different thing than to
know that there were five studies done and none of
them were positive.

You coul d add statenents that negative
studies don't nean it doesn't work, but it would be
hel pful for me, as a clinician, to be able to read
that information.

DR. GOODMAN: Dr. Pine.

DR. PINE: | just have a coupl e of
comrents related to the discussions that have been

going on, the first of which is, you know, we
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really have not tal ked about the efficacy data, and
I think it is very inportant to spend a fair anount
of tinme tal king about that.

The second thing is, for reasons that |
will gointoin a second, | would agree with sone
of the sentinents related to concern about adding a
bl ack box warning, that | would be concerned about
that, and | think probably sone of the nost
conpel ling data, at least to think about, is to
| ook carefully at the efficacy data for fluoxetine.

There are a couple of things to say. The
first is to remenber that based on the efficacy
data al one, even before we had the TADS trial, that
those data were felt to be sufficiently conpelling
to justify an indication in pediatric depression.

Now, the second thing to say about the
fluoxetine data in general is at |east when | | ook
at the magnitude of the effect in that study,
relative not only to other effects in pediatric
depression, but relative to other effects of
psychotropi c agents in nmany disorders, | think one

woul d not call that to be a small effect.
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In fact, | think the investigators and the

journal itself called it a nmoderate effect, which

think is a fair summary of that effect.

The third thing to say is, if | am

correct, although I would like to hear fromthe FDA

about this, thus far the only warnings that have

been given nmake no explicit statenents about

causality, nunmber one, and then nunber two, make no
explicit differentiation between the potential for

the risk being greater in children relative to in

adul ts.

I think just based on what | have heard,

clearly those two statenents coul d be nmade
relatively strongly that there is sonething

different going on in kids than adults, at |east

based on the | evel of review that we have had that

hasn't been said, and it is pointing to causality.

DR GOCDVAN: Dr. Tenple.

DR TEMPLE: Well, we still believe the

general warni ng about paying attention to people

still should apply to adults and children, we don't

want to change that, but as was said, it now says
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causal relationships not established, and you don't
think and we don't think that that is a true
statenent anynore about the pediatric popul ation

So, the thought would be to add, nodify,
somet hing to convey what the new findings are.

I want to nake one other conment. There
are various ways of communicating with patients and
their famlies. Sonme kind of formto sign is one,
but there also is patient |abeling that can be nmade
to go to every patient who gets prescribed one of
t hese drugs.

We have done that for a very |arge nunber
of drugs. They are called Med Cui des at present,
and they can be focused on the particul ar concerns
that one has and the risks that there are, and we
woul d obvi ously have to dance around the fact that
the drug isn't indicated for children, but there
are still ways of doing that.

So, that is not causing a formto be
handed out in the office, but it is a way of
communicating. As | said before, the probability

that that will be distributed, we think goes up
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when it becones part of a package, part of a unit
of use package.

DR MJURPHY: But we need to make cl ear
that the Med Guide is different than the patient
package insert, that people often think about that
conmes with the regul ar |abel.

What m ght be hel pful to think about,
there is two things, what you want to warn about,
where you want to put it or how you want to put in
the | abel, black box, warnings, precautions, people
tal k about bol di ng versus how do you want to get
the information out to others besides the |earned
i ntermedi ary.

That is where Dr. Temple is tal king about,
you know, do you want it just to be in our standard
patient information in the |abel, which does not
have to be given to a patient. A Med Gui de woul d
require that it be given to the patient.

That does not address the issue that |
have heard al so from you about where does the
conmuni cati on between the |learned internedi ary and

the patient occur.
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So, if you could think of that in three
different places, there is the |learned intermediary
information, there is the information for the
caretakers between the |l earned internediary, and
then there is the Med Quide where the patient gets
the informati on whet her that person has had that
conversation with them or not.

DR. GOCDVMAN: One way of testing the
confidence of this group in the efficacy, albeit
unproven, of the antidepressants in the pediatric
popul ati on--here | speak specifically of
depression--is to go the next step, the step that
the British counterpart of the FDA nade.

We haven't tal ked about that, but it
certainly has been nentioned, suggested in the
public hearings, or | would like to engage this
group in sone discussion to see if there would be a
recomrendati on to ban the use of all the
antidepressants with the exception of fluoxetine in
the pediatric popul ati on

| amnot saying | agree with that, but |

think we should air a discussion
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Dr. Nel son

DR. NELSON: A question for FDA
col l eagues. One of the presentations, it mght
have been Dr. Laughren m ght have mentioned that
contraindication neans different things to
different regul atory agencies, and | woul d be
curious if you could just be specific and say what
does contraindication nean in Geat Britain, what
does contraindication nean in the United States to
hel p answer that question

DR. LAUGHREN: M understandi ng of what it
means in the UKis that, in general, the drug
cannot be used, but under specific circunstances,
for exanple, by certain specialists it may be used,
so it doesn't nean quite the sane thing as it does
inthis country where if we put a contraindication
in the |abeling for a product, that neans nobody
under any circunstances should use that. There are
no circunstances where it would be appropriate to
use that drug. That is generally the way it is
interpreted by clinicians.

DR. GOODVMAN: Let's go with that for a
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nmoment, a di scussion of whether these drugs should
be contraindicated with the exception of fluoxetine
in pediatric depression

Dr. WMal one.

DR. MALONE: You just said it in pediatric
depression. | was going to say that two of them
are already indicated in sone chil dhood anxiety
di sorders, but apart fromthat, | would be agai nst
banning the drugs. | think that would be a big
different step.

As has been said, just because studies
have not proven efficacy doesn't nean that there is
not efficacy, and if you failed on Prozac in
depression, you woul dn't have many other options.
So, | would really be against banni ng them

DR GOCDVAN:  Dr. Wells.

DR. VELLS: | agree with Dr. Mal one, |
woul d not favor banning the other antidepressants
other than fluoxetine, because many of these
children will not respond to fluoxetine, and they
certainly deserve to have access to other drugs

shoul d that occur.
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However, | do believe that the |abeling of

Paxi| shoul d provide information consistent with

the June 19th, 2003 FDA tal k paper recomendi ng

that Paxil not be used in children and adol escents

with MDD in light of the |l ack of proven efficacy
and t he troubl esone docunented signal for

suicidality in that popul ation

| further believe that we should recomend

a sinmlar |abeling change for venl af axi ne.

DR. GOCDMAN: Dr. Gornan.

DR. GORMAN: | think that the bl ack box

warnings in terms of |abeling nakes a | ot of sense

especially since | think there is a way to al so

i ncrease transparency to the |earned

intermediaries, as well as the people who use the

medi ci ne.

I would strongly reconmend that the Food

and Drug Admi nistration reconsider an active

| abeling in the pediatric section where a single
sentence where it says Pediatric Usage, "After 3
random zed, controlled clinical trials including

600 patients, this nmedicine was not proven to be
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effective."

I don't think that takes a | ot of space, |
don't think it's very confusing, and if you need to
then reference the summary that is available for
these pediatric studies at another place on your
web site, | think that is perfectly appropriate.

I understand that creates some other
difficulties for you, but | think that if you put
it in the Pediatric Use Section, it increases the
transparency.

So, then someone can say who wants to use
Paxil, this drug has been used in 700 children in
controlled trials, and it did not meet the bar the
FDA said, but | think it has sone potential benefit
for my patient, then, they have the data to at
| east start to nmake a decision about that.

DR. GOODMAN: Dr. Tenple

DR. TEMPLE: Do you have a view on what we
should do with a drug that had one positive and one
negative study?

DR GORMAN: | do

DR. TEMPLE: That's not w se guy, | nean
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we are going to face that probl em

DR. GORMAN: | think you will face that
probl em because there is one of those drugs already
t here.

DR. TEMPLE: That is why | asked.

DR. GORMAN. | think you should say there
has been one positive and one negative, and that
doesn't nmeet the bar the FDA sets. You can then
argue. Then, people will start to argue with you
whet her the bar is too high or too low, but | think
that if you make it transparent, which is ny
under st andi ng, speaking for nyself and not ny
acadeny, ny understanding of the intent of the Best
Phar maceutical for Children's Act, that this should
make--the public is paying for these drug trials
wi th increased consuner prices, and therefore, they
have the right to the results of that data.

I think that data should be reflected in
the | abel even if it's troublesome to the Agency.

DR. TEMPLE: As | said, we are noving in
that direction. W haven't quite gotten there yet,

but we have had many of the sane thoughts you have
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expressed.

DR GOCDVAN.  Dr. Perrin.

DR PERRIN. | would strongly support what
Dr. Gorman just said. It seens to nme that what we
know at this point is there is a drug for which
there is noderate evidence of efficacy and a whol e
bunch of drugs for which there isn't, but we don't
really think we have good enough data on those
|atter drugs, both in the sense of short-term
efficacy trials, and nore inportantly, long-term
efficacy trials, and somehow or other we need to
get that information out in sone useful way.

Second, | think we know that there are no
trials for these drugs in things |ike mgraine,
headaches, m nor acute depression, and other things
that could be very, very risky.

Third, we know sonet hi ng about causality,
but we know causality, unfortunately, only in the
SSRI's, but we have no evidence that other
anti depressants have any |ikelihood of being | ess
causal

DR. GOODMAN: "Causal" with regard to
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suicidality?

DR. PERRIN. Suicidality.

DR GOCDMAN: It isn't just the SSRIs.

DR. PERRIN. | amsorry, the nine drugs
that we are studying, my apologies. But we don't
know that it covers all antidepressants. | think
we can | eave that out and say basically, we have no
evi dence that any other antidepressant is better or
has |l ess risk or whatever.

I think finally, we should say as
explicitly as we can some of the comrents that Jean
has rai sed and others have rai sed about the
explicit el ements where peopl e should be particul ar
vigilant about risk, the timng issues, the type of
patient issues, et cetera. | think we should be
very cl ear about that.

DR GOCDVAN: Dr. Rudorfer.

DR, RUDORFER: | think what we are tal king
about is howto titrate the warning, if you wll.
One thought | had, we are clearly not going to be
able to settle the efficacy issue today because we

don't have the data before us. Again, as was just
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mentioned, there are better efficacy data in the
anxi ety disorders than we have seen in mgjor
depr essi on.

What | amthinking is the overriding issue
that we had coming in, which | think remains with
us, is how to discourage irresponsible use of these
anti depressants in the pediatric popul ation
while--1 don't want to speak for anybody el se--but
my sense is that we don't want to di scourage
appropri ate responsi bl e use of these drugs by
clinicians who are in accord with the warni ngs as
they now exist, that is, who are nonitoring
patients responsibly.

So, one thought | had was in ternms of
havi ng a bol ded section in the warning, but the
bol ded part would not be the adverse effect. The
bol ded part woul d be what we want clinicians to do,
that is, wording to the effect that close patient
monitoring is required during use of this
medi cation especially early in treatnent and at
ti mes of dosage changes.

That is just one thought off the top of ny
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head, again directing attention to that, and
don't know if | anguage such as required is
appropriate, but sonething along those lines to
send that nessage to the clinician that a higher
standard of care is required with this drug, again
certainly including other warning | anguage as we
have been di scussing, but ny point being to find
the right titration where we are not scaring off
appropri ate use of the drugs.

DR. GOODMAN: M. Griffith.

M5. CRIFFITH W are about bouncing
around a bit when you raised contraindicating, the
possibility of contraindication and then going back
to the best methodology for informng patients and
practitioners.

I was conpelled by the argunments both Dr.
Nel son and Dr. Pine made with respect to the bl ack
box, and I amwondering if it is not now a
knee-jerk reaction when a doctor sees a bl ack box
war ni ng, as you suggested, Dr. Nelson, just to
absolutely refuse to use that particul ar

medi cation, and, if so, | think that that poses a
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hazard to the ability for a doctor, a psychiatrist
hopefully, in using that drug in his or her too
box.

I also, no disrespect intended to Drs.
Templ e and Trontell, when you said that by
devel opi ng a nmechani sm either infornmed consent or
patient information |etter would be burdensone, and
| believe that Dr. Trontell said that the FDA does
not like to get in between the patient and the
provi der by dictating what a provider has to do by
way of informing, | think that that is wong. |
don't think burdensome is the right way to | ook at
t hi s.

I nean it may be burdensome, but it is
absol utely necessary, and | don't think that the
FDA should feel that they can't advise doctors and
caregivers to be very forthcom ng and very
interactive with the patient, so | would recomend
either a letter or--

DR. GOODMAN:  Tom you had a conment ?

DR LAUGHREN. We actually have a

precedent for an inforned consent in the pediatric
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area in child psychiatry for Cylert. There is a
consent form The problemis that it is voluntary,
and it is not clear how nuch it is actually used.

Maybe sone of the child psychiatrists here
who have used Cylert can comrent on whether or not
they actually use that.

DR. PINE: | can tell you that the safety
i ssues around Cylert, when they becane public, |ed
to a dramatic decrease in the use, and | think it
had nore to do with the nature of the concern than
the process that was used to nonitor. So, | don't
know that this situation is conpletely anal ogous.

DR. GOCDVAN:  Dr. Pol I ock.

DR. POLLOCK: A nunber of us have to | eave
within the hour, and Dr. Tenple, | believe has now
rai sed at least two specific questions that he
wants us to | think put to a vote. | amkind of
concerned, | mean | would like to at |least frane
those two questions and see if we can at |east
acconplish that.

As | heard them what | would like to do

isif we go back to the text before this one, of
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what we had for Question 3, and then | think you
were asking us does this apply to all
anti depressants, and we go around Yes/No, and then
I think the second question, which is extrenely
important, is does some senbl ance of that
information go into a black box. | think in that
case, it mght be within that black box at |east
for, say, fluoxetine, within that box there is sone
statenent of the efficacy data.

I really amvery, very concerned that the
signal -to-noise ratio, the amount that is spent in
direct-to-consuner advertising, even the patient
i nformati on sheets, none of that really gets the
attention it deserves.

We may not agree with this data, it may
not be what we wanted to find, but what we are
sitting with is no--with one exception--no evidence
of efficacy, and what we have is evidence of sone
causal rel ationship.

As we were instructed, the evidence of a
causal relationship for a warning that we want to

really get across doesn't have to be beyond a
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reasonabl e doubt. It may be beyond a reasonabl e
doubt for efficacy, but for warning and drawi ng the
appropriate attention and concern to this, | think
we really need to put that.

So, | amsort of dealing with those two
questions, if we could, M. Chairman, franme those
guestions and vote on them before we go ahead.

DR. GOCDMAN:  Unless | suffered a stroke
here, | think we already voted on the first
question, Question 3, that has already been voted,
and | don't think we need to have that 3(b) in
there, because the inplication of 3(a) is that we
did not exenpt any of the antidepressants, at |east
when we were talking in ternms of the trials.

I think what you are getting at is in
what ever formthe warnings take, should that be
expanded to all the antidepressants, and although
we didn't vote on that, ny sense fromthe
di scussion is the answer was Yes.

So, | think we have already answered that.
Partly because there isn't that nuch tine left, and

| do really want to end at 5 o' clock, is unless
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there is a conpelling reason, | do not want to
subj ect these additional questions to a vote.

The only one that | think that perhaps
mght nmerit a vote at this point is the black box,
but still let me remind the conmittee that we are
not naki ng deci sions, we are naking
recommendations, and it will be up to the FDA
whet her or not to inplenment that reconmrendation

Dr. Katz.

DR KATZ: There is one other |abeling
question we either need you to take a vote on
qui ckly or just sort of get a general sense, but
that has to do with the contraindication question
and whether or not the sense of the roomis that
they shoul d not be or should be contraindicat ed.

DR GOCDVMAN: | would rather start at that
end. | agree with that, and | think what | would
like to do is after just a few nore nonents of
di scussion, equivalent to the British ban, we are
usi ng the word contraindi cation, or any other
di scussi on before we take a vote on whether this

conmittee woul d support contraindication of all the
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anti depressants except fluoxetine in mgjor
depr essi on.

Dr. Nel son

DR NELSON: M interpretation of the
meani ng of the two words in the two different
medi cal systens is that contraindication in the
United Kingdomis not a ban, and is sinply a way of
driving the use of these drugs into the hand of
appropriately qualified specialists.

If that interpretation is correct, then,
contraindication in our systemwould not be the
equi val ent response, and if we think that that was
the correct thing for themto do, the question is
do we have anot her nechani sm avail able to us here,
such as adding a kind of oncol ogy type warni ng
about appropriately qualified specialists to
acconplish that.

In my mind, saying it should be
contraindicated here is a very different neaning.
It would be a ban in the United Ki ngdom per haps,
but contraindication there was not a ban from ny

interpretation of what | was told.
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DR. GOODMAN: I n the UK, they were banned
i s my under st andi ng.

Dr. Tenple.

DR. TEMPLE: Well, no, there is wording
that sort of suggested if you are properly trained
and really need to, you can do it. But a
contraindication here, and you can safely vote on
that, neans we think--we think you can still do it,
we don't control your pen--neans we think there is
no circunstance in whi ch anybody shoul d use these
drugs for that purpose.

DR GOODVAN: But at the peril of the
prescri ber.

DR. TEMPLE: The prescriber doesn't have
to pay attention to our |abeling, and sonetines
they don't, but it would reflect the view of us,
and presunmably the manufacturer that wites it, the
rightful labeling, that you should not use these
drugs for that purpose. There is no case in which
the benefits outweigh the risks. That is what it
nmeans.

DR. GOCDMVAN: More di scussi on on
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contrai ndi cati on?

Dr. Mal one.

DR. MALONE: |If you contraindicate it for
maj or depressive disorder, is it automatically
contraindicated for off-1label, or what happens to
all these other uses?

DR TEMPLE: Of-label use is not
di scussed in labeling. That is why it is called
of f-1abel use. W know perfectly well that people
have been using these drugs in pediatric patients
even though it is not in the |abel

A contraindication actually would tend to
di scourage that use, because you are then reacting
not to silence, but to a specific statement that
says you really shouldn't do this. So, it changes
the present situation, there is no doubt about it.

DR. GOCDMAN: Ms. Dokken.

MB. DOKKEN: Just a quick question of
clarification. What is the inpact of
contraindication on further research?

DR TEMPLE: Well, further research is

currently very difficult because everybody has got
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its exclusivity, that is the main inpedinment to ne,
further research. 1 don't think a contraindication
necessarily neans that no one is going to bother to
study it further.

I don't think we have practical experience
that gives that answer, and it mght discourage it
sone. | don't think we know.

DR. KATZ: But it doesn't legally preclude
it or anything. It can be done.

DR. GOCDVAN:  Dr. Leslie.

DR. LESLIE: Just in the interest of tine,
I would Iike to nove that we do not accept a
contraindication, but we do suggest that there be
wordi ng to such that these nedications should be
given by people trained in their appropriate use.

| woul d be worried about saying
subspeci al i st because there are a number of primary
care doctors that have no access to nmental health
professionals in rural comrunities or urban
Medi cai d areas, and you woul d be doing a disservice
to those popul ations, but if you said trained in

the appropriate use, it goes back to their
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prof essi onal bodies to cone up with appropriate
conti nui ng nedi cal education for the use of these
nmedi cat i ons.

DR GOCDVAN:  Now, we do not have to take
a vote on this. W can just continue to discuss
it.

DR. TEMPLE: | just want to rem nd
everybody that it is really hard to give
instructions for use of something that isn't
approved for use. | amnot saying we can't figure
out a way out of it, but it is a very thorny
probl em and we are sort of bound by our own rules,
but it kind of inplies that you should use it when
you tell people howto get trained for using it.

DR. GOCDVAN:. Dr. Marangel | .

DR MARANGELL: | like the idea of the Med
Scrip [ph] where the patients get information and
the famly gets information

A question. |Is there a way to ban direct
consumer advertising wthout a black box?

DR TEMPLE: The bl ack box doesn't ban it.

You just have to incorporate the black box or its
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el ements anyway into the | abel.

Qur conclusion was that direct-to-consumer
advertising was legal, and that is why it becane
allowed. There is nothing in the | aw against it.
Therefore, under at |east many interpretations of
the Constitution, you are allowed to do it, and our
rules. So, | don't knowif there is a way to--I
don't think there is an easy way to ban it.

We woul d not allow rem nder ads. | don't
know whether that is inportant to anybody, but
those are not all owed.

DR GOCDVAN: Let ne express the Chair's
view on the contraindication. | would oppose it.
If we took a vote, | would definitely oppose it. |
am repeating nyself here

I woul d disagree that there is no data
outside of fluoxetine. There are data supporting
efficacy. They are not great data, they are not
very good data, and they are very linited data.
There are sone negative data certainly fromthe
clinical trials, and nost of the data that we have

i s anecdotal experience, but it is not from one,
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two, or three people. It is froma nmultitude of
trained clinicians and patients.

Now, they could have been nisled. They
coul d have misled thenselves into their being an
ef fective drug when there was just a nonspecific
effect of the therapeutic encounter or tinme al one.

We know that, | know that, but | can't
ignore, as we can't ignore sonme of the public
testinony about instances that seened to inplicate
the medi cations in suicide.

We also can't ignore the possibility that
there is data out there that we don't have in a
formthat we can analyze to our satisfaction that
points to the effectiveness and the protective
action of these drugs against suicide, particularly
in the long-termtreatnent of depression

In the absence of those data, in the
absence of, say, negative studies, | would be very
reluctant to deprive patients of that opportunity.
So, | amnot ready at this point, given what we
know, to ban the anti depressants.

G her comments? Dr. Fant.
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DR. FANT: In listening to the various
comrents, is it reasonable to enphasize the
concerns with a black box and include wording in
the bl ack box that gives the serious,
know edgeabl e, conmmtted caregiver license to nake
choi ces that someone less qualified or |ess
t hought ful woul d make under those conditions?

I mean | think there are a nunmber of us,
when we take care of kids, institute therapies that
are nore risky than other situations when we are
faced with limted options, but we do it
thoughtfully, or at least we try to do it
t houghtful I y.

Is there any way to sort of strike that
bal ance with the bl ack box and the wordi ng?

DR GOCDVAN: Let's ask the FDA. What
kind of liberties do you have within the bl ack box?

DR TEMPLE: What you usually put in a
bl ack box is a warning about the adverse
consequences of the use of the drug, and so you
woul d say we know this about use in pediatric

popul ati ons or whatever, and then therefore, it
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says therefore, you really should nonitor closely,
and | guess you could stick in there, therefore,
you shoul d be particularly aware of the signs of
synptons of deterioration or sonething like that.
We coul d think about that.

Those things are all possible. It is a
little tricky to sort of identify responsible
ver sus non-responsi bl e physicians |ike, you know,
only responsi bl e physicians, and you know who you
are, should use this drug, but you can certainly
say what they should be worried about and what kind
of thinking they should go through

DR GOCDMAN:  Dr. Mal donado.

DR. MALDONADO: Just a quick coment on a
ban or contraindication and box warnings. There
was a question about the inpact in future research
I just remenbered that a ban in the UK is probably
not regulatorily different than a ban in the United
States, is that the enforcers in the United States
are lawyers, and we live in a different kind of
environment. The FDA doesn't enforce that, but

conpani es al ready know that with these restrictions
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in the |abel, they are going to have trenendous
liability to do any future studies.

Again, the ban in the UKis a ban in the
UK, but physicians may take risks in the UK that
physicians in the United States may not be willing
to take.

DR. GOCDMAN:  Thank you.

Dr. Nel son

DR. NELSON: One suggestion in terns of
al l owi ng the kind of information you need woul d be
to have nore of that information in the Pediatric
Use Section, and just refer to that section out of
the bl ack box. You want the black box to be to the
poi nt .

The only other question | would ask the
group i s have we had enough di scussi on about the
Med Quick or whatever the name is for the patient
information to have fornulated a view as to whet her
there woul d be a reconmendati on to devel op that
ki nd of a document, because that is one thing
heard is a need certainly fromthe public

testi nony.
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The | abel is one thing, but having it in
| anguage that coul d be understood, maybe physicians
will then read that docunment, would be a usefu
t hi ng.

DR GOOCDVAN:  Dr. Fost.

DR FOST: | wanted to get back to that
patient information thing and follow up on Dr.
Rudorfer's conment, that both the nessage to the
patient and the physician has got to include this
i mportance of nmonitoring, but | haven't heard any
di scussi on yet of what nonitoring nmeans.

Does it nean seeing the patient once a
week, if so, by whon? Twi ce a week, once every two
weeks, is it phone contact nonitoring? Does FDA
get into that depth of defining terns? The word

"monitoring," to ne nmeans nothing. | nean | have no
i dea what it means.

So, until sonebody defines it for ne,
seeing it in a package insert doesn't tell ne, as a
physician, what it is | am supposed to be doing,

but | have a sense that it is critical, that it is

very inmportant that the patients be nonitored
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cl osel y.

M5. DOKKEN: Dr. Nel son just asked about
the Med GQuides. M question is they go directly to
the patient fromwhom the clinician or the
phar maci st ?

DR. TEMPLE: They are given out by the
pharmaci st, and they are required to be given out,
but we don't think they necessarily always are, but
they can be attached to the prescribing package,
that is, to a unit of use package. |In quite a
nunber of cases, we have converted drugs to unit of
use packaging in part so that they would carry the
Med CGui de, because then they always have it.

DR. TRONTELL: | don't know if this was
your point. The patient would get the Medication
Qui de presumably after they have already filled the
prescription.

MS. DOKKEN. So, it isn't necessarily an
opportunity, sort of a planned opportunity for a
conversation with the clinician.

DR TRONTELL: |If you want the patient to

be informed before they actually receive the drug,
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you woul d need to be do sonething in addition to
the Medi cation Cui de.

DR. GOCDVAN: Dr. Chesney.

DR. CHESNEY: As we are not voting on
these issues, | just wanted to make a few brief
comments. | would strongly support the bl ack box,
and | have to say we heard yesterday and | know we
have di scussed this a nunber of tines on the
Pedi atric Advisory Conmittee, | think, for ne,
package inserts are a | egal docunment between the
company and the FDA, but | don't think they are
read.

We heard from a physician who presented
yesterday afternoon that he had not read the
package insert, didn't know what was in the package
insert, so | think we can put whatever we want in
there, but | think if you took a poll around this
table, nost of us do not--that is not where we get
our information.

So, | think anything other than that is
important. | think the black box is inportant, |

think the Web Guide or Med Guide, | think attached
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to the box is fabul ous, but we were al so discussing
the possibility of having a site on the FDA
internet site, which is very visible, very easily
navi gated for the public to discuss adverse events.

Ms. Giffith and I, she was inform ng nme
about the FDA web site and how difficult it is
currently to get the informati on on adverse events,
and | think that that is another route that if you
had advi sories that were easily accessible, where
patients could go in and get that information
bef ore or when the physician says | amgoing to
prescribe this, but you can go back and get
i nformation.

So, | would just add those coments.

DR GOCDMVAN:  Ms. Bronstein.

M5. BRONSTEIN: | just want to reiterate
again, | think that the famly and the patient nust
receive sonething. | think having the Med Al ert

cone with the drug itself is a good nmechani sm
provided the information on there tal ks about
suicidality.

I think we have to be really clear about
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what the risks are that the patient has to call the
physi ci an about, even if the physician doesn't
invite that half of the conversation

I guess | vote against the black box. |
want to be pretty specific about that. | think we
heard very clearly fromfanm |y nenbers that drugs
were hel pful, we heard sone that were very
unhel pful, but the biggest message that | heard
fromthe consunmer is they want to be warned about
what the risk is.

DR. GOCDMAN:  So, did you say you woul d
vote against it?

M5. BRONSTEIN: | would vote against the
bl ack box, but | would vote for the Med Al ert going
directly to the patient. | think information
shoul d go to physicians on nonitoring inportance
and frequency of visits.

DR. MJURPHY: You can do both. | just want
to make it clear, one does not rule out the other

M5. BRONSTEIN: | understand.

DR. MURPHY: | think you should | ook at

what is in the labels right now, too, because that
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is the other thing. W already have bol ded
information in the Warning Section

MS. BRONSTEIN: | felt the bol ded
i nformati on was a good begi nning, but | think we

need to go further.

DR GOCDMAN: Dr. Pine. | would like us
to take a vote on the black box issue. | think we
have had sufficient discussion. It is not clear to

me what the preponderance of opinion is, and
think we won't know until we go around the table.

First, Dr. Pine.

DR PINE: Two brief coments, one
definitely relevant to the black box, the other
indirectly rel evant.

One thing that we haven't tal ked about
that relates directly to the issue of restricting
access or reducing access to treatnments is we
didn't talk about what are the data for other
avai l abl e treatments for children who suffer from
maj or depression

In sone ways, sone of the npbst disturbing

or concerning findings are the data for cognitive
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behavi oral psychot herapy fromthe TADS trial,
because while you can debate to some degree about
the magnitude of the effect of fluoxetine, | think
that there has been little debate about what the
study says about cognitive behaviora
psychot herapy, which currently is considered the
best docunented effective psychot herapeutic
treatment for pediatric depression.

The data fromthe TADS trial were very
clear. That treatnent was inferior to fluoxetine
alone, and it was no different from placebo. So,
that is nunber one.

Nunber two, | am synpathetic to the views
fromthe FDA that, you know, saying that this is an
unusual circunstance and we are not really sure
what to do, and | would, again, just speaking for
mysel f, say that | think it calls for some very
careful thought about how we are going to need to
t hi nk about these kinds of issues differently
relative to what the current options are, because
there are a couple of highly unusual things about

pediatric mental illness right now, one of which is
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that the magjority of treatnent with psychotropic
agents, at least to the extent that we have tal ked
about it, is off-label use, which | think is a
problemthat we all agree that we can't ignore.

The second is that the | evel of know edge
in pediatric mental illness right now, in general,
is not sufficient, so that we can nmake very strong
statenments.

So, | guess just in closing, to echo sone
of the statenents fromDr. Bronstein, |, too, would
not favor the black box. | amnot sure what el se
we need to do. | think we need to do sonething
clearly nore than what has been done, and there
m ght not be a current available thing to do.

DR GOCDVAN: Let ne ask a question as we
are trying to conpose the question here. |s the
bl ack box warning to contain information only about
risk, or does it also contain an eval uation of
relative benefit and risk? |If the latter is the
case, then, fluoxetine would be exenpt.

If what we are trying to do in the black

box is convey risk, then, it shoul d be consistent
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with our earlier votes and apply to all
antidepressants in the entire pediatric popul ation.

Dr. Katz.

DR. KATZ: | think you can do both. |
think you can say in a black box--first of all,
black box is primarily for risk, but it's a
warning, right, since it clearly is intended to
convey a risk, but you can say this risk exists in
pediatric patients, and this drug has not been
shown to be effective in pediatric patients.

For a drug that has been shown to be
effective, you can just say here is the risk, and
the drug already carries the indication in the
| abel . So, you can tailor what is in the black box
dependi ng upon what you know about the drug, both
for risk and effectiveness, but it is primarily for
ri sk, but you can handle that within the bl ack box.

DR GOCDMAN:  So, the black box for
fluoxetine, you mght have a statenent in terns
of - -

DR KATZ: | don't know, but you m ght not

say anything about effectiveness although it is
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already in the indication. |In other drugs, you
m ght say here is the risk and, by the way, we
remind you that it has not been shown to be
effective. W can sort of play with the | anguage.

DR. GOOCDMAN: I n any event, it seens |ike
this warning shoul d be broader. The question
shoul d apply to the pediatric popul ation

DR. KATZ: Right, it should not be linted
to depression.

DR GOCDMAN: It is not limted to
depression consistent with our earlier votes.

DR KATZ: Right.

DR GOCDVAN:  Dr. Nel son

DR. NELSON: Each one of us may have an
opi nion. Way don't we just plan then to use our 30
seconds to express it relative to what should or
shouldn't be in and howto link it rather than
trying to agree on that before we vote.

The box is fine, just in terns of what
goes init. W may have different views, and we
could just then express that as we vote.

DR. GOODVMAN: | agree with that.
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Dr. Leslie.

DR LESLIE: | just wondered if you could
sunmari ze the advant ages and di sadvant ages of the
bl ack box, because we have kind of gone all around
it.

DR GOCDMAN: | have a volunteer. Dr.

Mal donado.

DR. MALDONADO. | think that it m ght
actually be very good to know if the commttee
knows the criteria for precautions, one, in black
box. It seens that people are all over the place.

I think that the FDA has criteria. It nmay not be
very strict, but it might be good to receive that
ki nd of guidance before you vote

DR GOCDVAN:  Dr. Tenple.

DR TEMPLE: | wish | could remenber. W
put out a draft guidance document. Basically, a
bl ack box warning is for something you want
everybody to pay attention to, and the reason you
put it in a black box, it is nmore visible that way,
and people pay attention to things that stand out.

You can enphasi ze things by using dark
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print, too, but the black box is pronminent, it's
the first thing you see when you come to | abeling.
It is always at the top. Then, in relative reform
and it may be expanded on later, but it is supposed
to catch everybody's eye. It shows up nore or |ess
the sane way in pronotion, so you see it. That is
t he reason.

It is used for things that matter, for
things that can be fatal, and | would add it is
particularly attractive where there is sonething
you can do about it.

DR GOODVMAN: | think, in ny mnd, the
advantages are it attracts attention, it is an
attention getter. The disadvantages, which may
al so be the advantages, it will discourage use, and
it may have sonme inplications for the ability of
the manufacturers to pronote their products, market
their products, at least in sonme forms, which again
m ght be, dependi ng how you are | ooking at it, an
advant age.

W need to go to a vote. W are going to

start at this end of the table.
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Dr. Santana--oh, Dr. Santana is gone.
kay.

Dr. O Fallon.

DR. O FALLON: Because people are | eaving,

could you ask themto vote on both the black box

and the Med Qui de?

DR GOCDMAN: | don't think we are going

to have tinme to take all those votes. W haven't

finished tal king about new st udi es.

DR. TEMPLE: W are assunming from

everything that has been said that people like the

i dea of the Med QGui de.

DR GOODMAN:  We don't need to vote for

t hat .

Dr. O Fallon.

DR O FALLON: Black box, | like the idea,
yes. | vote yes. | think the idea of having the

two flavors, one for those that have been shown

ef ficaci ous and those that haven't is a good idea,

so | |like the idea.
DR GOCDMVAN:  Dr. Poll ock.

DR. PCOLLOCK: Yes, | also vote for the
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bl ack box with the same coment as Dr. O Fallon

DR. GOCDMAN:  Dr. Wells.

DR VELLS: | would vote agai nst the black
box because of ny concerns that it woul d decrease
access to many patients who need to have the
nmedi cat i ons.

DR GOCDMAN:  Dr. Newnman.

DR. NEWWAN: Yes, on the black box, and
guess | would |ike to enphasi ze what Ms. Bronstein
said, that | think this is great for informng the
physi cian, and the Med Guide is good for informng
the patient, but it is inportant to have that
di scussi on about the risks and benefits at the tine
the drug is being prescribed, and | don't think the
bl ack box will acconplish that.

DR. GOCDMAN:  Thank you.

Ms. Dokken.

MS. DOKKEN: Yes, on the black box, and if
we adjourn before, | also want to say | think the
Med Guide is great, but it is too |ate and does not
i nvol ve that opportunity to have a di scussion

between the clinician and the fam|ly and patient.
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DR. GOCDMAN:  Irwin has depart ed.

Mar angel | .

DR. MARANGELL: | amactually very torn on
this issue. | think it is essential that we get
the word out. | amvery concerned about a backl ash

agai nst people who really need appropriate
treatment and not getting it, particularly since
there is a dearth of specialists. | will vote
therefore no on the black box, but support the
revi sed bol ded warning, the Med Quest, and perhaps
some additional education efforts.

DR GOCDMAN:  Robi nson

DR. ROBINSON: | would vote yes in the
sense that if we are really saying that there is a
potentially fatal side effect that m ght occur in
2, 3 percent of children taking these drugs, |
think we have to in some way nake sure that that
i nformati on gets out.

I amnot really as concerned in sone ways
of black box bolding. | just think that we need to
make sure that a potentially fatal side effect with

2 or 3 percent of the popul ati on needs to get out
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t here.

DR GOCDVAN: Leslie

DR LESLIE: Yes, on the black box, yes,
on the Med Guide, and then | also just come back to
exactly what some of the other people have said,
the inportance, but | think this goes back to the
prof essi onal bodies, and | don't know what the FDA
can do to push this frombodies |ike the American
Acadeny of Pediatrics, et cetera, but guidelines
for informed consent, guidelines for foll ow up and
monitoring, and then it really bothers me that the
majority of education on these nedications is done
in CME that is funded by pharnmaceutical conpanies,
and | don't necessarily feel that it is always a
fair perspective.

So, | also think pushing for unbiased
reporting of results and in continuing medica
educat i on.

DR. GOODMAN: Griffith.

M5. CRIFFITH | have to say |, too, am
very conflicted, and | appreciate Dr. Marangell's

poi nt of view | have anecdotal evidence from ny
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fam |y background that woul d nake me very | eery of
suggesting to a physician that he or she should be
over the top and overly concerned to the extent
that they precluded use of that drug.

But on the other hand, |I am convinced by
the force of sonme of the psychiatrists who feel
that this would be beneficial, so | will vote yes.

DR. GOCDMAN:  Dr. Chesney.

DR CHESNEY: Yes, this is a
life-threatening conplication in a severe disease,
and | vote yes.

DR. GOCDVAN: Dr. Goodman. M vote is
yes. It will make prescribing nore difficult. |
anticipate there will be alarmfrom parents and the
child, and | think that is worth that conplication,
because it will raise the threshold to prescribing
and force an engagenent of a discussion, not only
about the risks, but the potential benefits and

alternatives to nedication.

Dr. Rudorfer.
DR RUDORFER: | would vote no on the
bl ack box. | believe that while we are concerned
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about a 2 to 3 percent increase of risk of
suicidality, | think the underlying illness carries
a 15 percent risk of suicide if left untreated, and
| fear that the black box woul d i npede access to
treatments, and | think the appropriate warnings
coul d be conveyed in bol ded | anguage that woul d be
more likely to both be appreciated by prescribers
wi t hout scaring off patients and famlies and
clinicians.

DR GOCDMVAN:  Bronstein.
M5. BRONSTEIN: | couldn't have said it

any better, just what he said.

DR GOCDMAN:  You said yes then?

M5. BRONSTEIN: No, | am sayi ng no.

DR GOCDVMAN: | amsorry, you said no.
MS. BRONSTEIN. | am saying no, and the

comrents that Dr. Rudorfer has just said, said
exactly what | wanted to say.

DR. GOCDMAN:  Dr. Pine.

DR PINE: | would also vote no, and
woul d echo the comments of Dr. Rudorfer and then

al so add that | amparticularly concerned about the
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paucity of child psychiatrists, and | am concerned
that the black box might, in particular, discourage
use by primary care physicians who m ght have the
necessary skills and night be the only physician
available in certain areas, but woul d be di ssuaded
either from prescribing the agent or would force
famlies to travel very far to try to find a child
psychi atri st.

DR GOCDVAN: G bbons.

DR. G BBONS: | amgoing to vote no
because | am unconvinced fromthe data at this
point that the risk-benefit ratio is, in fact,
negati ve.

DR. GOCDVAN:  Ebert.

DR EBERT: No, on the black box warning.
| al so have some concerns about the nature of the
warning with regards to a fine line between
causality and al so the cautions that woul d be
expected to be foll owed.

We have tal ked about generalizing this to
all antidepressants, and while | think that should

be done as far as the warnings and the cautions,
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am not so confortable with doing that with regards

to causality.

DR GOCDMAN: It |ooks |ike a non-random

di stribution of opinions here.

Tana G ady.

DR CGRADY-VELIKY: | amalso going to vote

no on the black box and support Drs. Marangell,
Rudorfer, Pine, and G bbons' statenents.

DR GOCDVAN:  Dr. Perrin.

DR PERRIN. | amgoing to vote yes for

the bl ack box, take nmy 30 seconds just to say that

I hope we will get a few noments to nmake sone
recommendations to the FDA regardi ng speci al
credentialing or certification or training for
peopl e being able to prescribe any of the

anti depressants for children.

DR.  GOCDIVAN: Dr. Nel son.

DR. NELSON. | amgoing to vote yes on the

bl ack box, but two comments. | think in this day

and age, a lot of the informati on we get about
drugs we pull from Pal mbased databases. Wat

cones up first is a black box warning. If it is
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not there, you don't find it, you don't see it, you
will go right to dose, you will nmiss it entirely.
So, | think that is the only way to get it out to
peopl e.

The second is | would link that very
clearly with a discussion of the risk and benefit
under the pediatric-specific |abeling data, which
woul d all ow, then, a very, you know, the sort of
two-flavor approach and separating out fluoxetine
fromother drugs, and I woul d hope that
practitioners who are not child psychiatrists would
start fluoxetine and then get help if they needed
it. Then, the question would be would that dea
with your 15 percent. | don't know, it's an
enpirical question

DR GOCDVAN.  Dr. Mal one.

DR. MALONE: | would vote yes on the black
box, and | would al so encourage that it include the
efficacy data in the black box.

DR GOCDVAN:  Dr. Fost.

DR FOST: Thirty seconds, five points.

Nunber one, high standards--
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DR. GOODMAN:  Your vote? What was your
vot e?

DR FOST: | amcomng toit. Can | start
nmy 30 seconds now? Nunber one, high standards of
i nformed consent however the FDA thinks they can
best be achieved. Two, Med Guide, which is not
relevant to that as we have heard. Three, yes to
the bl ack box. Four, high standards for
moni toring, and | hope soneone will explain to
sormeone el se what that means. And, fifth, the rea
bl ack box, Dr. Tenple referred to a black box that
hei ghtens attention, but the real one, as
previously nentioned, is the one that conceal s what
is going on, which is the black box of CME, and
that is at the root of the inappropriate use of
these drugs, and | realize the FDA has been quite
powerl ess to do anythi ng about that.

DR GOCDVAN: Dr. Pfeffer.

DR. PFEFFER: | vote yes for the black
box, and | am al so concerned that we need nore
information fromstudies, and | amjust concerned

that while | amvoting yes, this may inhibit that.
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I think that there is such variability yet in the
popul ati on studies and the met hodol ogi es that the
spirit of warning and the spirit of nonitoring, |
hi ghly agree with.

I would just hope that there would be an
effort yet to study these drugs further

DR GOODVMAN:  Dr. Fant.

DR. FANT: | vote yes on the black box,
and the comrent | would like to make is that if
careful attention is paid to the wording, | don't
think the black box will have an adverse effect on
access of potentially useful nedications for kids,
from know edgeabl e, thoughtful providers who
t hought certain drugs may be of benefit. | think
it may have a desired effect on wi se cavalier use
of drugs in an unthoughtful way.

DR. GOODMAN:  We have an i ndependent
accounting firmauditing the vote at this nonent.

| am prepared to read it.

This time, we have a total of 23 votes, 15
Yes, 8 No. So, nore of a split decision than we

had on our previous votes.
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We are running nearly out of tinme. |
thi nk we have covered really nost of what | hoped
to acconplish in No. 4. W can't subject every
recomendation to a question, | don't think we can
come up with every possible reconmrendati on here.
think we have nade trenmendous progress in giving
the FDA a sense of where we stand.

The final Question 5, naybe just take two
m nutes. | think throughout, the neeting has been
punct uat ed by di scussi on about what data is
m ssing, what studies need to be done, and naybe
peopl e can add to what | omt.

Certainly, we need nore efficacy data. W
need safety data in which one of the intended
endpoints is assessing suicidality, so it is being
assessed appropriately and prospectively, and with
sampl e sizes accordingly, which, of course, could
represent sone problens.

Neverthel ess, it needs to be done. W
need to have |l ong-term data including conmparison
trials with fluoxetine, but also retaining a

pl acebo-control |l ed group. There are things | could
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mention, but | think those are sonme of the nmain
clinical trials highlights

Dr. Marangell, you want to add?

DR. MARANGELL: Any future witten
requests, inclusion of suicidality assessnent, and
consi stent data dictionary.

DR GOCDMAN: Ot her comments on future
recomrendat i ons on research?

DR. O FALLON: Maybe even having a group
that would | ook at suicidality events in sonme of
t hese studi es.

DR GOCDVAN:  Dr. Newman.

DR NEWWAN:. Everyone has called for a
long-termtrial, and | just want to give one nore
reason why that is inportant. | agree with Dr.

Nel son, who said that there should be sone actua
nunbers in the warni ngs about what the risks of the
increased suicidality are, but the 2 to 3 percent,
that is an 8 to 12 weeks, and there doesn't seemto
be evidence that it is tapering off over tine.

We really need to know, you know, in a

year, is it four tines that, and in tw years, is
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it eight tines that, because we don't know that.
It is very inportant that the warning go on there,
but, you know, it is going to be hard to wite that
accurately if sonmeone is going to be on the
medi ci ne nore than three nonths or two months, to
know what to tell them
DR VELLS: | would like to reconmend that
it would be very beneficial, | think, if sponsors
were encouraged to provide additional information
with regard to benefits in order to help clinicians
make the assessnent of benefits versus risks.
Specifically, if they could provide, for
i nstance, pharmacoeconom ¢ benefits to include cost
ef fecti veness information and cost ninimzation

data, and al so hunani stic benefits, such as quality

of life.

DR. GOODMAN: Ot her suggestions for future
research?

Dr. Perrin.

DR. PERRIN. | think there is a great dea

of value in doing a much better job with respect to

under st andi ng the sanpl e sel ection and sanpl e
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bi ases, and what we know about the sanples at the
time of entry. | amnot sure that | know exactly
what the sanple ought to consist of, but we ought
to know sonet hi ng about prior history in rmuch nore
detail than we currently do.

We ought to know about the issue of the
|'i kel i hood of bipolar disease in these kids. W
need to know how accurately, reliably, and validly
to di agnose of MDD is made in these kids, and we
need to know sonet hi ng about the social and
environmental histories that mght influence both
response to treatnent and |ikeliness of adherence.

I will take one other noment just to plug
again, | really think that we need to find a way to
make sure the people who prescribe antidepressants
know what they are doing. | ama strong proponent
of the fact that we shouldn't allow anyone to
prescribe just by having a physician's |license.

DR GOCDVMAN:  Dr Cor nman.

DR. GORMAN: | would like to suggest that
the concern about mmjor depressive disorder in

children is one of such inportance to our country
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that this discussion not be taking place, the study
not be taken upon by a pharmaceutical conpany, but
the National Institute of Health.

I think that it should be done in a way
that allows the real world application of these
nmedi ci nes to be studied nmuch closer to the TAD
trial than to the constraints of randoni zed,
controlled clinical trials.

DR GOCDVAN: Dr. Pfeffer.

DR PFEFFER: | would agree with that, but
this is something | wanted to mention for a while.
It isalittle bit out of the box, but given
fundi ng concerns, and given the potential for
partnership, | wonder if there is a feasibility to
consider that drug conpanies do be involved in
these studies and that they be involved in a way
that they might be able to help with said costs to
the studies with the idea that it is totally
unrestricted and that, for exanple, NIH can be the
group leading this study, with selecting the
participants, designing the studies, et cetera.

DR. GOCDMVAN: Dr. Fant.
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DR. FANT: One of the things that | have
been struck with in preparing for this neeting is
really understanding how little we know about how a
| ot of these drugs work, and just the basic
phar macol ogy that underlines them

We know the prinmary process that they seem
to perturb, you know, but readi ng through the
inserts, they talk about either low or no affinity
for this receptor or that receptor. Well, |ow
affinity can mean anything fromno affinity to 25
per cent occupancy.

I think nore basic research on the basic
phar macol ogy of these drugs, the chenistry, and
havi ng a better understanding at the
phar macogenetic | evel of how different patients may
respond to a given drug.

That involves a lot of, you know, sort of
nmoving into the studies outside of the real mof
what we have been tal king about up to this point,
but I think those will be inportant to better
under stand what we are seeing here and perhaps be

applicable to other drugs in the future.
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DR GOCDMAN: | amgoing to turn over the

meeting now to Dr. Chesney, who, as you know, is
the Chair of the Pediatric Advisory Conmittee.
want to ask her help in closing this neeting.

Concl udi ng Remar ks

DR. CHESNEY: Thank you. The good news is

that | have a nunber of pages here of things to say

that have a great historical and phil osophic

context. | amgoing to bypass all of that and on

behal f of the Pediatric Advisory Comittee, just
make one comment which Dr. Nel son and Dr. Fost

brought to ny attention.

That is the inmportance of having children

and fam lies participate in research, well

constructed, well designed research, because in

nmost cases, the investigator has been well vetted,

if youwill, is well understood his or her
credentials have to be reviewed. There is very
cl ose nonitoring that goes on in very well

constructed and high quality studies, and we get

inmportant results, and deaths are rare in very well

constructed, high quality studies.
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So, they wanted nme to pass on that genera
comment .

My only concluding renarks are in terns of
thanks. | think we would all very nuch like to
thank the famlies who took so rmuch time to come
and gave us the enpbtional energy that it took for
themto relive their tragedies.

Al so, to thank the psychiatrists and the
famlies who canme and explained to us in great
detail the inportance of having drugs avail able and
of the many good things that these drugs have done.

| particularly wanted to thank the nenbers
of the FDA who have cone under such intense
scrutiny over the last year, but have maintai ned
their professionalismand their integrity, and that
has nmeant a great deal to all of us.

I also want to thank all of the menbers of
the FDA who have organi zed and executed this
meeting over the |ast two days, which has taken
just an awesone effort in ternms of getting the
materials out to us, getting the materials out to

everybody el se, and having us here in a very calm
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controlled, and extrenely thoughtful environment.

Thi s has been a very intense two days,

| wanted to thank all of them

Finally, just to thank Dr. Rudorfer, who

chaired the February session, and Dr. Goodman, who

chaired this session, and Anuja Patel, who has
brought it all together. | think they have just

done a fabul ous job of keeping us on track

DR GOCDMAN: Hear, hear. | don't have
much to add. | echo all the comments of ny
colleague. | also want to specifically thank the

menbers of the Psychopharmacol ogi ¢ Advi sory

Conmittee and, once again, Anuja Patel. It would

be useful if you could be at ny side al ways, make

me | ook as good as you did during this neeting,

keepi ng me organi zed.

It has been a very chall enging two days.

I think we have made a trenmendous anmount of

progress. | anticipate that there could be nore

meetings like this, and hopefully, the next tine,

if we are asked to neet, it is after the energence

of additional data, particularly on the side of
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ef ficacy.

We didn't take a vote on the banning. |
felt, in part, that | knew how it was going to turn
out. W were not going to vote in favor of
banning. On the other hand, | think the reason
behi nd that was going to be based nobstly on
subj ective experience, not so nuch the data at
hand. So, | didn't subject it to a vote.

At sone point, | would like to be in the
position where, like we did on sone of the other
i ssues, is to have sufficient data before us that
we coul d make an informed decision and nmake hard
choi ces.

Ri ght now, we are in a position where the
drugs are out, they are being used. There is a
wi despread opinion that they not only help, but
they actually save lives, but we can't really, with
the data available to us, neke the kind of inforned
deci sion that | think would rmake us all fee
confortabl e.

I think sone of the problens that have

energed, the suicide signal and the way it
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appeared, are a synptom of sone disparities between
our clinical practice and our clinical research
know edge, and | hope that, over tinme, that gap can
be narrowed, so that our research keeps pace with
the clinical needs and the clinical practice that
is out there.

I don't know how to suggest a nmechanismto
do that, and | think we have done a good deal of
damage control, and | think it is unfortunate that
we didn't have an opportunity to intercede sooner

Wth that, again, | just want to thank
everybody for the participation, their attention
This has been a really outstanding neeting from ny
perspective, a terrific group of panel menbers who
have grappled with very difficult decisions, and
have nade ny job a great deal easier

Thank you again. This neeting is
adj our ned.

[ Wher eupon, at 5:00 p.m the proceedi ngs

concl uded. ]
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