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PROCEEDI NGS
Call to Order and Openi ng Remar ks

DR. GOODVAN: Welcone to day two of this
joint two-day session of the Psychopharmacol ogic
Drugs Advisory Comittee 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 ultimately,
to offer the best possible recommendations to the
FDA.

Now, | would like to turn the mnicrophone
to Anuja Patel of the FDA Center for Drug
Eval uati on and Research and Executive Secretary of
this committee to read the conflict the interest

statenent into the record

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 2.htm 3/7/2005

_——grr e M ey Ny T T —_—_—_rt == Yy e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T2.htm

1 Page 6 of 406

Conflict of Interest Statenent

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

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

Al'l Special Governnment Enpl oyees and
i nvited guests have been screened for their
financial interest as they nay 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 foll ow ng
Speci al Governnent Enpl oyees which pernmits 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. Janes MGough,
Dr. James Perrin, Dr. Bruce Pollock. In addition,
Dr. Philip Wang has been granted a limted waiver
that permits himto participate in the commttee's
di scussions. He is, however, excluded fromvoting.

A copy of the waiver statenents nay be
obt ai ned by subnmitting 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.
Victor Santana have de mininms financial interests
under 5 CFR Part 2640.202 that are covered by
regul atory wai ver under 18 U.S.C. 208(b)(2).

Because general topics inmpact so nmany
entities, it is not practical to recite all
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

mti gated.
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Wth respect to FDA's invited industry
representative, we would like to disclose that Dr.
Dilip Mehta and Dr. Sarmuel Ml donado are
participating in this neeting as industry
representatives acting on behal f of regul ated
i ndustry. Dr. Mehta is retired fromPfizer 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 involvenent wth
any firmwhose product they may wi sh to coment
upon.

Thank you.

DR. GOODMAN:  Thank you, Anuj a.

W will be starting off this nmorning with
a presentation from Tom Laughren who will give us
an overvi ew and al so pose the questions, the five
gquestions to this conmittee.

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
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further interrogate sone 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
guestions that were carried over from yesterday,
pose those, and then we will take a short break
reconvene and start the process of discussing the
guesti ons.

Is that clear? kay.

Tom are you ready?

Openi ng Conmrent s
Thomas Laughren, M D.

DR. LAUGHREN: Good nmorning. | would al so
like to wel cone everyone back to the neeting today.
| would like 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 sonme of the key
findings fromDr. Hanmad's presentation yesterday,
so that you have these in nind as you are
consi dering the questions before you

Then, | want to talk a little bit about

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 2.htm 3/7/2005

_——grr e M ey Ny T T —_—_—_rt == Yy e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T2.htm

1 Page 10 of 406

10
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 ngjor
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 Division made to
this effort. Again, we went to a lot of effort to
nmake sure that we had conplete case finding. Wth
the hel p of Colunbia, we acconplished what | think
is arational classification of these events, and
we both obtained and included patient level data in
our analysis of the suicidality data again to try
and understand sonme 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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item data.

For the event data, could we have the
other slide up that we had runni ng yesterday? CQur
pri mary endpoint, as you recall, was the
conbi nati on of suicidal behavior and ideation
Codes 1, 2, and 6, where 1 was suicide attenpt, 2
was preparatory actions, and then 6, suicida
i deat i on.

So, that was our prinmary endpoint, but we
al so | ooked at secondary endpoints, at suicida
behavi or, in other words, Codes 1 and 2, and then
sui ci dal ideation, Code 6, and then for our
sensitivity analysis, we |ooked at this |arger
outcone 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
informati on. 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 neasures about worsening suicidality

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

In terms of our analytical plan, the ngjor
focus was on doing risk ratio anal yses, 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 all
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 item data, we |ooked again at individua
trials and then a pool ed analysis over all trials.

Dr. Hammad put a lot of effort into again
trying to explain the differences that we were
seeing between trials within progranms and across
prograns, 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
using both the univariate approach and a

mul tivari ate 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 inportant 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 evi dence for
that, so basically, what that nmeans is that on
t hese variables, you find the signal both in
children and adol escents, you find it both in males
and femal es, 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
net a- regressi 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 nunber
of events. Wen you use an eyeball approach to the
data, you can't help but thinking that tria
di f ferences might have made a difference.

| just use the TADS, the fluoxetine
situation as an exanple. The conpany had three
trials. There was no signal coming fromthose
three trials. |If you |ook at the careful screening
that was done to obtain the patients for those
sanpl es, and the exclusions of patients with prior
histories of treatnent 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 nay not have nmade a
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di f ference.

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

VWhat this slide is, is presenting the risk
ratios for various poolings. So, in this colum,
you have the risk ratios on our primary endpoint,
whi ch 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, so thisis
a pooling across all 24 trials. In 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
noti ce about this slide. First of all, in every
case, the risk ratios are around 2. They range
from1.7 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 progranms |listed here. Every rowis a
separat e depressi on program

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

There are a couple of things | want you to
noti ce 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 comng fromif
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you break it apart by behavior and ideation. Dr.
Hanmmad made this point yesterday, in three cases it
appears as if the overall effect is coning from
behavior, in three cases it looks like it is conming
from i deation.

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 |looks |ike
it is comng nostly from behavior.

If you look at Prozac, it looks like it is
probably coning nore from behavi or than from
i deat i on.

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

For Remeron, it is all conming from
i deation, and from Zol oft, there is nothing
happeni ng for behavior, it is all conming from
i deat i on.

| amnot sure what this neans. As Dr.
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Hanmmad 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-MDD indications. As you get into
these trials, the number of events you are dealing
with is very snmall, 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
small nunber of events that we are dealing wth.

If you recall fromthe previous slide, for
Ef f exor, we were seeing quite a strong signal for
maj or depression. These are two GAD studi es.
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 Vel butrin.

For Zol oft, this is the only case where
the one event is happening in placebo, and not in
dr ug.

It is hard to know what to nake of all of
this, although the one thing that you can't help
noticing is that even though there are a small
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 from1l.7 to 2.2.
In all cases for those poolings, it appears to be a
significant finding.

The signal appears to be coning 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 viewis--and there
isn't necessarily one consistent view conmi ng out of
FDA on this--but ny viewis that this is a
reasonably consistent signal for risk. You are
seeing it in seven of nine prograns. W don't see
any events in Wellbutrin. On the other hand,

Vel |l butrin was only studied in ADHD, just one
trial

There is no signal com ng from Serzone
whi ch was studied in najor depression. | am not
sure if that nmeans that Serzone is free of risk or
it sinply may nmean that the events, the
ascertai nnent in those prograns 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
t hi nki ng about this risk is in terns of risk
difference, and if you |l 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 neans is that again, out of 100
patients treated--this is short term now,
short-termtreatnent--you can expect 2 or 3 out of
that 100 will have sone excess of suicidality above
and beyond what would be in the background that is
due to drug.

As a clinician, what you have to do is to
bal ance that risk agai nst the perceived benefit.
The probl em here, of course, is that we only have,
at least from FDA's standpoint, a denonstration 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 i n percent of responders, using that as the
neasure 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
conpl eted suicides in any of these trials.

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

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

suicidality during short-termtreatnment, 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 Wel 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 nost conpelling
in major depression. It may not be limted to that
popul ation, but again we are left with this very
unusual variation in the signal across trials,
wi thin prograns and across progranms that we have
not been able really to explain.

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

As you recall, we already made a fairly
maj or change to | abeling back in March, and all of
t hose changes have now been inplenmented. There is
a fairly prom nent warning statenment 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
nodi fy 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
provide nore specific informati on about the
efficacy findings for specific products in that
| anguage.

There are other things to talk about in
ternms of that warning statenent including things
i ke bol di ng | anguage or putting bl ack boxes.
These are all options that are on the table.

The ot her 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
contraindi cati on means never. |t neans 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
neanings in different regulatory settings. |In sone
settings, it does not nean never. |If you read the
fine print in the UK for exanple, there is a
suggestion that specialists nay still use that
drug. So, you need to keep that in mind that in
this country, a contraindication neans that that
drug i s never an option

In addition to |l abeling changes, there are
sone 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
| abeling which ideally would be attached to the
nmedi cation when it is prescribed in unit of use
packagi ng.

In addition to that, we will undoubtedly
have anot her public health advisory 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
comments 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 this is 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
additional 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 neeting, | suggested one type
of study that you might think about, and | am goi ng
to make that suggestion again, because we think
that this is one study that might get at one of the
deficiencies here, and that is, not only do we not
have enough infornmation about short-term benefit,
we al so have little information about |onger term
benefit or risk.

One way of getting at longer term benefit
is the random zed wi thdrawal study. Basically, the
way the study works is that patients who are
responders or appear to be responding to treating,
at sone point in the course of treatnent, are
randoni zed to either continue on drug or random zed
to placebo, and one |looks at time to relapse as the
out core.

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

but I think there is a way of dealing with that.
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The usual randoni zed withdrawal trial is
done after too short a period of tine on treatnent.
| mean 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
nmedi cations at that point in tine.

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

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

The other 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 |leave you with two
t houghts. 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.

Along 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 statenments with
somewhat | 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 | am not maki ng
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
ant i depressants m ght have.

As was pointed out yesterday, this is the
maj or cause of death in this population, the
depression itself, so please bear that in nind

| 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 becone a very controversial and
di fficult environnent.

| 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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t hey have any questions of Tom
Comrittee Questions and Di scussion

DR. FOST: This is for Tomor anyone el se
who has a handle 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, nmaybe 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,
approxi mately, let nme 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 ci des, or the same anount if there were no SSRI's
in children?

DR. TEMPLE: There is not going to be any
way to answer that, in part because you can't do
ri gorous 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 |ong-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 whet her 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 form your own judgment about whether
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 attenpts is
relatively low. | gather it is higher in males
than fermales, but | don't think there is going to
be ways to put numbers on that.

You have to form your judgnent about

whet her you think the overall decline in suicides
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has got sonmething 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
guesti on.

Certainly, some of the people who spoke
yesterday, sonme of the treating physicians were
quite sure that they were hel ping people with the
drugs, and you heard fanmilies who said that their
relatives were nmade nuch worse by the drugs.
Putti ng nunmbers 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.

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 2.htm 3/7/2005

_——grr e M ey Ny T T —_—_—_rt == Yy e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T2.htm

1 Page 34 of 406

34

DR TEMPLE: Can | make anot her conment?
The studies you are | ooking at are all the
short-term studies. As Tom was 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 inpact.

You know, there is just literally no way
to sort that out with present data. | nmean it has
never been ny thought that any benefit these drugs
have consists entirely of their treatnment of the
acute epi sode, because in adults anyway, we have
|l ots of data showing that the |ikelihood and tini 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 t hat
quite reliably. Maybe that is where their
importance is, it is very hard to know

DR. GOODVMAN: 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 |l 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 regulatory
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 nmechani sm of Phase
IV requirenents that say we can inpose requirements
on sponsors to do various studies in Phase IV and
post mar keting environment. The question would be
what those studies would ook like. | think that
is the question.

There are other obviously entities, the
NI WH and ot hers 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
| arge long-term and again, you have heard,
think, a ot of people say that there is a need for
| ong-t erm dat a.

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

So, there is a mechanismto require
st udi es.

DR. PINE: | guess | amnot so much 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 psychostimulant, there are a whol e host of
procedures that kind of go with that, that are
designed to allow nonitoring of the use of
psychosti nul 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, computer based or nonitoring
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systemthat might give us a better handl e on how
many of these events are actually happening in
regul ar treatnent?

DR TEMPLE: ODS should comment 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 peopl e,
there will always be the concern of whether the
groups are fundanentally different, a very
difficult problem because people are treated.

There might be environments in which
treatment is not so conmon, where there is |ess
likelihood to treat. Maybe in those environnents,
you could do sonmething like that, but Anne wanted
to tal k.

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 although 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 nechanism
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, sonme of your
sicker patients you might presume are the ones who
are getting the nmedication.

W try and control for that, but it is
very conmplex. | think the better optionis to
think of sonme systematic way, and then you are in
the real mof studies, as Dr. Katz was sayi ng.

DR. MJURPHY: | just wanted to follow up on
one last thing. Because we already know that using
the system we have now for follow up
post-exclusivity because it is al ready mandat ed
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 look 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. GOODMAN: Dr. Tenple

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

W 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 much 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
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fromineffective drugs. W couldn't do that before
because there wasn't anything at the tine we wote
t hose requests that was known to be showable in
children, but nowthere is. There is three studies
that all seemto show sonething

So, we shoul d have nmuch 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
comrittee to be very clear on the fact that the
Agency tells the conpany very clearly the type of
studies that need to be done.

We do give them you know, a broader
pi cture of the number of patients. W tell them
what we know will be the mininmum and, in general
I think Tom woul 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 fecti 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 many tines, these trials were
not set up to answer that question. So, | think it
is those kinds of issues that we would Iike to hear
nore about today. As Dr. Tenple said, it is how
better to do these trials in the future

Thank you.

DR GOODMAN:  Thanks for that statenents,
Dianne. | just want to nmake sure | understand it
conpl etely.

| 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 sanple size woul d not have been any different

under those circunstances than the ones that
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existed at the tine.

DR. MURPHY: | think what we are saying,
that for the trials that we designed, they were the
sane for the one that did show sone 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
ot her reasons they really wanted this product
approved, and they felt the enroll ment was not
goi ng the way that they needed, would there be sone
ot her 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.

| am naki ng that nunmber 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 GOODMAN:  Dr. Tenple.

DR. TEMPLE: The requirenent for a third
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armin evidence of assay sensitivity leaves it up
to the conpany to decide how they are going to do a
successful study. They can | ook at the avail able
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 placebo. That doesn't nean their drug
has to show a difference 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 capable of detecting effective drugs
and di stinguishing effective drugs fromineffective
dr ugs.

That woul d then become a requirenent for
neeting 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 GOODMAN:  Dr. Marangell.

DR. MARANGELL: If | could go back and
address the question of what woul d 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
| respond?

| think the nunber 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 ati on an increased risk of suicidality.

| imagine that what we would see with
longer termdata is a substantial decrease in
suicidality over tine, and that is what we are
inferring fromthe cohort and the epideniol ogic
data. | think that clinically makes sense, as well
as mechani stically makes sense.

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

chil dren, 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
cone to you and when do they becone publicly
avai | abl e?

DR TEMPLE: Well, let nme start, others
can coment. \Wien you subnit 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 al
those studies. O course, if there were sonething
that were done that we didn't know about, well,

t hen, we woul dn'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
sonmething 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
i s tal ki ng about that.

Under BPCA, however, when we grant
exclusivity, we provide summarized 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 pernission to
summari ze our analyses for all of the others where
it wasn't totally clear whether we could do it or
not .

So, the sunmarized result, that is not the
same as a conpl ete study report, the sunmmari zed
results are now avail able publicly on all of those.
| am sure between PhRVA's comitnment to provide a
regi stry between the journals insistence that they
will get a registry, between congressional
interest, I 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 coomttee, for the
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routine practice within FDA, if a conpany subnits
an application, we reviewit, the studies are
negative, there is no public acknow edgnent of that
unl ess the conpany for some reason wants to meke
t hat know edge public. W are not allowed to
coment 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
sumaries, the medical and pharmacol ogy summaries
up on the web--nake 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
t hat between the enactnent of the new | egislation
and the old legislation, legally, things were
consi dered issues 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, many of the antidepressants
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canme 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 sumuaries up, and
t hey have given perm ssion 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
nmedi cal officers will put in nore infornmation than
others in how nuch data is in these sunmaries, but
they are up now, publicly avail able.

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

DR MJRPHY: No, adults are still under
the sane standard. 1In other words, if the study is
negative, we don't talk about it.

DR. MARANGELL: So, as an exanple, if an
ant i depressant manufacturer did a study in a new
i ndication for a drug that is currently avail abl e,
found increased risks of suicidality, no one would
be under any obligation to nmake that public?

DR. MJURPHY: 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 always 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
someone with an anti depressant comes in for, |
don't know, obsessive conpul sive di sease, and we
don't buy it, we do not nmke those data avail abl e,
they are considered confidential conmerci 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
coment 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 promptly. A finding
of increased suicidality where that was not known,
clearly neets that test, and they would 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 hi ng, 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 nmuch is
necessarily nade of them and they do not
necessarily becorme public.

DR. GOODMAN:  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 requirenments
for reporting serious unexpected events in a tria
are nore or less identical to the requirenments
before a drug is marketed. They have to be
reported to us within 7 or 15 days.

A finding froman epi demi ol ogi ¢ study,
there is some judgnent 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

Aft erwards, though, when the trial is done
and analyzed, and it turns out that there is an
i ncreased i ncidence on drug conpared to pl acebo,
that is something we would find out about.

DR. GOODVAN: Go ahead, Dr. Poll ock

DR. POLLOCK: | actually wanted to explore
your thinking a little bit about the recommendation
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 t hdrawn.
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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, naybe not
statistically, but certainly qualitatively nore at
ri sk in causing this phenonmenon

| 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 energed 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,
assum ng that people are still using after we are
finished, you know, those nedications, that you can
require that those manufacturers actually conduct a
serious maintenance trial as part of you were
sayi ng your Phase IV regul atory requirenent.

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

noti on 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 nmuch nore conpl ex
situation than one m ght seemat first glance.

But a mmintenance trial is not going to
answer all those questions. | nean a naintenance
trial is only going to answer the question of
| onger termbenefit, 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 mmintenance trial is one way, |
thi nk, of getting at that.

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

course, the drugs |ike Paxil and Effexor, that are

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 2.htm 3/7/2005

_——grr e M ey Ny T T —_—_—_rt == Yy e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T2.htm

1 Page 54 of 406

54

known to have a stronger signal for
di sconti nuation, obviously are a challenge in doing
that kind of trial, but | 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. GOODMAN: Dr. Tenple

DR TEMPLE: There is another reason to do
random zed wi t hdrawal 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
least think it has something to do with the
environnent and the di scussions that go on even
informally, even if it is not planned as part of
the treatnent.

In the randomi zed wi thdrawal setting, the
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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 |least 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 nake of that what you wll.

The ot her possibility, though, is that the
environnental things that hel p people get better
aren't really there, they are just out living in
the community, 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 npst 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 randoni zed w t hdrawal study. At |east that has
been the history in adults, so there is a |lot of
attractiveness to it.

DR. GOODMAN:.  Dr. Chesney.

DR CHESNEY: Thank you. | have two
guesti 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 || stages that we would
normal Iy go through with new drugs, so we never did
do t he pharnacoki neti c/ phar macodynam ¢ dose fi ndi ng
in children that we woul d have done had these been
new dr ugs.

| wondered, | probably should know this,
but could either of you explain, when we offer
exclusivity with a new drug, 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 netic 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 treatnent 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 denand 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 woul d 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
t he usual ranges are, and what excessive ranges
are, all those things?

DR GOODMAN:  Go ahead, Dr. Katz.

DR KATZ: | think Tomnmentioned 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
yesterday and today.

As Di anne pointed out, for exanple, in
phar macoki netics, we gave sponsors the opportunity
to generate the kinetics in kids based on so-called
popul ati on pharnacoki 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 opnment 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 treatnent effect size seen
in adults. W had no information, even prelimnary
i nformation in kids.

So, we didn't have a lot of prelimnary

information in those days that could inform
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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 Kkinetics are,
what doses give rise to what plasma |evels. W ask
for dose finding studies, so we can deternmnine
before we design the definitive trials what the
tol erated dose range is.

So, the witten requests are mnuch
different now than they were at the tine that the
requests are generated, these data were witten

DR MJRPHY: 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.

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

j ob on designing sone of these trials, but these
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were sonme of the very earliest ones that were
i ssued.

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

DR. TEMPLE: Well, | just wanted to say
there isn't any pharnacodynani c 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 something you think
relates to the desired effects, so you can do
relatively short-term studies and get a PK/ PD
rel ati onship.

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 involved,
but there isn't any neasure yet. Maybe one of
these days there will be an MRl neasurenent or
sonet hi ng, but not yet.

DR. CHESNEY: Well, | don't want to

overstay ny wel cone, 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 making. | thought Dr.

Rei singer's point in the open session yesterday was
a very interesting one, which is that you woul d
have to undergo sone kind of conputer-based
| earni ng program or sone kind of programthat
aut horized 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 |like
that, can you say that anybody that prescribes
SSRI's nmust do a conputer-based | earni ng program on
line, or is that sonething that the professiona
societies take on?

You offered several options, black boxes,
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revi sed | abel warning, but is this a potential
option?

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

A |l abeling recormendation 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 sonme 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 I ot of other
exanples like that, but there are other cases where

patients nmust be given a formthat lists what sone
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of the adverse effects nmight be, and things |ike
that. You have to weigh the risk you are concerned
about with the burdensoneness to the conmunity and
to the medical 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 ci ne, and we walk a fine line in terms of
dealing with sone drug products where we nay feel
as with clozapine, that only very tight controls on
prescribing and di spensing and use of the product
are al | oned.

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
requi red 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 without 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 professionals.

DR. CHESNEY: The public sees your role
think in a nuch broader perspective, as we heard
yesterday, and | think that is sonething that is
useful to clarify as to where your limts are. You
nmentioned there is a fine line, and | think that is
what we are all looking 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 ndi viduals, but | think that the actual |ega
authority to do some of these is a matter of debate
wi thin and outside of the agency.

DR. GOODVAN: Dr. Nel son.

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

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

I aminterested to know if this is accurate, is
that there is still two potential |inkages that
don't exist that m ght decrease the incentive to do
a wel |l -conducted study, and that is, absent safety
concerns, there is no tie to putting any efficacy
information in | abeling, so that they receive
exclusivity if a labeling change occurs.

Second, is that there is no Iink 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, nembers of the placebo group that
had nmeasurabl e drug | evels, 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. MJURPHY: | 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 I 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 inportant information
failing is inportant.

So, | guess what you woul d say, you are
asking if, and that is in a nunber of our Iabels,
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 infornmation

As | said, about a fourth of the tine, we
are describing, even irrespective of whether the
study is positive or negative, we are finding
safety signals, you know, inportant dosing
information, 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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