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Call to Order and Openi ng Renarks

DR RUDCRFER: | am Dr. WMatthew Rudorfer,
a research psychiatrist at the National Institute
of Mental Health, today wearing ny hat as Chair of
the Advisory Committee

As you settle in, please take this
opportunity to put into silent node your cel
phones and any other devices that ring, beep, or
pl ay show tunes.

I have sone official |anguage to read.
Al committee menbers and consul tants have been
provided with copies of background materials from
the FDA and with copies of letters fromthe public
that were received by the January 26th deadli ne.
The background materials have been posted on the
FDA web site. Copies of all these naterials are
avail able for viewing at the FDA desk outside this
room

W have a large table and a full house as
you can see and a very inportant and exciting topic
to discuss, so we would like to start with a few
rules of order. FDA relies on its advisory
comrmittees to provide the best possible scientific
advi ce available to assist us in a discussion of

conpl ex topics. W understand that issues raised
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during the neeting may well |ead to conversations
over breaks or during |unch.

However, one of the benefits of an
advi sory comrittee neeting is that discussions take
pl ace in an open and public forum To that end, we
request that menbers of the commttees not engage
in off-record conversations on today's topic during
the breaks and | unch.

Whenever there is an inportant topic to be
di scussed, there are a variety of opinions. One of
our goals today is for this nmeeting to be conducted
in a fair and open way where every participant is
listened to carefully and treated with dignity,
courtesy, and respect. Anyone whose behavior is
disruptive to the neeting will be asked to | eave.

We are confident that everyone here is
sensitive to these i ssues and can appreciate that
these coments are intended as a gentle rem nder
We | ook forward to a productive and interesting
meet i ng.

Just to reiterate a couple of points.
This is an unusual neeting in that we have two
advi sory conmittees represented here,
Psychophar macol ogi ¢ Drugs and a subconmittee that

is equivalent of a Pediatric Drugs Advisory
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Conmittee chaired by Dr. Joan Chesney here to ny
left.

Suppose we begin by going around the table
for introductions. Can we start at that end,
pl ease.

I ntroductions

DR. TEMPLE: | am Bob Tenple. | amthe
Ofice Director for Ofice of Drug Evaluation I.

DR KATZ: Russ Katz, Division Director of
the Division of Neuropharnmacol ogi cal Drug Products,
FDA.

DR LAUGHREN: Tom Laughren, Psychopharm
Team Leader in the Neuropharm Divi sion

DR. MURPHY: Dianne Mirphy, Ofice
Director, Ofice of Counterterrorismand Pediatric
Drug Devel opnent.

DR. CUMM NS: Susan Cumm ns, Medical Team
Leader with the Division of Pediatric Drug
Devel opnent .

DR. TRONTELL: Anne Trontell, Deputy
Director, Ofice of Drug Safety.

DR FUCHS: Susan Fuchs, nenber of the
Pedi atric Subconmmttee of the Anti-Infective Drugs
Advi sory Conmittee

DR. FINK: Bob Fink, pediatric
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pul nonol ogi st, Dayton, OChio.

DR. ORTIZ: Irene Otiz, geriatric
psychi atrist, Al buquerque VA and the University of
New Mexi co.

DR. LESLIE: Lauren Leslie, behavioral
and devel opnental pediatrician and health services
researcher in San D ego.

DR. LEON: Andrew Leon, Professor of
Bi ostatistics and Psychiatry at Cornell Medical
Col | ege.

DR. GOODMAN:  Wayne CGoodman, Professor and
Chai rman, Departnent of Psychiatry at the
Uni versity of Florida.

DR. PFEFFER. Cynthia Pfeffer, Adol escent
Psychi atrist and Professor of Psychiatry at Weill
Medi cal Col | ege of Cornell University.

DR. GORMAN:  Rich Gorman, pediatrician in
private practice in Ellicott Cty and nenber of the
Pedi atric Advisory Subcommittee.

DR. GLODE: Mary d ode, Professor of
Pedi atrics, Pediatric Infectious Di sease Specialist
at Children's Hospital, University of Colorado at
Denver .

DR HUDAK: Mark Hudak, neonat ol ogi st and

Prof essor of Pediatrics, University of Florida at
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Jacksonvill e, and nenber of the Pediatric
Subconmmi tt ee.

DR MALONE: Richard Mal one, child
psychiatrist, Drexel University, College of
Medi cine, and | am a nenber of the Psychopharm
Advi sory Conmittee.

DR. SANTANA: Victor Santana, pediatric
hemat ol ogi st/ oncol ogi st, St. Jude's Children's
Research Hospital and University of Tennessee at
Menphi s, Tennessee.

M5. PATEL: Anuja Patel, Executive
Secretary, Advisors and Consultants Staff.

DR RUDCRFER: Dr. Matthew Rudorfer,
Acting Chief, Adult Interventions Branch, National
Institute of Mental Health and Chair of the
Psychophar macol ogi ¢ Drugs Advi sory Committee.

DR. CHESNEY: Joan Chesney, Professor of
Pedi atrics at the University of Tennessee in
Menphi s, and at St. Jude's Children Research
Hospital, and the Pediatric Subcomittee.

DR McGOUGH: Ji m McGough, Associ ate
Professor in Child and Adol escent Psychiatry at
UCLA and nenber of the Psychopharm Drugs Advi sory
Commi tt ee. DR.

GRADY- VEELI KY: Tana Grady-Weliky, Associate
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Prof essor of Psychiatry at the University of
Rochest er, School of Medicine and Dentistry, and
menber of the Psychopharm Advi sory Comitt ee.

DR. WANG  Philip Wang, psychiatrist and
epi dem ol ogi st, Harvard Medi cal School .

DR, O FALLON: Judith O Fallon, recently
retired fromthe Cancer Center Statistics Unit of
the Mayo Cinic. | ama nmenber of the Pediatric
Subcommi tt ee.

DR NELSON: Robert Nelson, Pediatric
Critical Care Medicine at the Children's Hospital,
Phi | adel phi a.

DR ANDREWS: Elizabeth Andrews,
phar maco- epi demi ol ogi st at Research Triangle
Institute and the University of North Carolina
Centers for Educational Research and Therapeutics,
and | am a consul tant.

M5. GRIFFITH Gail Giffith. | ama
witer. | live in Washington. | amthe Patient
Representative, a parent of a child suffering from
MDD, and a patient who suffers from MDD.

DR FOST: Norm Fost, Professor of
Pedi atrics and Director of the Bi oethics Program at
the University of Wsconsin.

MS. BRONSTEIN: Jean Bronstein, nurse with
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a background in psychiatry, retired, and | amthe
Consumer Representative for Psychopharm

DR EBERT: Steve Ebert, pharnmacist and
i nfectious di seases, Professor of Pharnmacy at the
Uni versity of W sconsin/ Madi son, nenber of the
Pedi atric Subcomitt ee.

DR DANFORD: David Danford, Professor of
Pedi atrics and cardiologist in the Joint Section of
Pedi atric Cardi ol ogy, University of Nebraska,
Creighton University, nenber of the Pediatric
Subconmmi tt ee.

DR PINE: Daniel Pine, child
psychiatrist, National Institute of Mental Health,
I ntranural Research Program

DR MALDONADO  Sanuel Mal donado, Chair of
the Pediatric Wrking Goup at PhRVA and nenber of
the Pediatric Subcommittee.

DR. MEHTA: Dilip Mehta from New York. |
amthe Industry Representative on the
Psychophar macol ogi ¢ Advi sory Conmittee.

DR RUDORFER:

Thank you. Qur session today is actually the first
of two planned advi sory committee neetings convened
to address recent concerns about reports of

sui ci dal ideas and behavi or devel oping in sone
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children and adol escents during treatnment of
depression with an SSRI or simlar newer
ant i depressants.

Qur goal is to gather information froma
variety of sources and perspectives to help us
understand this conplex situation and ultimately to
of fer the best possible recommendations to the FDA

I would like to thank the nmany groups,
individuals, and fam lies that subnmitted witten
statements in advance of this neeting, many of

which were quite informative as well as noving

Much of today's nmeeting will be devoted to

a two-part open public hearing during which dozens
of people from around and even beyond the country
wi |l have the opportunity to present their own
personal or professional experiences and ideas
about the relative risks and benefits of
anti depressant nedications in children and
adol escent s.

Al t hough the necessary consi deration of
the clock will permit only a short tine at the
m crophone for each speaker, | can assure you that
the committee wel cones and val ues input from al
vi ewpoints and feels it essential to our work that

all voices be heard.
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Maj or depression remmins an
under di agnosed, understudi ed, and undertreated
serious and even life-threatening nental disorder
anong thousands of our nation's youth, leading to
consi der abl e dysfunction, disability, and
heartbreak in many fanmli es.

| am hopeful that with a fair and

open-m nded review of the evidence in hand and t hat

still emerging, this advisory commttee can
constructively address the challenges we all share
to assure that interventions for this deadly
di sorder are available for those young peopl e who
desperately need them and that those treatnents
meet high standards for both effectiveness and
safety.

Now, | will ask Anuja Patel, of the FDA
Center for Drug Eval uation and Research, to review
some of the ground rules for the open public

heari ng.

M5. PATEL: Good norning. As you know, we

have a very full open public hearing today and in
the interest of both fairness and efficiency, we
are running it by some strict rules.

Due to the vast mpjority of requests by

regi stered speakers to speak in the norning
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session, we will |engthen the norning session of
open public hearing and shorten the afternoon
session accordingly.

To make the transitions between speakers
more efficient, all speakers will be using the
podiumin front of the audience. Each speaker has
been given their nunber and the order of
presentation, and when the person ahead of you is
speaki ng, we ask that you nove to the nearby next
speaker chair.

I ndi vi dual presenters and fam lies have
been allotted two mnutes for their presentations.
The t hree conbi ned groups' presentations have been
allotted three mnutes. W wll be using a tiner
and speakers who run over their time limt wll
find that the microphone is no | onger working.

We apol ogi ze for the need for the strict
rules, but we wanted to give as many people as
possi bl e an opportunity to participate. Thank you
for your cooperation.

I will now state the Conflict of Interest
Statenment for the record.

Conflict of Interest Statenent
The foll owi ng announcenent addresses the

i ssue of conflict of interest with respect to this
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meeting and is nade a part of the record to
precl ude even the appearance of such at this
meeti ng.

Based on the agenda, it has been
determned that the topics of today's neeting are
i ssues of broad applicability and there are no
products being approved at this neeting. Unlike
i ssues before a committee in which a particul ar
product is discussed, issues of broader
applicability involve nmany industrial sponsors and
academ c institutions.

Al'l Special Governnent Enpl oyees have been
screened for their financial interests as they may
apply to the general topics at hand. To determ ne
if any conflict of interest existed, the Agency has
revi ewed the agenda and all rel evant financial
interests reported by the meeting participants.

The Food and Drug Admi nistration has
granted general matter waivers to the Special
CGover nrent Enpl oyees participating in this meeting
who require a waiver under Title 18, United States
Code, Section 208.

A copy of the waiver statenents may be
obtai ned by submtting a witten request to the

Agency's Freedom of Information O fice, Room 12A-30
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of the Parkl awn Buil di ng.

Because general topics inmpact so nmany
entities, it is not prudent to recite all potentia
conflict of interests as they apply to each nenber
and consul tant 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
conmmittee, these potential conflicts are mtigated.

Wth respect to FDA's invited industry
representatives, 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.

In addition, FDA would also like to note
that one nmenber of the Psychopharmacol ogi ¢ Drugs
Advi sory Conmittee, Andrew Leon, and an FDA
speaker, David Shaffer, were nenbers of the
Ameri can Col | ege of Neuropsychophar macol ogy ACMP
Task Force that has recently issued a prelininary
report on SSRIs and suicidal behavior in youth.

This task force reviewed published and

unpubl i shed data fromcontrolled trials in youth,
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data from epi demi ol ogi cal studies, and data from
aut opsy studi es.

Based on their prelimnary review, they
concl uded that the avail abl e evi dence does not
suggest that SSRIs increase the risk of suicida
behavi or in youth and with depression, however,

t hey acknow edge that their conclusions are
prelimnary and they recomrend that the pertinent
data avail abl e to pharnmaceuti cal conpani es and FDA
be rapidly nmade available to ACMP and others, so
that they may be independently eval uated.

In the event that the discussions involve
any ot her products or firms not already on the
agenda for which FDA participants have a financial
interest, the participants' involvenent and their
exclusion will be noted for the record.

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. RUDORFER: Thank you

To put the neeting in context, | would now

like to turn to Dr. Russell Katz, Director of the
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FDA Di vi si on of Neur opharmacol ogi ¢ Drug Products,
who will provide a brief overview of the background
| eading to today's deliberations and the likely
next steps.

Overvi ew of |ssues

DR KATZ: Thank you, Dr. Rudorfer, and
good norning. | would like to also add ny wel cone
to all of you here for this joint neeting of the
Pedi atric Subcommttee of the Anti-Infective Drugs
Advi sory Conmittee and the Psychopharnacol ogi c
Drugs Advisory Committee.

In particular, | would |ike to wel cone our
invited guests who are not nenbers of the
committee, but who have graciously agreed to help
us grapple with the difficult problemthat we bring
to you today.

As you know, we are here to discuss with
you an issue of enornous inportance and interest,
nanely, the relationship, if any, between treatnent
of pediatric patients with antidepressant drugs and
sui ci dal behavi or

This has been an issue of extrene
complexity and we are here both to informyou of
our efforts to date to exam ne the question and our

pl ans for further exanination of the data, as well
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as to ask for your coments and advi ce about these
pl ans.

We cone to you at this tinme for severa
reasons. Under current law, the Agency is required
to present postmarketing adverse event data to the
Pedi atric Subcommttee for the first year of
mar keting for those drugs granted market
exclusivity under the pediatric exclusivity
provi sions of the Act.

At this time, therefore, the Agency is
meeting its obligation under the |aw to present
this data for Paxil and Celexa. More inportantly,
however, given the intense interest in the Agency's
efforts to exam ne the question of antidepressant
use in pediatric patients and suicidal behavior, we
concluded that it would be appropriate to inform
you about these latter efforts at this time, as
wel | .

As you know, we nost recently becane aware
of a potential signal of concern during the review
of the controlled trial data for Paxil. In the
course of that review, we becane aware that the
sponsor had categorized sonme events that could have
represented suicidal behavior or suicidal thinking

using a description that seemed somewhat
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i nappropri ate.

We asked themto clarify their
presentation of the data, and their response raised
a concern that such a signal existed. Based on
these concerns, the Agency issued a public
statenent in June of |ast year reconmmendi ng that
this drug not be used to treat pediatric patients
wi th depression, but based on the Paxil data and
the problem of idiosyncratic characterization of
events of potential concern identified in that
application, we asked the sponsors of the other
anti depressant drugs to search their controlled
trial databases in a nore formal way to identify
potential cases of suicidal behavior.

Qur review of their responses resulted in
a second Agency statenent that alerted
practitioners to a simlar potential signal for
other drugs in this class, and reconmended t hat
these drugs be used with caution in these patients.

Qur continued review of these data,
however, convinced us that the data submitted from
the various conpani es involved may not have been
collected or reported to us in a formthat would
permt us to adequately evaluate the potential

rel ati onshi p between these drugs and suicida
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behavi or.

I ndeed, we becane convinced that with the
data before us at that tine, we could not
adequat el y answer the question of whether there was
such a relationship for any specific drug or
whet her there were any differences between drugs.

You will hear in greater detail later the
deficiencies with these data as previously
submitted and why we have therefore continued to
work with the sponsors involved to submit to us
data in the formthat will pernmit us to adequately
and conprehensively address the critical question
bef ore us.

It is because we are not yet able to do
this that we could not present definitive anal yses
at this tinme. It is absolutely critical, in our
view, that we make every effort to provide the best
answer possible to this question. The wong answer
in either direction, prematurely arrived at, could
have profound negative consequences for the public
heal t h.

However, we now believe that we have
obtai ned fromthe sponsors all of the relevant data
collected during the trials, presented in a

standardi zed manner that will permit us to perform
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anal yses that will give us the best possible chance
to address this question.

Bef ore we enbark upon these anal yses,
however, we are taking this opportunity to inform
you and the public about the problenms we have
encountered in trying to answer this question, how
we have attenpted to address those problens, and to
descri be our plans for analyzing the data.

We are primarily interested in your views
about our proposed approaches to the data and are
eager to hear if you believe we shoul d request
additional data fromthe sponsors and whether you
bel i eve we shoul d perform additional anal yses
beyond those we will describe to you | ater today.

In our efforts to further evaluate the
data, we have enlisted the help of outside experts
with particular expertise in the issue of pediatric
depression and suicide, and in particular, we have
enlisted a group from Col unbia University, who wll
objectively reclassify potential cases of
suicidality fromall the drug devel opnent prograns,
so that we may nove forward with our nore
definitive analyses. You wll hear about this from
Dr. Kelly Posner in nore detail |ater

W will also present the postnarketing
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adverse event data for the drugs in question, but
as you will hear, and for the reasons you will
hear, we do not believe that this data can
reasonably informour judgnment about any

rel ati onshi p between these drugs and sui ci da
behavi or.

It is the controlled trial data that we
believe is best able to help us provide an adequate
answer to this question, but as you have heard, and
you wi Il hear throughout today's presentations, we
do not believe that this data until now has been
provided to us in a way that would permt us to
interpret it fully.

It should be noted that this view of the
data has not been a unani nbus one anbng Agency
staff. Sone within the Agency have exanined the
data and concluded that the data, as currently
submitted, do pernit definitive anal yses and that
t hese anal yses support the conclusion that this
class of drugs is associated with a risk of
sui ci dal behavior in pediatric patients.

However, the staff of the
Neur ophar macol ogi cal Drugs Division has exam ned
the individual cases reported by the sponsors that

al l egedly represent suicidal behavior, and we are
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convi nced that the categorization of these events,
as perforned idiosyncratically by the individua
sponsors, is not entirely reliable.

Exanpl es of these categorizations will be
presented to you | ater today, and we are confident
that this conclusion will beconme clear to you

Further, the pattern of these potential
signals is also difficult to understand, for
exanpl e, arising fromone single study out of
several simlarly size studies for a given drug.
Thi s unusual pattern gives us further reason to
nore cl osely exam ne the data.

W are, of course, aware that there is
great concern among the famlies of children and
adol escents with depression about whether or not
these drugs can be used safely. For them | am
sure answering this question has already taken too
| ong.

We, too, are frustrated with the time it
has taken to cone to a definitive answer to this
question. Indeed, we had originally hoped to be
able to present to you today nore definitive
anal yses and concl usi ons, however, as | have
descri bed, closer exam nation of the data at each

step of our anal yses convinced us that it would be
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premature to arrive at a conclusion w thout
addi tional work, the plans for which we will
present to you | ater today.

We are firmy convinced that we serve no
one's goal s or needs by rushing to a judgnment that
has not considered all reasonable sides to the
question. W are committed to, and fully expect
to, come back to the committee in |late sunmer with
the results of the analyses we will discuss today.

At that time, we expect to be able to
present the best possible answer that the current
data can provide to the question of whether or not
any of these drugs, all of these drugs, or none of
these drugs increase the risk of suicidality in
pedi atric patients.

Wth that as an introduction, | will turn
it back to Dr. Rudorfer.

DR. RUDORFER: Thank you, Dr. Katz

W will now hear from Dr. Di anne Mirphy,
Director of FDA's Ofice of Counterterrorism and
Drug Devel oprent, who will speak about the
Pedi atric Drug Devel opnent Program

Pedi atric Drug Devel opment Program
DR MJURPHY: Wl cone. Thank you very much

for taking tine to nmake this endeavor an inportant
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part of your scientific and academic life. W hold
your advice very inportant and | ook very much
forward to your discussion.

[Slide.]

I amgoing to ask you to step back for a
monent. My comments are not going to focus directly
on the topic of depression or the therapies for
that. The goal of ny presentation is to provide
you sone background on pediatric drug devel opnent
because | think you will see that is the process
that has brought us some of this data and we need
to nmake sure everybody understands how this
evol ved.

It is also an exanple of watch out what
you ask for because we now finally, in the last few
years, are beginning to get the kind of infornmation
that we wanted for a long time to be able to
under stand how we coul d better treat children with
the therapies that we have.

O course, we will be reviewi ng FDA s
specific responsibilities during these activities.

[Slide.]

Acronyns. Throughout the day, you will be
hearing these potentially. You have FDAMA. That

is the Food and Drug Adninistration Mdernization
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Act. This is inportant because this is the
legislative initiative that provided the Agency
with the ability to provide an incentive that has
been a trenmendous -- | call it the engine that has
really been driving this process for being able to
develop information on how to use these products in
chi | dren.

Renenber, before this, nost children, if
it was not a pediatric disease like otitis nedia,
these products were not being studied in children,
and each child was an n of 1 in which we did not
| earn anything, and that was not an approach we
t hought useful. That's FDANA.

Best Pharmaceuticals for Children, renewal
of the legislation basically expanding not only the
| egi slative mandate to | ook at products that have
patents remai ni ng where the incentive will work,
but a process which nandates FDA and NIH to work
together to develop the sane sort of data for
products that are ol der and woul d not benefit
because that was an area that was not being
devel oped.

The way that is done is inportant to
under st and because it is done via what is called

the witten request in which FDA -- and this is
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di stinctive fromnost other drug devel opnent -- FDA
determ nes what the public health need is and
issues a witten request defining the studies that
they think need to be done, so that we can better
under stand how to dose children or if it works in
children, or what are the distinctive adverse
events that occur in children, because as we all
know, the variability between a preenmie and a
full back is tremendous, and we have that in
children, and evol ving devel opnental processes.

PREA was the recently legislation that in
essence said yes, FDA, you have the authority to
require that if a sponsor submits an application
for a disease -- | amgoing to call it indication
t hroughout the rest of this -- for an indication
that exists in children for which this product wll
likely be used, you are to study it in children
al so. You are not just to market it for adults.

Thi s proposed pediatric study is a process
that applies to the witten request, which if
industry is interested in studying a product, they
can subnmit it to FDA, and we can | ook at that.

That is inportant because what you need to
understand is that this whole exclusivity process

is voluntary, so it is up to the sponsor whether
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30
they want to participate or not. This process is
not .

[Slide.]

The interesting thing about pediatric drug
devel opment is that many of the |egislation that
has devel oped has devel oped because of nisfortunes
and severe tragedi es that have happened in
children, and yet every time new | egislation would
be mandated, it would apply to adults, and not to
chil dren.

Many of you have heard this talk, so | am
just quickly putting these up here to rem nd
ever ybody.

[Slide.]

We have for decades been trying to have
products that are being used in children studied,
and this is just to give you really the benchmarks,
starting in the '70s, in which the Acadeny of
Pedi atrics issued a statenent saying we ought to be
studying these products we are using in children,
why do we think that children are going to be |ess
variabl e than adults. Al reason and information
woul d say they are going to be nore variable, and
we need to.

The Agency actually issued a statenent
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saying we think children should be studied, and we
woul d i ke you to conduct two adequate trials also
for children, to evaluate the safety and efficacy
in children.

What happened was not much, and as
everybody has heard, the majority of products were
not studied in children until really here.

In 1994, FDA published a regul ati on which
basically said we understand that there are tines
in which you can extrapolate efficacy only. |If the
di sease is simlar enough, the pathophysiol ogy, and
the expected response have been defined well
enough, that you night be able to extrapol ate
ef ficacy, hoping to incentivize in a way the
interest in devel oping information and conducti ng
trials in children. Safety and dose finding were
still trials that you would need to conduct in
children.

Again, mininmal response. So, bottomli ne,
the first incentive programwas the major push.

The FDA published a regul ation, which was then
enjoined by a court saying we didn't have the
authority to require it, so Congress came back in
2003 and said, yes, FDA, you do.

So, right now here are the two things that
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are driving pediatric drug devel opnent, so that we
can better understand how to use these products in
children.

[Slide.]

It has been a trenmendous response. This
is just sinulated to exclusivity. W have received
over 300 proposals. You could have counted the
nunber of products devel oped on your fingers and
toes before this that weren't prinmarily pediatric
di seases.

We have issued over 283 witten requests
where FDA has deterni ned what needs to be devel oped
in the way of studies, and has issued sponsors
requests. This is updated from your handout, by the
way, these nunbers are slightly different because
we updated it for the slides.

The inportant thing about exclusivity
determnations, it neans that over 100 products
have been brought in with the studies that have
been requested, and you are di scussing sone of
those today, with the type of information that
hel ps us better understand.

W have an entire one-hour talk on sone of
the very significant findings that have been

devel oped, that we have discovered in this process.
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Today is anot her exanple of we are finding out what
more information we need if we are going to
properly use these products.

| only put these nunbers up because once
exclusivity is granted, you can see sone were
deni ed, even though it nmay have been denied, it
still could have been approved. It just neant that
they didn't nmeet the terns conpletely that we asked
for.

There are now 63 new | abels, so products
that are being used in children, there are now 63
of themthat have new | abels, new inportant dosing
and safety information in themincluding
informati on that says they don't work in kids with
t hese studi es.

[Slide.]

These are the products that were mandat ed,
not the individual products, but the process that
was mandated by the Best Pharnaceuticals, the BPCA
I point this out because one of these, our set of
data you are going to hear today is the result of
BPCA sayi ng FDA, one year after a product has been
granted exclusivity, you will follow all of the
adverse events that are reported for that product,

and you will present it to the Pediatric Advisory
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34
Subcommittee that will soon be a full conmittee,
and that this is an area which BPCA wanted to make
sure that additional attention was paid to the
process of review ng what happens.

The thing to understand about that is that
a product could be approved way back 10 years ago,
and it could then be studied later inits life for
pedi atrics, so that the one-year post-safety
assessnent is at varying stages of these different
products, they are not all the sane, and the
Division has tried to standardize that for you
today in | ooking at the safety assessnents at nore
standardi zed ti mes because each product is com ng
in at a different tine.

[Slide.]

The only other thing | really wanted to
poi nt out to everybody, to bring us back to the
topic at hand today, is that this drug devel opnent
process that has begun to occur really since 1998,
five, six years, has brought forth not only new
i nformati on that chall enges sone of our
preconcei ved thoughts about safety and how chil dren
respond, it has been a trenmendous bounty of
i nformati on because children are finally getting

st udi ed.
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We are beginning to have to figure out how
do you measure that endpoint in children. That
type of science was not being devel oped. W are
al so dealing with the ethical issues that conme up,
that are different for kids who cannot consent, so
this is a whole different process, and | just want
to make sure that you all knew that we have brought
various ethical issues to the conmttees, and we
have a wonderful cadre of ethicists who are Specia
Gover nment Enpl oyees, who work with the Pediatric
Advi sory Subcommittee, who attended these neetings
and advi sed us on such topics as should children be
enrolled in trials in which they are not going to
receive direct benefit, should children be enrolled
in placebo-controlled trials, should children who
are especially vul nerable -- nost people think of
children as a vul nerabl e popul ation, but in truth,
there are subsets, subpopul ations that are even
nmore vul nerabl e, and this was a popul ation of
children with CP, how do you devel op a product in
that population. These are difficult issues.

[Slide.]

This is, quickly, and I amnot going to go
over every one of these, but to give you an idea of

the broad array of products that are being
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devel oped in children and the questions that have
come up.

Actual Iy, Neuropharm the Division of
Neur ophar macol ogi cal Drug Products, has brought a
nunber of these issues to the comm ttee, including
how do we devel op pediatric products -- N IH al so
participated in this neeting -- fromsuch issues as
-- also, this was anot her Neuropharm Advi sory
Conmittee neeting with the Pediatric Committee --
chronic hepatitis, reflux in infants, HV drugs,
how do you approach the whole field of devel oping a
product that may be put in al nbst every newborn who
devel ops hyperbilirubinenia, tremendous issues,
I ong term study issues.

Agai n, nore, what do you do about sone of
these products. Most of our products' safety
dat abases are coll ected on weeks, usually, nmaybe
mont hs, but certainly not years, what do you do
with products that we know can potentially suppress
your adrenal axis or products that we know can be
oncogeni ¢, but have to be used.

[Slide.]

Sone of the ongoing | essons that we have
| earned during this process -- which we think is a

positive process, it is much better than ignorance
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-- it is that children are even nore variabl e than
we really thought.

We are finding, for certain classes, you
may have to have dosing based on clearance in three
different age groups that is very different, and it
is not just the preemes, it is not just the
neonates. It is actually children of all ages,
from adol escence, preschool, et cetera.

Adverse reactions that are
pedi atric-specific are being defined. dearly,
grow h i s one everybody woul d expect woul d be
defined, that we are finding that products, and
Prozac was an exanple of that, are having an effect
on growth. But there are many ot her products that
we are beginning to | ook now, and beginning to | ook
in a nore systematic way, that we are finding that
they do have an effect on growt h.

But there are other issues - schoo
behavi or probl em other products where aggression
and behavi oral changes have been seen. So, this is
a very inmportant area that we are trying to | ook at
as we devel op these products.

Trial designs are being nodified as we
learn, and | think that is probably why we are here

today. W are learning. W take the best
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know edge we have, we get the best experts, we

i ssue the type of study we think will be the best,
and soneti nmes sonet hi ng happens in the neantine,
nmore data becones avail able, we need to update
that, or what we thought we were going to be able
to evaluate didn't turn out to be as valuable as
sonething el se in the study.

We | earn fromthese studies. Renenber
there is a huge anmpunt of science that has not been
devel oped, that is now being devel oped for
children, and, as | said, the ethical issues have
to be reassessed fromthe pediatric perspective.

[Slide.]

I just got the signal that my time is up,
so |l will leave you with the general principles
that we have devel oped fromthe Internationa
Conf erence on Harnoni zati on on how one shoul d
approach the whol e process involving children in
trials, and this is a group that involves European
nations, Japan and the United States, and | think
that it is a shared responsibility. That is why we
thank you for being here today. Thank you

[Slide.]

This is where you can go onto the web.

There is a trenendous anmount of information posted
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on pediatric nunbers, stats, and studies.

Thank you.

DR, RUDORFER: Thank you, Dr. Mirphy.

As Dr. Katz pointed out, an inportant way
to put issues of drug safety in context is to
under stand nore about the disorder being treated,
so we are pleased to have a couple of experts in
the area of depression in young people to address
us on the latest understanding of this conplicated
di sorder.

First, fromWill Medical College of
Cornell University, we are pleased to have Dr.
Cynthia Pfeffer, who will address Pediatric
Depression and its Treatnent.

Pedi atric Depression and its Treat nent

DR PFEFFER: | want especially to provide
an overvi ew of pediatric depression, which in fact
is a mpjor nental health problemin the United
States and probably worl dwi de

[Slide.]

There is a trenendous need to devel op
treatnents for these problens and al so prevention
efforts primarily because these disorders,
particularly major depressive disorder, dysthymc

di sorder, and for that natter, other npod di sorders
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40
are very prevalent and recurrent, they have high
rates of norbidity and conorbidity, they are often
acconpani ed by very poor psychosoci al outcones for
children and adol escents. They are associated with
hi gh risk for suicide and al so for substance abuse.

[Slide.]

There are a nunber of problens which I
will touch on in my talk in reduci ng najor
depressive disorder in children and adol escents,
and these include problens in actually diagnosing
children and adol escents. There are devel opment a
variations that need to be consi dered.

There is a conplexity of factors that are
associated with the clinical course of children who
have such nood di sorders and a need for specificity
of treatments.

[Slide.]

Epi dem ol ogi cal l y, we know that the
preval ence of mmjor depressive disorder in children
who are prepubertal is approximtely 2 percent, and
it increases in adol escents to a rate of between 4
and approxi mately 8 percent.

The mal e-to-fenmale ratio for younger
peopl e, prepubertal children, is about equal, but

in adol escents, femal es out nunber nmal es who have
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maj or depression 2 to 1.

By the time a youngster reaches the age of
18, there is approximately a 20 percent preval ence
rate of those who are depressed, who show mgj or
depression, and since prior to Wrld War 11, each
successive generation seens to have a higher risk
for mmjor depressive disorder

If we | ook at dysthym a, the preval ence
rate i s somewhat | ower although sonething to be
concerned about, with the highest rate of
approximately 2 percent in children, and in
adol escents, ranging fromalnost 2 to 8 percent.
Dysthymia is a condition that is often
under - r ecogni zed.

[Slide.]

There are a nunber of conplexities in
di agnosi ng maj or depression in children and
adol escents. These include an overlap of a variety
of the mood synptons, and in addition, the synptons
often overlap with conorbid disorders.

There are devel opnental variations in the
synptons and how they are nmanifest. There are
eti ol ogical variations of nood di sorders that do
i nvol ve gene and environnental interactions, and

there is a question of whether sone of these issues
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are actually spectrumrel ated or categorica
di sorders.

Finally, the effects of nedical conditions
on the preval ence and incidence of major depression
and ot her nmood di sorders needs to be consi dered.

[Slide.]

The DSM criteria for major depressive
di sorder involves a pervasive change in nood, which
is mani fest for at |east two weeks by either being
depressed or irritable or having a | oss of interest
in pleasure

There are other synptons that are
necessary in making the diagnosis, that include
changes in appetite, weight, sleep, activity
| evel s, concentration, and sonetines
i ndeci si veness, changes in energy |evel,
sel f-esteem including worthl essness and excessi ve
guilt, changes in notivation, and recurrent
sui ci dal ideation and acts.

These synptons shoul d represent a change
fromthe child or adol escent's previous functioning
and produce inpairnment. These synptons are not
attributable to substance abuse, nedications, or
ot her psychiatric illness, bereavenent, and nedica

illness.
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[Slide.]

There are devel opnental variations which
have been identified. For exanple, in children,
they tend to have a greater nunber of synptons of
anxi ety, including phobias and separation anxiety,
nore somatic conplaints, and if they do occur,
audi tory hal | uci nati ons.

They express irritability with temper
tantruns and behavi oral problens, and the children
tend to have fewer delusions and fewer serious
sui ci de attenpts, however, adol escents tend to show
nore sl eep and appetite disturbances, if they
occur, delusional thinking, greater degrees of
sui cidal ideation and acts, and greater inpairnent
of functioning.

Conpared to adults, however, adol escents
have nore behavi oral problenms and fewer
neur oveget ati ve synptons.

[Slide.]

The di agnostic criteria for dysthym a
i nvol ves a persistent |ong-term change in nood
which is | ess intense, but nore chronic than ngjor
depressive disorder. These children in adol escence
have extensive psychosoci al inpairnent.

The depressed nood or irritability occurs
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nmost of the time during the day for at |east one
year, and there are at |east two other synptons
that are associated in making the diagnosis. These
i nclude again changes in appetite, sleep, |owered
sel f-esteem problens with concentration, problens
wi t h deci si onmaki ng, changes in energy level, and a
sense of hopel essness.

Peopl e who have no synptons for nore than
two nonths at a tine, and do not have a mmjor
depressive disorder in the first year of
di sturbance, may be considered to have dysthymc
di sorder, and these are al so youngsters who never
had mani ¢ or hyporani ¢ epi sodes.

[Slide.]

O her synptons tend to go along with
dysthym ¢ di sorder. These include feelings of
bei ng unl oved, angry outbursts, self-depreciation,
somati ¢ conplaints, anxiety, and often
di sobedi ence.

[Slide.]

There are a variety of variations that the
synptons of nmj or depressive disorder involve. For
exanpl e, psychotic depression, bipolar depressive
states, atypical depression, seasonal affective

di sorder, subclinical or subsyndromal depression,
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and treatnment-resistant depression.

[Slide.]

I will touch on sonme of these variants now
nmore specifically. Psychotic depression includes
maj or depressive disorder synptons that are
associ ated wi th npood-congruent or incongruent
hal | uci nati ons and/ or del usi ons, and unlike
adol escents, children tend to manifest nore
hal | uci nati ons.

Psychotic depression occurs in up to about
30 percent of those youngsters with major
depressive disorder. It is associated with nore
severe depression, greater long-termnorbidity,
resi stance to anti depressant nonot herapy, a | ow
pl acebo response, increased risk for bipolar
disorder, and a fanmily history of bipolar and
psychoti c depression.

[Slide.]

Bi pol ar depression presents simlarly to
uni pol ar depressive disorder. The risks for
bi pol ar di sorder is indicated by psychosis,
psychonot or retardation, psychopharmacol ogically
i nduced hyponania, and a famly history of bipolar
di sorder.

Adol escents are likely to have rapid
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cycling or m xed episodes, and an increased suicide
risk and difficulty in treatnent conpliance. There
is aneed to rule out bipolar Il disorder, which is
nmore preval ent in adol escents and often overl ooked

and ni sdi agnosed.

[Slide.]

Atypi cal depression has not yet been
studied in children and adol escents, and it usually
has an onset in adol escence, and it is manifest by
i ncreased | ethargy, appetite and wei ght changes,
and reactivity to rejection.

There is hypersomia and often
carbohydrate craving. |In adults, it tends to be
genetically distinct frommaj or depressive
di sorder.

[Slide.]

Seasonal affective disorder usually has
its onset in adol escence in those living in regions
with distinct seasons. The synptons are sinilar to
those of atypical depression, but are nore
epi sodic. They do not include increase reactivity
to rejection.

Thi s di sorder should be differentiated
from depression precipitated by school problens and

school stress since it usually overlaps with the
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school cal endar.

[Slide.]

Treat nent-resi stant depression is not
clearly defined for children and adol escents. It
occurs in approximately 6 to 10 percent of
depressed children and adol escents who suffer

chroni ¢ depression

In adults, treatnent resistance is defined

as patients who have had at least two trials with

two different classes of antidepressants which are
adm ni stered at approximately simlar doses for at
| east six weeks each.

[Slide.]

Anot her issue that needs to be thought
about in understanding the nood disorders and
especially major depression is that they may be
af fected by the conplexity of conorbid disorders
whi ch may affect the recognition and di agnosi s of
maj or depression, the types and efficacy of
treatments, and various psychosoci al outcones.

[Slide.]

Conorbidity tends to be present in 40 to
90 percent of youth with nmajor depression. Two or
nore conorbid disorders tend to be present in

approximately 20 to 50 percent of youth with ngjor
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depr essi on.

Conorbidity in youth with major depression
i nvol ves dysthymia or anxiety disorders with a rate
of approximately 30 to 80 percent, disruptive
disorders with a rate of approximtely 10 to 80
percent, and substance abuse disorders with a rate
of approximately 20 to 30 percent.

Maj or depressive onset is usually after
the conorbid disorders except for substance abuse
in which nmajor depression tends to antedate
subst ance abuse di sorders. Conduct problenms may be
a conplication of major depression and nay persist
after the mmjor depressive epi sode resol ves.

Children may mani fest separation anxiety
conor bid di sorders, while adol escents may tend to
mani f est soci al phobia, generalized anxiety
di sorder, conduct disorder, and substance abuse.

[Slide.]

In ternms of differential diagnosis of
maj or depressive disorder, the conplexities tend to
be with an overlap of synptons with other
nonaf f ecti ve di sorders, such as anxiety states,
| earni ng probl ens, disruptive disorders, and
personal ity disorders and eating disorders

The overl appi ng synptons nay incl ude poor
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sel f-esteem denoralization, poor concentration
irritability, dysphoria, poor sleep, appetite
probl ens, suicidal thoughts, and bei ng overwhel ned.

[Slide.]

One shoul d consider in the differentia
di agnosi s the nonaffective psychiatric disorders,
whi ch include anxiety di sorders especially
separati on anxi ety, generalized anxiety, and other
anxi ety states, disruptive and attention deficit
di sorders, |earning problens, substance abuse,
eating disorders especially anorexia nervosa,
personal ity disorders, and prenenstrual dysphoric
di sorder.

[Slide.]

Anot her disorder that needs to be
consi dered and understood is an adjustnent disorder
wi th depressed nood. This includes a nood change
and i npairment of functioning within about three
mont hs of a stressor, and this does not neet the
criteria for major depressive disorder.

Adj ust nent di sorder with depressed nood
tends to be self-linited, there are | ess nood
di sturbances associated with it, fewer synptons,
and no rel apse, which is an inmportant issue.

Consi der other disorders if the synptons
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| ast nore than six nonths or neet the criteria for
ot her disorders, for exanple, dysthym a.

[Slide.]

General nedical conditions may be anot her
compl exity in understandi ng and di agnosi ng naj or
depressive disorder. These nmedical conditions may
be acconpani ed by synptons of depression. They may
al so inpact the course of major depressive
di sorder.

Maj or depression can be diagnhosed if the
depressive synptons preceded or are not solely due
to the nmedical condition or to nedications used to
treat the medical condition.

The inci dence of major depression tends to
be higher in certain nedical illnesses. Chronic
illness may affect sleep, appetite, and energy.
Quilt, worthl essness, hopel essness, and suicida
i deation are usually not attributed to the nedica
illness, but do suggest the synptons of nmmjor
depressi ve disorder.

Medi cal conditions that are often
associated with maj or depressive disorder include
cancer, hypot hyroidism |upus erythematosus, AlDS
anem a, diabetes, and epil epsy.

Chroni c fatigue syndrone is another
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di sorder that needs to be considered, but its
synmptons are simlar to major depression, but there
tends to be nore somatic synptons, |ess nood,
cognitive, and social synptons.

Medi cati on-i nduced synptoms invol ve those
i nduced by stinmulants, neuroleptics, cortica
steroids, and contraceptives.

[Slide.]

Ber eavenent is another issue that needs to
be consi dered because there are a sinilarity of
synmptons wi th nmaj or depressive disorder. The
di agnosi s of mmjor depression can be made if the
bereaved child or adol escent has noderate or severe
functional inpairment, psychosis, suicidal thoughts
or acts, and a prol onged course.

Fol | owi ng bereavenent, a predisposition to
maj or depression may be related to prior nmjor
depression or a famly history of nmjor depressive
disorder. In general, unconplicated bereavenent
often remits in 6 to 12 nonths after a death.

[Slide.]

I would like to focus now on some issues
of clinical course for major depressive disorder.
The nedi an duration for clinically referred

children and adol escents tends to be 7 to 9 nonths,
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and in conmunity sanples it has been reported to be
shorter, approximately 1 to 2 nonths.

Predictors of a |onger course or duration
i nvol ve the severity of depression, the degree of
comorbidity, the presence of negative life events,
parental psychiatric disorders, and poor socia
functi oni ng.

Rem ssi on of nmjor depression is defined
as a period of 2 weeks to 2 nonths in which there
is one clinically significant synptomonly. N nety
percent of children and adol escents wi th najor
depression remt in 1 to 2 years after the onset of
the maj or depressive epi sode.

[Slide.]

Approximately 6 to 10 percent of those
with maj or depression have a protracted course. A
rel apse is an epi sode of nmjor depression during
the period of rem ssion, and predictors of rel apse
i nclude the natural course of nmjor depression,
nanely, the nature of the way it manifests, |ack of
conpliance with interventions, negative life
events, rapid decrease, or discontinuation of
t her apy.

Forty to 60 percent of youth with nmjor

depression tend to have a rel apse after successfu
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acute therapy, it's a high rate. This indicates
the need for continuous treatnent.

[Slide.]

Recurrences occur also, and this is an
energence of major depressive synptoms during a
peri od of recovery, which is an asynptomatic period
of more than two nonths. dinical and non-clinica
sampl es have a probability of recurrence of
approximately 20 to 60 percent within one or two
years after recovery, and 70 percent after five
years of recovery. So, this is a chronic disorder.

Predictors of recurrence include the
earlier age of onset of major depressive synptons,
i ncreased nunber of prior episodes of nmjor
depression, the severity of an initial episode, the
presence of psychosis, the degree of psychosocia
stressors, the presence of dysthym a and ot her
conorhidities, and the | ack of conpliance with
t her apy.

[Slide.]

In terms of the clinical course, children
with maj or depression, 20 to 40 percent devel op
bi pol ar disorder in 5 years after the onset of
maj or depressive disorder, and predictors for the

bi pol ar di sorder onset would be early onset of

file://IC|/storage/0202psyc.txt (53 of 401) [2/18/04 9:57:51 AM]

53



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

maj or depression, the presence of psychonotor
retardation, psychosis, a famly history of
psychotic depression, a heavy famly |oading for
mood di sorders, and psychophar macol ogi cal | y-i nduced
hypomani a.

[Slide.]

O her factors that affect the clinical
course of mmjor depression is that the risk for
depression increases 2- to 4-fold after puberty, a
very inportant devel opmental issue, and that
various genetic, as well as environnmental, factors
i nfluence the pathogenesis of major depression

For exanpl e, shared fanily environment al
or not extra-environmental non-shared issues tend
to be very inportant in affecting the course, as
wel | as those youngsters who have high genetic risk
are nore sensitive to various environnenta
stressors.

Children with depressed parents are three
times nore likely to have a lifetine episode of a
maj or depressive disorder

[Slide.]

The preval ence of children's first-degree
rel ati ves when children have nmmj or depression tends

to be 30 to 50 percent. In addition, parents also
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may have maj or depression and anxi ety di sorders,
subst ance abuse, as well as personality disorders.

[Slide.]

The clinical course of children with major
depression is al so associated with poor schoo
success, |low parental satisfaction with the child,
a very inportant parent-child problem |earning
probl ems, other psychiatric disorders that
interfere with the child' s |earning.

The course may al so be affected by various
personality traits, such as the child being
j udgrental , having angry outbursts frequently, poor
sel f-esteem and dependency. Cognitive styles and
tenperanment, such as negative attributional styles,
may affect the course of mmjor depressive disorder

Early adverse experiences, such as
parental separation or death, may affect the
course. Recent adverse events may affect the
course, family conflicts, neglect, and abuse,
bi ol ogi cal factors, such as inability to regulate
enotions, and/or distress.

[Slide.]

The rel ation of dysthym a in major
depression is quite inmportant because dysthyma is

associated with an increased risk for mgjor
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depressive disorder. Seventy percent of youth with
dysthym a tend to have mmjor depressive disorders.

Dyst hym a has a nmean epi sode of
approximately 3 to 4 years for both clinical and
non-clinical in community sanples. A first mgjor
depressive episode usually occurs 2 to 3 years
after the onset of dysthym a, which nmay be
considered a gateway to the devel opi ng recurrent
maj or depressive disorder

The risk for dysthyma is associated with
chaotic famlies, high fanmily | oading for nood
di sorders particularly dysthym a.

[Slide.]

Anot her inportant issue in ternms of course
of children with najor depression is that they are
at very high risk for suicidal tendencies. There
are a few studies, some of which I will highlight,
one by Marika Kovacs, which is a 9-year follow up
of prepubertal children. She had various groups
that she studi ed.

At the time of followup, children who had
maj or depression had a 74 percent rate of suicida
thinking and a 28 percent rate of suicide attenpts.
Those who initially had dysthym a, also had a 78

percent rate of suicidal thinking, and close to 20
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percent rate of suicide attenpts.

Conpared to children wth adjustnment
di sorder or other types of psychiatric disorders
that are not npod disorders, these rates for
children with nood di sorders, nanely, mgjor
depression and dysthymia, are significantly greater
for suicidal thinking and suicidal attenpts.

Qur own followup study of 6 to 8 years
for prepubertal inpatients indicated that there is
a 5tines risk for suicide attenpt when the
prepubertal children reach adol escence if they had
a prepubertal nopod disorder.

[Slide.]

A community sanpl e study indicated that
the 1-year incidence of suicide attenpts in
adol escence was associated with a 12 to 15 tines
greater risk if the youngster had maj or depressive
di sorder.

[Slide.]

There are various concerns about treating
maj or depressive disorder. The treatnent research
first of all, is relatively sparse in children and
adol escents. There are varied opini ons about
whet her psychot herapy or pharnmacot herapy, or a

conbi nati on should be the first-line treatnent.
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The initial acute treatnment often depends
on the severity of synptons of mmjor depression,
the nunber of prior episodes, the chronicity, the
age, contextual issues in the fanmly, school, and
ot her environnmental features, the degree of
negative life events, the conpliance with
treatnment, prior treatnment responses, and the
nmotivation for treatment.

[Slide.]

Sone general principles that clinicians
have thought about is that psychot herapy may be
considered for the nore mild or noderate mgjor
depressive synptons. Enpirical effect of
psychot her api es that we now know of i nclude
cognitive behavioral therapy and I TP, interpersona
psychot her apy.

Ant i depressants nmay be used for youngsters
who have synptons of nmmjor depressive disorder,
nonrapid cycling by polar states, psychotic
depressi on, depression with severe synptons that
prevent effective psychotherapy or that fail to
respond to psychot herapy.

Al so, due to the psychosocial context,
frequently pharnmacot herapy al one may not be

effective.
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[Slide.]

The treatnent of children with major
depression, there are very few studies of acute
treatnment using nedication. There are few
phar macoki neti c or dose-range studies with children
and adol escents.

The SSRIs are thought to perhaps induce
mani a, hypomani a, behavi oral activation, which
m ght include inpulsive behavior, silly or agitated
daring, and there are no long-termstudies for the
treatment of major depression.

I amgoing to actually conclude, and not
go over sonme of these studies, which you will hear
about | am sure today, and to say again that najor
depressive disorder in children and adol escents is
conpl ex and het erogeneous regarding its clinica
course, conorbidities, predictors, of course, need
for specificity of treatnent, and the devel opnenta
vari ati ons.

It is a chronic condition that recurs with
serious norbidity including suicidal tendencies.
There are few treatnment studies, which limt our
know edge of the nethods to reduce these synptons
and the norbidities.

There is a need to clarify the indications
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for pharnmacot herapy, as well as psychot herapy
whet her al one or used in conbination, as well as
that to maintain youngsters who have already
exhi bited maj or depressive disorder

Thank you.

DR, RUDORFER: Thank you, Dr. Pfeffer

We will nowturn to Dr. David Shaffer of
Col unbi a University who will speak on the topic of
Sui ci de and Rel ated Problenms in Adol escents.

Sui ci de and Rel ated Problens in Adol escents

DR. SHAFFER:.  Good nor ni ng.

[Slide.]

| amgoing to review the epidem ol ogy of
yout h suicide and al so some of its phenonenol ogy as
it may be relevant to the discussion that you are
going to be having for the rest of the day. It is
a topic that | have been involved in for a number
of years, and | hope that it is hel pful

[Slide.]

In the United States, in 2001, the |ast
year for which we have statistics of this kind,
about 1,600 15- to 19-year-olds comitted suicide.
You will see that that is the third | eading cause
of death in the United States, and in nost

countries, it is the second | eading cause of death,
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61
but in the United States and a few other countries,
hom ci de comes between that.

You can al so see that suicide accounted
for nore deaths, over twice as many deaths as from
cancer, in fact, nore deaths than all of the other
maj or physical conditions conbi ned.

[Slide.]

The net hods by which children commt
suicide are, by and large, very simlar to those --
with children, young people -- are very sinilar to
those which are used by adults. The main
difference is that hanging is sonewhat nore conmon
in young people, and the figures that | have got
here on the left are the 5- to 19-year-olds, on the
right, over the rest of the popul ation

You will see a few other things of
interest. Ingestion is primarily a cause of death
in females, firearms are nore common in nales than
in femal es, and carbon nonoxi de poi soning is one of
the few conditions where there have been any
changes in causes of death, so that the proportion
of suicides attributable to carbon nonoxi de
poi soni ng has declined since the introduction of
catalytic converters. The proportion of suicides

attributable to firearns, even though there has
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62
been a general decline in access and use of
firearns, has not declined.

You can al so see fromthis slide that
cutting, which there is often a | ot of debate about
cutting, whether that is or is not a form of
suicide, in fact, accounts for a very negligible
number of deaths. | think nost people would view
cutting as not being part of the suicide syndrone.

[Slide.]

This is a chart which shows the
distribution of suicide by different genders and
ethnic groups across the life cycle, and the top
line represents white nales. That is followed by
African- Areri can mal es, then white fenal es and
bl ack females. Were the vertical arrowis, is the
rate for adol escents.

You can see several things fromthis
chart. First of all, |I should say that this chart
is remarkably similar in one country to another, so
there is sonething about this pattern of nortality
whi ch seens to be al nost independent of cultura
i nfl uence.

You do get very big differences in parts
of Asia, but apart fromthat, it is renmarkably

simlar. That is to say that there are very, very
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few suicides that occur before puberty, that

adol escents occupies an intermedi ate position

bet ween chil dhood and adul t hood, and then one gets
this very striking increase in the rate in elderly
mal es and relatively little variation by age in

f emal es.

[Slide.]

If we deconstruct this a little nmore and
thus | ook at adol escents, what you can see is that
here, nmpbst 10- to 15-year-old suicides actually are
occurring anongst 14- and 15-year-olds, and that
sui ci de before puberty is very, very rare.

Sonetimes you will read about big
i ncreases or big changes in the young child rate,
but the rates are very low and very unstable as a
result of that, and | don't think that one can draw
very many concl usi ons about suicide before puberty.

That nmay al so be relevant to the matters
that you are considering today, because both
sui ci de and depression are relatively uncomon,
very unconmmon before puberty, and that may nmean
that what we should be | ooking at is what are the
di fferences between adol escents and adul ts.

[Slide.]

The United States ranks around about in
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the bottomof the top tier of rates in the world.
Most countries with the highest rates of suicide
are in Northern/Eastern Europe, but the United
States is 16th as far as mal es are concerned, and
ranks 22nd as far as fenal es.

There are quite big differences in gender
mai nly in China, where suicide is the 7th country
for femal e deaths, but nuch | ower for mal e deaths,
but, in general, the United States is not
di stingui shed by having a particularly high or a
particularly | ow rate.

[Slide.]

We know quite a | ot about the frequency of
sui cidal ideation and attenpts fromlarge comunity
studies, particularly the Youth Ri sk Behavi or
Study, which is a study that is carried out by the
Nati onal Center for Health Statistics every two
years, for which different states volunteer, and a
broad popul ati on of between 15- and 20, 000 hi gh
school students are interviewed using self-report
neasures every two years.

[Slide.]

What one has been able to see fromthat
really was a big eye-opener. That is to say, that

sui cidal ideation in high school students is
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extraordinarily conmon. Al nmost 20 percent of
Ameri can high school students will think about
sui ci de during the past year

Suicide attenpts are al so very conmon, so
that the overall rate is about 9 percent, and if
you track these YRBS results, they don't show an
awful lot of variation fromone year to another.

I have highlighted by color the difference
between the self-reported attenpts and attenpts
that received nedical attention, because only about
a quarter of attenpts do receive nedical attention
or are brought to nedical attention

I think what is inmportant about this is
that adol escents may not di scl ose even suicida
attenpt behavior, let al one suicide ideation, and
that is frequently not known to either their
parents or to others, and that also has to be a
consideration, | think, in what you are
consi deri ng.

Both ideation and attenpts, and attenpts
whi ch receive nmedical attention, are far, far nore
common than conpleted suicide, and if you were to
array these out by gender, we estimate that there
are about 4,000 suicide attenpts for every fenale

sui ci de death, but about 400 rmale attenpts for
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every nmal e death, so that you do get these big
gender discrepancies with attenpts being nore
common in femal es and deat hs being nbre comon in
mal es, but you can see that the ratio of attenpts
to deaths is extreme particularly in females.

[Slide.]

Not only do many adol escents attenpt and
thi nk about suicide, but they do it quite often, so
that fromthe studies that we have, about half of
suicide attenpters will nake only one attenpt a
year, and nearly a half will nake two or nore, in
many i nstances, four or nore deaths per year.

We get simlar findings in clinical or
community studies, and we do know from fol | ow up
studi es that having nmade one attenpt will increase
the probability of another 15-fold, so that can be
quite an inmportant consideration if you are
pl anni ng a nedi cati on study or any other kind of
t herapeuti ¢ study, because naybe what you need to
find out about is not so nuch the state of
suicidality at the time of inception into the
study, but the history of suicidality as well
because that could be an inportant factor in either
stratifying for suicide risk or for filtering it

out or filtering it in.

file://IC|/storage/0202psyc.txt (66 of 401) [2/18/04 9:57:51 AM]

66



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

The epi sodes of ideation, again, you can
see that npbst youngsters who think about suicide do
so nore than once a year, and in nmany instances, it
is several tinmes a year

[Slide.]

Wth respect to how suicidal adol escents
are excluded from psychopharm studi es, because in
general, the studies of depression have excl uded
suicidal instances, there have been variations in
the techni ques that have been used, there has been
no uni form approach, and that nmay be a
consideration that the commttee would want to | ook
at in weighing up different studies and trying to
compare them

[Slide.]

Finally, with epidemology, | just want to
show you how the suicide rate has changed over the
| ast century. This is the 20th century youth
suicide profile.

What you can see is that starting | guess
inthe late '50s, the top line are nmales and the
bottom are females, the nmale youth suicide rate
started to increase, and it increased and increased
3-fold, finally, reaching some sort of asynptote

around in the late '80s, peaked a little bit nore
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68
towards the end, and then started to decline.

So, starting in 1994, we have had an
extraordinary decline in the youth suicide rate,
which is very interesting. |t has been parall el
twi ce before, once coinciding with Wrld War | and
once with World War 1. W don't know what this
coul d be due to, and that will be something that I
amgoing to return to in a second or two.

[Slide.]

As far as the causes of suicide, far and
away the nost common finding in psychol ogi ca
aut opsy studies, which interview friends and famly
after a death has taken place, are the very high
rates of diagnosable psychiatric illness that are
present, and in studies done in a variety of
| ocations, 90 percent of conpleted suicides were
di agnosable with a DSM di agnosis prior to their
death, and the rates are extraordinarily simlar
fromlocation to |ocation.

[Slide.]

The nbst comon di agnoses are depression,
antisoci al behavior, substance abuse, and sone form
of anxiety, and nost teen suicides occur in 16- to
19-year-olds, and in that group, in 16- to

19-year-old male suicides, it is inportant to know
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69
that two-thirds neet the criteria for substance or
al cohol abuse.

So, the occurrence of conpleted suicide is
very closely linked to the occurrence of
particul arly al cohol abuse.

[Slide.]

As Cynthia Pfeffer outlined, and I won't
repeat this, suicidality is extraordinarily conmmon
in depressed children and teens, both at the tine
of diagnosis -- and this is a neta-analysis from
six studies -- ideation was present in about 60
percent, a previous attenpt in 30 percent, and
during the followup period, attenpts al so occurred
frequently, so that when you find ideation and
attenpts during the course of treatnent of
depression, as | say, this is a well-reported
phenonenon.

[Slide.]

There are other factors that predi spose to
suicide. Imtation is one that is particularly
worryi ng because it nmeans that public information
canpai gns may have a doubl e-edged sword, because we
do know that you do get suicide epidemcs in the
young.

There is a contagion factor, and the
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Centers for Disease Control are very actively
engaged in trying to find ways of reducing this,
and there are now a host of studies in adults, but
not yet in children or adol escents, that show that
bi ol ogi cal abnormalities may predispose to

i mpul sive responses to stress and a famly history
of suicide

[Slide.]

We can devise a schema, which you have got
i n your handout, which can show the route from any
of these disorders to suicide ideation and from
there to suicide, but | don't think that there is
time to get into that nmodel in this presentation

[Slide.]

I just want to go back to changi ng rates,
because they may be very relevant to today's
di scussi on.

[Slide.]

As | showed you, there has been this very
striking and encouraging reduction in male suicide
mal es anbngst young nales 15 to 24. It is even
more striking actually if you look at 15- to
19-year - ol ds.

What is inportant is that this has not

been a United States phenonmenon only. It has been
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reported in a large nunber of other industrialized
nations.

In the list that | have given here, three
nations, Austria, Germany, and Switzerl and, have
been experiencing a decline which well predated the
i ntroduction of any of the newer groups of
anti depressants, but in all of the other countries,
the decline started sonetinme after 1988.

There is only one country which seens to
have a stable or rising rate, which is Scotland,
and there are a nunber of possible reasons that
have been debated to explain these reductions.

One is that during the '90s, at least in
the United States, there was econom c prosperity, a
decline in unenpl oynent, and other social indices
tended to inprove, but rates also started to
decline in high youth unenpl oynent countries in
Europe, and the rel ationship between SES and
suicide is not strong, and, in fact, it hasn't
really been established.

The first thought was if so many suicides
are associated with drug and al cohol abuse, maybe
exposure to drugs and al cohol woul d have been
reduced during this tinme, and this is certainly ny

first guess. However, use and abuse rates have not
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changed, if anything, they have continued to inch
up.

[Slide.]

Reduced firearmavailability, the Brady
Act was introduced in 1994, and there is evidence
fromtracking studi es that ownership and use of
firearms started to decline around about 1980, but
the proportion of suicides by firearm has gone
unchanged, and al t hough there have been very
striking declines in accidents attributable to
firearnms, it is not clear that we can point to the
reduction in suicides as being caused by that.

Al so, the declines have been noted in
countries in which there are alnmost no firearm
sui cides, so this doesn't seemto be a very
pl ausi bl e expl anati on.

[Slide.]

More psychot herapeutic treatnent is a
possibility, but, in fact, the data seemto suggest
that visits for psychotherapy have declined
consistently over the past 10 to 12 years, nore
psychophar macol ogi ¢ treatnent, and you will have
heard that there has been an enornous increase in
exposure to antidepressants during this period in

many countries, or it could be a nonspecific
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1 finding, a better recognition of adol escent suicide
2 with some nonspecific interventions or some

3 conbination of the above.

4 [Slide.]

5 A word or two about treatnent. There have
6 been sone useful Cochrane anal yses | ooki ng at

7 effective treatnments for suicide attenpts. These

8 have mainly been done in adults, and only two

9 treatnments energed as bei ng successf ul

10 One is dialectical behavior therapy, which
11 is a very specific formof therapy which is hard

12 to cone by because very few people are trained in

13 it, and one study | ooking at flupenthixol, which is
14 an anti psychotic or neuroleptic, in multiple

15 attenpters.

16 There have al so been studi es show ng

17 lithiumor at |east discontinuation of |ithium

18 results in an increase in the suicidality, and

19 Clozaril seems to have a specific suicide sparing

20 effect in schizophrenia.

21 But apart fromthat, we don't have nuch to
22 guide us, and there is nothing out there which

23 tells the clinician what to do with this very

24 conmon probl em

25 [Slide.]
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Maybe that is why, but, in general, teens
who do commit suicide tend to be relatively
undertreated conpared to adults, so that, for
exanmple, the top three lines show that between 30
and 60 percent of adults who commit suicide wll
have had nental health treatment, but in
adol escents, very few have had that, so it is
getting between 7 and 21 percent, they are an
undertreated group

[Slide.]

Furt hernmore, one of the things that has
been interesting to epidem ol ogi sts over this
current debate is do you find antidepressants in
t oxi col ogi ¢ studies of conpleted suicides, and Exen
[ph] in Sweden has done a study show ng that the
findings in autopsy studies suggest that suicides
are significantly undertreated with SSRI s conpared
to the rest of the popul ation

There has only been one study in youth,
and that is fromthe Utah Youth Suicide Study by
Dr. Gray, and he has | ooked at 50 psychol ogi ca
aut opsi es, all of whom had careful toxicology
i nvestigations.

A quarter of those had been prescribed

anti depressants, but in none of those cases were
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anti depressants found at autopsy, so we know that
teenagers often don't take their medication, and

certainly they didn't seemto be taking it in this

case.
[Slide.]
So, | would just like to conclude with
sonme cautions and considerations. |deation and

attenpts are very comon in depressed teens, and
they recur frequently, so finding themin
youngsters being treated for depression is, of
course, not surprising. That doesn't address any
treatnment effect that m ght be found.

A net hodol ogi cal point. Teenagers often
conceal ideation and attenpts unless they are asked
about themdirectly. Self-report facilitates
disclosure. It is ny understanding that we are
heavi | y dependent upon event reports in these data,
and event reports may be influenced by the nbde of
elicitation.

They are not used with a glossary which
preci sely defines how things should be classified,
so misclassifications can occur

Self-harmis a termthat is used by sone,
but not others in the nmental health profession. It

is a very heterogeneous descriptor and not all
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types of self-harmare associated with suicida
i ntent.

There have been no direct studies with
frequent and careful neasurenent exan ni ng whet her
SSRI's increase, decrease, or have no effect on
suicidal ideation and behavior, so that we are
dependent very much on inference, but naybe that is
al ways the case.

I just would like to conclude with the
followi ng. After increasing for 35 years, teen
sui ci de rates have been declining consistently in
many countries. During this period, there has been
a marked increase in exposure of teens to SSR
ant i depr essants.

These trends could be related. This is
ecol ogi c, and we don't know whether they are
rel ated, but at the nonent we don't have a better
expl anation for the turnabout of a condition that
led to the death of tens of thousands of young
peopl e.

I would Iike to stop at that point.

DR. RUDCRFER: Thank you very rmuch.

At this time, just before our break, |
have one announcenent to make. Any open public

heari ng speakers who have not yet signed in, please
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do so imediately. We will only be able to cal
upon speakers who have formally signed in, so we
woul dn't want you to m ss your chance.

W have tine for a 15-second break, but |
amtold that may not work, so why don't we take 5
mnutes or as close to that as we can work, and we
wi Il come back for our open public hearing.
Thanks.

[ Break. ]

Open Public Hearing

DR. RUDORFER: There is specific guidance
fromthe FDA that | would like to read. This
applies to all neetings or considered genera
matters meetings, and as we heard earlier from
Anuj a, since we are not focusing on one specific
product here, that enconpasses this joint neeting.

Both the Food and Drug Admi nistration, or
FDA, and the public believe in a transparent
process for information gathering and
deci si onmaki ng. To ensure such transparency at the
open public hearing sessions of the Advisory
Conmittee neeting, FDA believes that it is
i mportant to understand the context of an
i ndi vidual's presentation

For this reason -- and | am addressing the
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speakers this norning -- FDA encourages you, the
open public hearing speaker, at the begi nning of
your oral statement to advise the comittee of any
financial relationship you may have with any
company or any group that is likely to be inpacted
by the topic of this neeting. For exanple, the
financial information may include a conpany's or a
group' s paynment of your travel, |odging, or other
expenses in connection with your attendance at the
meet i ng.

Li kewi se, FDA encourages you at the
begi nning of your statenent to advise the conmttee
if you do not have any such financia
rel ati onships. |f you choose not to address the
i ssue of financial relationships at the begi nning
of your statenent, it will not preclude you from
speaki ng.

As | nentioned earlier, the clock dictates
only a limted anmount of time for each speaker. |
would like to run all night, but | hear an ice
stormis coming, so in the interest of time, we
have a light warning system and each speaker,
pl ease be advi sed, when you see the yellow |ight,
you have 30 seconds remining, so please start to

wrap up.
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The flashing red |ight nmeans you are out
of time and the mcrophone will go off. | have
asked themto | et you finish your sentence for
three or four words, but it is out of our hands.

We have two speaker-ready chairs, so I am
asked to rem nd you that when your two away from
your nunber, please be sure you are in one of
t hose.

Speakers are assigned by nunmber and we
will begin wth Nunber 1.

Irving Kirsch and David Antonuccio

DR KIRSCH M nane is Irving Kirsch
Baum Hedlund has paid for ny air tickets. |
deci ded to conme before know ng that.

Dr. David Antonuccio, Aranda Drews, and
are reviewi ng the published literature eval uating
the efficacy of antidepressants in depressed
children. A total of 12 random zed, controlled
clinical trials have been published.

Two-thirds of these trials failed to find
any significant benefit of nedication over inert
pl acebo. Only 4 trials reported significant
di fferences, and these did so only on
clinician-rated nmeasures, not on patient-rated

nmeasur es.
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When the data fromthese trials are
combi ned, the placebo response is found to be 87
percent of the drug response. This neans that the
drug effect is only 13 percent of the drug
response. This is not a clinically significant
effect.

Many children get better when given
anti depressants, but the data indicate that this is
|largely a placebo effect. These conclusions are
consistent with those found in 7 previous published
reviews.

To summari ze, the published clinical tria
data show that the therapeutic benefits of
antidepressants for children is negligible at best.

Davi d.

DR. ANTONUCCI O These results were drawn
fromstudies with design flaws that typically favor
the study drug. For exanple, they frequently
excl ude pl acebo responders before random
assignnent, rely on ratings by clinicians who have
a vested interest in the outcone, and are likely to
be unblinded by nedication side effects.

Furthernore, these results are drawn from
the published literature which is subject to

publication bias and file drawer probl ens neaning

file://IC|/storage/0202psyc.txt (80 of 401) [2/18/04 9:57:52 AM]



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

81
that many studies with negative results do not get
publ i shed. Addi ng unpublished studi es, nost of
whi ch have negative results, will surely shrink the
di fference between anti depressants and pl acebo even
further.

In order to evaluate the cost
ef fectiveness of antidepressant use in children,
the conmittee nmust consider the benefits, as well
as the risks. dinically neaningful benefits have
not been adequately denonstrated in depressed
children, therefore, no extra risk is warranted.

An increased risk of suicidal behavior is
certainly not justified by these mniml benefits.
Neit her are the established increased risks of
other comonly reported side effects, which include
agitation, insomia, and gastrointestinal problens.

The hi ghest possible standard shoul d be
applied to scientific data involving drug treatnent
of children, because children are essentially
involuntary patients. Those of you on the
conmittee who are parents know this to be true
because when your children have prescription
medi cation for sonething that ails them you make
themtake it as prescribed whether they want to or

not .
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Chil dren given antidepressant nedi cation
often do get better, but so do children given
pl acebo. Thus, the clinical data suggest the
i mprovenent is due primarily, if not entirely, with
pl acebo effect.

Pl ease be careful to ensure that our
children are not exposed to risk wthout
conmensur ate benefit.

DR. RUDORFER: Thank you.

May we have the next speaker, Nunmber 2.

Li sa Van Syckel

MB. SYCKEL: Good norning, |adies and
gentlenen. My nanme is Lisa Van Syckel, and ny
daughter, Mchelle, at the age of 15, was placed on
Paxil. She was di agnosed with depression and
anorexia nervosa. It turned out that that
di agnosi s was wong, she actually had Lyne D sease.

My daughter self-mutilated, becane
psychotic, becane violent, attenpted suicide twice.
My daughter survived those two suicide attenpts,
not because of the drug, because of the police
of ficers who were sumoned to ny hone.

M chel l e has suffered severe w thdrawal .
She is constantly ill with flu-like synptons. She

has had rectal bleeding, she has vonited bl ood.
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She has had her friends at school call her
"Psycho," all because she was m sdi agnosed and al |
because everyone has withheld fromthe public the
adverse effects of Paxil.

I ama parent. It is ny right to nake an
i nformed deci sion on behal f of nmy daughter. You
did not allow ne to nake that informed decision and
she was harmed. We are bl essed because M chelle
did not die, and Mchelle is now attendi ng
uni versity and doi ng beautifully.

Pl ease, have respect for our children,
make sure that you put proper warnings on these
nmedi cations. CQur children's lives are at stake
here, because not only does it cause suicide, it

al so causes themto becone violent, very, very

vi ol ent ..

Thank you.

DR RUDORFER: Thank you

May we have the next speaker, Number 3.

Ann Bl ake Tracy, Ph.D.

DR TRACY: | would like to say, first of
all, that this is a neeting that should not be
taking place today. | testified at an FDA hearing

simlar to this in 1991, and these drugs should

have been banned at that time in ny opinion
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| am Dr. Ann Blake Tracy, a Ph.D. in
heal th sciences with enphasis on psychol ogy.
have spent the |last 14 years researching the SSRIs
and working with patients who are havi ng adverse
reactions to these nedications. | amalso the
aut hor of Prozac: Panacea or Pandora, Qur Serotonin
Ni ght mar e

I have testified in crimnal and civi
cases for 12 years concerning these nedicati ons,
and | amgreatly concerned about the use of these
drugs among children, with devel opi ng brains, who
have far nore reactions than the general public
would, as | amthe elderly who are having severe
adverse reactions.

What | presented to the FDA in 1991, |
would Iike to present again. Each of you will get
a copy of this. This is a 31-year-old patient on
Prozac for six nonths, shows the patient, although
appearing alert and functioning, in a tota
anesthetic sleep state while dreamng. | believe
technically, you could call that a REM sl eep
behavi or di sorder

The research now shows, this many years
|ater, that 86 percent of the cases bei ng di agnosed

with this REM sl eep behavi or disorder are patients
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on anti depressants, 80 percent of those on SSRI
ant i depr essants.

There are sone very fanpus cases that |
beli eve manifest that very clearly, and in
representing those famlies today, | would give you
Andrea Yates, who drowned her five children while
taki ng Ef fexor and Reneron.

DR. RUDORFER: Thank you. | amafraid we
are out of tine now.

DR. RUDORFER: Thank you.

Nunber 4, please.

Tom Whodwar d

MR WOODWARD: My nane is Tom Wodwar d.
My wife Kathy and | have been married for 19 years
and until 6 nonths ago had 4 children. CQur ol dest
child, Julie, hung herself after 7 days on Zol oft,
and she was only 17, was a cautious child, and had
no history of self-harmor suicide, nor was there
any history of depression or suicide in our fanily.

The doctors we spoke with stressed that
Zol oft was safe and had very few side effects. The
possibility of violence, self-harm or suicidal
acts was never raised. The two and a hal f pages we
received with the Zol oft never nentioned self-harm

or suicide.
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Jul i e began experiencing akat hi si a al npst
i medi ately. W now know from a bl ood test from
the coroner's office that she was not netaboli zing
the drug.

We are 100 percent convinced that Zol oft
killed our daughter. W are here because we
believe the systemwe have in place is flawed. It
is clear that the FDAis a political entity and its
| eadershi p has protected the economc interests of
the drug industry. Under the Bush adninistration
the FDA has placed the interests of the drug
i ndustry over protecting the Anerican public.

Dr. Mcdellan understands how i nportant
political contributions are particularly since his
not her has headed up the Republican fund-raising in
Texas. Eighty-six percent of the $14 nmillion in
political contributions given by drug conpani es has
gone to the Bush adm nistrati on Republican
candi dates - what did Pfizer, Ei Lilly, and
G axoSmi t hKl i ne Beecham buy?

The FDA should be a jeal ous advocate in
protecting the American people. Those in
| eadership positions within the FDA nust be beyond
reproach. FDA's chief counsel Daniel Troy has

spent his career defending the drug industry.

file://IC|/storage/0202psyc.txt (86 of 401) [2/18/04 9:57:52 AM]

86



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Suppressi ng unfavorabl e data may be legal, but is
it ethical?

If the trials don't favor a drug, the
public never hears of them Legal naneuverings
have thrown out the scientific nethod. The drug
i ndustry nust be conpelled to produce all of their
findings and studies. | also believe public
funding of these trials is warranted.

Qur daughter, Julie, had been excited
about college and scored 1,300 in her SATs severa
weeks before her death. Instead of picking out
coll eges with our daughter, my wife and | had to
pi ck out a cenmetery plot for her

I nstead of | ooking forward to visiting
Julie at school, we now visit her grave. The |oss
we have experienced is horrific. W don't want
anot her innocent child or famly to suffer this
tragedy.

DR. RUDORFER: Thank you, M. Wodward.

May we have the next speaker, please.

Mark Ml ler

MR MLLER M wife Cheryl and |
desperately hope that our story, along with others
that you will hear today, and | so proud of the

teens and the young adults who you will hear from
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today, that they have the courage to cone forward
and talk with you personally. | w sh our son
coul d, he cannot.

There is a serious problemw th the way
SSRI medi cations are being prescribed today and
how, in many cases, they can directly cause
vi ol ence and suicidal behavior in those we | ove and
treasure the nost, our children.

You see, we |ost our 13-year-old son,
Matt, in the sumer of 1997. He died after a

psychi atrist we did not know gave himthree sanple

bottles of a pill we had never heard of, for a
perceived illness that his doctor could only guess
at .

We were advised with great authority that
Matt was suffering froma chenical inbalance that
coul d be hel ped by a new, wonderful medication
called Zoloft. It was safe, effective, only two
m nor side effects were cautioned with us -
i nsomi a, indigestion.

Now, | don't know if Matt had a chem cal
i nbal ance. | do know this. W had noved into to a
new nei ghborhood a year before, a new school
setting, he was uneasy. He didn't have the friends

he had grown up with in our old neighborhood. Yes,
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our son was unhappy.

So, Matt's doctor, a man we know t hrough
court testinony to have been a well-paid spokesman
for Pfizer, gave us Zoloft. He said, "Take these
for a week, call me back when you know how Matt is
doi ng."

Matt didn't have a week. He becane
agitated on the pills. He did not sleep. He did
not eat. He could not sit still. That night, a
Sunday, before |eaving on vacation, after taking
his 7th Zoloft tablet, he took his own life.

This is inportant for you to know. Matt
hung himself from a bedroom cl oset hook, barely
hi gher than he was tall. To conmt this
unt hi nkabl e act, sonething he had never attenpted
before, never threatened to any fam |y nenber,
never tal ked about, he was actually able to pul
his legs up off the floor and hold hinself that way
until he | ost consciousness and forced hinself to
| eave us.

Matt's autopsy showed the | evels of
sertraline in his blood were three times the
t herapeutic mninum | evel s.

You have an obligation today, this panel,

to prevent this tragic story from being repeated
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1 over and over and over again. | hope you will do

2 the right thing.

3 DR, RUDORFER: Thank you, M. MIller

4 If we could have the next speaker, please
5 Corey and Jay Baadsgaard

6 MR, COREY BAADSGAARD: Good norning. M

7 nane i s Corey Baadsgaard. Four years ago | was

8 di agnosed with having social anxiety disorder, and
9 my famly practitioner doctor, he prescribed Paxi

10 20 m | ligrans.

11 After about 8 1/2 nonths, | started taking
12 40 milligrans of Paxil because it was not working
13 at 20 milligrans. A few nonths after that, | went
14 back. The same problem it wasn't working, and he
15 suggested | start taking a new nedication called

16 Ef f exor.

17 He abruptly discontinued the Paxil and put
18 me i mredi ately on Effexor at 75 mlligranms, and

19 was supposed to work up to 300 milligrans over a

20 3-week period. The day that | took the 300

21 mlligrans, | didn't feel very well and | stayed

22 horme from school

23 I went back to sleep and that evening

24  woke up in a juvenile detention center. Unaware of

25 what | had actually done, | asked one of the
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menbers of the juvenile detention center, and
found out that | had taken ny high-powered rifle
that | use for hunting to ny third period class,
took 23 of ny classnmates hostage and 1 teacher
host age.

| spent 14 nonths in jail, not really
knowi ng why | had been there, not really
renmenberi ng anything that | had done.

Thi s whol e thing has changed ny whol e
famly, it changed nme, nyself. W were forced to
move. | cannot even go back to the sane town that
I lived in, | have to stay at least 25 mles away
fromcity linmts.

These drugs are ridiculous. They should
not be prescribed unless it's absolutely | ast
resort.

MR. JAY BAADSGAARD: These drugs are hell.
Look at what they have done to ny son

DR. RUDORFER: Thank you

May we have the next speaker, please.

Joyce Storey

MS. STOREY: M son, Brian Storey, was 17
years old in 1997. <Qur famly doctor di agnosed him
with severe depression. He took blood, checked

for drugs or any nedical condition. He found
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neither. He gave nme 14 Zol oft pills and said come
back in two weeks. He never told me they had side
effects and he even said if a person is drinking or
doi ng drugs, that Zoloft works well wth them

Five days later, ny son killed a woman.
When they arrested him he was drug-tested. They
found no illegal drugs, he was only on Zol oft.
During his trial, the kids that testified with him

and agai nst himsaid he did no drugs or al cohol

The psychiatrist that examnm ned himwas Dr.

James Merkangis from Connecticut. He is also a
Doctor of Neurology and is on the faculty at Yale
University. He said Brian had a manic reaction to
Zoloft. He testified Brian told himit was |ike
being in a dream

The news nedia called ny son the
Al'l - Areri can boy, and he was. He is now serving
life without parole. Six nonths |ater, another boy
at ny son's high school, Jeff Franklin, 17 years
old, on Prozac, took an ax to both his parents and
three of his brothers and sisters. Both of his
parents died. He is serving two |ife sentences.

This is not a coincidence. There is a
common denom nator, teenager, severely depressed,

on an SSRI antidepressant. Wat is scary is that
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you are only hearing froma few of us that this has
happened to, and there are a ot nore out there.

I am praying you will | ook at these drugs
very closely and, at the very | east, take them out
of the hands of pediatricians and GPs. These
doctors are not psychiatrists, and they do not have
t he know edge and experience in treating nentally
i1l children.

My son never had a chance. There are 13
mllion people on these drugs, 6 to 8 mllion are
children. The question is why are we handi ng t hese
drugs out |ike candy, and the answer is $17 billion
a year business. It is always about noney. Please
hel p before nore famlies are destroyed.

Thank you.

DR. RUDORFER: Thank you

Next speaker, please.

Jame Ti erney

Ms. JAME TI ERNEY: Good norning. M nane
is Jame Tierney. | was 14 years old when | was
prescribed 75 milligrans of Effexor for mgraine
headaches. | took this for about a year. At the
time, the drug lost its effectiveness and ny doctor
doubl ed the dose.

For the next 9 nmonths, ny life as | had
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known it was gone. | thought daily about suicide
and hurting nyself. | felt void of normal enotions.
I was so belligerent, agitated, and filled with
hate - hate for my famly, ny friends, and nost of
all nyself. Rage consumed ne. | felt trapped

| said and did things | had never done
before and never would do now. | had little
control and little inhibition. It was as if | was
wat ching a novie and sone villain was destroying
all the relationships around ne. | spent ny tine
al one and viciously fighting with nmy parents. They
woul d ask what was wrong and what had happened to
me. | could not answer them because | did not know
or understand nyself. | was terrified.

I thank God ny parents knew that wasn't
really ne and continued to search for answers.
They found the answer to ny uncharacteristic
behavior. It was the Effexor that ny neurol ogi st
had prescribed for my migrai ne headaches. | was
not, repeat not, prescribed this drug for
depression. | have had no history of depression
prior to or after I was off the Effexor. For ne,
this drug caused the very synptons it's supposed to
al |l evi at e.

Due to the severe withdrawal synptons,
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Prozac was used to get ne off Effexor. It worked,
but the sanme personality and behavi or problens
reenerged. Effexor and Prozac affected ne the sane
way. | had never had these feelings before |I took
Ef fexor, | have never had these feelings since |
st opped taking the Effexor and Prozac.

Ef f exor took three years fromne and
wi Il never get them back. The horror of what these
drugs did to ne is ineffable. These drugs are
destroying lives everywhere.

I inmplore you to please protect the
children fromthese drugs.

DR RUDCRFER: Thank you very rmuch.

If we can have speaker Number 9, pl ease.

Donna Tayl or and Mark Tayl or

M5. TAYLOR Hi. M nane is Donna Tayl or.

My son was shot at Colunbine. He took 7 to 13

bull ets though his chest and nearly died. | also
have other menbers of the famly that have died
since then on these drugs, but we can't get into
that right now, and many, nmany peopl e that we know,
that families have been divided and separated, and
there is just all kinds of divorces and all that
goi ng on fromthese drugs.

I will let Mark speak.
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MR TAYLOR First of all, | would thank
you for allowing me to come and speak on behal f of
the thousands of innocent Anericans that have died
as a result of these drugs.

I would like to start with an opening,
very fanous statenment, and it says, "The neasure of
a man is not his strength or how much noney he has,
or how good he | ooks or how strong he is, or how
powerful he is. The neasure of the nman i s how
noble he is."

I want to ask you guys, are you really
bei ng noble with your choices, or are you just
all owing the drug conpani es to squeeze by you just
because they have a big pocketbook. This is
ridicul ous.

Do you peopl e have children, do you, do
any of you? Have any of you had anyone that has
died on these drugs? |If you have, | am amazed that
you guys are even standing here supporting these
drug compani es.

I nmean this has never happened in the
hi story of Anerica. This is a shanme and it ought
to be stopped today, not next week.

M. TAYLOR. And God says the same thing.

It's in the Bible, Revelations 18, 19 through 24
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1 makes it clear, sorcery nmeans anarchy in the |ast
2 days and bl ood will be running all over the

3 streets.

4 MR, TAYLOR. Say yes to America's health
5 and no to the drug comnpani es.

6 DR, RUDORFER: Thank you bot h.

7 We are going to nove on to speaker Nunber
8 11, Shannon Baker.

9 Shannon Baker

10 M5. BAKER M name is Shannon Baker and
11 have no financial ties to the pharmaceutica

12 i ndustries, nor am| here to conplain about ny

13 daughter's side effects, adverse reactions, or

14 withdrawal synptonms. | am here because she is no
15 | onger alive.

16 I know you have all got pictures. | am
17 here because today, | amrepresenting the | ove that

18 my daughter had for life and to be her voice and

19 the voice of all the other children who their

20 voi ces have been silenced by these drugs.

21 Their deaths have been so sensel ess and
22 needl ess. | am here speaking in front of you,

23 hopi ng that you will go the right direction and ban
24  these drugs for children. There needs to be no

25 nmore sensel ess and needl ess deat hs because of these
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drugs.

Thank you.

DR RUDORFER: Thank you

Qur next speaker, Number 12, please.

Dawn Ri der

M5. RRDER M nane is Dawn Rider and | am
here to tell you ny story, and | represent, as
presi dent of ASPIRE, nore than 11, 000 persons who
are all naned on the Eli Lilly and Prozac petition,
whi ch a copy has been given to the panel

W have been educated to believe that
nmental , enmotional, and behavi oral disorders are
caused by chenical inbalances in the brain. The
fact is that this is only theory, and this theory
is pushed on us as if it were the absolute truth.

The reality is that the best of scientists
do not conpl etely understand the conpl ex inner
actions of the nyriad chenicals in our brains.
Those of us who elect to believe this theory and
subj ect ourselves to treatnment becone guinea pigs
in an ongoi ng experi nent.

I know this from personal experience. |
trusted our fam |y doctor when he expl ai ned that
depression is caused by a chem cal inbalance. W

trusted hi mwhen he determ ned that Paxil was right
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for my husband, and Prozac for ny son.

We weren't educated enough at that tine to
ask himto provide us with the test results that
proved whi ch chenicals were being bal anced

I amnot going to go into details of what
happened to our famly. | have given you all
docunentation, it's very painful. Suffice it to
say that ny beautiful 14-year-old son is now dead
and when we di scovered the problens with these
drugs, we decided it would be better for my husband
to suffer through depression than end up dead like
our son, and we found out that he could not get off
of Paxil.

He went through over a year of hell before
he was able to finally withdraw fromthe drug, and
in the process it destroyed our nmarriage of over 20
years.

| say with no apol ogy what soever that
these SSRI drugs destroyed what was once a | oving
and vibrant famly. Wiy do we believe that street
drugs like heroin and LSD can | ead to outcones such
as this, yet, we won't accept that legally
prescri bed drugs, working on the sane
neurochem cals, can result in horrific crinmes

agai nst persons and property?
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Wiy do we accept that a drug |ike
penicillin, beneficial as it is for sone, can prove
fatal for others? W fail to accept that these
drugs can have paradoxical effects. These drugs
are not safe for everyone.

They shoul d be | abeled with the strongest
of precautions and di spensed only by trained
physi ci ans who have tinme to adequately monitor the
patient. Mdst doctors do not have tine for this
| evel of care.

Al so, patients should be required to sign
letters of infornmed consent. Please carefully
consi der the docunentation that | have left with
you and | ook at the faces of those that are here
today and the faces that out in the hall, those
chil dren who cannot speak for thensel ves because
they are dead. They are not nerely anecdota
evi dences.

There is a preponderance of evidence that
will be presented before you today. Please
consider it carefully and do the right thing.

Thank you.

DR. RUDORFER: Thank you

We are up to Number 13.

Sar a Bost ock
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MS. BOSTOCK: | have slides, so please
| ook at the screen

My daughter Cecily had only been taking
Paxil for two weeks before she died, during which
time her condition greatly worsened.

By the day of her death, was pal e, unable
to sleep, alnobst unable to converse, and in a
frightened, agitated state, junping at the
slightest noise. That night she got up and wi t hout
turning on any lights, went into our kitchen only
40 feet fromwhere | was half asleep. She stabbed
herself twice in the chest with a large chef's
knife. The only noise was a slight yelp and a
thunp when she fell on the floor.

This was a young woman who had everything
to live for. She had just conpleted applications
to grad school and received a | arge pay increase
the nonth before.

She had a boyfriend who | oved her and
scores of wonderful friends. She had never been
suicidal. To die in this violent, unusual fashion
wi t hout making a sound after the marked worsening
of her condition led me to believe that Paxil nust
have put her over the edge.

Her autopsy reveal ed she had a very high
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bl ood | evel of Paxil, which reflects poor

met abol i zation and is a feature common to many of
these suicides. | believe this induced an

i ntensely dissociative state, perhaps even

sl eepwal ki ng. SSRI's suppress rapi d eye novenent
and bl ock the nuscle paralysis which occurs in this
stage of sl eep.

The whol e regul ati on of waki ng, sl eeping,
dreanmi ng occurs in the brain stemwhere the
serotoni n neurons are clustered and where SSRIs are
having their inmpact. Patients taking SSRIs had
rapi d eye novenent during non-REM sl eep and while
awake when they were not paral yzed. This atypica
REM is often associated with strange behaviors
i ncludi ng hal | uci nati ons.

The effects of SSRIs on sl eeping, waking,
unconsci ousness itself are ill understood. From
accounts of people under the influence of these
drugs, | believe SSRIs can alter consciousness in
some nysterious and frightening way that is not
normal |y seen even in nental illness. | amcertain
this is what happened to nmy daughter

Untol d t housands have di ed because of the
drug conpanies and the FDA's failure to heed the

evi dence over the past 17 years.
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DR. RUDORFER: Thank you

Again, | apologize for the short tinmne.

Nunber 14, please.

Vera Hassner Sharav

M5. SHARAV: | am Vera Sharav and | am
president of the Alliance for Human Research
Protecti on.

The fam ly testinonies that you are
hearing today are not anecdotes. They are
corroborated by a Harvard review of children's
medi cal charts, which found that within three
mont hs of treatnent on an SSRI, 22 percent suffered
drug-induced adverse psychiatric effects, and
overall, 74 percent of children suffered adverse
events during the course of treatnent.

The FDA has known for years, but failed to
reveal that antidepressants consistently fail to
denmonstrate a benefit in children. At |east 12 of
15 trials failed. The FDA has known and failed to
war n physi ci ans and the public that SSRI s increase
the risk of suicide and hostility in children

FDA' s 1996 Zol oft review found "7-fold
greater incidence of suicidality in children
treated with Zoloft than adults." The British Drug

Regul atory Authority reviewed the evidence, which
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is not being shown in this neeting, and they
determ ned that the risks far outweigh any
benefits. They took action to protect children
When is the FDA going to take action?

The FDA is foot dragging, equivocating,
and tinkering with definitions while children are
dying. The San Francisco Chronicle reports that
the FDA has barred its own nedical reviewer who
reviewed nore than 20 trials involving 4,000
children, and his findings confirned the British
finding, which is that SSRIs increase the risk of
sui ci de.

DR. RUDORFER: Thank you.

If we could have speaker 16, please.

Cynt hi a Brockman
MS. BROCKMAN:  Thank you for allow ng ne

to address you about the 1999 Zol oft-induced drug

reactions that ny son Chris had at 16, resulting in

a worman's death and a life sentence for him

My son and | want to express sincere
sorrow for that death. CQur synpathies al so extend
to all victims of SSRI's deadly mind-altering

ef fects.

The nedi cal community has tol erated nental

health care in which patients are worse off after
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105
treatnent than before with the worst cases ending
i n death.

| urge you to ban SSRI use in children
and not to let another life be destroyed by |ack of
adequate SSRI regul ation

Chris took Zol oft or Adderall
deteriorated from drug-i nduced akat hi sia, could not
bear adverse synptons of inner turmoil, |oss of
consci ous behavior. He described overpowering drug
effects, his uncontrollable fits of anger, pitches
and voices setting himoff, not wanting to be
touched, feeling horrible all over his body, not
being in reality.

After his offense, his drug reactions
stopped, went off all SSRIs for about a year, but
restarted when depressed and put on Zol oft again.
Pri son doctors ignored warnings, forced himto take
har nful drugs druggi ng himinto hallucinating,
irrational, suicidal state.

May 2002, | met with the Texas House
Conmittee on Corrections who ordered prison doctors
to correct this health crisis caused by these
drugs. Various drugs had triggered severe
sui cidal, homcidal synptons for about two years in

a clinical setting of doctors starting and stopping
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hi s neds.

When doctors stopped all drugs, al
synpt ons di sappeared. Doctors released Chris as
recovered fromthe prison psych hospital to a
regul ar unit May 2003. Chris has not had any psych
drugs si nce.

These clinical events show dangerous
reacti ons caused by SSRI -induced psychosis through
chal | enge, de-challenge, re-challenge. Medica
experts said Chris would not have been sui cidal,
hom ci dal had he not been reacting to SSRI drugs.

Dr. O Donnell concluded Chris' offense was
from conbi ned toxic drug effects which altered
behavi or, enhanced viol ent thoughts and acti ons,

i mpaired judgnment, was unable to formintent.

Citizens Conmission on Human Rights
confirmed SSRIs caused his synptonms. Now Chris
take onega-3 fatty acids and fish oil to restore
his nmental health that was danaged from SSRIs. He
is doing well without nedications, and | thank
Jesus Christ for that.

Pl ease ban these drugs and their use in
chil dren.

Thank you.

DR. RUDORFER: Thank you
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W will nove on now to Number 18, please.
Todd Shi vak

MR SHI VAK: Good norning. W are Todd
and Ei |l een Shivak. W do not have any financia
rel ati onship to anyone here.

Qur story is much like the cases everyone
el se here today is bringing forward to you

Qur son M chael was 11 when he was
prescribed Paxil for what was di agnosed as
depression. The consequences of this still live
with us today. Thank God he is alive and with us
today, but Mchael is afraid of his doctors, how
can he trust what they will give himnext.

He is afraid of the police. He has been
wrestl ed down, handcuffed and taken to jail. The
police are supposed to protect us and | ook what
they have done to him

It is difficult for himto trust his
teachers. They still look at Mchael as a
troubl emaker even though he currently is an A/B
student with rmuch inproving grades. Hi s peers
still think of himas a freak, the kid who tried to
slash his wists while in class.

As parents, our nobst inportant job is to

protect our kids. W thought we were doing the
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right thing. The doctors convinced us that taking
these drugs was the only thing that we could do for
M chael. Now, M chael wonders whether we are going
to have himarrested, sentenced, physically
restrai ned and puni shed again. |f he can't trust
his parents, who can he trust?

Qur daughter, Catherine, was 5 years old
at the time. She witnessed firsthand sonme of the
nmost terrifying sights that | have ever had to dea
with. Qur family is finally getting back to the
loving famly we once were, but the fear of what
happened still haunts us.

Wrse yet, how could all the doctors not
recogni ze what was happeni ng? M chael saw three
different social workers, two different
psychi atrists, and went through at |east four
di fferent enmergency room psychol ogi cal eval uati ons
in tw different hospitals.

We are here to plead that you do sonet hing
to stop the prescriptions of these drugs, so that
no one else has to go what we are all going
through. It is inpossible to describe the pain and
utter hel pl essness we all felt watching M chae
suffer, watch himcry, take up weapons agai nst us,

and beg us to let himdie. How do you erase the
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pi cture of your child trying to run in front of a
movi ng car?

Pl ease save our children fromthis drug

DR. RUDORFER: Thank you

If we can have speaker 19, please.

Andy Vi ckery

MR. VICKERY: Good norning. M nane is
Andy Vickery and | ama trial |awer from Houston,
Texas. For the last eight years, | have
represented parents who lost their children to
sui ci de induced by these drugs. You have heard
fromtwo of nmy clients this norning already and
will hear from another.

I only have two minutes and | can tell you
a lot nore than two nminutes. The title of the
paper that | filed with you is "Needle in the
Haystack." | applaud your desire to | ook at the
random zed clinical trials conprehensively to see
if they confirmthe signal that Dr. Katz
acknow edged exi sts.

| appl aud that, however, | am concerned as
Lilly was told in 1990 that you are |ooking for a
needl e in a haystack, you are off on a wild goose
chase. These trials were not designed to detect

suicidality, they did not use the Beck Suicide
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| deati on Scal e whi ch woul d make the kind of refined
measur enents that the epidem ol ogi st gentl eman who
spoke earlier said are needed. They did not use
the Barnes Scale, as Dr. Mann hinmself had
recommended in a '91 article to measure treatnent
energent akat hi si a.

They weren't designed to answer the
problem and in 1990 or '91, when Lilly met -- and
you have the handwitten notes of this in the
materials | gave you -- when they nmet with outside
consultants including Dr. Jerold Rosenbaum he
said, "There is a data problem you are |ooking for
a needle in a haystack."

Fi nd these vul nerabl e peopl e and
rechal l enge them Please |ook at the way Lilly
sought to study this issue in 1990. They foll owed
a protocol by Charles Beasley that said don't use
RCTs, don't use epi studies, find these people and
rechall enge them That was done by Ant hony
Rot hschil d who said these patients need to be
reassured it's not them

In the meantime, because the signal is
there, please issue warnings; while you | ook at the
data, issue warnings.

DR. RUDORFER: Thank you
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We are up to speaker 20.
Rosi e Carr Meysenburg

MS. MEYSENBURG My nane is Rosie Carr
Meysenburg. | amfrom Dallas, Texas. | have no
financial ties with anybody but ny husband of 40
years.

In my handout, | have highlighted what |
am speaki ng about here.

The first paper is a personal letter from
Dr. Peter S. Jensen. At that tine, he was the head
of Child & Adol escent Disorders Research Branch of
the NIMH, the National Institute of Mental Health.
He said that research indicates that
anti depressants for depressed adol escents are not
very effective.

The second paper is a personal letter from
Dr. Larry S. Goldman, Director of the AMA, the
Ameri can Medi cal Association. He wites physicians
have known for nmany years the dangers of giving any
antidepressant to patients with certain disorders.
There is a substantial risk of precipitating mania
or psychosis.

The last itemis a journal article from
the Journal of dinical Psychiatry researched at

Yale University. It states that 11 percent of all
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psychi atric hospital adm ssions were from
ant i depressant -i nduced mani a and psychosi s.

It also states another area of research
that would be relevant to this issue is the work of
Wnter and col | eagues showi ng that Prozac and ot her
SSRIs can sinmulate the effects of LSD. In other
words, this is saying for sonme people, taking an
SSRI is the same as taking LSD

About two mllion people enter a
psychi atric hospital every year, 11 percent then is
over 200,000 people a year who have an
anti depressant -i nduced psychosis and who are
hospitalized. Not all are hospitalized. Sone of
them have either committed suicide, a honicide, or
a nurder/ sui ci de

DR. RUDORFER: Thank you

Nunber 21, please.

Rachel Adl er

M5. ADLER M. Chairman, | respectfully
request that my entire remarks be entered in the
record. M nane is Rachel Adler. | amon the
board of directors of the Child and Adol escent
Bi pol ar Foundati on, CABF, a parent-|ed,
not-for-profit organization, that is the |eading

source of public information for pediatric bipolar
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di sorder.

Board menbers Sheila MDonald and John
Adl er are here with ne, as well.

Bi pol ar di sorder may energe with an
epi sode of major depression, an illness which often
causes suicidality even in preschoolers. Children
with depression are at a high risk to switch to
bi pol ar di sorder.

We surveyed 17,000 nenbers | ast nonth and
received a 15 percent response rate over a 5-day
period. Eighty-nine percent of the respondents
report that their child had been treated with an
anti depressant.

We have received favorabl e comrents, but
sonme responses indicate that in some subgroups of
children, suicidal ideation and behavi or may energe
for the first tine or worsen when a child is given
an anti depressant. Sone of these children perhaps
have a vulnerability to a bipolar disorder

For these reason, CABF urges the FDA to
require manufacturers to add a bl ack box warning on
the |l abeling for antidepressants to alert
clinicians and parents to the possibility that
antidepressants can trigger and worsen suicidality,

as well as mania or rapid cycling bipolar disorder
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in some children.

CABF opposes any ban on the off-1abel use
of these or other psychiatric nedications in
chil dren because nany of our nmenbers report themto
be necessary and even lifesaving for their children
wi th nood disorders especially when used in
conbination with a nmood stabilizer.

CABF al so urges the pharnmaceutica
i ndustry and the Federal Governnent to fund
research to analyze what factors are shared by
those children who, according to parent reports,
becane suicidal shortly after taking an
anti depressant.

Finally, CABF calls upon the
pharmaceutical industry and the National Institutes
of Health to nmake public all safety and efficacy
data from unpublished studies in children.

I would also like to say that what | am
hearing is a | ot of people blanming a nedication for
what happened to their children, and have a direct
bl ame. What | would sort of like to see is nore
trained psychiatrists who actually know t he side
effects as well thenselves and who are talking to
the parents, telling them about the possibility of

side effects, about that depression inherently, you
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115
know, can result in suicidality and that the
medi cation might increase that.

But to blanme the nedication itself that
has hel ped so many peopl e and has al so prevented so
many suicides, | don't think is the right way, but
we do need to have nmuch nore clinicians guiding our
patients and parents, so that they know what kind
of side effects are possible.

Thank you.

DR. RUDORFER: Thank you

We are going to nove on to Nunber 23.

Pepper Draper

MS. DRAPER. Good norning. M nane is

Pepper Draper. | ama Director of the
International Coalition for Drug Awareness. | have
absolutely no financial gain. | do this completely

100 percent voluntary, and the reason for that is
because of nmy own son's probl ens.

My child was prescribed Ritalin, which
becane very depressed, and we bought into the whol e
serotonin theory, so we were naturally raising that
serotoni n, which unfortunately started causing him
to beconme severely depressed and sui ci dal

Unfortunately or fortunately | should say

is that we were able to finally understand the

file:/lIC|/storage/0202psyc.txt (115 of 401) [2/18/04 9:57:53 AM]



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

truth about serotonin, that raising serotonin and
stopping the nmetabolismof it has caused suicide
and aggression, and that is well docunented.

Unfortunately, Dr. Tracy was not able to
tal k about that, but what | want to share with you
is that there is going to be others here from
Arizona who are going to share with you how
wonder ful these drugs have been for the State of
Arizona, but | amhere to tell you that | deal with
these people every day who are tired of their
mental health workers putting them on anot her
medi cati on and anot her nedi cati on and anot her
medi cation, until these children are now bei ng put
in mental hospitals at an enornous rate.

They are being given electric shock
therapy and it is very tragic what | am seeing, and
I just want to share with you that | know that if
we will teach themthe right ways to take care of
their bodies and cut out the things that are
addi ctive, like these nedications are, that we can
hel p our youth learn to deal with what is going on
intheir lives, and | just want to share with you
one | ast thing.

I amreally saddened that the fact that

every single parent cannot share what has happened
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to their child because if they could, ny nother
woul d be here, standing up here, sharing what has
happened to her adult son.

DR. RUDORFER: Thank you.

If we could have speaker 24, please, Dr.
Mar ks.

Donal d Marks, M D., Ph.D.

DR. MARKS: Good norning. My name is Dr.
Donal d Marks and | address your subcommittee as a
prescribi ng physician, as a father, and as a fornmer
associ ate director and director for clinical
research for two nultinational pharnmaceutica
conpanies. | amhere at ny own expense because
believe in the inportance of these issues.

SSRI manufacturing and sales is serious
business with tens of millions of patients in the
U.S. and a market in the tens of billions of
dol | ars

My experience working for pharnaceutica
companies is that any attenpt to decrease sal es by
increasing warnings will be net with severe
organi zed resistance. SSRI drugs are nostly
prescribed by primary care physicians who have
limted time with patients, limted training in

chi | dhood and adol escent neuropsychiatry and
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neur opsychophar nacol ogy, and mininmal time to

eval uate properly patient suitability and response
to pharnmacol ogi ¢ versus non-phar macol ogi c

i nterventions.

The seriousness and severe adverse event
effects of SSRI drugs nake their use hardly
justified in the majority of cases because SSRIs
are well known to have linmted efficacy over
pl acebo and agai nst non-pharnacol ogi ¢ treatnents.

There are many studies in the peer
reviewed nedical literature supporting the causa
role of serotonin in disinhibition and viol ence.
My own prescribing experience with SSRI drugs and
eval uati on of numerous cases referred to me has
reveal ed significant agitation and aggression,
akat hisia, activation of nmania and hyponani a,

i ncreased depression, serious dependency and
withdrawal difficulties, suicidal ideation, and
toxic interactions with other drugs.

It is inportant to be aware that these
synptons of SSRI toxicity can be m staken for the
progressi on of the underlying nental state being
treated, leading to use of nore of the same and
other offending SSRI drugs rather than to

wi t hdrawal of the causative SSRI agent.
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Thi s creates codi ng probl ens for
physi ci ans, codi ng problens by clinical researchers
and sponsoring conpani es reporting adverse events
in SSRIs.

SSRI manufacturers, such as G axo and
Pfizer, have conducted clinical trials in depressed
children, many of which show no efficacy agai nst
pl acebo, and this has led to an increased warni ng
in England that Paxil| should not be prescribed as
new t herapy for depressed children under the age of
18.

DR, RUDORFER: Thanks. | amsorry we are
out of time, but thank you, Dr. Marks.

We are going to nove on to speaker 25

Leah Harris

M5. HARRIS: Good norning. M nane is
Leah Harris and | am here at my own expense.

The two minutes | have to speak will not
pernmit ne to go into the details of what | suffered
whi |l e taki ng Prozac, Paxil, and Zoloft from age 12
to 18. | provided additional information in ny
submitted witten statenent.

I went frombeing a shy and mldly
depressed, but never suicidal kid to being overcone

with thoughts of hurting and killing nyself while
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on the SSRI drugs, thoughts which | acted on

Since quitting SSRIs over a decade ago, |
have never again self-nutilated or had suicida
thoughts. Al other things being equal, the
suicidality sinply vanished. For me, this is clear
proof that the drugs nust have played a role, and
am one of the lucky ones, | have survived to tel
the tale.

I am not an anecdote and nmy story is not
anecdotal evidence. As a tax-paying Anerican
citizen who was hurt by these drugs throughout ny
chil dhood, | demand that the FDA take seriously the
British decision of Decenmber 2003 banning all SSRI's
except Prozac for use in children

Pl ease consider all the evidence
especially that which the pharnaceutical industry
does not want you to see. The FDA nust take action
now regarding this grave issue of public health.

Yes, many people claimto be hel ped by
these drugs, and that is wonderful, but what about
those of us who are harnmed? Medical professionals
and the public must be infornmed of the very serious
risks that are associated with SSRIs.

In light of these risks, at the very

least, isn't it time for the FDA to require that
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1 the drugs be | abel ed with clear warnings that night
2 save lives? Such warnings may negatively affect

3 sales, as Dr. Marks referred, which may not please

4 the pharnmaceutical industry, but the FDA was

5 created as an independent regul atory agency to

6 serve the interests of the American public, not Big
7 Phar ma.

8 Anmeri can children are no | ess precious

9 than British children, and they are in need of our

10 protection, too.

11 Thank you.

12 DR. RUDORFER: Thank you.

13 We are up to speaker 26.

14 Donal d Far ber

15 MR, FARBER | am Donal d Farber of Marin
16 County, California. | ama plaintiff's attorney.

17 I have represented antidepressant victins for five
18 years.

19 As a lawer, | look at the evidence, too.
20 | hear the enotional stories, but | |ook at the

21  evidence.

22 On January 27th, six days ago, | got a
23 witing that | have been waiting for the FDA for 15
24 years, fromdaxoSnmthKline. Attenpted suicides on

25 Paxi| during all premarketing testing were
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frequent, placebo, it was actually rare, but due to
the fact they mani pulated the figures in the
re-anal ysis of the data, it was infrequent. So,
even by this standard, we should have had a warning
12 years ago. What do we have to do to get a
war ni ng?

Dr. Katz nentioned the re-analysis of the
data. | call it tinkering with the data.

Here is what happened to Paxil to get it
approved. Dr. Laughren knows about these figures
Here is what happened with the tinkering of the
data before and after.

Look at the difference. These are not
| awyer figures, these are their figures. They
mani pul ated the data, Paxil suicides went down,
pl acebo suicides, which is the key figure here for
you mat hemati ci ans, went way up, so that the result
was statistical insignificance by the tinme the PDAC
net in Cctober of '92.

Whet her the drugs go on the market or not,
they have to be given a warning. | amfor ful
disclosure. | amnot for banning these drugs, but
I want full disclosure, and the FDA doesn't need a
citizens' petition to do their job.

Finally, | do object to this entire
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meeting. | would venture that 95 percent of you
are pro-industry and it is time for people |like Joe
A ennul l en and Peter Breggin to sit on this
conmittee as well as you distingui shed peopl e.

Thank you.

DR, RUDORFER: Thank you, sir.

Coul d we have speaker 27, please.

Lorraine Slater

MS. SLATER. Inforned parental consent is
only possible as long as full disclosure is nmade by
the pharnmaceuti cal conpanies, the FDA, and the
medi cal conmunity.

How can you inagine | feel as Dom nique's
mot her knowi ng now that | was slowy poisoning mny
daughter every day as | was di spensing her
anti depressant medi cation including Cel exa and
whi ch she made her first suicide attenpt after
being on it for al nost one nonth, and effects of
the | ast medicati on she was on when she did commit
sui ci de?

Yes, Dom ni que's nmind and behavi or were
slowy being altered to the point that she became
very agitated, irrational, ultimtely suicidal
because none of the so-called nedical professionals

acknow edged the drug's role in her irrational and
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sui ci dal behavi or or properly wi thdrew her from
their suicidal effects

Qur lovely 14-year-ol d daughter is dead.
Dom ni que has been deni ed the unalienable right by
her creator of the pursuit of life, liberty, and
happi ness. She will no | onger be able to pursue
her dreans of becom ng either a conputer software
engi neer, conputer graphics engi neer, or marine
bi ol ogi st, and soneday an entrepreneur, she had
hoped.

Cone, too, is the ability to be able to
wat ch Dom ni que bl ossom i nto womanhood, as well as
nmot her hood, as she expressed the desire to soneday
have five kids. Now, we will never have the
opportunity to continue sharing our lives with
Dom ni que, whom we | oved and cheri shed so nuch.

She was not only very intelligent,
hunorous, delightful, insightful, and innovative,
she was al so very caring and thoughtful. Doninique
had a way of nmking others feel special and | oved.
She touched so nany |ives. For exanple, Dom nique
made 1, 000 paper origam cranes and sent themto
CGovernor Ceorge Pataki of New York for the first
anni versary of 9/11.

It was because of Dom nique's very |oving
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and genui ne nature that around 300 people showed up
to her menorial service. They couldn't believe
that for soneone who was so |oving and caring, she
woul d herself take her own life.

| submt to you today, |adies and
gentl enen, that Dominique's |life was taken from her
as a result of drug-induced psychosis and sui ci dal
i deations, not to nention the probability of
experiencing akathisia, extreme agitation. As a
14-year-ol d adol escent, her brain was experiencing
the second | argest growth period, and her hornones
wer e unbal anced.

How can teenagers be allowed to be given
anti depressants that were never approved for
adol escent consunption, only for adults? How cone
the medi cal profession doesn't fully disclose the
possi bl e harnful and fatal effects of nedication as
well as watch carefully for diverse effects onits
adol escent popul ation?

DR. RUDORFER | amsorry that we are out
of tinme, but thank you very nuch.

If we could have speaker 28, please.

Mat t hew Pi epenbur g
MR PIEPENBURG. \Well, there are very

i npressive credentials around this room and
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certainly at this panel, and inpressive schools and
qualifications and professorial positions at very
elite institutions.

There are al so a nunber of inpressive
terns of art tossed around - norbidity,
idiosyncratic. | like M. Katz's termcontrolled
data or controlled trial data.

VWhat | would like to suggest is behind ne
is a nunber of things that do not show up in
controlled trial data that need to be heard, that
are as inmportant as what can be achieved
statistically.

I don't think for parents who spend a
great deal of time in ceneteries, controlled tria
data is as pervasive or persuasive

I do not suggest or believe that everyone
here has a negative or a grotesque notive or is al
greedy. | do think there are legitinmate notives
here, and | think these things do need to be
di scussed w t hout being incendiary.

Nevertheless, it is inportant to recognize
the human di mension here. W had prepared a
t wo- page speech full of FDA tal k papers, adverse
reporting events on Paxil in particular, ny famly

friend, Paul Donb, has suffered as a victim of
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Paxil. It is just very hard to go over that when
you hear these stories.

Last night, we were at a restaurant. W
gave the waiter our speech to print out for us off
of a disk. He came back. He had suffered Paxi
side effects that led to suicidal thoughts, violent
thoughts after a 40-year marriage, and he saw our
speech and sat down for 20 m nutes and basically
cried before us.

It is a pattern and epidemic that is
pervasi ve and has nore inportance to nme than the
statistics we were going to read. Let ne just
suggest also that this individual had been to
Vi etnam |ost nost of his platoon and nost of his
body in Vietnham crawled for two and a hal f days
through the jungle to survive.

None of that caused himthe depression or
the desire to junp off a bridge like Paxil did. |If
he coul d handl e Vietnamwi th poi se, how are 13- and
12-year-old kids supposed to handl e Paxil ?

Thank you very nuch.

DR. RUDORFER: Thank you

Coul d we have speaker 29, please.

Terri WIlians

M5. WLLIAMS: M son, Jacob WIIlians, was
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128
born on Cctober the 15th, 1986. Jacob was an
exceptional athlete who participated in football on
both the varsity and junior varsity foothball teans
in his school

I n Septenber of 2000, Jacob experienced a
loss of interest in his school activities. He
mai ntai ned his interest in football, however, there
was a conflict with his grades and his attendance.

As a result of this issue, his father and
| attended a conference at his school on Cctober
the 11th, 2000 with various representatives from
the school. The school adm nistrator suggested
that Jacob nay be depressed and that we should seek
medi cal hel p.

I contacted Jacob's pediatrician and nade
an appoi ntnent for 3:45 that afternoon. On Cctober
the 11th, 2000, his pediatrician prescribed 10
mlligranms of Prozac, which was increased to 20
mlligrams three weeks | ater

Shortly after starting the initial dose,
Jacob began to conpl ain of having strange dreans,
whi ch he had said were bad. Shortly after the
dosage was increased, | began to notice an
aggressi ve behavi or, which had not been there

before. Jacob al so becane destructive and
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destroyed sonme of his favorite things.

H's friends would later tell nme they had
noti ced the sanme behavioral change. He al so showed
a verbal aggression and short tenper, which had not
been present before.

When questioned about this behavior, he
stated | don't know what is making nme do this. At
this time, | thought this could be a part of norma
adol escent behavi or and did not pursue the matter
any further.

On Decenber the 5th, 2000, | discovered
Jacob's body hanging fromthe rafter in our attic.
He had hung hinself with his owmn belt. A letter
was placed on the | adder |eading up to our attic
thanking us for giving him 14 years of a happy
life.

Sonet hi ng had to have gone wong in the
t hi nki ng process to have brought this about. Had
know that this was a potential side effect,
sui cide, | would have never allowed my son to take
the drug Prozac.

Thank you.

DR. RUDORFER: We are now going to go to
speaker 32, please.

d enn Ml ntosh
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MR MINTOSH: | would like to introduce
you to ny daughter, Caitlin Elizabeth MIntosh.
Well, it is actually only a 2-di nensional inmage of
her, but it is all | have left. She died of
sui cide at age 12 years, 3 nonths, just 8 weeks
after being put on Paxil, and then Zol oft.

Caitlin was a straight "A" student in the
fifth grade, a talented nusician, artist, and poet,
who | oved animals and wanted to be a veterinarian.
The sixth grade began, and that, combined with the
onset of puberty, this bright, sensitive girl who
had once | oved going to school, started having sone
troubl e coping, as nmany kids do in the sixth grade,
it's a tough adjustnent.

She was al so havi ng sone probl ens sl eeping
due to a mild seizure disorder. W wanted to help,
of course, so we took her to our famly physician,
who prescribed her Paxil. He said it would help
wi th her coping and her sl eep.

She didn't do well on it at all, so he
took her off it cold turkey, which you are not
supposed to do. Wen we saw a psychiatrist a week
| ater, he put her on Zoloft. She then started
havi ng strong suicidal ideations, along with severe

agi tation known as akathisia and hal | uci nati ons,
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131
and she was put in the adol escent ward of a nental
hospital to "bal ance her meds."

Well, there, things only got worse, as she
was put on other strong psychotropic drugs to treat
the synptonms that we now know were actually caused
by the SSRis, and let nme be very clear about
sonmet hing. The dramatic and severe synptons that
led to ny daughter's suicide manifested only after
she started taking antidepressant drugs.

The downward spiral continued unti
January 5th, 2000, when she hung herself with her
shoelaces in the girl's bathroomin the mddle
school she was attending.

We were told that antidepressants |ike
Paxi| and Zol oft were wonder drugs, that they were
safe and effective for children. W were lied to.
The pharmaceuti cal conpani es have known for years
that these drugs could cause suicide in sone
patients. Wy didn't we?

I inmplore you, ban the use of
anti depressants here in the United States so that
other parents will not have to endure the pain |
felt and other children m ght be saved.

DR RUDORFER: Thank you

Speaker 33, pl ease.
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Del nora Dupr ey

M5. DUPREY: M nane is Del nora Duprey,
and it has been well over two years since | have
seen ny grandson play ball, ride a bike, talk on
the phone, or run in to say, "Hey, grandma, what's
for dinner?"

Al the nornmal everyday things in his life
are lost. He is not here to get his restricted
license in April, see his little sister start
school, to ride with his big sister when she
started driving, or just to go out and have pizza
and see a novie.

A tall, thin boy, quiet and well Iiked and
respectful to everyone, a big heart and a smle
that made you ask what are you up to, a boy who
| oved his famly dearly, had hopes and dreans for a
future. A future of uncertainty now - he is | ocked
away in a detention center awaiting trial for the
murder of two people who he |oved nobst in the
wor | d.

A nightrmare that started with a di agnosis
of depression and placed on nedication that was
never tested on children and never neant for their
use. He had no say in this. W, as adults, trust

our doctors and the FDA to know what they are
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133
doi ng. Even when we get conplaints, we say the
doctor said it will help you.

A sweet boy who never hurt hinself or
anyone el se went to live with his grandparents.
Hi s medi cati on was changed from Paxil, which he had
been on a very short tine, to Zoloft.

Froma fanmily physician, this nmedication
was increased to 200 mlligrans for an 80-pound
child. Wthin 48 hours, his grandparents were
dead, and he is sitting, facing a life of
uncertainty, a life of maybe total incarceration
for the rest of his life, a child that does not
even know what has happened to him

I don't want to see any nmore fanmlies go
through this nightmare that we have all endured.
The child' s Iife changed forever. Next tine it
m ght be one of your own famly. W must stop
these drugs for children and strengthen our
restrictions on the doctors who prescribe them

DR. RUDORFER: Thank you

Nunber 34, please.

Joe Pittman

MR PITTMAN:. Hello. M name is Joe

Pitt man.

My son, at the tender age of 12, killed mny
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parents. | amgoing to read you a letter he wote
to ne to you all.

"Dear FDA: M/ nane is Chris Pittman. |
am now 14 years old. | would like to tell you what
happened to me, what the nmedication did to me and

how it made ne feel

"When | was taking Zoloft, |I took the
lives of two people that |I |oved nore than
anything, my grandparents. | went to the doctor

and he gave ne a sanple pack of Zoloft. He told ne
to take 50 milligranms once in the norning and
anot her 50 at night.

"I didn't notice a change in ny behavi or
until | was conpletely off the nedication. 1t made
me hate everyone. The snallest things nmade nme bl ow

up, and | started getting into fights, which was

not ne. | would usually avoid fights. Before the
medi cation, | had only been in two fights nmy whol e
life. | just hated the whole world for no apparent
reason.

"A week after the doctor gave ne the
sanpl e packs, he increased ny dosage to 200
mlligrams a day. Everything just kept getting
worse. Then, | snapped. | took everything out on

my grandparents who | |oved so very nuch.
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"When | was lying in ny bed that night, |
couldn't sleep because ny voice in ny head kept
echoing through ny mind telling nme to kill them
until | got up, got the gun, and | went upstairs
and | pulled the trigger. Through the whole thing
it was |ike watching your favorite TV show. You
know what is going to happen, but you can't do
anything to stop it. Al you can do is just watch
it in fright.

"Because of my own personal experience on
the medi cation, | would not want anyone to go
t hrough what | have then and now, losing the |ives
of my loved ones for the effects of honicide or
suicide, or both, due to the nedication.

"Thank you. Christopher Pittman."

DR. RUDORFER: Thank you.

Nunber 35, please.

Ri chard Mack

MR MACK: My nane is Richard Mack. | am
a retired | aw enforcenent officer and sheriff from
Ari zona.

My expertise in that field was juvenile
del i nquency, school viol ence, and narcotics
i nvestigations.

My first experience with SSRIs was when |
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was a parent of a second grader, ny wife and | were
called into the school, our son had a problem
staying in his chair. Wat was the governnent
school's answer? Drug your son into subm ssion, so
he will stay in his chair.

W refused and we thank God now that we
did. Qur son turned out just fine, played
basket bal |, baseball, and excelled at school and
sports.

I was a sheriff of a small conmmunity in
Arizona. We had an abnornmal anount of high rate of
suicide and teen violence. | amjust an
investigator, | just present the facts. One thing
that we could not ignore was the circunstanti al
evidence that the common denominator in all of
these cases was the victins or perpetrators were on
SSRI s.

In investigating these events, it becane
quite commonpl ace for all of us to ask the sane
question as we got to the next event of horrified
and traumati zed people and famlies. You have
heard from many of them today.

Sone people don't have the adverse
reaction to these drugs, sone do. | learned the

sane with LSD when | investigated that as an
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under cover narcotics officer. |1 can only say that
the evidence is nounting over and over as did our
i nvestigations.

We cannot, as |aw enforcement officials,

i gnore such circunstantial evidence. | doubt very
seriously if you could either. | aman advocate
for state's rights and | do believe that if the FDA
fails to take action, the state and | ocal
authorities will have to.

Thank you.

DR. RUDORFER:  Thank you.

Speaker 36.

Noah Wight Snith

M5. SMTH: M nanme is Noah Wight Smth
and | ama 15-year-old victimof |egalized drug
abuse. M nother had ne put on Ritalin when | was
5. 1 felt sick all the tine on Ritalin and it was
just the beginning of bad things happening to ne
because of drugs.

My grandparents won custody of ne |ast
year. Wen they won, they got upset because | was
in bad shape and on a lot of drugs. They picked ne
up at Broughton Mental Hospital in Mrganton, North
Carolina, and learned | was on 1,000 nmilligrans of

drugs a day. In ny lifetinme, | have been on 16
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psychot ropi ¢ drugs including Zoloft, Paxil, and
Ef fexor, and all of them made nme feel sick and do
very bad things.

I wasn't a bad kid. | was a badly abused
kid, abused by ny nmother and ny stepfather. The
Department of Social Services knew | was being
abused, but they didn't do anything except put ne
on nore drugs.

The drugs nmade ne sick and do bad things
like trying to stab nmy teacher with scissors.
Sonetimes it made me want to kill my parents, and
told themthat, and was put in a nental hospital

Sone drugs nmade nme have bad ni ghtnares, so
| tried very hard not to sleep every night, so they
gave ne drugs to nake ne sleep. Sone of the drugs
made me want to kill myself. | couldn't stop
t hi nki ng about killing nyself. Wen |I told the
doctors, they sent ne to still another nental
hospi t al

One day | tried to junmp off a very high
railing to kill nyself. | was put in a nenta

hospital again for doing that, but |I really wanted

todie. | really did want to, and I was so scared
and nad, too. |In those nental hospitals, they kept
giving me nore drugs, and | got depressed. | got
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di abetes and hi gh bl ood pressure.

My grandparents won ny custody and took me
to a new psychiatrist. W have worked hard
together and he found | really don't need any
drugs. Last year he took me off all of them one
at atime. No nore nightmares or wanting to hurt
or kill other people, and | don't want to Kil
mysel f anynore.

Drugs al nost ruined ny |life and al nost
killed nme. What about the kids that have to take
these drugs? | don't want kids to kill themnsel ves.
Who is taking care of then? Wio really cares about
us kids? | don't even know if you care, do you?
Sonebody had better listen to kids who say the
nmedi ci nes make themwant to kill thensel ves, and
make them sick, and do bad things, because they are
telling you the truth.

Thank you for listening to ne. Now,
pl ease, help the other kids, so that they don't get
hurt by drugs, and so they don't kill themnsel ves.

I alnmost killed nyself and | amglad | am alive.

DR. RUDORFER:  Nunber 37, please.

Mari on Cof f
MS. GOFF: | do not have any financial
ties. | amher with ny daughter, Alex. W are
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here to tell you about her twin sister, Devon, when
she was 9 years old. W are also joined by Senator
Li ncol n Chafee's wife Stephanie who is a friend of
ours.

In 2002, Devon devel oped an
obsessi ve-compul si ve disorder very suddenly and
very severely. In a three-nonth period, she |ost
10 pounds. W consulted a specialist who
prescribed Zol oft on her second visit with him
Soon thereafter, he increased the Zoloft to 50
mlligrams or nore, but it didn't help, so he
changed her prescription to Paxil

She was hospitalized and Devon's nedica
condition was conproni sed in that she had devel oped
a cardiac arrhythma and had to be placed on a
heart nonitor. She was in the hospital for one
nmont h, and she was on the heart nonitor and bed
rest for the entire tinme.

During this tinme, her Paxil was increased
to 20 mlligranms. A few days |later she was started
on Zyprexa also. Devon was not getting any better,
in fact, her behaviors grew worse. She began
hitting her head against the netal hospital bed.
She threatened to junp out of the w ndow on two

occasi ons.
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On two ot her occasions, we found a pair of
sharp scissors in her bed. Qur child was never
sui ci dal before these nedications. At one point,
my 9-year-old child, who weighed little nore than
60 pounds, was on 30 milligranms of Paxil and 10
mlligrans of Zyprexa.

Qur gentle daughter would now fly into a
rage several tines each day. It becane part of our
life to have ny husband and nyself restrain Devon
at tinmes for fear that she would truly hurt
hersel f.

During these tines, she would try to
inflict injury upon herself by banging her head on
wal | s, beds, floors. She would punch herself in
the legs and arns. She grew extrenely viol ent
toward us. She would run to the silverware drawer
and get a knife and attenpt to stab herself.

The worst nonment happened when | | ooked in
on her, in her roomone night, to find her by her
open second fl oor bedroom w ndow with one | eg out
the window in a position as if she appeared she
woul d j unp.

Devon is presently being treated for Lyne
Di sease. In summary, our experience has been one

of absolute terror to watch your 9-year-old
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daughter suffer so nmuch, so suddenly, and to be so
I ost in hel ping her.

So often we woul d ask why this was
happeni ng, and we were told to forget about the
eti ol ogy.

DR RUDORFER: | amsorry, we are out of
time. Thank you very nuch.

Nunber 38, pl ease.

Gary Chesl ek, MD.

DR CHESLEK: Actually, nmy wife is
speaking | ater.

My nane is Gary Cheslek, and | ama
practicing dentist from Vicksburg, M ssissippi, and
I am speaki ng today, not just as a health care
prof essional, but also as a parent.

| amhere today to tell you an anecdote.
Webster defines an anecdote as a short narrative of
an interesting or anusing biographical event, an
anecdote or anecdotal. That is the euphem smthe
manuf acturers of Prozac, Paxil, Effexor, and Zol oft
use to describe the thousands of reported out of
character, violent, homcidal, suicidal events that
occur in a vul nerabl e subset of patients who ingest
their SSRI antidepressants. They would have us

bel i eve that these are mere coinci dences and don't
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prove anyt hi ng.

My son, Justin, was a 20-year-sophonore at
the University of Southern M ssissippi when he went
to the Student Health Cinic conplaining of
insomia. He was given a thorough exam nation
i ncludi ng bl oodwork. Significant in the doctor's
note at that initial visit is the notation, "No
sui ci dal ideation."

Conpl ai ni ng that the sleep nedication he
was prescribed made him feel sedated and depressed,
he was put on Paxil for two weeks. During those
two weeks, he repeatedly told his doctor he didn't
like the way the Paxil nade himfeel, so he was
swi tched to Effexor.

Wthin 24 hours of the switch to Effexor,
he had a seizure. Five days |ater he hung hinself
in his apartnent. He didn't |eave a note. Beneath
himwas his |aptop conputer and a gl ass of Coke.

It was as if sone sudden inpul se had made him do
this.

We grilled his girlfriend about his nood
and behavior in the nmonths prior to his death. She
sai d his demeanor changed dramatically around her
bi rt hday, February 22. Justin started taking Paxi

February 21.
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Last June, regulators in the UK and Canada
banned Effexor and Paxil for use in children and
adol escents, and recently expanded that ban to all
SSRI's except Prozac. Last August, Weth issued a
Dear Doctor letter alerting the health care
professionals that the clinical trials had not
established the safety and effectiveness of Effexor
in children, and reveal ed an increased risk of
suicidal ideation and self-harm

The letter does not, however, indicate
that some of these trials were done seven years
ago.

DR RUDCRFER: Thank you very rmuch.

Sherri Walton

M5. WVALTON:. My nane is Sherri Walton and
I am here as a volunteer advocate. This is ny
14-year-old daughter, Jordan. W have travel ed
here from Ari zona at our own expense because we
know that public forums, such as this, usually only
hear from those who have had negative experiences.
W felt it was inportant for us to share our story.

Jordan was di agnosed with Tourette's
syndrone when she was 7 years old. As is typica
of Tourette's syndrome, she al so has OCD and ADHD.

She was originally prescribed an SSRI nedication to
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relieve the anxiety that consuned her because she
could not control her thoughts or behaviors.

This nedication allowed her to participate
in, and understand, the cognitive behavior therapy
that gave her sone senbl ance of normalcy. In
fourth grade, Jordan was still being hanpered by
t he obsessive thoughts caused by her OCD. 1In the
classroom this was overwhel m ng and extrenely
frightening for her.

Her nedi cati on was changed to a different
SSRI and within a few nonths, her obsessive
t hought s becane | ess and | ess intense. They were
still there, but now she was able to recogni ze what
they were and usually work through them

Dance is Jordan's passion. It is what she
wants to do with her life. In Novenber of 2002
she announced she wanted to quit dance. As she
burst into tears, she said that she wanted to die,
she wanted to kill herself.

She was di aghosed with clinical depression
and her nedi cati on was changed fromthe SSRI she
had taken for four years to a different SSRI to
treat both her OCD and depressi on.

As Jordan has struggled to find success in

school and in her relationships with peers, her
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meds were sonetinmes the only thing she coul d count
on to help her. The daughter | have here now
standing next to ne is a happy, healthy, successfu
teenager. There is no doubt in ny nmind that the
SSRI nedi cation saved her life, and |ike the other
SSRI antidepressants she is taking gave her a
chance for a full and conplete life.

Wth the greatest sympathy for any
fanmlies who have | ost children to suicide, | ask
that you identify and fix any breakdown in the
systemthat could lead to such tragedy. At the
sanme time, | ask that you appreciate and take into
account the enornmous benefits that these
medi cati ons have had for children and their
famli es.

Pl ease urge the FDA not to take away the
tools that have allowed ny daughter and nillions of
ot her sons and daughters out there to be successfu
inlife, and, in fact, to have Ilives.

As a parent, | call on the FDA to take no
action that would harmmny child.

DR. RUDORFER: Thank you

We are up to speaker 40.

Peter R Breggin, MD.

DR. BREGGE N: Hel | o. | am Dr. Peter
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Breggin. | ama psychiatrist and one of the few
experts in the world on nmedications who isn't
involved in any way with the drug industry. |
think there are handful of us.

I have given you a peer-reviewed article
that cane out just a few weeks ago that | wote,
which is the nost extensive reviewto date on
vi ol ence, suicide, and mani a caused by the SSRIs
and it has just, | don't know, naybe hundreds of
citations.

Back in the 1980s when Prozac was being
approved, Richard Kapit, the chief nedical officer
at the FDA, identified a stinulant syndronme in
association with Prozac, and he repeatedl y warned
in in-house docunments that this stinulant effect
woul d turn depression into agitated depression and
cause a deterioration in the individual

Since then, we have been able to identify
a continuum of stinulation that has at |east four
syndrones involved, that | have now seen produce
vi ol ence and suicide in dozens of patients in ny
clinical consultations and in ny nedical/l ega
wor K.

The syndrone, first and forenpst, includes

mani c-1i ke behavior. W know that Luvox, for
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exanple, just in its |label has a 4 percent rate of
mania. From Enslie's study, hidden in the fine
print, we know that Prozac, controlled clinica
trials, 6 percent rate of mania.

The second syndrone is the agitated
depression, it is hard to tell often clinically
from mani a.

The third syndronme is this obsessive
suicidality and viol ence, and the fourth syndrone
i s akat hisia, which we now know, and is even in the
old DSM can produce psychosis and agitation, and a
variety of other problens |eading to suicide and to
vi ol ence.

The literature is extensive. You have got
to go beyond the needle in the haystack. Please
| ook at my review.

DR. RUDORFER: Thank you, Dr. Breggin.

Speaker 41.

Robert Fritz

MR. FRITZ: People have been pleading with
the FDA for 11-plus years to put warnings on
prescriptions for antidepression nedication to no
avail. The FDA has had peopl e present information
about suicidal tendency increase and numerous

conpl eted suicides, and still no warnings of

file:/lIC|/storage/0202psyc.txt (148 of 401) [2/18/04 9:57:53 AM]



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

increased risk of suicide were issued

The people of the United States have a
right to know what risks are associated with taking
these drugs. | have a right to know what risks are
associated with taking these drugs, so | can nake
an informed decision as to whether or not | want ny
children to take these drugs.

The need for a warning is conpounded by
the fact that doctors are prescribing these
medi cations off label. M daughter, Stephanie Raye
Fritz was taking Zoloft. W weren't told of any
ri sk of increased suicidal tendencies or increased
sui ci de attenpts.

She hung herself on the evening of
Novenber 11th in her bedroom after finishing her
honmewor k.  She showed no signs of increased
depression or immnent suicidal thoughts, and, in
fact, was still recruiting people to see her sing
the foll ow ng nonth.

We had no warning of what Zoloft could do
to our daughter, but you people, the FDA, certainly
did. On Cctober 27th, two weeks before she took
her life, you put out a Public Health Advisory and
notified physicians about prelimnary data from

studi es suggesting an excess of reported suicida
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i deation and suicide attenpts for pediatric
patients receiving certain of these anti depressant
drugs.

Wiy weren't we, the parents of the kids
taking Zoloft, notified with this advisory? It is
too late for ny daughter, but for the FDA to
continue to sit on this information and not let the
public know the risks associated with these drugs
is a gross msuse of power.

I am not asking that these drugs be taken
off the market. | don't know enough about their
safety to recormend that. Wat | amseeking is
that when the drugs are prescribed off |abel, or
when drugs are prescribed after an advisory is
i ssued suggesting new adverse side effects, that
the FDA nake it nandatory that the physicians
prescribing such drugs explain in plain English
what the risks are and that an inforned witten
consent be received fromthe parents or the
patient's guardian.

I hope that you will agree that all
Anmeri cans deserve to know what risks they are
assuni ng when they take nmedication. | believe that
nost Americans, including nost elected officials,

agree with that.
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How rmany nore people have to die before a
war ni ng gets issued?

DR RUDORFER: Thank you

We are going to nove ahead to speaker 43.

Law ence Geenhill, MD.

DR CGREENHI LL: M/ nane is Lawrence
Greenhill. | ama child psychiatrist, Professor of
Child Psychiatry and Pharnacol ogy at Col unbi a.
am speaki ng today on behalf of the American Acadeny
of Child and Adol escent Psychiatry where | serve as
Chai rman of the Program Committee and as Chair of
the Pediatric Psychopharnmacol ogy Initiative
Conmi t t ee.

First, | want to extend ny synpathy to al
the famlies who spoke so noving here today about
their losses. | think simlarly, the nenbership,
who are conprised of 7,000 child psychiatrists at
the Anerican Acadeny of Child and Adol escent
Psychi atry, are concerned about these fanilies, and
they want to get the results of this reviewto help
their patients with safe and effective treatnents

In that regard, the American Acadeny of
Child and Adol escent Psychiatry supports the revi ew
that is going on and it specifically supports the

reclassification of suicidal events using patient
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charts, that is, patient |level analysis, as the
category that turned up in Dr. Laughren's report of
possi bl e suicide-rel ated events was one nost

subj ect to possi bl e nmethodol ogi cal bias that m ght
be addressed by patient |evel analyses and

recl assification.

Furt hernore, | support the mandatory
registration of all clinical trials as advocated in
JAMA by Di ckerson and Rennie in July of 2003. That
i s because one of the greatest roadbl ocks to
under st andi ng the safety and efficacy of trials is
the |l ack of public access and its disclosure of
these data sets due to laws that treat sone of the
data as proprietary trade secrets.

I join ny colleagues at Colunbia in
encouraging the field to carry out further
prospective pl acebo-controlled trials using methods
such as we have heard today, the randonm zed
wi t hdrawal di scontinuation or chall enge,
de-chal | enge --.

DR. RUDORFER: Thank you, Dr. Geenhill.

Nunber 46, pl ease.

Suzanne Vogel -Scibilia, MD.
DR VOCEL-SCIBILIA: | would like to have

my remarks into the witten record, and | want to
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| et you know | am here at ny own expense.

Good nmorning. M nane is Dr. Suzanne
Vogel -Scibilia. | a nenber of the NAM board of
directors. As a person diagnosed wi th bipolar
disorder, | amproud to serve on the NAM Board and
proud that NAM is the nation's voice on nental
illness representing both consunmers and family
menbers. | amalso proud to be the nother of five
children, two who are diagnosed with nental
illnesses and one who is currently being treated
with an SSRI .

| amalso a practicing clinical
psychiatrist with no financial ties to the
pharmaceutical industry. | represent thousands of
fam lies across the country.

My son, Anthony, had a very severe nental
illness primarily depression and attention deficit
di sorder as a manifestation of his bipolar
di sorder, and another son has had treatment with
nuner ous anti depressant medi cations incl uding
several SSRIs.

My children have had trenendous
i mprovenent with their illnesses and | ead very full
and functional |ives because of SSRI nedication,

al ong with ot her psychotropic nedications. |
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1 shudder to think of their plight if these

2 medi cati ons were not avail abl e.

3 One of ny sons has had suicide attenpts
4 and violent incidents with knives. He has also run
5 out of our house - in a fit of terror --in subzero
6 weat her only to be found freezing and hypothernic
7 by our local police departnment in the next town.

8 These incidents all occurred while his illness was
9 not adequately treated with an anti depressant

10 medi cati on.

11 My other son suffers from di sabling

12 obsessi ve- conpul sive di sorder synptons and

13 depression, and has had his life dramatically

14 improve fromtreatment with SSRIs

15 I want to talk and speak about suicide and
16 the consequences of untreated nmental illnesses.
17 We are pleased that the FDA is | ooking

18 closely at the data related to SSRI use and

19 suicidality. NAM is deeply concerned with the
20 public health crisis and the nunber of youths who
21 commit suicide. The U S. Surgeon CGeneral reports
22 that up to 80 percent of our youth who need nental
23 health treatment receive none at all

24 In summary, | would like to thank the

25 committee for allow ng 200,000 nenbers of NAM to
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share our views on this critically inportant issue.
I hope and pray that this commttee will render a
deci si on based, not on enotion-filled pl eas of
i ndi vi dual s whose experience are not supported by
adequat e research.

Thank you very nuch.

DR. RUDORFER: Thank you.

If we could have speaker 48, please.

Dennis Wnter

MR WNTER | amDennis Wnter. | am
here today with Karine Wnter and Mary Lou Wnter,
Beth's nmom

Four nonths ago or |ess than four nonths
ago, Beth, a 22-year-old recent graduate fromthe
Uni versity of Rhode I|sland, she graduated summa cum
| aude, she was a child who was loving, froma very
tight, close famly, never any instance of al cohol
or drug abuse, never any probl ens, a wonderful
student, a wonderful girl, a loving sister to her
brothers and sisters, commtted suicide after being
on Paxil for seven days.

Now, what | think is critical here is the
fact that she can go to her general practitioner on
the first visit and be prescribed Paxil. | think

it is clear that you need to cone out wth warning
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| abel s for practitioners and doctors, so the
lawyers in this room when those | abels are out
there, if the doctors continue to do it, will be
able to bring actions. |f you bring out the
warni ng | abels, there is enough | egal community in
this world that will police itself.

Let ne go on. As we are sitting here
today, we heard a | ot about idiosyncratic data, al
permtted data, requested data available, data we
are permtted to evaluate fully, and it comes down
to this data streamthat we don't know t hat
happened 15, 20 years ago, the data streamyou are

trying to anal yze.

I don't know, like M. Farber said, if you

are going to be analyze all that data and cone out
with that data. You should put out warning |abels
because you are not going to get a clear answer.

I amrunning out of tinme, but Dr. Healy
provided testinmony in federal court on May 22nd,
2001. Everybody needs to be read that testinony.
He gave it under oath, under threat of perjury, and
that is very enlightening to anybody invol ved here,
and you really need to read it.

Al so, you need to look at confidentiality

agreenents. A lot of families of people who commit
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sui ci de are enbarrassed. Wen the | awers cone,
they sign confidentiality agreements, and you don't
hear about what is really happening out there.

DR. RUDCRFER: Thank you very rmuch.

We are going to nove along to speaker 51

Steve Col e

MR COLE: | am Steve Cole. | am here at
ny own expense.

My father commtted suicide after 13 days
on Prozac. He has absolutely no history of nental
illness, in fact, quite the contrary. He and ny
mom had just built a new house, a |l ot of the work
he did himself. He and | and a friend built a
cabi n out of raw | unber.

These are not the type of things that you
do if you are planning on dying. Let nme repeat
that. You do not do that.

He was | ooking forward to his new house.
He was planning nmany activities. He was upbeat, he
didn't drink or ganble, and he did not have any
recogni zed prerequisites for suicide unless you
want to consider all 70-year-old nmen suicidal, and
I just don't buy that. Generally, he was in very
good heal th.

Next sli de.
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He experienced sonme chest pains about a
month and a half after noving into the new house.
As a precaution, he went to his cardiologist. His
heart tested perfectly well. He was upbeat and had
a new grandbaby on the way.

He was prescribed Prozac off |abel for the
chest pain. The doctor, who is an outstanding,
wonder ful man, stood behind us on this, and stated
that he has no doubt that it was Prozac induced.

El even days after he started, he denonstrated
symptons of akathisia, he was jittery. H s fingers
and his skin felt odd, he was easily agitated.

He told ne, "I cannot stand the way this
drug mekes ne feel." Two days later he comitted
sui ci de.

Growi ng up, he watched a | ot of westerns.
He | oved westerns, but he would turn the channel if
a man was hung or lynched. This is the way ny
father died. He hung hinself. It was conpletely
out of character. He died by neans of his own
ni ght mar e

Thank you very nuch.

DR. RUDORFER: Thank you

Nunber 52, please.

Al | an Rout hi er
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MR ROUTHHER | amhere to request that
Vel | butrin be recogni zed as anot her dangerous drug.
Informati on was sent to this conmittee by sone
researchers and nyself as to the reasons for
inclusion. There are too many cases of suicide and
deat hs caused by this drug. It is known to cause
akat hi si a, depression, psychosis, serotonin
syndrone, seizures, hallucinations, and nany other
serious adverse effects.

One suicide while on Well butrin for ADHD
was 9-year-old Carey Brooks, who had to kneel down
to hang hinmself with his shoelace. There are many
reasons these drugs are prescribed, and they can
cause suicide in non-depressed peopl e.

Do not blane acts of drug-induced
psychosi s on depression especially when this is
happeni ng to peopl e given these drugs for other
purposes. It is not only SSRIs. SSRI is a
nmi snonmer. None of them are selective to serotonin.
When you affect one neurotransmitter, you affect
ot hers.

Reneron, Serzone, Effexor are not SSRIs.
Ef f exor works on serotonin, norepinephrine, and
dopani ne, as does Wellbutrin. FDA Med Watch

reports hundreds of suicides on Wllbutrin.
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Wellbutrin is structurally simlar to anphetam ne
and overstinmul ates many peopl e.

Six nonths ago ny wife went to the doctor
sick and was sent home with Wellbutrin. After six
days of serious adverse reactions and i nsomia, she
shot herself. This was not her. Forty years old,
beautiful, with two boys, she was a perfect wife
and nother, married for 18 years, al mbst 25 years
working in the Wlfare Ofice.

She was never depressed. She was the nost
| oving, unsel fish person anyone coul d know.

I medi ately after starting Wellbutrin, she was not
herself. This was an act of psychosis. This has
been happening for too long. People are worth nore
than profits.

How many more have to die before sonething
is done? Don't be fooled by mani pul ated studi es.
Thi s was whitewashed in 1991, now they are trying
to do it again. This happens to adults, as well as
children, prescribed for any reason, not just NDD.

My wife was nmurdered. The FDA is supposed
to protect us fromthese pill pushers.

Thank you.

DR RUDORFER: Thank you

Nunber 53, please.
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Daniel J. Safer, MD.

DR SAFER | am Daniel Safer. | ama
child psychiatrist, and | have no conflict of
interest in comng here.

I think the major finding of the British
Conmittee on the Safety of Medicines was that nost
of the data that they got were unavailable to them
prior to the conpany conming in for an indication,
so when they found the data, they were surprised to
see that nost of the studies were negative or
failed for the treatnment of depression in children
using SSRIs. So, that was | think the mjor
finding as far as | am concerned of the British
Commi tt ee.

The second finding i ndeed was that nobst of
the studies, the vast magjority of the studies they
| ooked at were either failed or negative for the
treatnment of depression in children.

The third finding had to do with the side
effects of particularly the suicidality issue,
which | consider a minor finding of the British
report. It was about 1 and a quarter percent rate
for placebo and about 3.5 percent for the active
nmedi cati on.

I think that is fairly understandabl e
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because the nedication, the SSRIs are known, and
have been known, to increase the risk of agitation
and activation and children. In fact, the rate is
about 15 to 20 percent when you | ook over about 40
or 50 studies on SSRIs.

It is a high rate, so you woul d expect
that children who were depressed m ght have an
increased rate of suicidality if they are agitated
or anxious or activated under nedication.

Now, there is a |ot of concern about the
fact that a lot of these studies are not published,
they sinply are put in a file drawer. | think that
is a big concern, it's a big concern for Eric Kahn
[ ph] and M chael Thase and Norman Sussman, some of
the major people in the field of psychiatry.

So, | think the focus of the neeting is
sort of unfortunate by focusing on suicidality
because | think the big issue here is that we don't
have access to the data that we need fromthe
controlled trials, that are sinply put in a file
drawer by the conpanies

So, | would like to close by quoting
Dani el Conner in the American Journal of American
Acadeny of Child and Adol escent Psychiatry this

month. OCh, | will leave the quote out.
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DR RUDORFER: We will look it up. Thank
you.

Speaker 54, please.

Julie Zito, Ph.D

DR. ZITO | amJulie Zito fromthe
Uni versity of Maryland/Baltinore, and | bring to ny
comments this norning 20 years' experience in
psychi atri ¢ phar macoepi dem ol ogy.

I would like the committee to consider the
followi ng drug safety issues in naking their
reconmmendat i ons.

First, synptons |ike activation and
agitation are reported very inconsistently,
anywhere fromno incidence in a clinical trial to
as many as 55 percent of the children in an SSRI
trial. This information suggests a | ack of
st andardi zati on of neasurenments and met hods with
whi ch to assess these events.

Second, we need research on behaviora
toxicity in order to separate synptonms associ ated
with drug fromthose associated with the underlying
psychiatric disorder. | don't think we can just
assune it.

Third, because suicide is a very rare

event, we need research that requires active
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surveil |l ance, not passive surveillance, active
surveillance in large, well-defined popul ati ons.
We have the capacity to do that with research
met hods i n pharnacoepi, but as yet, there is no
federal nmandate to go beyond Med Watch.

Thank you.

DR. RUDORFER: Thank you.

Speaker 55, please.

Joseph @ enmul |l en, MD.

DR GLENMULLEN: | am Joe G ennullen. |
am a psychiatrist and clinical instructor in
Psychi atry at Harvard Medi cal School and the author
of Prozac Backl ash, which describes ny experience
seei ng patients become suicidal on SSRIs.

I am here at ny own expense because there
is a specific side effect of SSRIs called akathisia
that can make sone patients so agitated that they
feel death would be a wel cone relief.

This side effect is so well established
that it is clearly described with SSRIs in the
Di agnostic and Statistical Manual, the DSM the
Ameri can Psychiatric Association's official
di agnosti c manual .

If you |l ook at the transcript of the FDA

hearing on this very side effect 10 years ago, you
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will see the FDA saying repeatedly we don't know
what to do, we need nore research. It is a tragedy
to be here 10 years later and hear the FDA saying
t he same thing.

The industry's response to this side
ef fect has been to blane the underlying psychiatric
conditions of patients, to disniss legitimate
medi cal case reports as anecdotes, and to scare the
medi a away fromthe subject, claimng that it would
frighten patients away fromtreatnent.

I ndeed, there is a prevailing
authoritarian attitude don't warn patients, you
m ght scare them

Well, | prescribe SSRIs and | warn
patients, and they are not frightened away from
treatment. Let's stop blam ng patient's underlying
psychiatric conditions. Let's stop blamng the
victinse and deal with this very real side effect.

Thank you.

DR. RUDORFER: Thank you

Speaker 56, please.

Li nda Chesl ek

M5. CHESLEK: Hello. My name is Linda

Cheslek. | ama pediatric nurse practitioner and

have prescribed nmedi cations for pediatric patients
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for 25 years.

In the past, | thought that when an FDA
drug was approved, that it had gone through a
rigorous battery of independent tests and trials
under the auspices of the FDA, but | can | onger
believe this.

Way? Well, this sunmer | received this
letter fromWeth. It is a Dear Doctor letter. It
goes to all health care professionals, and it told
me an update on Effexor, that the safety and
ef fectiveness in pediatric patients had not been
established, but there were reports of increased
hostility, suicide, adverse events, suicida
i deation, and self-harm

This letter that canme to ny hone confirned
what | already knew, that ny son, who had a
three-week trial of Paxil and Effexor becane very
much worse. He devel oped the akathisia you have
been hearing about. He devel oped serotonin
syndrone synptoms and a seizure

Weth had this information for al nost
seven years. Wiy did not the FDA require this tria
data to be submtted along with the other data?
The FDA allows the drug sponsors to nmani pul ate and

massage the data, to present it in a way that they
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feel is pronoting their drug, and not the truth.

I ask you to require themto submt all
the data and to give a warning about these
medi cati ons. \When you go to bed tonight, | hope
you will see ny face, the face of ny son, and maybe
of other faces of these people, and give a warning.

Thank you.

DR. RUDORFER: Thank you

We are to speaker 57.

Jeff Avery

MR. AVERY: Hello. M nane is Jeff Avery.

My 16-year-old stepson, Brandon Ferris,
conmmitted suicide on July 22nd, 2001, about three
weeks after he began taking Zoloft. Brandon was a
bright and socially outgoing teen who got al ong
well with others. He was a bl ack-belt instructor
in Tai Kwon Do, active in the church's youth group,
and held a part-tine job.

Hi s not her hone-school ed Brandon and
wor ked at the Tai Kwon Do School, so she was very
active in Brandon's activities.

In June of 2001, Brandon expressed that he
was feeling down, and not his usual energetic self.
It was decided that he should take some tine off

and see a counsel or.
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The counsel or suggested that he see a
doctor. The doctor, who found no physica
probl ens, prescribed Zol oft.

Sunday, July 22nd, Brandon and | went to
church. On the way hone Brandon volunteered to
make a cake for his nother's birthday. He asked
permission to go on a boating trip. He spent the
rest of the day with his friends and an ol der
br ot her Randy.

When he canme honme from his youth group
meeting at 9:15, he seened fine. At 9:45 he asked
hi s nother about the boating trip. At 10:30 he
went to check his e-nail, but his brother was using
the conputer. At 11 o'clock, he was found in his
room hung by the neck froma belt in his closet.
We called 911, we perforned CPRto no avail. He
was pronounced dead at the hospital

Refl ecting on the day's events, | could
not detect any indication of forethought to
suicide. However, later conversations with others
close to Brandon inferred that he may have been
havi ng problens with the nedication.

The obvi ous question is what happened in
Brandon's mi nd between 10:30 and 10: 45

This was not the end of unspeakabl e
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1 tragedy. Five nonths later, Barbara, unable to

2 cope with the | oss of her youngest son, took her
3 life.
4 Since then | have coll aborated with

5 Brandon' s bi ol ogi cal father, Dan Ferris, to obtain

6 informati on that would point to the cause of

7 Brandon's death. W believe, after having done

8 much research, that the drug Zoloft had a causa

9 effect in Brandon's final actions.

10 Thank you

11 DR. RUDORFER:  Speaker 58, please.

12 Harry Skigis

13 MR SKIAS: Wat can | say that hasn't

14 really already been said, but | had a speech

15 prepared and decided to revanp it while sitting

16 here in the audi ence.

17 I tried to kill nyself and luckily didn't

18 succeed. | amstill on Paxil because | am hooked on

19 a nonhabit-forming drug. | don't know if | wll

20 live long enough to see how this thing ends up, but

21 | amgoing to try

22 I have al ways believed that do unto others

23 as you woul d have done to yourself. Wuld you

24 peopl e put your children on this drug?

25 take it yourselves? | doubt it.
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Probably not all the statistics in the
worl d can't bring back the people that are dead
because of the irresponsibility of the FDA. How
can | put in any faith in a governnment that stil
somewhat denies that cigarettes are addictive?

I wonder if you people can sleep at night
whi | e your decisions are killing innocent people
every day. | leave nmy life in your hands and hope
that you will apologize to all the people here for
your decision and ignorance in this matter and how
it has shattered so nany people's lives.

I really hope you guys can do sonet hi ng
about this or at least tell us who will help us,
because a | ot of people are dead here today, and
it's all in your hands. So good | uck

DR. RUDORFER: Thank you

Speaker 59, please.

Panela WId

M5. WLD: On Septenber 9, 2001, in a
state of confusion and hopel essness, | put a.38
Special, Smth & Wesson revol ver under ny chin and
pul l ed the trigger

In going through withdrawal from Paxil, |
lost all ability to cope and reason and wit hout

realizing it, became suicidal. | suffered from
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sl eepl essness, night sweats, |ight and sound
sensitivity, irritability, and dizziness.

I was in a constant state of terrible
anxi ety and felt as though the only thing holding
me together was my skin. | couldn't understand why
others weren't seeing things ny way, as though
was speaking in another |anguage. | was told by ny
therapist that | had drifted into a fantasyl and.

She said it was though ny system had been
poi soned sonehow, | was told not to worry, the only
way to die fromthis drug was to fill a tub with
Paxi| and water and drown in it.

The side effects | experienced on Paxil
even though | reported themto my doctor, were
di smi ssed because no one was warned that Paxi
coul d cause what | was experiencing.

If I, at 41 years old, could not
articul ate what was happeni ng, how do you expect a
child to?

There is no real nedical explanation for
my survival. The front of ny face was bl own away,
| eaving a hole | arge enough to enconpass a nan's
fist. The bullet mraculously only took two-thirds
of ny tongue, nost of ny nandi bl e and ny cheek

bones. The maxilla was shattered.
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The orbit of ny left eye was broken and
forced the eyeball out onto what remained of ny
| eft cheek. It conpletely destroyed ny hard and
soft palate along with nmy nose and sinus cavity.

I was bl essed, though. | may not able to
taste or snell, but at least | lived. | can see,
talk, and | can hear. But nore surprising than any
of those, | have brain function. | truly believe
my life was spared for a reason. That reason is so
I can prevent others from experiencing what |
experi enced.

DR. RUDORFER: Thank you very nuch.

We are up to speaker 60. Thank you

Karen Barth Menzies

MS. MENZIES: Good norning. My nane is
Karen Barth Menzies and | am an attorney for Baum
Hedl und. We represent several thousand SSR
victims. W have been doing this for 12 years.

The U.S. Code of Federal Regul ations
201. 57 nandates that you require the drug companies
to warn when there is reasonabl e evidence, not
causation, reasonable evidence of an association of
a serious risk.

The clinical researchers who did these

trials on kids and the drug conpani es thensel ves
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confirnmed that there are nultiple events of
suicidality caused by the drug. The nethodol ogy
that you are going to be using is designed to
expl ai n away those events.

Even Dr. Laughren admits in the meno he
gave you for this hearing today that there is
evidence in these trials of an increased risk of
suicidality, reasonable evidence is there. |If
there is reasonabl e evidence, you nust make them
war n.

Serious risk, we certainly have that.
Akat hi si a, psychosis, mania. Wen you are | ooking
at this data, you are not just |ooking at the
sui cide, also look for signs of akathisia and
psychosis and mania. These aren't as easily
expl ai ned away by the drug conpani es, by bl aning
the di sease, by blaning the victinms.

When you take the potentially fatal risk
and couple that with lack of efficacy of these
cases, why take that risk especially when it cones
to our kids.

Paul Leber [ph] predicted this day when he
said that the FDA woul d come under attack because
they weren't as demandi ng as they ought to have

been when they were | ooking at the efficacy of the
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anti depressant products.

Put me out of business for the right
reasons, warn about these drugs and di scl ose.

DR. RUDORFER: Thank you

Speaker 61, please.

Ay Coburn

M5. COBURN: Hi. M name is Amy Coburn
I have flown here from Salt Lake City, Utah, at mny
own expense.

| am here on behalf of ny father, nyself,
and ny family. M father's nane was Wayne Coburn
Most people renmenber himas a man full of life and
willing to hel p anyone in need.

I remenber my dad as a man who | oved his
famly very nmuch and was very loved in return, a
man full of ideas and hope for the future, but |ike
many people, he found he got a little down in the
wintertine. He was diagnosed with seasona
depressi on without suicidal tendencies.

VWhen | was 13 years old, he was put on
Paxil. Three weeks later he pulled his car into an
old factory garage, started his engine, and there
waited until he died of carbon nonoxi de poi soni ng.

This naturally shocked me and ny famly

and we all had a hard tinme coping with his death.

file:/lIC|/storage/0202psyc.txt (174 of 401) [2/18/04 9:57:54 AM]

174



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

175
| started going to a counselor to work through ny
grief, and I was put on Paxil, the sane drug ny
fat her was on.

| started acting differently, then very
soon after | started having suicidal thoughts, nood
swings, | was fighting with nmy friends, and the one
thing my nomnoticed is that | wouldn't tal k about
how | was feeling. The only thing she could get
out of me was "I amfine, |eave me alone."

Six weeks after | was put on the drug,
stayed hone from school, wote ny good-bye letters,
and swal | owed a cupful of poisonous bat hroom
cleaner. | immediately got scared and ran to mny
nei ghbor's house. She called 911 and luckily |
survived and | am standi ng here today.

We soon found out that we weren't the only
ones who had problens with these drugs. Hundreds
of famlies have | ost people they | ove because they
had no idea of the effect they could have on a
person's mind. Al ne and ny famly want are
war ni ngs on these drugs.

DR. RUDORFER: Thank you. | amsorry, we
are out of tine. Thanks.

Speaker 62, pl ease.

Sharon MBri de
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1 M5. McBRIDE: | amhere as a nother and
2 amhere at ny own expense
3 When our daughter was 13 years old, she
4 cane to nme and said that sonmething was wong with
5 her. After discussion, | took her to the emergency
6 room where she was di agnosed with depression
7 After three years of intense psychotherapy
8 to di scover and hel p the cause, she experienced her

9 first manic episode. She was hospitalized and

10 given lithiumand a mld dose of antipsychotic

11 medi cation for a brief period of tinme.

12 The resulting acne and wei ght gain caused

13 her further depression thereafter. Due to ny

14 inability to accept the diagnosis, we took her to a

15 psychol ogi st rather than a psychiatrist to get a
16 ni ddl e- of -t he-road opi ni on

17 Because she was so depressed, we did
18 eventual ly see a psychiatrist again, and she was

19 prescri bed one of the SSRI nedication, Zoloft.

20 Shortly after beginning this treatnment, she had a

21 serious suicide attenpt. The doctor at the

22 hospital first thought that it was just another
23 attenpt trying to get attention, but after he
24 interviewed her, his opinion changed.

25 Wi | e she had been depressed, she had
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never attenpted suicide before this tine.
Eventual |y, she was prescribed three nedications,
one of which was Paxil. Three different tinmes in
her life she abruptly stopped taking the

medi cations including Paxil, which resulted in
mani ¢ epi sodes.

Bef ore her | ast episode, she had been
stable for five years. Then, during a very
stressful time with her grandnother dying, she
abruptly stopped the Paxil and experienced her
wor st mani ¢ epi sode with hallucinations and ot her
heal t h probl ens.

She finally had to be court-ordered into
the hospital and it devastated her life. She |ost
her job as a security assistant at a hospital, and
her roommates could no longer live with her because
this was not the person that they had known and
| oved.

That was two years ago and she is just
beginning to put her life back together. | would
encourage the committee to | ook very closely at the
suicide attenpt ratio for children and teenagers
taking these SSRI nedications.

Thank you.

DR. RUDORFER: W are up to | believe our
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final speaker of the norning session, and that is
Dr. Thomas Moore.
Thomas Moore, MD.

DR. MOORE: Good afternoon. | represent
Drug Safety Research. | have conpleted two studies
that raise additional questions about the safety of
anti depressant drugs, and both of those studies
shoul d be in your binders.

The first of those concerns the nedica
use of these drugs, who are taking them and the
headline finding is that in the four-period 1998 to
2001, use of antidepressant drugs in children
doubl ed.

The second finding is that |ess than 10
percent of these cases were these drugs being
prescribed for FDA-approved use, and the remaining
90 percent of the cases, they were for unapproved
use or ones that raised safety concerns. Let ne
gi ve you some exanpl es of what | found

Among boys 6 to 12 years old, 52 percent
of the use was for treating attention deficit or
conduct disorders typically in conbination with an
anti psychotic or a stinulant, such as Ritalin.

Now, | know of no scientific evidence that

says that conbination therapy is effective in these
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di sorders, and | know of no evidence that it is

safe either.

As you go on, conbination therapy was very

common in the real world. Twenty-two percent were
taking two anti depressant drugs, 17 percent were
taking drugs that were ineffective in clinica
trials, 42 percent were taking two of nore
ant i depressant drugs.

So, what we are seeing is when drugs are
i neffective, rather than abandoning themor trying
alternatives, doctors increase the dose or conbi ne
the drugs in ways, the safety of which we are not

awar e.

The second major study that | submitted to

you today is of the adverse event experience,
largely the sane data set, but different criteria
fromwhat the FDA has conduct ed.

The two key findings there are, nunber
one, it appears based on the nmedical use of these
drugs that these drugs cause suicidal and rel ated
behavi ors at doubl e the expected rate conpared to
adults. So, they seemto be being reported nore

frequently in children.

The second finding is there appeared to be

no difference in adverse event reports between the
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two drugs for which there were warnings, and those
four drugs for which we do not have war ni ngs.

DR. RUDORFER: Thank you, Dr. Moore.

W will now end our norning session. |
want to thank all our open public hearing speakers
for raising very inportant issues for the
committee. | believe we will have two additiona
public speakers during the afternoon session, but
we are now going to take our |unch break

W will reconvene at 1 o'cl ock.

[ Wher eupon, at 11:59 a.m, the proceedi ngs

were recessed, to be resuned at 1: 00 p. m
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1 AFTERNOON PROCEEDI NGS
2 [1:10 p. m]
3 DR RUDCRFER  Good afternoon.
4 We are going to begin this afternoon's

5 session with several speakers fromthe FDA. \What
6 we are going to do is hear a total of six speakers

7 fromthe FDA, as well as our two remmining public

8 speakers. There will be a break al ong the way.
9 | amgoing to ask the conmittee to save
10 your questions until the end. W will have a |ot

11 of tinme for discussion |later this afternoon.
12 First, | would like to introduce Dr.

13 G anna Rigoni fromthe Ofice of Drug Safety of the

14 FDA.

15 Pedi atri c and Adol escent Anti depressant
16 Drug Use in the U S

17 DR. RIGONI: Thank you, Dr. Rudorfer, and

18 good afternoon.

19 [Slide.]

20 Today, | would like to describe for you
21 anti depressant drug use trends in children and
22 adol escents in outpatient settings to provide a
23 context for further discussions this afternoon.
24 [Slide.]

25 First, | will describe the use of selected
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anti depressant products by prescriptions di spense
inthe United States, followed by the proportion of
those prescriptions dispensed to 1- to
17-year-ol ds.

Next, | will exam ne the specialties of
t he physicians responsible for prescribing these
products to children and adol escents.

Finally, I will identify the primary
di agnoses for which these products are used in
t hese popul ati ons.

[Slide.]

The anti depressants examned in this
anal ysis include the sel ective serotonin reuptake
inhibitors, or SSRIs, as we refer to today, and the
atypi cal antidepressants seen on this |list here.
Atypi cal include nefazodone, venl af axi ne, and
m rtazapi ne.

These products will be presented at the
nmol ecul e I evel, therefore, fluoxetine will refer to
Prozac, Prozac Wekly, Sarafem and all generic
fl uoxetine equival ents, and so on, for each
product .

Al'l references to the term
"antidepressants” in this talk will refer only to

these 10 products. Tricyclic antidepressants,

file:/lIC|/storage/0202psyc.txt (182 of 401) [2/18/04 9:57:54 AM]

182



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

MAO s, and ot her products used to treat depression
were not exami ned for this analysis.

[Slide.]

At this time, only three SSRI products
have FDA-approved | abeling for use in pediatric
popul ation. Fluoxetine is the only product
approved for the treatnent of pediatric ngjor
depressive disorder at this tine, while fluoxetine,
sertraline, and fluvoxam ne are approved for the
treatment of obsessive-conpul sive disorder in this
popul ati on.

Al t hough only three products have
FDA- approved | abeling for the treatnent of MDD and
OCD, use of SSRIs and atypical antidepressants
outside of current FDA labeling in pediatrics is
endorsed by many in the medical comunity through
various clinical practice guidelines.

[Slide.]

I will now describe the nethods that were
used in this analysis.

[Slide.]

Since data for 2003 was not conplete in
time for this presentation, we will |ook at drug
use trends from 1988, the year fluoxetine was

| aunched, through 2002.
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When exam ning trends and prescriber
specialties and diagnoses related to prescribing
these products, trends over a five-year period of
time, from 1998 to 2002, were used. Data on drug
utilization will be presented from sources FDA has
avai | abl e under various contracts. For this
anal ysis, outpatient data was obtained fromtwo

I M5 Heal th audits.

IMS is a source of marketing data comonly
used by the pharmaceutical industry and governnent
agencies, and is used to obtain nunbers of
prescriptions dispensed, as well as diagnoses
related to the recomendati on of pharnaceutica
products in physicians' offices in the U S

[Slide.]

The first I M5 Health Audit exami ned the
Nati onal Prescription Audit Plus, or NPA Plus, as
will refer fromnow on, neasures dispensed
prescriptions fromthe outpatient pharnmacy settings
seen here. W have chain, independent, mass
mer chandi sers, food stores with pharnacies, nail
order and | ong-term care pharmacies.

The nunber of estimated prescriptions
di spensed are obtained froma sanple of

approxi mately 22,000 pharnmacies in the U S., and
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are projected nationally.

[Slide.]

Next, we exam ned data fromthe Nationa
Di sease and Therapeutic Index Audit, or NDTlI, from
I M5 Health. NDTI collects data on drug products
and di agnoses nentioned during of fice-based
physi cian visits.

A nmention is a physician's treatnent
i ntention where they believe one of the selected
antidepressants is appropriate, and inportant to
remenber is it could result in either a
prescription, a refill authorization, or sanples
given to the patient.

I nformati on on trends of diagnoses,
patients, and treatnment patterns occurring during
these visits are linked to each drug. NDTI data
are obtained froma sanple of 2,000 to 3,000
physi ci ans representing approxi mately 100
specialties in the U S., and are projected
nationally to reflect national prescribing
patterns.

The exact distribution of the specialties
participating in the sanpl e each year is
unavailable at this tine, but is roughly

proportional to the distribution of office-based
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practice specialties in the United States.

[Slide.]

We will now exam ne anti depressant
prescription trends, prescriber specialties, and
di agnoses from 1988 through 2002. | will first
descri be antidepressant use in the U S for al
ages and then zoomin nore specifically on the
younger pediatric and adol escent age groups.

[Slide.]

It was estimated that over 157 million
prescriptions for SSRIs and atypica
anti depressants were dispensed in the United States
for all ages in 2002. The market |eaders anong
these 10 products were sertraline, accounting for
over 31 mllion prescriptions, followed cl osely by
paroxetine, with 30.5 mllion.

[Slide.]

I will now graphically show you the use
trends of these products since the |aunch of
fluoxetine. This graph has a lot of information on
it, but it displays the national estimtes of
antidepressant use in the U S in nmllions of
prescriptions dispensed for all ages, so this y
axis here is in mllions, and each product is

represented by a different color |ine.
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Here, we see how the four products on the
previ ous slide nake up the highest vol unes
di spensed. Here, you see paroxetine, sertraline,
fluoxetine, and citalopram But nore inportantly,
we see that for the past 15 years, there is an
i ncreasing and substantial nunber of prescriptions
di spensed in outpatient pharmacy settings for these
products.

W will now exanmine the estinmated use of
these products in the younger pediatric and
adol escent popul ati ons.

[Slide.]

First, | must describe how we estimted
these nunbers. Since NPA Plus data does not
i ncl ude the denographic information about the
patients receiving each prescription, we used NDT
to estimate the nunber of prescriptions dispensed
to 1- to 17-year-olds

NPA Pl us and NDTI were designed by IM5 to
be comparable in terns of volunme of prescriptions
di spensed and the proportion of office visits
ment i oni ng products di spensed in | arger vol unes.

So, to estimate the number of SSRI and
atypi cal antidepressant prescriptions dispensed to

1- to 17-year-olds, the proportion of office visits
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in that popul ation that involved the nmention of one
of these products were applied to the total numnber
of prescriptions dispensed for that year

[Slide.]

Applying the proportion of office visits
to the national prescription estimtes for 2002,
present to you the top five sel ected
anti depressants in thousands of prescriptions
di spensed to 1- to 17-year-ol ds.

Approximately, 10.8 million tota
prescriptions were dispensed for all SSRIs and
atypicals in this popul ation, representing a
substantial 7 percent of the market in 2002

Sertraline accounted for the highest
vol une of prescriptions dispensed, at 2.9 nillion,
and paroxetine followed closely with approxi mately
2.2 mllion, and this is for 2002

Next, | will nore closely exam ne these
patterns by breaking the 1- to 17-year age group
into the younger pediatric popul ation, which wll
represent 1- to 1l1-year-olds, and the adol escent
popul ation, which will represent 12- to
17-year - ol ds.

[Slide.]

When we exam ned use in these
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subpopul ati ons, we can still see substantial use of
these products in both groups. The younger

pedi atric popul ation accounted for approximately
2.7 mllion prescriptions dispensed in 2002
Sertraline again was the nost comonly prescribed
product, accounting for about 31 percent of

di spensed antidepressants, followed by paroxetine
and then fluoxetine.

The adol escent popul ati on accounted for
approximately 8.1 million prescriptions di spensed
in 2002, and this is close to about 5 percent of
all antidepressants dispensed in that year

Again, sertraline was the nmost conmonly
prescribed, accounting for 26 percent, but this
time followed closely by paroxetine, with 22
per cent.

[Slide.]

Now t hat we better understand the trends
in prescriptions dispensed for these products to
children and adol escents, we need to better
understand the specialties of the physicians nost
often prescribing these products.

The top prescribers of SSRIs and atypica
antidepressants in 1998 were conpared to those of

2002, and the top ranked specialties are listed
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here by age group and by year

Here, it makes sense to see psychiatry as
the top prescribing specialty over tine since it is
hard to di agnose nental illness in younger
popul ati ons. There does appear to be sonme shifting
in prescribers over tinme, though, as the pediatric
specialty becones responsible for a nore
substantial proportion of mentions of these
products in 2002.

As you can see, the proportion of
pedi atrici ans prescribi ng doubl es over that
five-year period in both popul ations, or nearly
doubl es in adol escents.

[Slide.]

Now, we wi |l exam ne the diagnoses nost
commonl y associated with these products in
of fi ce-based practices. Al diagnhoses naturally
fell into the follow ng four categories

Mood di sorders, represented here by the
bl ue portion of the bar, include bipolar affective
di sorders and all depressive disorders; anxiety
di sorders are represented by the red portion of the
bar, and they include anxiety, obsessive-conpul sive
di sorder, and phobi as.

Attention-deficit disorder is represented
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by the yellow portion of the bar, and O her
di sorders are represented by the green portion

Now, these Other disorders include other
di agnoses for psychiatric illnesses, such as
adj ustnent di sorder, personality disorder, and
psychotic disorders, as well as including diagnoses
for autism migraine, convulsions, nmenstrua
synmptons, eating disorders, and drug and al coho
dependency.

We see nearly 900, 000 physician office
visits involved the nmention of an antidepressant in
the younger pediatric population in 2002. This
represents approxinmately 1.6 percent of all visits
inthe US. for these products across all ages.

We al so see that anxiety and nood
di sorders were the nost comon di agnoses in 2002,
accounting for 30 percent and 26 percent,
respectively, in this population

Ofice visits involving the nmention of one
of these products in adol escents is much higher, at
2.6 mllion visits for 2002, and that represents
about 5 percent of the visits in the U S. Mod
di sorders were the nost comon di agnoses treated
with this product, accounting for nearly 60

per cent .
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Next, we will |ook at these bars nore in
depth as we exam ne di agnoses trends for specific
drugs in younger pediatric and adol escent
popul ati ons.

[Slide.]

This slide contains a |ot of information,
but | believe it is inmportant to show that not al
of these products are used in the same way in the
younger pediatric popul ation.

The foll owi ng graph di splays the
di stribution of diagnoses for the top five
anti depressants nentioned in 2002 to this
popul ation. Notice here the percent scale on the y
axis. Each bar represents all nentions for these
products to this age group, and the percent is what
percent of the nentions for that drug were for each
di sorder.

In the younger pediatric popul ation, we
see sone variation in how these products are being
used, and fromthe previous slide, we saw that both
anxi ety and depression or nood di sorders were
primarily treated with these products. It is seen
right here in the graph.

When we | ook at the top five, we al so see

that bupropion has the distinctive use in treating
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attention deficit disorders in this popul ation, so
that mddle bar signifies bupropion, and the yell ow
portion is ADD

[Slide.]

In the adol escent popul ation, we see there
is not much variation in prescribing of these
products. Mood disorders were the prinmary
di agnosi s being treated with all five products, but
we do, however, once again see this distinctive use
of bupropion for attention deficit disorders.

[Slide.]

Next, we wanted to deternmine if
prescribing trends for these products has changed
over the last five years. In the younger pediatric
popul ation, we saw a shift in prescribing from 1998
to 2002, fromthese antidepressants bei ng used
primarily to treat nood di sorders, which were
identified before as bipolar and other depressive
di sorders, to being used nore to treat anxiety
di sorders, such as OCD and ot her anxiety or phobia
di sorders.

We saw that in the adult popul ation, there
was no change in prescribing from1998 to 2002, and
that continuously over this time period, these

products were used to treat nood disorders in this

file:/lIC|/storage/0202psyc.txt (193 of 401) [2/18/04 9:57:54 AM]

193



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

popul ati on.

[Slide.]

Sone |imtations of our drug use data
anal ysis are, first, data on prescriptions
di spensed include prescriptions filled in
out pati ent pharmacies only. Inpatient and
institutional use of these products was not
included in this analysis.

Secondl y, prescriptions dispensed to 1- to
17-year-olds were extrapolated fromthe proportion
of these populations visiting a physician and
receiving a prescription sanple or refil
aut hori zation for one of these products, and this
met hodol ogy has not yet been fully validated.

Finally, data on diagnoses related to the
use of these antidepressants reflects office-based
physi ci ans prescribing based on a small sampl e of
physicians. The small sanple size may nake these
nunmbers unstabl e and coul d underestimate the
prescribing patterns of certain subspecialists.

Al so, since these patients are not
followed into the pharmacy after their appointnent,
a patient may not actually fill the antidepressant
prescription.

[Slide.]
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In conclusion, use of SSRIs and atypica
antidepressants is substantial in children and
adol escents, and appears to be increasing rapidly
every year. Pediatric specialists, pediatricians,
and primary care providers continue to be the
| eadi ng prescribers of these products, and over the
past five years, the proportion of pediatricians
prescribing these products has nearly doubl ed.

Finally, diagnoses related to the use of
these antidepressants are slightly different among
the younger pediatric popul ati on who are bei ng
treated for nobod and anxi ety disorders, and the
adol escent popul ati on who are being treated nostly
for nood di sorders

Thank you.

DR RUDCRFER: Thank you very rmuch.

This nmorning we heard from Dr. Mirphy
about the mandated adverse event review associ ated
wi th one-year post-exclusivity for sone
medi cations. Now, | am pleased to wel conme Dr.

Sol onon lyasu fromthe Division of Pediatric Drug
Devel opment who will give us a review of that
i nformati on for paroxetine and cital opram

One- Year Post-Exclusivity Mandat ed Adverse

Event Review for Paroxetine and Cital opram
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DR |1 YASU. Good afternoon

Today, | amgoing to be presenting adverse
event reports that have been received by FDA and
revi ewed as nmandated by the Best Pharnaceutical s
for Children Act.

[Slide.]

The Best Pharnmaceuticals for Children Act
was enacted January 4, 2003, and Section 17
mandates to FDA to review all adverse events for
one year post-exclusivity determination, and then
report to the Pediatric Advisory Subconmittee for
their review.

[Slide.]

The data source for my presentation, as
wel |l as Dr. Moshol der's presentation follow ng
mne, is the FDA's Adverse Event Reporting System
whi ch is a spontaneous and voluntary reporting
system

FDA mai ntains an el ectroni c database of
post marketing reports of adverse drug reactions,
and reporters to this systeminclude health care
provi ders, pharnacies, consuners, and
pharmaceuti cal manufacturers. A large majority of
these reports cone from nanufacturers

[Slide.]
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To make today's presentation relevant to
today's topic, | will be focusing the later part of
my presentation on the psychiatric adverse events
that have been reported during this one-year
post -excl usivity period.

[Slide.]

To give you sone background about the drug
that I will be tal king about today, paroxetine is
an anti depressant that belongs to the class of
drugs which are called SSRIs, is nmarketed by

d axoSm t hKl i ne

Adult indications that are approved by FDA

i nclude maj or depressive disorder,
obsessi ve-conpul si ve disorder, panic disorder
soci al anxiety disorder, generalized anxiety
di sorder, and posttraunatic stress di sorder

The typical adult dose, which are
approved, are 20 to 60 mlligrans per day. There
are no approved pediatric indications, and the
exclusivity was granted January 27, 2002

I have to point out here that exclusivity
to a sponsor can be granted w thout getting an
approved indication as long as they do the study
set that have been asked in the witten request

that FDA issues, and that they have net the
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criteria fairly as part of the witten request.

[Slide.]

To give you sone inportant information
that is on the | abel already, paroxetine is
Pregnancy Category C drug, which neans that
paroxetine has not been studied in pregnancy and
therefore shoul d be used only if potential benefit
justifies the risk to the fetus. It also should be
used with caution in nursing nothers.

There is also information on the
Precautions section of the label, suicide risk is
i nherent in major depressive disorders especially
before reni ssion occurs, therefore, high-risk
patients shoul d be supervised very closely
especially during the initial phases of therapy.

There are al so sinilar precautions about
mani a and al so about seizures, and reconmendati ons
to use this nedication with caution in patients who
have a history of mania or seizures.

There is also, on the sane section,
adverse events with abrupt discontinuation, which
i ncludes synptons |ike agitation, anxiety,
di zzi ness, sensory disturbance, that is related to
withdrawal , and therefore, the reconmendation is to

taper it slowy.
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[Slide.]

Now, | would just summarize the drug use
trends for paroxetine, extensively discussed by
G anna before nme, but paroxetine is the second nost
commonly used SSRI in children. Both pediatric and
adult prescriptions have steadily increased between
1999 and 2003.

The main diagnosis linked with its use
i ncl ude depression, anxiety, and
obsessi ve-conpul sive disorders in children

Pedi atric patients account for
approxi mately 3.5 percent of the total U S
prescriptions of Paxil between July 2002 and June
2003.

[Slide.]

To give you an overview of the adverse
event reports that have been received by FDA since
the original marketing for this nedication, there
were a total of 17,000 adult and pediatric reports
i ncludi ng donestic and foreign that were received
by FDA. This included duplicates, as well, and 68
percent of them were donestic. Less than 5 percent
of these reports were in pediatric patients

Looking at the top 20 pediatric adverse

events for this entire period, the pediatric
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adverse event in the top 20 was sinmilar to those
reported in adults. The nmajority were linited
events related to nostly the events that resulted
from mat ernal exposure, prenatal exposure.

[Slide.]

Looki ng at the annual reports of adverse
events for this drug since 1992, there was
distinctly an increase in 2002 conpared to prior
years. These data, the bar graphs represent raw
counts of adverse events that were received by FDA
and do not exclude the duplicate reports, and they
are unadj usted for use.

You will notice that the |ast bar graph,
which is really representing the first half of the
year, the nunbers were 87, which seens to suggest
that there is this continuing increase that was
observed in 2002

[Slide.]

Just to provide sone context, | want to
mention the tinmeline for some inportant events that
may have sone inportance in this deliberation

First, the yellow line as you see here is
the period of that inclusive post-exclusivity
one-year period, and during that period, there was

a BBC show, which is "The Secret of Seroxat," that
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was aired on Cctober 2002 in the British TV, which
subsequently got very wi despread nedi a coverage
around the U S. and other parts of the world.

In 2003, the British Governnent warned
agai nst the use of Paxil, and FDA issued a talk
paper on Paxil for its treatnent of depression in
June 2003. Follow ng the post-exclusivity period,
in October 27, 2003, there was an FDA public
advi sory for antidepressants and sui ci de.

The contents of this will be discussed
more fully, | think when Dr. Laughren presents his
tal k.

[Slide.]

Now, focusing on the nandated period,
which is a one-year post-exclusivity determ nation
period, after manual review of the reports, there
were a total of 127 unduplicated pediatric adverse
event reports. The gender distribution was 61

femal es and 59 nal es.

The age distribution for these 127 reports

were zero to 2, about 32, which nostly represented
mat er nal exposures or prenatal exposures; 2 to 5,
about 6, the majority were actually in the ol der

ki ds.

The outconmes for the 127, 10 percent of
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the reports included outcones of death, which were
13. Approximately, a third of them al so ended up
in hospitals or at ER visits.

[Slide.]

The age distribution, to give you a flavor
by type of exposure, is that in the
mat er nal / br east f eedi ng exposure, the nmajority were
in males, and in the direct pediatric exposure, the
majority were fenal es.

The age distribution, as expected, in the
mat er nal / br east f eedi ng group, 32 of themwere |ess
than 2 years of age, which actually nost of them
were in less than 1 nonth. |In the direct exposure,
most of the reports came fromolder kids, mostly 12
to 16, and 6 to 11.

[Slide.]

Looking at the pediatric exposures by
reasons for exposure to paroxetine, |ooking at 127,
33 of them were maternal exposure or breastfeeding
exposure, and the rest of themare described in
depressi on/dysthym a, 28; anxiety/panic or
posttraumati c syndrone di sorder, about 15; ADHD, 2;
OCD, 1. There were about 18 of themthat had
mul tiple diagnosis of psychiatric conditions, and

then Gthers, which are a smattering of other
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condi tions which occurred in single digit. Unknown
were in 21, we did not have any information in the
reports about what the reason for exposure was.

[Slide.]

Looki ng again at the 127, conconitant
nmedi cations were described in 55 out of the 127
reports. Specifically, paroxetine was nentioned as
the only drug used in 5 cases. In nost, it was
actual |y not described whether there was
concom tant nedi cation or not.

Reporters for this 127, |ooking at the
type of reporter, one-third of the reports were
actually fromhealth professionals, two-thirds of
them were from consuners, nedia, or litigation
sources, which is really atypical in the sense that
nmost of the reports that we get at FDA, two-thirds
often come from health professionals.

The dose range in the reports range from5
to 60 ng/day. This excluded the
mat er nal / br east f eedi ng exposure. This was really
| ooking at the children that were exposed directly.

[Slide.]

The pedi atric adverse events, |ooking at
them from predom nant events, there were about 68

psychi atric adverse events, and discontinuation
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syndrone or decreasing dose was observed in 7,
mat er nal exposure in 33 as previously descri bed.

Today, | amgoing to be focusing nore on
the psychiatric adverse events, which are 68
reports that were received, and then the rest of
the presentation in ternms of describing the other
events will be in tonorrow s presentation which
will be doing to the same comittee

[Slide.]

Looki ng at those 68 adverse events, and
| ooki ng at | abel ed and unl abel ed events, there were
about 9 conpl eted suicides reported, 17 suicide
attenpts, and suicidal ideation in 11 patients, and
occurrence of other psychiatric synptons that
i ncluded mani a, inpulsivity, disinhibition, or

obsessi ve behavi or, and so forth.

Then, unl abel ed events were self-injurious

behavi or in about 10 patients, conpleted hom cides
in about 4, and then aggression, hostility,
hom ci dal ideation in about 8 patients.

[Slide.]

Looking nore closely at the psychiatric
events, the gender distribution was 57 percent of
themwere in femal es. The age distribution, nost

of themwere in the older children 12 to 16 years
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of age, 60 percent of them and 35 percent in 6 to
11 years ol d.

Concomitant medicati ons were described
only in 24 patients out of the 68, we did not have
any information on the rest of them 1In 20 of the
24 patients, there were other psychotherapeutic
agents being used, as well.

Di sconti nuation or decrease in dose was
noted in about 11 of the 68 patients that were
report ed.

[Slide.]

Going nore in detail as to the
di scontinuation or decrease in dose with respect to
psychiatric events, ampong the conpleted suicide, 1
out of the 9, there was discontinuation or decrease
in dose involved; suicidal attenpts, 5 out of the
17, and 2 out of the 4 for homcides, and then 3
out of the 8 for the aggression/hostility/hom cida
i deati on.

[Slide.]

Looking closely at the suicide attenpts,
whi ch were about 17, the mgjority of themwere
being treated for MDD or bipol ar disorder.
Concomitant medications were nmentioned in

approxi mately one-third of these patients, and
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206
di scontinuation or decrease in dose in
appr oxi mat el y one-fourth.

[Slide.]

Pedi atric deaths, there were a total of 13
as | mentioned before. Because of the topic today,
I will talk about the 9 conpleted suicides, and the
rest of the patients will be discussed in
tomorrow s presentation

[Slide.]

Anmong the 9, the age distribution was 12
to 16 years, and then the gender distribution of 5
fermal es and 4 males. Initial diagnosis in these
patients, 5 of themwas najor depressive disorder,
1 explosive disorder, in 3 of themit was not
known.

Duration of treatnment ranged from 14 days
to 1 year. Discontinuation was nentioned in 2
patients. Conconitant nedications, that included
al so sonme psychot herapeutic agents, was nentioned
in 4 patients, and there was possibl e substance
abuse in 4 patients, and a history of prior
attenpts in 3 of them

[Slide.]

In summary, the causality assessnment was

very difficult in many of the reviews that we have
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done with these reports, and many of the
psychiatric events that were described in the
reports occurred in patients with underlying
psychi atric disorders, therefore, severity of

ill ness/underlying disease may play a role, and it
was very difficult to disentangle its effect from
what m ght have been goi ng on

There is also a prior history of suicide
attenpts in sone of the patients, and in others,
there was no negative history of this. The other
factors in ternms of patient factors are conconitant
medi cations that were nentioned in several of these
patients, and also the lack in others. So, there
is the variability in terns of the type and the
quality of the reports that we got.

In terms of the reporting factors, there
was i nadequate detail in describing the event.

They al so varied in terns of descriptions that were
in the reports.

The tim ng of event in relationship to the
medi cati on was not always clear in many of these
reports, and al so ascertai nment of reported events
by medi cal professions was absent in many of these
reports. The lack of followup information al so

made it difficult to assess
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[Slide.]

| also want to nention the nature of the
data systemthat we have, which is really a passive
spont aneous and voluntary system and it suffers
froma nunmber of limtations.

Oten there is underreporting of inportant
events, and there nmay be also the reporting biases
that are influenced by either media publicity, and
al so the well-known variability in terns of reports
that we get or the frequency of report related to
the length of tine that a drug has been in the
market. In the early period of the nmarketing,
there are nore reports than |ater

The report quality, as | said, also may
vary, missing details, exanple, conconitant
medi cations is a comopn problem Al so, because
this is really enunerated data, we could not really
estimate true incidence rate of events or exposure
risk for many of these nedications that we have
reports for.

So, the AERS database has some serious
limtations in terns of interpreting the data that
we have.

[Slide.]

In closing, the psychiatric events
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described in the adverse event reports may actually
reflect to the underlying di sease, because many of
these events are al so unexpected in other natura
progressi on of the disease or part of the disease
pi cture.

It may also be a drug effect or other
concomitant nedication, or it may actually be | ack
of effectiveness of the drug, and it is very
difficult fromthese reports to sort out what is
goi ng on.

Therefore, evaluation of the controlled
trials is necessary to sort out causality in terns
of the observed adverse events.

[Slide.]

I amgoing to continue with the next drug,
which is citalopram but | would like to
acknow edge the follow ng individuals for their
contribution for their review.

[Slide.]

Next, | will cover, as nandated by BPCA,
citalopram and will be tal king about the adverse
events in detail.

[Slide.]

To give you sone background agai n about

citalopram it's an antidepressant belonging to
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SSRI's, and marketed by Forest Pharnaceutical s.

Its current approved adult indication is
for major depressive disorder. The adult dose
ranges from?20 to 40 ng/day. There are no approved
pedi atric indications.

The original nmarket approval was July 17,
1998, and exclusivity was granted July 9, 2002.

[Slide.]

Again, to nmention sone of the rel evant
safety | abeling which already exists, Preghancy
Category C, as | nentioned before, and also a
caution against the use in nursing nothers.

There is also a Precaution section that
mentions, simlar to what is observed for Paxil,
sui cide risk inherent in depression and also the
danger of activation of mania and hyponani a.

Al so, additional events nentioned in the
precautions, any psychoactive agent nay inpair
intellectual or psychonotor functions, and
therefore, care should be exercised in prescribing
t hese nedi cati ons when individuals have to operate
machi nery or other things that may require
intellectual and notor functions.

Sei zures is anot her precaution that is

menti oned especially in those with history of
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sei zure

[Slide.]

Addi tional safety information in the
Adverse Reaction section is about agitation with
the use of citalopram and al so additiona
premar keting reports which are frequent, inpaired
concentration, depression, suicide attenpt, and
confusion; and infrequently reported in prenmarket
reports are aggressive reaction, psychotic
reaction, delusion, paranoid reaction, enotiona
lability, and panic reaction

[Slide.]

To give you just a sumary of the drug use

pattern, it is the fourth nmost commnly used SSRI
in children. Again, use had been increasing in
recent years. Pediatric patients account for
approximately 3.3 percent of the total U. S

prescriptions of Cel exa.

Pedi atric di agnoses nost often |inked with

its use are depressive disorders,
obsessi ve-conpul sive disorder, and attention
deficit order.

[Slide.]

Since marketing, there were over 6,000

reports which included al so duplicates that were
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reported to FDA, 79 percent of them were donestic.
Less than 5 percent of the reports were in
pedi atric patients.

The top 20 pediatric adverse events were,
| ooking at that, all adverse events related to in
utero exposure were unl abel ed, which actually
happened to be in the top 20 for pediatric adverse
events.

Adverse event reports for children
i nvol ving direct exposure were generally simlar to
those reported for adults.

[Slide.]

After a manual review of the one-year
post-exclusivity period, there were 42 unduplicated
reports that were pediatric. Sixteen of themwere
in utero exposures, and resulted in unl abel ed
events and one deat h.

There were 26 children involving direct
exposure, 8 unl abel ed events, and no deaths in this
gr oup.

Looking at the outcones, there were 16
serious outcones, 10 hospitalizations, 4
life-threatening, and 2 was disability. For the
di rect exposure group, the dose range was typically

5 to 60 ng/day. The nedi an dose was about 20
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1 nmg/ day in these reports.

2 [Slide.]

3 Again looking at the age distribution, in
4 the in utero exposure, nost of themfermale, as well
5 as in the direct exposure group, and age

6 distributionis 0to 1 in 15 patients, and then

7 nmost of the direct exposure group, in ol der

8 chi | dren.

9 [Slide.]

10 Looking at the reasons for exposure to

11 citalopram there were 26 direct pediatric

12 exposures and then 16 in utero exposures. | am

13 going to just focus on the adverse events

14 pertaining to psychiatric, but these are the

15 reasons for why they were exposed.

16 [Slide.]

17 There were only 5 psychiatric events, in 5
18 patients where there were psychiatric events, and
19 these are broken down by | abel ed and unl abel ed

20 events.

21 In the | abel ed events are the cognitive
22 i mpai rment, aggression, agitation, mania, and

23 delusions, suicidality, and psychotic reaction

24 Unl abel ed events are the viol ent/hom cida

25 behavi or, which were observed in 2 of the patients.
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[Slide.]

Looking at these 5 patients with
psychiatric events, there were 4 nmales and 1
femmal e. The age distribution as 6 to 11 years with
2; 11 to 16, about 3 of them Diagnosis in 4 of
themwas MDD, and 1 case was oppositional defiant
di sorder, ODD.

Concom t ant nedications were reported in 2
patients, Prozac in 1, and another, Keppra and
cl onazepam Synptom resol ved once cital opram
di scontinued in 4 according to the reports.

[Slide.]

In closing, | would like to say there were
few psychiatric events that were reported during
this one-year post-exclusivity period, unable
really to determine causality due to linitations of
the AERS dat abase, therefore, we will continue to
nmonitor these adverse events in children.

I would like to reiterate the sane
limtations that | mentioned before with respect to
paroxetine when | tal ked about Iimtations of the
AERS dat abase.

Thank you very much for your attention.

DR RUDORFER: Thank you.

Dr. Andrew Moshol der will now speak on the
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Ofice of Drug Safety Data Resources for the Study
of Suicidal Events.

Andy.

Ofice of Drug Safety Data Resources for

the Study of Suicidal Events

DR. MOSHOLDER: Thank you very nuch.

| amvery pleased to be here this
afternoon. | amgoing to tal k about how we | ooked
at sone of our Ofice of Drug Safety data resources
to see if they would be relevant to exploration of
this issue.

[Slide.]

It is very much a teameffort and | want
to start by acknow edgi ng ny col | eagues who
assi sted ne.

[Slide.]

The objective of ny brief presentation
will be to describe the data resources we have
available in the Ofice of Drug Safety at FDA that
are relevant to this issue, and, in particular,
| ooked at two types of databases, the first being
the postnmarketing surveill ance database that Dr.
lyasu just described, and al so sone
popul ati on-based epi demi ol ogi cal dat abases.

Also, | will be describing the context of
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spont aneous postmarketing reports of these
types of events wi th newer anti depressants.

[Slide.]

Turning first to the postmarketing
surveill ance data fromthe AERS system as you have
j ust heard about.

[Slide.]

We did a special search for these events,
and | will describe the nethods. The list of drugs
is shown here, and it is the same drugs we have
been di scussing throughout the day. We limted the
age on the report to patients 17 years or younger,
and we | ooked at U S. reports only.

[Slide.]

In the AERS dat abase, the events are
classified under particular adverse event terns
according to the so-called MedDRA dictionary. W
chose a list of event terns that we thought woul d
capture suicidal behaviors and ideation. | wll
I et you read for yourselves the list, but that was
the list of terms that we searched in the AERS data
base for those events.

[Slide.]

The results showed for all those drugs

over their full marketing history, there was a
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217
total of 524 case reports, of which 110 were death
reports. | should add that these are raw counts,
whi ch means there was no hands-on review for
duplicate reports.

Qccasionally, the sane case will be
reported by nore than one heal th professional or
the health professional and the consuner, and those
are referred to as duplicate reports. So, these
are just the raw counts.

[Slide.]

Here they are broken down by drug, and you
see they are ranked in order. You see fluoxetine
has the nost, and, roughly speaking, the nunbers of
reports parallels the preval ence of their use in
the pediatric population, so that is not too
surpri sing.

[Slide.]

What this displays is the sane totals
broken down by year of reports. So, we see the
year the report was received down here on the x
axi s, and the nunmber of reports.

A coupl e of things to observe here. First
of all, for nbst of the drugs, we see that there is
bet ween, say, zero and 10 reports annually, and

then, of course, there are these two sort of
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exceptions to that. There is a peak over here in
the early '90s, and that is for fluoxetine, and
then in the last two to three years, there is
anot her peak, and that is for paroxetine.

The one thing to point out here rel evant
to the fluoxetine, as | amsure everyone i s aware,
this peak coincides with the controversy in the
early '90s about whether fluoxetine can induce
suicidality. In fact, in 1991, there was an
advi sory conmittee about that topic.

To understand this increase with the
paroxetine reports, we looked at that in alittle
nmore detail, as | will show you.

[Slide.]

This shows the proportion of reports
according to whether they were consuner or health
professional, and the interesting thing here is
that while the health professional reports have
remained fairly constant over the years, what we
see in the last two to three years is an increase
in the proportion of reports that are coming from
consuners, which, of course, doesn't nean that they
are not legitimate reports, but it does illustrate
that there is sone influence on the spontaneous

reporting that is encouragi ng consunmers to report
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nmore of the these events in the last few years, and
that seens to account for this increase.

[Slide.]

To go into things a little nore in depth,
we decided to | ook at reports fromthe first three
years of marketing and do an in-depth review.

We took reports for all 10 drugs fromthe
first three years that they were marketed in the
US This is a standard way in
phar macoepi dem ol ogy of conparing reports across
drugs to account for the so-called Wber effect
that applies during the first three years of a
drug's marketing history.

Even so, during this tine period, there
was |limted pediatric use of these drugs, and
because of secul ar trends, changes in reporting
systens, and other variables, it is still very
difficult to nmake quantitative conpari sons between
drugs.

[Slide.]

So, we | ooked at these reports, we
elimnated duplicate reports, and we chose four
sui cide-rel ated categories - suicidal ideation
sui cide attenpt, conpleted suicide, and

self-mutilation, and classified the reports into

file:/lIC|/storage/0202psyc.txt (219 of 401) [2/18/04 9:57:55 AM]

219



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

one of those categories.

[Slide.]

This shows the results. There were 94
reports retrieved fromthe AERS system After
review for duplicates, there were 78 undupli cated
reports, which gives you an idea of the proportion
of duplication. 1t is sonething |ike 15 percent.

This was for 9 drugs, no cases for
nef azodone. Qut of these 78 reports, nobst were
fermal e, nost were over 12 years of age, and that is
consi stent with what we know about the epi dem ol ogy
of suicidal behavior in adol escents. Mst of the
events were classified as suicide attenpts.

There were 7 conpl eted suicides, 6 with
fluoxetine, 1 paroxetine, 4 males, and 3 fenul es.
We found no reports of rechallenge with the same
drug, which is sonetimes used as an indication of
eval uating the causality.

[Slide.]

This slide shows the nunmbers of reports by
category here and by drug. |If you |ook at the
total, you see that, as | already nentioned, 67 out
of 78 were in the suicide attenpt category.

Again, these are ranked in terns of the

totals. You see that fluoxetine again has the
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nmost. Again, this sort of roughly parallels the
preval ence of their pediatric use.

[Slide.]

So, interpreting these results, we would
say that suicidality was reported with all drugs.
The drugs with the |argest nunbers of reports
coi nci ded, roughly speaking, with the greatest
anount of pediatric use.

The reporting is variable and appears to
be influenced by various events and al so because of
the quality and variability and | ow pediatric use,
the data really do not support quantitative
conpari son between drugs

[Slide.]

In general, AERS data are nost useful for
distinctive or rare adverse drug reactions, such as
apl astic anem a. The problem here, as Dr. lyasu
has al ready described, is that the outcone of
interest that we are tracking, which is
suicidality, is also an outconme of the indication
for which the drug is prescribed, so that it is
very difficult to sort out whether the drug played
a role or whether it was the underlying disorder
fromevaluating data of this type

[Slide.]
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I want to nove on to | ook at sonme ot her
data resources that we have in ODS and tell you
about that.

[Slide.]

We | ooked at four principal sources that
coul d be used, one, the Tennessee Medicaid. That
is a health care clains database. W have two
surveill ance databases. | will let you read the
descriptions, but they are naintai ned by CDC and
the Consumer Products Safety Commi ssion

This one applies to hospital energency
roons, and this one applies to energency roons and
al so anbul atory care

Finally, there is the Oregon Adol escent
Suicide Attenpt Data System In the State of
Oregon, adol escent suicides and suicide attenpts
are reportable conditions, so that the State Center
for Health Statistics maintains a database on those
reports.

[Slide.]

To summari ze briefly, there are
significant limtations in attenpting to use these
data sources to evaluate this issue. One was
rarity of conpleted suicide, difficulty in

identifying individuals with outcone of conpleted
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1 suicide. It may not generate a health care claim
2 for exanple.

3 There is great difficulty in classifying
4 non-fatal suicidal behavior, as we have al ready

5 heard about, difficulty obtaining data on drug

6 exposure prior to the event, |lack of suitable

7 control groups, confounding by indication, and

8 privacy restrictions.

9 [Slide.]

10 In conclusion, for the study of this issue
11 of pediatric suicidal behavior associated with

12 anti depressant treatnment, the available

13 phar macoepi demni ol ogi cal data and post marketi ng

14 surveillance data is of limted utility, and

15 random zed, controlled trial data should be

16 superior to these sources.

17 Thank you very much

18 DR. RUDCRFER: Thank you

19 Open Public Hearing

20 DR RUDCRFER: W will now turn to the

21 aft ernoon portion of our open public hearing.

22 I am nandated to read the ground rules for
23 meetings of general matters, so if you will bear
24  with me for a nonent, | need to address our open

25 public hearing speakers.

file:/lIC|/storage/0202psyc.txt (223 of 401) [2/18/04 9:57:55 AM]

223



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Both the FDA and the public believe in a
transparent process for information gathering and
deci si onmaki ng. To ensure such transparency at
thi s open public hearing session of the Advisory
Conmittee neeting, FDA believes that it is
important to understand the context of an
i ndi vidual's presentation

For this reason FDA encourages you, the
open public hearing speaker, at the begi nning of
your oral statenment to advise the comittee of any
financial relationship that you may have with any
conmpany or any group that is likely to be inpacted
by the topic of this neeting. For exanple, the
financial information may include a company's or a
group's paynent of your travel, |odging, or other
expenses in connection with your attendance at the
meet i ng.

Li kewi se, FDA encourages you at the
begi nni ng of your statenent to advise the conmittee
if you do not have any such financial
relationships. |f you choose not to address the
i ssue of financial relationships at the beginning
of your staterment, it will not preclude you from
speaki ng.

Wth that, we will turn to our first
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af t ernoon speaker, David Fassler.
Davi d Fassler, MD.

DR FASSLER: Thank you. M nane is David
Fassler. | ama child and adol escent psychiatri st
practicing in Burlington, Vernmont. | am speaking
today on behal f of the Anerican Psychiatric
Associ ati on where | serve on the board of trustees.

The APA represents over 35,000 psychiatric
physi ci ans across the country. The APA receives
funding froma variety of sources including
phar maceuti cal conpani es, but no pharmaceutica
fundi ng was used in conjunction with ny appearance
today or the preparation of nmy comments.

You have already heard | ots of testinony
today, so let me try and briefly highlight and
underscore a few key issues.

First, childhood and adol escent depression
is avery real illness which will affect between 3
and 5 percent of all young people. The good news
is that we can hel p nost kids who suffer fromthis
disorder. Intervention is nost effective when it
begins early and when it involves a conprehensive
treatment plan individualized to the needs of the
child and famly.

Because we care deeply about children, we
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encourage parents to be advocates for their kids,
to ask lots of questions about any proposed course
of treatment. W also encourage the FDA to devel op
mechani sms to enhance access to data fromclinica
trials including negative trials, as well as
unpubl i shed research

We believe that such access woul d
facilitate scientific discussion and di al ogue and
hel p physicians and parents make fully inforned
deci si ons about treatment options.

Second, with specific reference to
suicidal ideation, it is inportant to enphasize
that such thinking is always a very real concern,
and as you have heard this norning, it is also not
unconmon.

Fromthe Youth Ri sk Behavi or Survey, we
know that 1 adol escent in 5 thinks about suicide
each year, and that by the end of high school, at
least 1 in 10 has nmade an actual suicide attenpt.

Third, medications can be extrenely
hel pful and even lifesaving for some children, but
medi cation alone is rarely a sufficient treatnent
for conplex child psychiatric disorders such as
depr essi on.

Finally, we are concerned that the
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publicity surrounding this issue may frighten sone
parents and di scourage them from seeking help for
their children. This would be a real tragedy since
the reality is that we really can hel p nost of
these ki ds.

DR. RUDORFER: Thank you, Dr. Fassler

Qur next speaker is Dr. Lawence Diller

Lawence Diller, MD.

DR DI LLER Last but not least. | am
behavi oral devel opnmental pediatrician who has
prescribed psychiatric drugs to children for 26
years. | have no financial connections to the
i ndustry.

I amthe author of Running on Ritalin and
Should | Medicate My Child.

As a front-line practitioner, | have | ost
faith in my research academ c col |l eagues to provide
me the data information, opinion, and concl usions
in an objective and unbi ased fashion. |
desperately need that information in order to
val i date and augnent the clinical decisions | nust
make every day on who does and doesn't get
medi cati on.

Unfortunately, in ny quarter century of

practice, | have seen child psychiatry's biologic
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228
revol ution hijacked by a for-profit drug industry.
Drug conpani es so pervasively influence acadenic
research, professional education, now direct
consumer information, ultimately determ ning the
very way society views its own probl ens.

| see top research |leaders in the field of
child psychiatry sinultaneously publishing papers
in scientific peer-reviewed journals while
appearing in press conferences for corporations
that have funded the research, which is then
reported in the Wll Street Journal

We | earn of nonpublication agreenents of
negative finding studies and linted access to raw
data that potentially allows for conpletely
different interpretations or conclusions based upon
t he published infornation.

At this time, the conflict of interest
bet ween ny acadeni c col | eagues and the drug
industry rivals that of the stock analysts and the
brokerage firms. Doctors are at risk of being
regul ated by the governnent, but this is unlikely
to happen soon since the public and the Congress
have been simlarly influenced or bought by these
power ful corporations.

Unfortunately, it will take children dying
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followed by trial |awer class action suits to get
changes either in the practice or the regul ation of
the SSRIs. That is a heck of a costly way, both
the individual fanmilies and the public, for what
shoul d be routine formal postmarketing drug
surveill ance funded by neutral third parties.

Until then, | hope there is nore
gover nnent - funded research, but as long as | only
have research funded or suppressed by drug
conmpanies, | will remain quite cautious and
hypervi gi | ant over what | prescribe the youth of
Aneri ca.

Thank you.

DR. RUDORFER: Thank you, Dr. Diller.

At this time we are going to take just a
very quick break and return for further speakers
fromthe FDA. Let's say five minutes if possible.
Thanks.

[ Break. ]

DR RUDCRFER: W have three additiona
speakers fromthe FDA who will address sone of the
i nportant data at hand and that is still energing.

First, | ampleased to introduce Dr.
Thomas Laughren, who is team | eader of the Division

of Neuropharmacol ogi ¢ Drug Products, who wll
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di scuss with us the regulatory history on
anti depressants and suicidality, and give us an
update on current plans for the anal ysis of
pediatric suicidality data

Regul atory History on Antidepressants and

Suicidality and Update on Current Pl ans

for Analysis of Pediatric Suicidality Data

DR. LAUGHREN: Thank you, Matt.

[Slide.]

I amgoing to talk very briefly about the
regul atory history of antidepressants and
suicidality, and then spend nost of nmy time talking
about our current plans for |ooking at the
pediatric suicidality data com ng out of the
controlled trials

But first | would like to thank the
fam lies who came forward this nmorning to talk
about their very personal stories, both the
famlies that tal ked about tragic outcones and
those who tal ked about children who appear to have
been hel ped by nedicati ons.

It is very hard to do that, and | think it
hel ps us to put all of this discussion in context,
but a very inportant point, and this has been nade

several times, it is very difficult to assess
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causal ity based on individual cases. That is true
bot h of those cases where the outcone is tragic,
but also true of the cases where the outcone is
good.

For either of those, we have to turn to
controlled trials, so ny focus is going to be on
the controlled trials.

[Slide.]

What | have given you in this slide is
the standard | anguage which is in al
anti depressant | abeling, and has been in
anti depressant | abeling for decades. This is in
the Precaution section. Essentially, it warns
clinicians of the possibility of a suicide attenpt
in major depressive disorder, and advi ses
clinicians especially early in treatnment to watch
patients very carefully.

Now, this statenent does not explicitly
warn of the possible |inkage between anti depressant
use and the emergence of suicidality, but | think
it allows for that interpretation and, in fact,
this idea that antidepressants may be associ ated
with the emergence of suicidality early in
treatnment has been around for a very long tine in

psychi atry.
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[Slide.]

This is a statement from a textbook of
psychiatry published in 1960. This was the tine at
which the tricyclic antidepressants had just cone
on the scene. Let ne read it.

It says, "Wth beginning conval escence,
the risk of suicide once nore becones serious as
retardation fades."

[Slide.]

What this statenment is referring tois
what is comonly known as the roll back phenonenon
This is the observation again of energent
suicidality early in treatnment and the belief, the
belief that that is in sone way |linked to the use
of the drug, and the view, the nechani sm proposed
is that antidepressants give patients increased
energy, particularly those with psychonotor
retardation, that allows themto act on their
sui ci dal ideas before the drug has had a chance to
af f ect nood.

So, this is one proposed nechani sm for
this observation. |In fact, it is only one of
several proposed nechani snms. Wen we nmet with the
advi sory comrittee in 1991, to talk at that tine

about Prozac and the possibility of suicida
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i nduction, Dr. Martin Teicher from Harvard

Uni versity revi ewed a nunber of proposed nechani sns
to explain this observation including the roll back
phenonenon.

But he al so tal ked about the possibility
of actually a paradoxi cal worsening of depression,
in other words, the nobod actually becom ng worse
rat her than better.

He tal ked about the possible role of
akat hisia, which is associated with many of these
drugs, about the induction of anxiety and panic
attacks by sone of these drugs, about the idea that
patients with bipolar depression nay experience a
stage shift, in other words, noving from depression
to a mxed state, and finally, even the induction
of i nsomi a.

Al of these ideas, the idea is that once
t hese behaviors are induced, there is then a |ink
fromthat behavior to suicidality, and all of these
proposed mechani sns have some plausibility, but it
is quite a different matter between proposing a
mechani sm and enpirically establishing that there
is, in fact, a link between the use of an
anti depressant and the energence of suicidality.

[Slide.]
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That is really the question that we are
dealing with here today and that is the question we
hope to be able to address with these clinica
trials data for these pediatric studies: Is there
a causal |ink between antidepressant drug use and
suicidality in pediatric patients with major
depressive disorder or with other psychiatric
di sorders?

We agree that this is a critically
i nportant question to answer, but we also feel that
it is inportant to answer it in a careful and
t hought ful nanner because to err in either
direction has significant consequences.

Clearly, we do not want to miss a signa
of increased risk of suicidality, because that
woul d give us greater confort in the use of these
drugs than woul d be warrant ed.

On the other hand, we don't want to reach
a prenmature decision on the strength of the signa
because that could result either in the overly
conservative use of these nedications or in their
lack of availability all together for treating
pedi atric depression. So, it is important to get
it right.

[Slide.]
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In this slide, what | have done is to |ist
the 9 drugs that are involved in our ongoing
review. You have seen this |list before today.

This involves a total of 25 studies in pediatrics,
16 of themin major depression, the others in
various other pediatric disorders, involving a
total of over 4,000 patients.

[Slide.]

Right nowlet ne talk a little bit about
how t he signal came onto our radar screen. W had
revi ewed over the past three to four to five years
pedi atric supplenents for 8 drugs, and we | ooked at
the safety and efficacy data for these drugs.

In the course of putting together a report
for FDA, conpanies code their adverse event data,
and they do this in their own ways. W don't tel
them how to code the data, they choose their own
dictionaries and they set about coding the data
before they send it in.

This applied to any events suggestive of
suicidality, as well as any other adverse events.
We reviewed those suppl enents over this period of
three to four years, and suicidality did not emnerge
as a matter of concern based on those reviews.

However, the Paxil review did rai se a
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question about data nmanagenent in that events
suggestive of suicidality were coded under the
general preferred term"enotional lability."

This struck the reviewer as rather odd,
and so in responding to GSK, we asked themto
separate out the verbatimterns suggestive of
suicidality under a termspecific to suicidality.

[Slide.]

That request to G axoSmthKline resulted
in additional work and ultimately resulted in a
report on paroxetine and pediatric suicidality.

That report went first to the MHRA -- that is FDA's
counterpart in the UK -- and shortly thereafter to
FDA in May of |ast year.

That report indeed suggested an increased
risk of suicidality associated with paroxetine use
in particular in one of the three studies done in
pedi atric depression

[Slide.]

VWhat | amgoing to do in the next two
slides is to quickly wal k you through a tineline of
key events that occurred over the past eight nonths
to try and give you a sense of how we got fromthe
time of that initial report up to the present tine.

So, that report was issued in May. In
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June, both FDA and MHRA issued regul atory
responses. As you heard earlier, the MHRA
essentially contraindi cated paroxetine in pediatric
depression. FDA came out with fairly strong

| anguage that recommended against its use in

pedi atric depression, but stopped short of a
contraindi cation, and, in essence, we said that we
were continuing to | ook at the data.

In July, we issued a request to sponsors
of the eight other antidepressant products asking
themto look at the suicidality data in their
dat abases using an approach sinlar to that, that
had been used by GSK, and | will talk about that
approach a little bit later.

So, in essence, we wanted to | ook at
summary data fromthe other prograns, simlar to
what had been given to us for Paxil. |n August of
| ast year, we went back and rel ooked at the
suicidality data in the pediatric suppl ements.

I n August, Weth, the manufacturer of
Ef f exor, having responded to our July request and
havi ng | ooked at their data, decided that they did
have a signal and they nade a | abeling change which
they are allowed to do under changes bei ng effected

wi t hout our prior approval, so they changed their
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| abel i ng, addi ng information about that perceived
signal, and they also sent a Dear Doctor letter
whi ch essentially recommended agai nst the use of
Ef fexor in pediatrics.

Al so, at that tine, MHRA contraindi cated
Ef fexor in pediatric depression

In Septenber of |ast year, we held an
internal regulatory briefing at FDA. W hol d these
briefings basically to update upper nanagenent on
key issues that are before us, and this certainly
was a key issue, and we have the briefing.

There were a nunber of recommendations
that came out of that briefing. Two were of
critical inmportance to our ongoing review One of
those was the suggestion that we think about
recl assifying the cases, because there was sone
uncertainty about what this diverse array of events
coded under this broad term "possibly
sui ci de-rel ated" actually nmeant. So, there was a
suggestion that we do that.

There was al so a suggestion that we think
about doing a nore refined data anal ysis, allow ng
the use of adjustment for covari ates.

[Slide.]

I n Septenber and COct ober, we began to get
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responses to our July requests for summary data for
other antidepressants, and it gave us sone cause
for concern, because we were seeing that sponsors
had not used exactly the same approaches that we
had suggested in our July request.

In October, we issued an updated Public
Heal th Advisory, at this tine essentially
broadeni ng the concern to all antidepressants. In
essence, we advised clinicians to use caution when
usi ng these drugs in pediatric depression,
essentially, to pay attention to the |anguage that
is already in |abeling.

In October, having thought nore about a
patient |evel data analysis allowing us to | ook at
covariates, we issued a response to al
anti depressant manufacturers asking themto give us
patient |level data sets to allowus to do this
anal ysi s.

Al so, in Cctober, having thought nore
about the reclassification effort, we decided,
instead of trying to do this inside FDA, we decided
to go outside FDA and get an outside expert group
to help us with this reclassification

I n Novenber and Decenber, having thought

nmore about this problemof case finding that | had
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alluded to earlier in response to our July request,
we issued a second and actually then a third
response to conpanies to give us cases to | ook at.

Finally, in Decenber, as was pointed out
several times earlier today, MHRA, having conpl eted
its review of all the pediatric data, decided to go
ahead and contraindicate all the other new
generation anti depressants except for fluoxetine.

So, as | understand it, fluoxetine is the
only current generation antidepressant avail able
for treating pediatric depression in the UK

[Slide.]

| have used the terns summary data and
patient |evel data several tinmes, and | want to
make sure that you understand what it is | am
tal ki ng about.

By "summary data," | amreferring to data
tables that are provided to us by sponsors based on
their own anal yses, that include only nunbers of
patients with events as the nunerators and either
total patients exposed or total accumnul ated
person-tine as the denom nators.

These are the data that we got from @ axo
back in May and that we have since gotten from al

the other sponsors. These are sunmary dat a.

file:/lIC|/storage/0202psyc.txt (240 of 401) [2/18/04 9:57:55 AM]

240



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

241

"Patient |evel data" are data sets that
are provided by sponsors in response to a detailed
request from FDA for electronic data sets that are
structured to include one row per patient
participating in each study, so that we have data
for all patients participating in those trials, and
we have multiple variable data for each patient.

These data sets allow us to do adjustnents
for covariates that may be inmportant for any
particul ar event of interest, while sumuary data of
course do not.

In the next slide, | amgoing to summari ze
for you the suicidality risk data fromthe seven
prograns for the antidepressants that were studied
in pediatric depression. Before | do that, | want
to clarify what the two event categories are that
we are dealing wth.

[Slide.]

The first event category is an unbrella
term "possibly suicide related.” This is the term
that d axo developed in looking at its own
dat abase, and it is the termthat we asked other
sponsors to ook at in going through their data
set s.

Basically, it was intended to capture any
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event in their databases that included any thoughts
or behaviors that the sponsor considered to
represent possible suicidality, so it is a very
broad term

The term "suicide attenpt,"” as defined for
t hese anal yses, was the subset of that unbrella
term so a subset of these originally captured
events that net the conditions of having any

i ndication of self-harm So, this is how "suicide
attenpt"” was defined in this analysis.

So, the overall unbrella term"possibly
suicide related" and then the subset of those
events that had sone indication of self-harm

[Slide.]

This is, | amsorry, a very busy slide
These are the risk data coming out of these seven
progranms, and | amgoing to wal k you through this.

Agai n, there were seven prograns -
paroxetine, fluoxetine, sertraline, venl afaxine,
cital opram nefazodone, and nirtazapine. | have
divided these up into different colored rows so you
can see the nunber of studies in each program two
of theminvolving three studies, the rest all
t wo- st udy prograns.

This is risk data. So, this is sinply the
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number of patients having one or nore of these
events divided by the total nunber of patients
exposed. There is no adjustnent for tinme here.
This is crude risk. |In parentheses, | have got the
percent .

The way this is set up, first of all, the
overal |l unbrella category "possibly suicide
related,” and then the subset of these events that
met the criterion for "suicide attenpt."” Again,
that criterion was any indication of self-harm

Let's just wal k through the individua
progranms. Again, paroxetine had three trials. For
the first trial, 329, you see a risk ratio of
roughly 6, 6.5 percent for drug, 1.1 percent for
pl acebo, so definitely a signal of sonething

However, if you look at the other two
studies in this program 377 and 701, these were
also fairly large studies, in fact, this one was
slightly larger, the risk ratio was around 1. So,
the signal for paroxetine is essentially com ng out
of one study, a big signal, but the other studies
show essenti al | y not hi ng.

If you |l ook at fluoxetine, there really
isn't any signal comng out of the fluoxetine

program the risk ratios are all in the vicinity of
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For sertraline, again, you have one study
which is suggestive of a signal, 4.1 percent versus
zero, drug versus placebo, but for the other study,
simlarly sized, in fact, these were identically
designed studies, there is no signal. It's 2.2
percent for both.

If you | ook at venl af axi ne, there appears
to be a signal coming out of both studies in that
program For cital opram again, you have two
studies, both | arge studies. One study, no signal,
in fact, if anything, it is slightly in favor of
drug. The other study, a weak signal, but nmany
nmore events, many nmore events in this study, and a
risk ratio of rough 1.6.

The nunber of events in the nefazodone and
mrtazapine prograns is so snmall that it is hard to
know what to rmake of that.

There are two points that | want you to
take away fromthis slide. First of all, | think
in looking at these data, there is enough of a
suggestion of a signal of something that clearly it
is worth pursuing this.

Everyone at FDA concluded that there is

obvi ously sonething going on here, we need to
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pursue this, but one troubling thing about this set
of data is the inconsistency in the signal across
studies within the prograns.

In nmost of these prograns where there is a
si gnal except for venlafaxine, it appears to be
comng fromone study. So, that is sonething that
we felt that we need to try and explore in sone
way.

[Slide.]

In the remaining time what | amgoing to
do is tal k about the concerns we have had in
interpreting these suicidality data.

I should have mentioned at the outset, |

amsorry, | made a nunmber of changes in ny slides
over the weekend, so | apologize. | have had to
delete sone of the material. | didn't talk about

efficacy, and | am not pl anning on tal king about
efficacy here, you know, in the discussion section
I am happy to do that.

I thought it would be useful if | focused
i nstead on the clinical cases because one of the
concerns we have had is what these reported events
that are captured under this broad term "possibly
suicide related" actually represent.

So, | put together a nunber of slides over
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the weekend to try and give you a better sense of
that, and that is why the slide package you have is
different than what | am presenting.

In any case, there are three concerns that
we have | ooked at. One has to do with case
finding, and that is the first bullet, and
alluded to that earlier. |In |looking at the sunmary
data that sponsors gave us, it appeared that
somewhat different approaches were used to
capturing and presenting these cases to us. So,
will talk about how we explore that.

Secondly, there is the issue | talked
about of the question of how you classify these
cases into neani ngful categories for the purposes
of anal ysis and regul atory deci si onnaki ng.

Finally, | have already alluded to the
i ssue of the inconsistency in the signal across
i ndi vi dual studies within the prograns, and that
was one of the findings that led us to want to do a
more refined analysis |ooking at covariates. It is
one of several reasons, but that is one
justification for that analysis.

[Slide.]

Let ne first focus on the issue of case

finding. This is a very busy slide, | apol ogize for
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that, but I will walk you through it. This is the
algorithmthat was used initially by daxo and that
we then asked the other conpanies to apply to their
dat abases in finding cases.

In essence, there were two conmponents to
this. There was an el ectronic string search, which
I will talk about, and what they were to do is to
apply this string search, and they were to blindly
| ook at the events that were turned up with that
search and deci de whether or not those events were
of interest fromthe standpoint of suicidality and
then give us those data.

So, the string search was one part of the
search. The other part was to do a blinded review
of narratives for any deaths or other serious
adverse events in their databases. Now, there were
no deaths in any of these trials, so this part of
the search focused on narratives for serious
adverse events.

So, let go back to the string search.
There were two conponents to the string search
First of all, we asked conpanies to | ook at their
preferred terms. These are the dictionary terns
that conpanies use in coding data. W asked them

to look at the text string "suic" and "overdos" to
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pi ck up any instances of events that were coded
under either suicidality or overdose, or any
variation of that.

Now, the bullet underneath here suggests
that we ask for a separate listing for events coded
as accidental overdose. Accidental overdose is
usual ly, just to give you an exanple, where a
patient mi sses a dose on one day and then on the
next day thinks he should take two doses. So, that
woul d not be a suicide attenpt, that is what is
usual Iy consi dered an acci dental overdose.

So, we didn't want those to be included
anong the events, but we wanted to be able to see
themto see which ones were excl uded.

The second part of this was to do a string
search for the actual verbatiminvestigator terns.

Here we used -- again, this is the
approach that was used by d axo, and we passed this
on to the other sponsors -- a variety of terns
suggestive of either self-harmor of overdose or
suicidality.

So, this was to go through the
investigator terms and try and capture any events
that were suggestive either of suicidality overdose

or sone type of self-harm
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Again, we allowed exclusions fromthat
list for what | amcalling false positives. A
fal se positive, for exanple, would be when the text
string inadvertently picks up a termthat has
nothing at all to do with suicidality, so, for
exanple, the test string g-a-s, for gas, would pick
up gastrointestinal, so we allowed conpanies to
excl ude those events fromtheir |ists.

Once they cane up with a list of events
that they considered representative of suicidality,
we asked themto go through and blindly sel ect out
fromthat overall group of possibly suicide-related
events, the events that were suggestive of suicide
attenpt .

Again, the definition of that was any
i ndi cation of self-harm So, again, the overal
unmbrella termand then the subset of suicide
attenpts.

We asked themthen to provide us a
narrative of all of those cases that had been
turned up. So, that was the algorithmfor finding
events.

[Slide.]

Now, we had hoped in doing that, that we

woul d get a fairly conplete accounting of the

file:/lIC|/storage/0202psyc.txt (249 of 401) [2/18/04 9:57:55 AM]

249



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

original list of events that had been turned up and
the exclusions. Unfortunately, we weren't explicit
about that, and it is not what we got.

O'ten, we got only the narratives for the
events that the conpani es had al ready deci ded
represented the suicidality set, and did not
include the exclusions. Oten, there was little
expl anation for why certain events had been
excluded or what the criteria had been in excluding
events. So, that was one problem

[Slide.]

Anot her problemwas that we had failed to
ask for narratives on accidental injuries. | had
mentioned earlier that we had asked for a listing
of accidental overdose, but not accidental
injuries. |In talking to sponsors about this, and
asking themto give us sone of the accidenta
injuries, we turned up a couple of events that
caused us some concern

This was one particul ar exanple. This was
a child who had been excluded, this event had been
excluded fromthe list. It was a patient who
stabbed himself in the neck with a pencil while
taking a test.

Now, this probably was an accident, but it
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occurred to us that we wanted to see all of these.
We wanted to see all of the events that had been
excluded as accidental injury, so that our experts
-- because at this point, we had already decided to
go outside and have an outside group | ook at these
cases, we wanted to have a conplete set of events
for themto |l ook at, so we asked for all the
accidental injuries.

[Slide.]

Anot her thing that we di scovered when we
started tal king to conpani es about the application
of the search algorithmis that one conpany in
particul ar acknow edged that it had not done the
searching blindly of the narratives for serious
adverse events, and this was a problem because
again this had to be done blindly to be done
properly.

Anot her issue that turned up when we
started | ooking at these cases is that sone
compani es had excl uded events that were not
"treat nent energent."

Now, when | ooki ng at adverse event data,
it is entirely appropriate to be interested in
events that either occur for the first tinme on

assigned treatnent, or if present at baseline, are
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worse on treatment than at baseline. That is what
we nean by "treatment energent.”

So, it is not that it was inproper to do
that. The problemwas that we wanted to see which
events were excluded for that reason, so that we
coul d assess ourselves whether or not it was an
appropri ate exclusion. So, again, in going back,
we have now asked for all the events excluded as
treat nent energent.

Finally, in looking and conparing the
strength of the signal conming out of the pediatric
suppl enent re-review and the signal com ng out of
the sunmary data, in one particular case we noted a
fairly substantial discrepancy between the strength
of the signal. That again raised a question about
case finding.

[Slide.]

So, the bottomline is that having | ooked
at these initial summary reports from conpani es, we
did not have compl ete confidence in the case
finding, so we issued, as | nentioned, a second
request for clarification both of how the search
had been done and then a conpl ete accounting of how
the conpani es wi nnowed down to the Iist of events

that they considered to represent the suicidality
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set, so that we could see what events had been
excl uded, for what reason, and so that we coul d be
confident that we had a conplete set of data to
start with.

In addition, we asked for narratives for
all serious adverse events rather than just the
ones that the conpani es deci ded represented
suicidality, so again our outside experts could go
through all of these data and i ndependently and
blindly thensel ves deci de which were representative
of suicidality.

So, that is the case finding issue.

[Slide.]

Next, | want to tal k about the issue of
reclassification. There were two issues that again
caused us concern about the approach to classifying
t hese cases.

One was in |ooking at the events that got
captured, we noticed that there was an extrenely
wi de variability in the types of events that got
i ncluded under either the broad unbrella category
or also under the narrower term "suicide attenpt."

We al so notice that conpani es appeared to
have used very different approaches to capturing

the subset of events |abeled "suicide attenpt."
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Sone conpani es used a fairly conservative
approach, others essentially |labeled all of the
events as suicide attenpts even though there was
nothing in the case report to suggest self-harm

[Slide.]

So, what | have done, and these are the
slides that | put together this weekend, | have
gone back to |l ook at the 109 patients having one or
nore possi bly suicide-related events. These were
the patients who were included in the nunerators
for the table that | showed you earlier.

So, these are the cases, and the
collection of 109 patients goes across all studies,
not just the depression studies.

A couple of points to make. First of all,
the point about there were no conpl eted suicides
anong these 109 cases. As | nmentioned, there was
very wide variability in the types of verba
expressions and behaviors that were considered by
compani es to be representative of suicidality.

Anot her problemwi th these cases is that
the mpjority of themwere not well described. W
did not have the level of detail in these cases
that one would have liked to do a rationa

cl assification.
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My goal in doing this is to provide you
with a sense of the range of events to consider.
You know, this is not a formal classification
Again, we have contracted with an outside group to
do the classification, but I wanted you to have a
sense of the kind of variability in the case
mat eri al that we have, so you can appreciate why we
consider this a probl em

[Slide.]

There are two key questions. First of
all, is it nmeaningful to subsune such diverse
events under this unbrella term"possibly suicide
related,"” and is it reasonable to define "suicide
attenpt" as that subset of events that have any
degree of self-harm is that a reasonable
definition of "suicide attenpt."

I want to be very clear about this. | am
not attenpting to trivialize in any way any of the
events that occurred. | mean these are sick kids,
all of these events have inportance.

The question is what classification
approach is nost useful and clinically meaningfu
in preparation for doing an analysis and in
preparation for taking regulatory action. That is

really ny goal here
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[Slide.]

Let me describe how | approached these
cases. For a small fraction of them patients had
nmore than one suicidality event, so for
consi stency, | focused on the first one. That only
applied to about 10 percent of these patients.

Then, | went ahead and | selected a subset
of those events where there was any indication at
all of self-harm Again, this is to mnmc the
approach that the sponsors were supposed to use in
defining suicide attenpt.

For those patients who had an indication
of self-harm | |ooked at whether or not they were
hospitalized for the event and whether or not there
was any indication of suicide intent. By that, |
mean either an active expression of intent in that
case narrative or | accepted any concurrent
i ndi cation of suicidal ideation

For the renai ni ng patients who had
sui cidal ideation wthout self-harm again, |
| ooked at whether or not they had been hospitalized
for the event and whether or not there was a
sui cidal plan, so there had to be an active
expression in the narrative of a suicidal plan in

association with that suicidal ideation.
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[Slide.]

Overall, the hospitalization rate for
these 109 patients was 43 percent. The subgroup
havi ng sui ci dal ideation w thout any indication of
sel f-harm was 39 percent and the renainder -- these
were the patients who had sone indication of
self-harm-- was 61 percent.

Again, there were no conpl ete suicides,
all patients were fully recovered fromthese
i nstances of self-harm As sort of an interesting
asi de, in about 30 percent of these cases, the
sel f-harm event appeared to occur in the context of
some kind of interpersonal conflict.

A typical situation would be a child had
an argunment with a parent or a sibling or a peer or
agirlfriend or boyfriend, inpulsively engaged in
some kind of self-harm behavior, and the event was
over, and there was no indication of suicida
i deation. That applied in about 30 percent of
t hese cases.

[Slide.]

In going through the self-harm case events
in nore detail, again, there were a total of 66 of
these. N neteen of these involved cutting

behavior. In alnost all of these cases of cutting,
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258
it appeared to be a superficial wound. There was
one case where a young girl cut herself so deeply
that there was actually blood | oss. In another
case there was an indication that the patient
needed three stitches to suture the wound, but in
all the other cases, they appeared to be
superficial

There were 37 overdoses. Again, there was
a wide range of different types of behaviors that
were classified as overdose, ranging at the one
end, one patient was classified as an overdose for
taki ng 20 percent nore nedication than was
prescri bed.

Odinarily, this would not be considered a
suicide attenpt, and there was no indication in
that case of suicidal ideation, but that was
classified as an overdose.

At the other extrene, there were patients
who took fairly substantial quantities of either
study nedication or usually over-the-counter
medi cation, so a very wide range in terns of
anmounts of drug that was taken

There were two cases characterized as
hangi ng behavior. |In both of those cases, what

they really were, were interrupted attenpts. These
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were children who, in the presence of fanmly or
parents, engaged in what was described as hangi ng
behavior, it was imediately interrupted, and so in
nei ther case was there any actual self-harm So,
these were interrupted cases.

The case of burning was simlar. This
occurred in the context of fanmly, and the child
was i medi ately interrupted although in that case
there was sone minor burns.

One case that was classified as a suicide
attenpt was the case of a young girl who sl apped
herself in the face, and that was it. That was al
there was in that case, and there was no suicida
i deati on described in that case.

Then, there were six other cases where all
that the case indicated was minor self-nutilation

It was not specified what the self-harm behavi or

was.
[Slide.]
Now, |let me give you a breakdown of what |
found when | |ooked at, first of all, the cases of
cutting.

There were 19 of these. In nost of these
cases, in 16 out of the 19, there was no indication

of either suicide intent or even any concurrent
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suicidal ideation, and 4 of those 19 cases actually
ended up being hospitalized.

So, nmost of those cases did not involve
hospi talization and did not involve suicide intent
or ideation.

[Slide.]

For the 37 cases of overdose, there were
more hospitalizations here, but again, if you
notice in this colum, in alnost every case there
was no indication of suicide intent or suicida
i deati on.

A nunber of the hospitalizations could be
characterized as an overnight hospitalization for
observati on.

[Slide.]

Finally, for the remaining 43 patients who
had suicidal ideation wthout self-harm again,
| ooked at whether or not there was a plan, an
expressed plan, and in npbst of these cases there
was not a plan.

In the 7 where there was a plan, they were
hospitalized, but nevertheless, a najority of these
patients with suicidal ideation wthout self-harm
were hospitalized

[Slide.]
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So, | hope that gives you a little bit
better sense of the range of behaviors that we are
dealing with here and the difficulty we had in
including all of themunder this one unbrella term
of "possibly suicide related.”

As | said, we have gone to an outside
group. What | want to do in this slide is talk a
little bit about the Col unbia University
Suicidality Research Group and why we picked them

| talked to a nunber of people about who
should help us with this, and nbst everyone
talked to said that this group has the expertise to
do this. They do have expertise, they have been
doing this for alnbst 20 years.

In the last 5 years alone, they have nore
than 40 funded grants to do this kind of research
They are in the business of devel opi ng nmeasures and
manual s and net hodol ogi es for eval uati on of
suicidality.

They are a center for training on suicide
assessnent, and research on both reliability and
validity. They are currently involved in the N M
study | ooki ng at adol escent suicide attenpters.
This is the TASA study. They are doing the suicide

assessnent or the suicide classification for that
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trial. As you can see, they have a very large
nunber of publications over the 20 years they have
been doing this.

So, we think this is a good group to help
us with this probl em

[Slide.]

I have two nore slides left. Wat | want
to doin this slide is again rem nd you of what Dr.
Katz said earlier, is that we view this neeting
today as a prelimnary neeting. W are hoping to,
you know, once we have had t hese cases
recl assified, and have done the analysis, to cone
back to you with nore definitive answers later in
t he summer.

You are going to hear next fromDr. Kelly
Posner from Colunbia. She is going to tell you
about the way they think about classifying suicida
events and how they plan to approach these data.

Fol I owi ng that, you will be hearing from
Tarek Hammad from our Safety Group. He is going to
tell you about our prelinmnary plans for an
appropriate patient |evel data anal ysis.

[Slide.]

Finally, these are the five topics for

whi ch the Neuropharm Di vision would like to have
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feedback fromyou. First of all, three topics
pertinent to the analysis of suicidality data.

Again, | alluded to our concerns about the
approach to case finding and how we attenpted to
resolve that, but we would be interested in know ng
what you think about that and whether you think
anyt hing nore needs to be done in terns of case
fi ndi ng.

Secondly, you will be hearing fromDr.
Posner about approaches to classifying these events
into appropriate categories before we do the
anal ysis. Since we are actively engaged now in
di scussing this with them this would be a good
time to give us feedback on that.

Thirdly, if you have thoughts about our
pl ans for the patient |level data analysis, we would
be interested in hearing about that.

In ternms of future concerns, again, one of
the striking things about these cases is how poorly
they were described, and this may also indicate a
| ess than optimal approach to ascertainnment in
t hese studies.

So, if you have thoughts, we are beginning
to talk with Kelly Posner and ot hers about

devel opi ng a gui dance docunent for ascertaining
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264
suicidality in future studies, if you have thoughts
about that, we would wel come them

Finally, | didn't get a chance to talk
about efficacy, but obviously, the largely negative
results fromthe short-termtrials in pediatrics is
clearly a concern

We woul d be interested in knowi ng what
your thoughts are about that and whether or not you
think there are other possible designs that m ght
hel p us get at whether or not there are benefits
with these drugs.

One design that has been used in adult
studies is the randoni zed withdrawal design. This
is a design where you take patients who have
responded to medi cation acutely, have been stable
for some period of tine, and are then randomni zed to
either continue on drug or assignhment to pl acebo,
and you look at tine to relapse as the event, as
anot her approach to trying to establish whether or
not there are benefits.

I amgoing to stop there

Thank you.

DR. RUDORFER: Thank you, Dr. Laughren

As Dr. Laughren said, we will now hear

fromDr. Kelly Posner of Colunbia, who will
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describe in nore detail the suicidality
classification project.
Suicidality O assification Project

DR. POSNER: Thank you

[Slide.]

So, why is a nethodol ogically sound,
resear ch-supported classification warranted? Let's
back up a second and tal k about the problem

[Slide.]

The problem as the cases that Dr.
Laughren di scussed exenplified, there is a clear
| ack of conceptual clarity about what suicida
behavi or nmeans and a corresponding | ack of
agreenment on common term nology both in clinica
descriptions of suicidal acts, as well as research
descriptions of suicidal acts.

G ven this lack of generally accepted
terns for referring to even the nost basic suicida
behavi ors, the inportance of using definitions that
are both reliable, neaning we all define them and
assess themthe sane way, and valid, neaning there
is some truth to them seens quite clear

[Slide.]

So, what are these standardized

resear ch-supported definitions? | think it is
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inmportant to note that there really is generally
agreenment anong suici de assessnent experts on the
basics of these terns. So, we are going to start
with the suicide intent.

A self-injurious act comnmtted with at
| east sone intent to die. Intent doesn't have to
be 100 percent. |If there is any intent to die, we
consider it an actual suicide attenpt.

I ntent does not have to be explicit and
can be inferred. For exanple, if a patient denies
intent to die, but thought that the behavior could

be lethal, intent can be inferred.

A real case exanple includes a 12-year-old

who is angry at her nother. She took 6 to 7
prescription pills, said she was aware that taking
that much nedication mght kill her, but she didn't
know i f she intended to die by taking the pills.
That would clearly be categorized as a suicide
attenpt.

Once again, it is inmportant to note that
once there is any possibility of injury, the act is
defined as an attenpt, neaning that if someone
pulled the trigger of a |oaded gun, but
fortuitously mssed, it is still a suicide attenpt.

[Slide.]
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O her classifications: suicidal behavior
without injury. Interrupted attenpts are defined
as the individual is stopped by an outside
circunstance fromstarting the self-injurious act.
Exanpl es of these: someone has pills in their
hand, but they are stopped fromingesting. Once
even one pill is ingested, the event becones an

actual attenpt.

They have a gun pointed toward thensel ves,

the gun is taken away by soneone el se or sonehow
they are prevented frompulling the trigger. They
are poised to junp, they are grabbed, taken down
fromthe | edge. Al exanples of interrupted

attenpts.

The next classification is what is called

an aborted attenpt in which an individual takes
steps toward making a suicide attenpt, but stops
hi nsel f before engaging in any potentially
sel f-destructi ve behavi or.

Renmenber, hol ding a | oaded gun but not
pulling the trigger is a good exanple. This could
not possibly result in injury, therefore, it

constitutes an aborted attenpt. It is stil

sui ci dal behavior, but it is not an actual attenpt.

[Slide.]
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I think it is worth focusing a nonment on
sui cidal intent, because again, intent here is the
determ ning factor when you are cl assifying
suicidality. It is the presence of intent to die
that differentiates suicidal acts fromself-injury.

One mnust determ ne whether the
self-injurious act was thought of as a means of
causing or facilitating death. O course, we do
have research support for the validity of using
intent to define suicidality.

One exanple is that conpleted suicide is
predi cted by previous intent neasures, which was
denonstrated by Beck and his group in 1989

[Slide.]

Sone nore case exanples. These are rea
cases again. These are exanples of non-suicida
sel f-injury.

A teenage girl reported her nother was
bei ng cruel and neglectful and she wanted to escape
fromher mother's home. She states that she
researched | ethal doses of ibuprofen to make
certain that she took an anount that woul d not be
life-threatening. She took 6, feeling sure it was
not enough to Kkill her. She definitely did not

want to die, only to escape from her nother's
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house. She was taken to the ER and then adnitted
to a psychiatric hospital

Another is the nore common case of
self-mutilation where the person described 12
incidents of cutting hinself, stated he did this
only "to relieve tension" and "to play with danger
to see how far | would go" and no part of him
wanted to die. Thought about it for hours before
acting on the urge and felt relieved of tension
afterwards, did not feel pain.

[Slide.]

So, what is our research support of these
classifications? W will start with reliability.
We have been able to denonstrate excellent
reliability utilizing these definitions and this
classification systemin N M+ funded treatnent,
bi ol ogi cal, and genetic trials across the life
span.

W have al so been able to denonstrate
multi-site reliability with other expert centers in
famly genetic studies and treatnent trials, and
again particularly the treatnment of adol escent
suicide attenpters trials.

In short, across donmins, across the life

span, and across institutions, we have been able to
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denonstrate excellent reliability.

[Slide.]

Validity. How rmuch truth is there to
these definitions? |Individuals classified as
sui cide attenpters have as nuch as 2.5 times risk
of future attenpts or conpletions. So, we know
this is a real category.

Simlarly, interrupted attenpters are
reported to be 3 tinmes nore likely to commt
sui cide than uninterrupted attenpters.

Finally aborted attenpters are at risk for
eventual attenpts and were nore likely to have made
an actual attenpt in the past.

Again, all validating the classifications
that we are using.

[Slide.]

So, what is the classification nethodol ogy
that we are proposing here?

To begin with, the data will be blinded by
experts not on the panel. It will be blinded not
only to pharmaceutical information, but also to any
rel evant clinical information that would bias an
event rating. For exanple, a famly history of
suicidality. An event classification should stand

on its own, and we want to make sure that it is
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blinded in both donains.

Next, we have to determi ne the event
classifications based on these reliable and valid
constructs.

We are then going to do a training on the
classification systemto establish reliability of
panel menbers who are all experts in the field.

Once the reliability study is done, the
expert panel will be divided into three subgroups,
and the data will also be divided into three groups
in order to do classifications.

There will be additional cases, and the
reason for the additional cases is to denobnstrate
that the classifications are all being done in the
same way and to prevent what we call stratification
bi as.

You want to exhibit a relationship between
the groups and make sure it is not sone other
factor that is causing a group to rate things in a
simlar way, and then we will generate the
cl assified cases.

[Slide.]

VWhat are the classifications that we are
proposi ng? Suicidal, non-suicidal, and

i ndeterm nate. Subcl assifications of suicida
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woul d i nclude suicide attenpt, suicidal behavior
wi t hout injury, which would include aborted and
interrupted attenpts, suicidal ideation related
events.

Non- sui ci dal subcl assi fications woul d
include self-injury or nmutilation again with no
i ntent associ ated, and other categories, accidenta
injuries or other psychiatric synptons that we have
been hearing a | ot about today, disinhibition,
akat hi sia, agitation.

Then, finally, the indeterm nate category
either by non-consensus or inability to classify
due to a paucity of data.

So, if, in fact, there is a signal, the
point is we just don't know yet what it is a signha
of, and that is why a | ogical research-supported
approach is warranted. W want to be able to | ook
at the data consistently and |logically across
trials in order to make some clinically meani ngful
sense of it.

[Slide.]

I think it is also worth nentioning for a
monent future directions. W want to devel op
gui delines as to how to better capture data,

enabling appropriate classification and description
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273
of suicidality.

We will denonstrate, based on this
conceptual clarity, howto utilize research
assessnent tools, what questions to ask, how to ask
them and what nmeasures aid in this, which wll
then |l ead to consistency of term nol ogy and
classification, as well as to inproved, nore valid
identification and docunentation of suicidality.

In addition, as was nentioned earlier,
that will also enable nore active appropriate
surveillance of suicidality, which is a great need
clearly.

Thank you.

DR. RUDORFER: Thank you, Dr. Posner.

Qur final formal speaker of the afternoon
will be Dr. Tarek Hammad from the Division of
Neur ophar macol ogi ¢ Drug Products, who will discuss
pl ans for analysis of patient |evel data for
pedi atric studies.

Plans for Analysis of Patient Level
Pedi atric Studies

DR. HAMVAD: Good afternoon, everyone.

I am here today to tal k about our analysis
plan for the pediatric patients data.

[Slide.]
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These are sone of the elenents that | will

cover in ny talk. After a brief description or a
statenent of the objective of this work, | wll
describe the data that we have and then | will go
on to discussing the anal ysis plan.

[Slide.]

The objective of this work is to evaluate

the risk of suicidality associated with the use of
antidepressants in pediatric patients using the
results of the blinded reclassification of cases.

I think you have heard enough about the
val ue of this reclassification

In the process, we will address the
possi bl e sources of inbalance in the data, for
exanple, trial design, duration of exposure, et
cetera, and al so other potential confounders.
These efforts will help us understand the sources
of inconsistency between trials or between drugs,
if any.

[Slide.]

The source of all data is controlled

trials conducted in pediatric patients in nine drug
devel opment prograns. These are the drugs that you

have seen before, that is the list of drugs and the

number of trials involving each drug.
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For the analysis or at |east for sone
stages of the analysis, they will be grouped into
two categories, an SSRI group and an Atypica
Ant i depressant group

[Slide.]

These trials were not done in one
i ndi cation, and for purpose of analysis again, they
will be categorized or divided into three different
subgroups - MDD, anxiety disorders, and attention
deficit hyperactivity disorder assum ng, of course,
we have enough cases within every category of
i ndi cati on.

[Slide.]

As far as individual patients data that we
are requested, we devel oped a standard format to
guarantee the conpatibility between data comni ng
fromvarious sources. W actually specified every
aspect of the desired database down to the variable
nane and sone description to clarify the contents,
and sone codi ng notes as appropri ate.

In addition, we requested descriptive
i nformati on about every trial to evaluate the
simlarity of these trials, which as you can
imagine is very inportant to determine if these

trials can be pooled or not to gain nore power
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whil e you are investigating this question

[Slide.]

This is a list of the requested vari abl es
that can be categorized in nany subcategories -
dempgr aphi cs vari abl es, disease-rel ated vari abl es,
drug-rel ated vari abl es.

[Slide.]

Qut come-rel ated variabl es, psychiatric
hi story vari abl es, and sone treatnent energent
adverse events. As you can see, this is not just
about having a second | ook at the data. It is
about trying to understand and appreciate and
characterize the signal, if there is any.

[Slide.]

This is a list of some chall enges we have
with the data, | wanted to nention here because of
the inportant inplications of these chall enges on
the proposed anal ysis and on the actua
interpretation.

They can be divided roughly into two
categories, a quality-related conponent and an
anal ysi s-rel ated conponent.

The first issue in the quality-rel ated
conponent, which is pertinent to what Dr. Laughren

was tal king about, the case ascertai nnent, so
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wi Il not bel abor the issue nore, but a sinilar
issue is pertinent to the other pieces of
i nformati on being collected, which is other
vari abl es that we requested.

The nechani sm of capturing these data
m ght be different fromtrial to trial or from
sponsor to sponsor, so we will investigate this,
and that is part of the challenge, trying to see if
these data can actually even be conparable or not.
But for now, the rule that we will use is that we
will not use data with mssing information nore
than 10 percent. The second issue is sonewhat
detailed and | will address in the next few slides

The first point under the anal ysis-related
conponent is using the trial or the patient as the
unit of analysis. Pooling data fromdifferent
trials, treating themas one large trial fails to
preserve the random zation effect and m ght
i ntroduce bias and confoundi ng.

That is because maintaining the
random zati on guards agai nst the foreseen and
unf or eseen i nmbal ances between different treatnent
groups in various trials.

The issue of trial simlarity is not only

pertinent to having the same protocol, but it is
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al so pertinent to the inplenmentation of those
protocols in reality. That is why | believe the
trial -based approach is nore appropriate.

However, we m ght be using sone
information using the trial as the unit of the
anal ysis, because if we have zero events in one of
the arns, for exanple, we have to inpute sone data,
but if we have zero events in both arnms, we wll
not be able to drive the information in this trial

So, it depends on the eventual count of
the actual cases that we would have. |If we are
losing too many trials, we mght use the patient as
the unit of the analysis, of course, after doing
the appropriate adjustments.

[Slide.]

The second point is pertinent to the
limtations of pooling data in general whether we
use the trial or the patient as the unit of the
anal ysi s, because these trials have different
designs, patient popul ations, sonetimes duration of
treatnment, et cetera, and pooling themtogether
with the appropriate adjustnment gives you an
average effect that is really dependent on the
proportions of different subpopul ations in these

dat a.
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This effect will be different subsequently
if these proportions are different, so carefu
eval uation of this has to be conducted and then
adjusting for it.

There is also the inherent class effect
assunption that is inplied by pooling data across
drugs or within groups of indications even. M nd
you, we do this to try to gain nore power, try to
see sone gathering of data instead of just |ooking
at it trial by trial, but by doing this, if we pool
data fromdrugs within certain class assunption
here, the risk of suicidality is equal in all
drugs.

The probl em cones in when we realize that
we do have different size of data for different
drugs, and the smaller opportunity to observe an
event in one drug might |lead to none being observed
or very few.

The question becones whether this is
because this drug is generally different fromthe
rest of the class or because we sinply don't have
enough power. Unfortunately, this will always be
an open question, but | would report the results
bot h ways by i ndividual drugs and by group data.

[Slide.]
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The anal ysis plan would foll ow a standard
approach with initial exploratory phase, where we
wi Il check for the conpliance with our request and
the conpl et eness of data, check for coding errors,
and the like, and then we will list all the risks
and rates by drug, by indication, and by trial just
to see what is going on in data, in all aspects of
t he subgroups before we pool anything, so we know
where the signal is comng fromif there is any
af t erwar d.

Then, we investigate the data separation,
which is an inportant conponent. For exanple, if
all cases were anmong nen, for exanple, then, this
variable we will not be able to evaluate, and so
on. That is just part of the process of
eval uati on.

Then, we go to investigate interactions
and potential confounders to try to understand what
is going on and try to characterize the risk, as
sai d before.

[Slide.]

This is just a sanple of one of the tables
that will be produced, the rates and percentages
and the risks of suicidality by drug and by

i ndication for every trial
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[Slide.]

To evaluate the estimate, to actually try
to relate an overall effect, an estimate for an
overal | effect, two approaches that | discussed are
options that we have. First, which | believe is
the nore of an optinal approach, is using the tria
as the unit of analysis.

In this analysis, | will adjust the
confounders on a trial level. W are basically
| ooking for a random zation failure in if all of
these randoni zed trials, but in case there mght be
sonme failure in random zation, any small i nbal ances
can actually be reflected on the apparent risk

Then, | will have done everything by tria
and by drug. In this particular analysis, | wll
pool trials for drug groups that | should do
initially within indication groups. Trials will be
excluded if there are no cases reported in both
ars.

Now, dependi ng on the heterogeneity of
the trials' findings, the variability between
trials will be considered in a fixed effect order
in random ef fects nodel

The prem se behind the fixed effects nodel

is that the real effects we are trying to eval uate
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is fixed, and the observer variation between trials
is just by chance. The prem se behind the random
effects nodel is that there is an average of these
effects that is the full distribution with a
variation affected by the observer trials.

Many times you will have both approaches
yielding the sanme results, but | amgoing to do it
both ways with sone of the conditions for which
approach is nore appropriate given the actual data
or the heterogeneity of the data.

Now, if we opted to use the patient as the
unit of analysis in the situation | nentioned
before, which is a situation where we will not have
that many cases, and we would be losing trials
right and left, so we will try to pool and get sone
slightly nore power, pooling patients as the unit
of the anal ysis.

We will use the Poisson regression to
nmodel the rates of suicidality, adjusting for
potential confounders, and then again will poo
patient data for drug groups w thin indication
groups, and, of course, will adjust for trial in
the nmodel because these patients are coming from
different trials.

[Slide.]
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As you know, these trials were not
designed to capture these particular events, so
there is sone inherent uncertainty about the
finding. |1t depends on what kind of feedback we
get fromour experts in the Colunbia University.

Sone sort of sensitivity analysis mght be
warranted, stratifying by the ambunt of uncertainty
in this particular finding.

[Slide.]

There are sonme limitations on the
interpretation of data that we should know upfront.
Just to put the limtations in context, | have here
the first bullet to rem nd you about the goal of
this particular effort, which is to evaluate the
risk of suicidality associated with the use of
antidepressants in pediatric patients.

Now, after everything is said and done,
the observed rates will not reflect the actua
patients in the general population. Wy? Because
there are some exclusions in sonme trials of
patients with sone baseline suicidality, so the
observed rates will not reflect what is going on in
real life, and this m ght hanper our efforts in
trying to investigate the risk because it will |ead

to underestimation in all the arnms, so we mght not
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have enough power to be able to detect the actua
t hi ng.

Now t hat we only have short-term exposure
data, we will not be able to extrapolate this to
what happens after |ong-term exposure to these

drugs.

Now, we don't really have any infornation.

The next bullet is that we don't have any
informati on on the patterns for discontinuation
Consi derably, there m ght be sone informative
censoring going on with patients with suicidality
tendencies, mght be likely to be discontinued. If
that happened nore in the placebo group, then,
there nmight be some apparent underestimation of the
signal in the placebo, and this mght |ead to sone
spurious finding, but we don't have information on
this which would be very hard to overcone.

My last point is that it remains to be
seen if we have enough statistical power to detect
differences in the risk of suicidality anong
various drugs because of the issue that | alluded
to before, which is there is no data for sone of
the drugs.

[Slide.]

In closing, there are our ideas and sone
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of them were inforned by our experience anal yzing
the data on the conpleted suicides in adults.

So, your feedback on our approach wll be
greatly appreciated.

DR. RUDORFER: Thank you, Dr. Hammmad.

At this point, we are going to open up for
di scussion by the conmittee. |f anyone has
questions for our speakers, nowis the time to
rai se them

Dr. Laughren.

DR. LAUGHREN: WMatt, | had in mny original
talk planned on giving a brief summary of the
efficacy data, and it sounds |ike a nunber of
peopl e are disappointed that | didn't do that. I
have those data and | could, if you wanted ne to
take five minutes and do that, | would be happy to
do that.

DR. RUDORFER: Yes, please do so

[Slide

DR. LAUGHREN: What this slide does is
sunmari ze very briefly the outcone on the 15 trials
that we | ooked at for the 7 prograns in pediatric
maj or depressi on.

Again, there are 3 studies in the

par oxetine program and 2 studies in each of the
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ot her prograns, and what this slide does is to
simply sunmarize in very crude form what the
outcone was on the prinmary endpoint. The protoco
specified primary endpoint for those trials, and
this gives the age range in these studies here.

So, for exanple, for the paroxetine
program there were 3 studies, all negative. For
sertraline, 1 trended in trend, for the purposes of
this slide, indicates a p value on that primary
endpoi nt of between 0.05 and 0.1. A negative tria
is indicated by a p value of greater than 0.01

So, for paroxetine, all 3 studies were
negative, fluoxetine, both were positive and, as
you know, this was the one program for which we
concluded that there was sufficient data to support
aclaim

Qur standard, and | believe the standard
of nost other regulatory agencies for pediatric
maj or depression, is 2 positive studies.

For the sertraline program 1 trended and
then 1 negative. Venl afaxine, both were negative.
For citalopram 1 positive and 1 negative.

Nef azodone, 1 trend, 1 negative, and both negative
for mrtazapine.

Now, the one point | want to nake in this
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slide is that this was our fairly conservative view
of these data. Qhers have | ooked at these sane
data and have reached different concl usions.

For exanple, for the paroxetine study 329,
this was the basis for a publication by Keller, et
al. They acknow edged that that trial was negative
on the primary endpoint, however, they pointed out
that it was positive on virtually all secondary
endpoints, and on that basis, they and nmany others
consider that to be a positive study.

Simlarly, for the sertraline program
al though if you look at the individual trials,
nei ther one nakes it. One of the secondary
anal yses in the plan for these identically designed
studies was to pool them and when that is done,
the pooled analysis is very positive, so sonme view
that -- and again this was the basis for a
publication by Wagner, et al. -- sonme viewthe
sertraline programas providing support for
efficacy in major depression

Again, as | pointed out, the cital opram
program had 1 of 2 studies that was clearly
positive.

[Slide.]

Now, | want to talk a little bit about

file:/lIC|/storage/0202psyc.txt (287 of 401) [2/18/04 9:57:56 AM]

287



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

288
this largely negative outcone. |If you |ook at
adult maj or depression studies, and if you | ook at
drugs which we believe work and whi ch have been
approved for depression in adults, about half the
time studies that on face |l ook like they should
make it, fail.

These are studies that are done in what
appears to be the right population. The sanpling
size is appropriate, the doses appear to be
appropriate, assessnents are appropriate, but for
what ever reason, about half the tine, these studies
fail

Now, if you assunme that that failure rate
can be applied to pediatric major depression
studi es, and you | ook at the possible outcones for
2 trials, for programs that involve 2 trials, you
can very quickly reach the mathematical result that
only about 25 percent of the tinme would you expect
to get 2 positive studies.

Most of the time you woul d expect either 1
or both trials to fail if the failure rate were the
sane as is true in adults. So, in retrospect, it
per haps was not as surprising as it turned out to
be here that you get a lot of negative results.

On the other hand, the overall success

file:/lIC|/storage/0202psyc.txt (288 of 401) [2/18/04 9:57:56 AM]



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

289
rate here of 3 out of 15 studies nmaking it at 0.05

on the primary endpoint is clearly, clearly a

concern

[Slide.]

There are a couple of other things to keep
in mnd. If you |look at the history of short-term

trials with tricyclic antidepressants in pediatric
depression, it is uniformy negative, and there are
several possible interpretations of that.

One is that the drugs don't have any
benefit. Another possibility is that the extent of
het erogeneity in pediatric patients who are
captured under these mmjor depressive disorder
criteria may capture patients who are even nore
het er ogeneous than we believed to be the case in
adults, and the greater the heterogeneity in that
sample, the nore likely you would end up with
negative studies. So, that is one possibility.

Another thing to keep in mnd is that the
regul atory context for doing these studies was
somewhat unusual. In every other case, when a
conpany does a study, the only gain they are going
to get out of that study is if it turns out
positive.

In this case, these studies were done
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primarily for pediatric exclusivity. As was
poi nted out earlier, there was no requirenent that
they get positive studies to get exclusivity.
Either way, if they did the trial according to the
terns of the witten requests, they would get
excl usivity.

I am not suggesting in any way that
compani es set out to do inadequate studies, but
havi ng that sonmewhat unusual nmi nd-set could operate
against a trial in subtle ways, in terns of, for
exanple, recruitment of patients. So, it is just
another thing to keep in mnd in terns of
interpreting these |largely negative data.

Finally, at the tine that the witten
requests for these studies were issued, we were not
routinely asking for Phase ||l dose finding studies,
as we are nowin all of our witten requests.

Again, to the extent that appropriate dose
finding was not done, that woul d work agai nst
positive studies.

So, just in sumary on the efficacy side,
I think there are several plausible explanations
for failure to find efficacy in these trials other
than the obvious possibility that nmaybe the drugs

have no benefits in pediatric major depression
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In any case, the failure to neet FDA's
fairly high standard of having 2 positive trials,
in nost of these prograns, we do not consider proof
of the lack of benefit. So, it is true they didn't
meet the standard, but that is not quite the same
thing as saying that it has now been proven that
the drugs have no benefit. That is a very
di fferent concl usion

On the other hand, the failure to show a
benefit in najor depression in npst of these
trials, obviously heightens the concern about any
adverse events, in particular, in this case, the
possibility of the induction of suicidality.
Clearly, the burden is on those who believe that
these drugs do have benefits to showit, to design
and conduct studies that show this.

Agai n, one of the questions that | have
for the coomittee i s what your thoughts are about
how to go about this, in particular, the
possibility of using a very different kind of study
design, for exanple, using the randoni zed
wi t hdrawal design, which has been fairly successful
in showi ng | onger termbenefits in adult studies.

I will stop there. Thank you

Qpen Conmittee Di scussion
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DR, RUDORFER: | think we will now open
this up for questions and discussion by the
comittee.

DR SANTANA: Can you clarify sonething
for me, so under the exclusivity rule, if the
results are positive, those studies can then be
used by the sponsors to nmake a suppl enental claim
and that could then becone part of a new indication
in pediatrics, is that correct?

DR LAUGHREN: | amsorry?

DR MJRPHY:  Yes.

DR LAUGHREN: The answer is yes.

DR MJURPHY: Yes.

DR. SANTANA: | was trying to answer this
i ssue of whether there was some bias in these
studi es because they were requested under the
exclusivity rule. | have never interpreted it that
way.

DR MURPHY: | think what has been a
concern fromthe very beginning with exclusivity,
we think the intent of Congress was that they want
more information. |f studies are going to be
conducted, they want that information to be known,
and therefore, they want to say to conpani es we

want you to go out and get this information. It
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doesn't nmean you have to reach the bar of having an
approval , because a negative study can be just as
important as a positive study.

But the other concern here is that you --
and no one is saying this, so, please, | don't want
this quoted out of context -- but there is the
concern that it is easy to design a sloppy study,
fail, and still get your exclusivity. That is
al ways a concern, and it is our job to try to not
al low that to happen.

DR. RUDORFER  Dr. Tenple

DR TEMPLE: | just was going to enphasize
the sane thing. Tomisn't suggesting that anybody
was totally indifferent to the outcome, but the
sense of urgency that cones when you have | aunched
a very expensive programto devel op a drug, you
really nust win or it's all toast, and that's not
true here. You can win anyway, different
i ncentives.

DR. RUDORFER Dr. Fink, you had a
questi on.

DR FINK: This is sort of an overriding
question, not to a specific speaker. In |Iooking at
the questions that are being asked of the

committee, we have heard very little about the data
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set that is being used.

Are the inclusion and exclusion criteria
for these various studies appropriate in terns of
drug history, history of substance abuse, fanmily
hi story of psychiatric di agnoses? Because these
were placebo-controlled trials, they probably
enrolled | ess severe disease as evidenced by the
| ack of conpl eted suicides, and finally, as has
been nmentioned, there was no need of efficacy.

I am concerned that no anmount of anal yses
of a possibly flawed or suboptimal data set wll
answer the question. |If there is shown to be a
relationship to suicidality, we may take away drugs
that are useful in pediatric depression with
different trial designs.

If the studies come out negative, we may
be falsely reassured. So, | amnot sure that these
re-anal yses are going to answer the question that
has been brought forward to the comrittee by
particularly the audi ence and that maybe we need to
start with designing what are the optinal pediatric
trials to answer this inmportant issue.

DR. RUDORFER  Does someone fromthe FDA
want to respond?

DR. TEMPLE: Well, Tom sort of opened that
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1 question to a degree. One of the things that no

2 one will let you do probably is treat sonebody very
3 severely ill in a placebo-controlled trial, they

4 woul d be unconfortable, although since it is not

5 cl ear what works, maybe they shouldn't be that

6 unconf ort abl e.

7 Nonet hel ess, an alternative design which
8 in pediatric studies has been proven very

9 attractive is to take people who appear in one way
10 or another to be doing well on a particular

11 therapy, and in this case it really won't be as

12 critical how severe they were before, and do a

13 random zed wi thdrawal study in which people are

14 very, very closely observed for the first

15 recurrence of any synptomthat is worrisone.

16 The Pediatric Committee has discussed this
17 at considerable length, and there is nore confort
18 in pediatric trials in using that design where you
19 do need a placebo to interpret the trial. So, that
20 is one of the questions Tomraised, and | am sure
21 we would be interested in sone discussion on that.
22 DR. GOODMAN: | am al so sharing the
23 concern about the ability to get the answer to the
24 suicidal risk associated with these drugs based
25 upon the existing data set. | think the signal is
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not going to be strong enough al though we are
clearly nost interested in suicide or suicide
attenpts as the outcone.

I wondered if one could | ook at these data
sets for other possible evidence of behaviora
toxicity that m ght be antecedents of suicidality.

I think there was sone allusion to that earlier
but there wasn't nuch detail on it. | wonder
specifically if one could | ook at sone of the
itens, like of the HAM D or the CDRS, | ooking for
agitation or irritability.

If those are being induced by the
medi cations particularly early in the treatnent
trial, perhaps those are creating a behaviora
state that places that individual at risk for
sui ci dal behavi or

One coul d, of course, validate that by
first looking at those subjects in whomthere was
evi dence of suicidality to see if it was correl ated
or associated with other synptoms, but if it is,
then go on to | ook at those variables, which would
all ow you to maybe get a nore sensitive neasure of
the effect of the drugs.

DR. RUDORFER: Dr. Nel son and then Dr.

Kat z.
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DR NELSON: Two questions. The first is
about the data set. At the end of the day, when
you receive the data that you are asking for, wll
you be | ooking at the sane data set that were
reviewed by the MHRA? | nean are we going to be
drawi ng conclusions on sinilar data sets?

The second question goes to the issue of
the interpretation of Appendix 1 and Appendi x 2A.

I amstruck, if you renove fluoxetine, that you
have got 1 out of 13 trials for effectiveness
positive and 5 out of 13 for increased risk of
suicidality positive, and does assay sensitivity
apply to risks as well and why woul d we not
interpret that as a pretty strong signal if, in
fact, we accept that on the efficacy side?

DR. LAUGHREN: Regardi ng the question
about the UK data, | can't be certain that they
have the same data, however, if we |ook at the
nunbers that are presented on the UK web site, they
are very fam liar nunbers. They appear to be
comng fromthe sane summary data that we had
access to in looking at this data.

So, | amreasonably confident that we are
dealing with the identical data sets. The only

difference is that we have gone beyond accepting
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the data at face value. It appears that the UK
simply accepted the sunmary data anal yses done by
the various conpanies, and on the basis of a
suggestion of a signhal, and the admitted | ack of
efficacy for nost of these programs, have deci ded
to contraindi cate these drugs

We have chosen on the safety side to | ook
more closely at what that signal is, and that is
really the question. The questionis -- and this
gets in reference to your second question about
Appendices 2 and 2A -- | agree with you that if you
| ook across these trials, even though the signal is
not consistent fromstudy to study within prograrns,
on balance, it appears like there is an excess of
sonmet hing for drug relative to placebo.

The question is what is that. You have
this very broad term "possibly suicide related,"
but when you dig deeper and | ook at what those
events are, they range all the way from sonething
that everyone woul d agree does not represent
anything close to a suicide attenpt to very serious
sui ci de attenpts.

So, that is why we think it is inportant
to go back and reclassify those events, so we can

figure out, first of all, if there is a signal, and
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secondly, a signal for what. But | believe that
the UK had the very same data that we have, and it
doesn't appear to ne as if they did any anal ysis of
those data other than to just accept what the
compani es have done al ready.

DR RUDORFER: Dr. Katz, did you have a
coment ?

DR. KATZ: Just to say that the suggestion
about | ooking at other behavioral synptons that
m ght be prenonitory to suicidal behavior, we are
very interested here whether or not there are
specific events we shoul d be | ooking at that we
haven't | ooked at yet along the lines of how we
intend to | ook at the suicidal behavior data.

That m ght involve going back and asking
sponsors to resubnit data sets, but we are very
interested to hear that. O course, the question
of the Iink between those synptons and suicida
behavior is also still an outstandi ng question,
it's not straightforward.

DR, RUDORFER: Dr. Chesney.

DR. CHESNEY: | also felt that perhaps
just looking at suicide attenpts, basically what
you just said and what Dr. Goodman said, may not be

all the answer. | amnobst inpressed fromwhat we
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heard in the public hearing this norning about the
stimul ant syndrome and the number of individuals
who had denonstrated psychoses, akathisia, mania,
agitation, and so on.

I was al so i nmpressed at one young | ady who
sai d that she wouldn't disclose that she had had
sui cidal ideation, and then particularly inpressed
with the three people we heard from whose children
at autopsy had very elevated | evels of the drug,
which leads to nmy second question

That is, what do we know about
phar macoki netic data in children and in individuals
who develop this stinmulant syndrome. | suspect
someday that we will have pharnacogenonics to tel
us maybe who to predict mght have that, but do we
have any informati on about pharnmacokinetics in
children, nunber one, and nunber two, in these
i ndi vi dual s who devel op these stinmulant syndrones,
is there any relationship at all?

DR. KATZ: Well, in the witten requests,
as a general matter, we ask sponsors to obtain
phar macoki netic information in the rel evant
pedi atric popul ation, so |I believe we have probably
asked for that infornation.

| don't believe we know or have had
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submitted to us in any event data |inking plasma

| evel s in any individual patient and particul ar
adverse events. That m ght be avail abl e sonewhere,
but I don't think we have it.

DR. LAUGHREN: Could | ask Daniel Pine to
comment on this construct stimulation syndrone and
whet her or not that has been reasonably well
defined in some way that is agreed to by different
i ndi vi dual s?

DR. PINE: Sure, and then actually | have
a couple other conmments. | don't know if you want
me to wait until after this issue.

But | would say across a range of
pediatric nmental syndronmes, it has been fairly
frequently described that a strong mnority of
children will get activated with SSRI nedications,
and not just children with najor depression, and
that in nost studies, if it is not statistically
greater than it is in placebo, that it is a fairly
consi stent observation across nost studies, that it
is higher on SSRIs than it is on placebo.

DR LAUGHREN:. Are we tal king about
somet hi ng ot her than the anxiety and agitation
which is well known as a drug-related risk with al

of these drugs? That is sonething that we see in
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nmost of these trials, but it is not quite the sane
thing as saying that someone has a stimul ant
syndr one.

DR PINE: | think if you | ook across the
trials and you | ook at the range of terms that
peopl e have used to describe this so-called
stimulant syndronme, you see that the probl emthat
you were tal king about with the relatively narrow
set of behaviors, self-harm behaviors or suicida
behavi ors, becones even worse because across
different trials or trials for the same nedication
done by different individuals, really a broad range
of behavi ors have been kind of |inked together

It remains unclear the degree to which
different investigators are tal king about the sane
phenonenon or different medications are producing
sim | ar phenomenon. The one thing that is clear is
that there is an array of what sone people have
called, and Dr. Goodman referred to, as behaviora
toxicities that are not that infrequently observed
with SSRIs, and it m ght extend beyond suicida
ideation, and it al so needs to be better
cat egori zed.

I woul d al so add that when one | ooks at

those events in nost of the efficacy trials, they
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tend to be uniformy mld. | amnost fanmliar with
the anxiety trials where, while they are nore
preval ent, they tend to not cause sonetinmes even
di sconti nuation of the medication
DR. LAUGHREN: If | could just follow up
on this. If we were, Daniel, to look for this, |
guess the question woul d be how woul d one define it
in a way that we could hope to find exanples of it?
DR PINE: | think if you | ook at npbst of
the publications for nost of the SSRI trials, you
can see relatively broad categories that describe

sonet hing that people would call activation, so,

you know, in the original sertraline trial, | think
it was called hyperactivity. In the fluvoxam ne
trial, it was called activation.

In the recent sertraline trial, | think it

was called inmpulsivity. So, there is a whole range
of terns that | think you would have to canvass the
field in ternms of thinking about what are the nost
appropriate terms to include, nuch the way that you
have done with suicidal ideation.

That is not to say that this is
necessarily related to suicidal ideation, though.

DR, RUDORFER: Dr. Goodnman, did you have a

fol |l owup coment ?
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DR GOCDMAN:  Yes. In at least adults, |
think as clinicians as well as clinical
researchers, we have a good sense of kind of the
array you were tal ki ng about of activation-Iike
probl ems that can occur with the adm nistration of
SSRI s.

Even in the labeling, we have seen that
there are warnings that you can induce bipolarity,
mania. In fact, it has often been said that an
anti depressant is probably not effective unless it
can induce bipolarity in sone patients.

We al so know about psychosis and anxiety
i nduction particularly in panic disorder patients.
So, | think in adults, we have it a little better
characterized. Wat | am concerned about with the
children is, one, their characterization probably
i s somewhat overl apping, and al so because of what
is special about children is maybe that they are
more likely to nanifest these problens in a less
differentiated fashion, which includes suicida
behavi or.

DR. PERRIN. To follow up on two of these
i ssues, one is we hear about serious adverse events
bei ng beyond suicide, but potentially al so nurder

and ot her such events.
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I think maybe Dr. Pine is tal ki ng about
strategies that mght help to elicit those sorts of
ideas in the data set, but it seens to ne that is a
critical issue to go beyond suicidality as a
potential serious adverse event.

I want to get back to the pediatric rule
question for a nmonent, too, if | could, and just
ask -- | show ny naivete and ignorance here -- but
what purvi ew, what surveillance does FDA have of
phar maceuti cal conpanies carrying out their trials?

The little |I know about themis that these
are often nulti-site trials, fairly conplicated
data collection anong a variety of providers.

Do you have any surveillance as to how
well this is carried out, or do you sort of rely on
t he pharnmaceutical conpanies to say we did it
reasonably well, and m ght that be a source for
vari ation between pediatric rule trials conpared to
the sort of getting the drug on the market trials?

DR. TEMPLE: (O hers may want to conment.
Usual rules apply. W can inspect any of the
studies. As you can inmagine, inspecting a study
after the fact gives you only Iimted insight into
how wel | those things went on

The conpani es are expected to provide
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oversight, the rules require that they do so, but
our ability to know whether it is perfect or not is
difficult at best. Wat | can't tell you is how
often we have inspected these sites. W do
sometines, | don't know if we have on these.

DR MJURPHY: | would like to say that this
is an issue at the level of the Ofice of
Conmi ssioner, that there is an Ofice of Good
Clinical Practices, that they are addressing to
make sure that we do have adequate surveillance and
criteria. | don't think we can provide you a | ot
of information right now, but it is an issue that
they are | ooking at.

DR. TEMPLE: It would be relatively
unusual for us unless we had a concern about
whet her they picked up adverse reactions, which we
mght in this case, first, to inspect a study that
the conpany agrees is negative. On the whole, that
is not where you go to | ook

DR. RUDORFER: Dr. Corman, you have been
wai ti ng.

DR. GORVMAN: One of the thenes that struck
me through the norning was the interruption or
potential interruption of information flow through

the system
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I would like to continue on the thread of
the study and then go to the information fl ow
question | have.

On the study, | think going back and
| ooking at that 109 out of 3,000 patients that were
bei ng studied for efficacy and | ooking for themfor
sui cidal ideation or attenpts will be trying to
make a silk purse out of a sows ear. | think that
woul d be an adventure in futility.

I don't think it's an unreasonabl e thing
to do if it's the data that you have avail abl e, but
I think the exanple used this norning was the
needl e in the haystack

I think we have stepped on the needle and
we have either got to see if it's really there or
if it is really not there, and design studies
prospectively either using random zed, controlled
clinical trial crossover designs or wthdrawal of
effective therapy designs.

One of those three designs could be
desi gned | ooking specifically at the questionnaires
that our psychiatric and psychol ogy col | eagues tel
us look for suicidal ideation

To | ook for suicides as a rare event |

think is going to be again a futile search, but
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| ooki ng for suicidal ideation induced by these
medi cations, | think should be relatively
straightforward, and | would not use the set of
mldly or majorly depressed people.

I would | ook at groups of individuals on
these nedi cations who are not depressed, so that we
could separate that issue out, is it the disease or
is it the medicine.

So, take the ODDs and take the
post-di stress syndrones and study them for suicida
i deation being initiated on these medi cations.

Now, back to the pediatric rule, which I
think | understand, and the Best Pharnaceuticals
for Children Act, | thought there was a provision
in there, | thought, that when we fixed it after
1997, that if you went for pediatric exclusivity,
when you finish the trial, whether the results were
positive or negative, you got exclusivity.

But | also think there was a requirenent
for the pharmaceutical companies to nmake those data
available in a public place. 1s ny understanding
confused?

DR. MURPHY: No, that was a slide this
nmorning. The BPCA does say that within 180 days of

the submission of the application, that the study
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results, clinical trial and a sumrary of the
clinical aspects and the pharmacol ogy report will
be posted on the web by FDA

DR GORMAN: Is there a dissem nation
issue then that it comes as a surprise to me and
other people in this roomthat 12 out of 15 studies
-- and | amsorry if | got that nunber wong --
were negative in their scope, or is that just
sonet hing that hasn't quite nmade its way to the web
site yet?

DR. MURPHY: No, there was an issue in
that there was a wi ndow after BPCA was enacted in
whi ch the sponsors had to be informed that they now
-- because they had been issued the witten
requests earlier -- that they now were under the
new | egi slation. They had been issued their
witten requests under prior |egislation

In that wi ndow, a nunber of these studies

cane in.

DR. RUDORFER: Dr. Leon.

DR LEON. After hearing the speakers
today, | think there is at |east three avenues to

pursue sinmultaneously for being informed about this
topic, and all three will provide inportant

i nformati on about the public health risk and
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benefits.

First, is looking at the existing clinica
trial data, or using the experts from Col unbi a
University, that is a good start. | think what is
very inportant in |looking at those data is we
haven't yet heard what percentage of people who
were screened to be in those clinical trials
actually were enrolled. Was it 5 percent, 10
percent, 80 percent? W have no idea. That
certainly affects the generalizability of those
results.

The people we heard fromthis norning
nm ght have been those who these data don't apply
to, who would be excluded fromtrials, and we need
to learn about those, and | will coment on that in
just a mnute.

Al so, in re-analyzing those data, | would
really di scourage the | ast speaker from dropping
data in which there were no suicide attenpts. It
provides a fal se sense of risk actually. It
i nadequately characterizes exposure to the
medi cati on.

The second avenue to pursue woul d be new
clinical trials, which were alluded to by a few

peopl e today, and those should be designed with
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very conprehensive assessnents of suicidality,
agitation, hostility, akathisia, and assessnents
that are sanctioned by the FDA, maybe with expert
advi ce again from Col unbi a and other universities,
ot her academ c centers with expertise in assessing
t hose constructs.

They shoul d carefully consider the
compari son group. That is probably the hardest
part of designing those studies, whether it's a
wi t hdrawal study, as Dr. Laughren alluded to, or
suggested, or nmaybe psychot herapy versus active ned
versus conbination, | amnot quite sure, but that
certainly deserves discussion, and in those trials,
much broader inclusion criteria should be used than
have been used in the clinical trials to date.

The third avenue | woul d encourage is the
use of existing observational data sets. Now,
observational data sets, at the expense of interna
validity, at the expense of the association between
treatment and outcone provi de w der
generalizability, and a rmuch broader inclusion
criteria.

Dr. Pfeffer, her slides referred to at
| east three different ongoing | ongitudina

observational studies of children, depressed
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children, and if those observational studies are
used, appropriate nethods for adjustnent and
stratification should be used.

They coul d consi der sone of the nethods
used in the Division of Devices that are used to
adj ust for observational differences.

I will stop there.

DR. RUDORFER: Dr. Katz and Dr. Tenpl e.

DR KATZ: | just want to comrent on the

notion of howto better design trials in the future

to look at this question. It is a very inportant
question, it is one of the questions actually that
Tom has drawn up, that we would |ike you to

di scuss, and a nunber of people have already
mentioned it.

We think it's a good idea, too. The
problemis | amnot sure howto get those trials
done. As you have seen, pretty nuch nost of the
drugs in this class have been studied already,
their trials have been done under the pediatric
exclusivity provisions, and | amnot sure we have
the authority to require sponsors to go ahead and
redesign trials of the sane treatnents to have a
better look at trying to capture these events.

I would be very interested to know if
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peopl e have an idea about that, whether or not
there should be an Nl MH sponsored trial perhaps of
nmost of the drugs in this class, because | don't
think we can require the sponsors to do these
studi es other than for the ones that m ght not yet
have studi ed them under the pediatric exclusivity
provi si ons, whi chever ones those are, and there
aren't many.

DR. MURPHY: The one possibility would be
that these products would be put on the |ist of
products that need to be studied. W have an
of f-patent list, but we can also reissue a witten
request to a sponsor for a product which is on
patent, and if they refuse to do it, we could send
that request to the foundation at NI H

Remenber, | described earlier this norning
there is a collaboration between NIH and FDA to
devel op products for the off-patent including the
list of products that need to be studied. Sone of
these products have come off patent, sone will be,
and even if they haven't, there is another
mechani sm whi ch FDA can issue a witten request and
then if the sponsor doesn't want to do it, even if
it's still on patent, and it has a hi gh enough

rating, it can be sent to N H foundation.
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| have to tell you, though, that the
problemis that funding for that foundation to do
studies is very small, so it would be getting in
line for a nunber of studies for which the funding
is very limted at the nonent, but those are the
possibilities | amaware of at this point.

DR RUDCRFER: Also, | wanted to mention
that there is, in fact, an NIIVH study that is
nearing conpletion, the treatnent of adol escent
depression study, or TADS, that includes a
controlled trial of fluoxetine and pl acebo, as well
as cognitive behavior therapy alone or with drug.
That is a 36-week acute trial followed by a 1-week
followup study in a total of 400 adol escents
coordi nated at Duke.

I understand that the results should be
avai | abl e by the begi nning of June, so hopefully,
intime to informthe FDA anal ysis.

Dr. Ebert has been waiting patiently.

DR. EBERT: It appears in sone ways that
many of these clinical trials may not reflect the
typical use for these agents. W saw sone data
that showed that many of these agents are used
other than for mmjor depressive disorders, are

prescri bed by physicians other than psychiatrists,
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and | amwondering if there is sone way that we can
measure the adverse effects that we are seeing in
the typical use

We currently have the AERS system which |
think admttedly is somewhat |imted because of the
voluntary reporting that is necessary, but | am
wondering if the Agency could conment about sone
other type of a postmarketing programthat could be
set up that mght focus on this nore rigorously.

DR TEMPLE: The people fromthe Ofice of
Drug Safety need to comment, too. | just wanted to
make the observation that the nost difficult
epi demi ol ogi cal situation you can identify probably
is where the events you are | ooking for, both the
product of the di sease and the potential product of
the drug you are worried about, it is hard to think
of anything nore difficult, but some
epi dem ol ogi sts ought to comrent further on that.

I wanted to make one observation about
random zed wi thdrawal studies, which | |ike very
much. They are not a good way to di scover whet her
these drugs cause suicidal thinking, because, by
definition, the people on those drugs are people
who are doing well on them

It is a possible way to show that the
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drugs work in a situation that is sonmewhat
different fromthe high-intensity, high-support
setting of the acute trial, but |I don't think that
is going to get us the answer on suicidal thinking.
These are all bona-fide do-gooders or do-wellers if
you like, so | don't think it is going to help on

t hat .

DR RUDCRFER: Dr. Pfeffer.

DR PFEFFER | wanted to comment on
sonet hing that struck ne, and that is the placebo
response rate seens to be relatively high in these
popul ations in these studies, and | wondered how
they did conpare to placebo rates in adults.

My sense is they are high and | woul d
assune maybe higher, and | wonder if that leads to
us needing to think about other covariates, for
exanple, as will be done in the anal yses, such as
the environnental circunmstances in which the
children are living, and to see what that feature
may inpact on not only the suicidal state, but the
potential for recovery.

I wonder certainly with the placebo rate
bei ng a narrow range between the treated state, if
our concerns about efficacy need to be rethought in

terns of devel opnental issue

file:/lIC|/storage/0202psyc.txt (316 of 401) [2/18/04 9:57:57 AM]



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR RUDCRFER: Does soneone fromthe FDA
want to coment on the placebo response rate in the
pedi atric studi es versus these sane drugs in
adul t s?

DR LAUGHREN: | don't have the data in
front of me. M general sense is yes, that the
pl acebo response rate in fact is an issue for both
adult and pediatric studies, perhaps even nore of
an issue in pediatric studies, and that may get at
the issue | was raising earlier about heterogeneity
that you see when you try and capture a popul ati on
using the MDD criteria, but yes, it is definitely a
problemin both areas, but perhaps even nore so in
pedi atrics.

DR RUDORFER: Dr. Laughren, is there a
standard way of assessing diagnosis in these MDD
trials? | nean as a matter of just the sponsor
will say these subjects net DSM IV criteria, do we
know i f they used any kind of structured interview?

DR. LAUGHREN: They al nost al ways use
some kind of structured interview

DR. RUDORFER: So, presumably, if there
were conorbidities, those woul d be captured?

DR LAUGHREN: Yes, and there often is

conorbidity.
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DR. PINE: Related to that question, could
I make one conment about it. \When one | ooks
particularly across the recent studies, while every
study will say that they used a standardized
assessnent, there is really a quite marked
variability across studies in terns of the way in
whi ch they docunented the rigor of that approach

So, if you read the recent letter in JANMA
from Wagner, that tal ks about the process of
establishing the diagnosis and the reliability
study, that reads very differently fromsonme of the
ot her studies that maybe had a | ower placebo
response rate or smaller sanples.

So, | was wondering if it mght be
possible to in sone way evaluate or rate the rigor
wi th which both the diagnosis and the outcone
vari abl es were assessed across the studies, paying
particular attention to issues of training and the
denmonstration of reliability by those investigators
conducting the trial and using the instrunent.

DR LAUGHREN: It would be very difficult
to do that after the fact. |If they claimto have
done it in a particular way, to document whether or
not it had been done in that way, involve an

enor nous amount of work, and given the tine at
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whi ch these studies were done, you know, going back
four, five years, it would be hard to i magi ne how
that woul d be hel pful

DR. RUDORFER: Dr. Wang.

DR. WANG | think in addition to
consi dering what the optimal design would be, if we
all had our choosing, we should keep in mnd that
at the best, it will take a long tine to do them
even sorting out all the other logistics, so
think in the neantine, it is inportant to consider
how to enhance the use of this existing data set,
which will be arriving soon enough, to study this
quest i on.

One thing | amparticularly concerned
about is you may | ose an effect in the overall data
set that you would otherwi se be able to see in a
hi gh-ri sk popul ation

I think in that list of covariates that
you are asking the sponsors to all subnmit, to also
add variables that will allow you to identify
hi gh-ri sk popul ati ons, such as people -- sone that
come to mind, kids that have insomia at baseline
or high anxieties, severity synptoms, or famly
hi stories of bipolar illness, things that allow you

to sort of concentrate on a group that is likely to
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potentially show an effect.

DR. RUDORFER: Dr. Gorman

DR. GORMAN:. Again back to the thene of
information flow, I was wondering if someone from
the FDA coul d expl ai n what bars we woul d have to
meet for changing the | abeling on these substances
today. The |abels get made when a new product is
approved, but then are nodified through nmany
nmechani sns, | have no idea

What do we need to do to put a precaution,
war ni ng, or black box, or side effect or adverse
event that lists these as potential -- what bar do
we have to neet to potentially include these in the
| abel ?

DR KATZ: As you heard from one of the
speakers in the open session, it isn't required,
for exanple, when we are contenplating putting
sonething in the Warning section that we have
absol ute proof that the drug causes a particul ar
adverse event, but reasonable suspicion. | forget
exactly what the words are.

On the other hand, of course, two points,
one, it is obviously a judgnent as to whether or
not there is reasonabl e evidence that a drug is

linked to a particular adverse event. So, if you
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1 ask what the bar is, it is hard to say. It is

2 hi ghl y case- dependent .

3 On the other hand, even though the | aw

4 permits us to include things in the Warning section

5 that we have not yet proven to be associated with

6 the drug, there is always the risk of including

7 such events when we aren't really sure or al nost

8 sure that the drug did it, because, nunber one,
9 is distracting, but beyond that, you might be
10 giving false information.

11 So, as a general matter, we tend to p

it

ut

12 adverse events in the Warni ng section when we are

13 pretty sure, when we think we have pretty good

14 evi dence that the drug actually does it as opposed

15 to its just being associated with it.

16 A boxed warning again is a judgnent,

17 woul d say, as a general matter, as well, we don
18 put a description of adverse events in a boxed

19 warning, which is sort of the npbst stringent

20 war ni ng you can apply in a | abeling unless we

21 really believe that the drug is causally related to

22 t he adverse event.

23 Then, of course, we don't put all causally

24 rel ated adverse events in boxed warnings, only

25 those which we think are particularly serious,
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to say that suicidal behavior would not be one of
those events, but really boxed warning and pretty
much warning, we like to have pretty good evi dence
that the drug actually did it.

O course, the type of evidence that is
brought to bear on the question of whether or not
the drug is causally related varies. W like to
have controlled data. It isn't always controlled
dat a.

Sonetinmes for rare events, as you heard
earlier, events not associated with the condition
that you are | ooking at, postnarketing data,
conparing reporting rates to what we know about
background rates usually suffices. | amnot sure
we can apply that sort of reasoning to this case.

DR. TEMPLE: W are particularly
interested in telling people of things they can do
to avoid problens, if there is such a thing, that
seens reasonably likely to do it. Current |abeling
al ready does tell you that early after treatnent

starts is the tine to watch out.

It doesn't attribute that to the drug, but

it doesn't seemout of the question that wording
i ke that could be enhanced and nade cl earer

Everyone seens to agree that that is a dangerous
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ti me whether you agree on why it is a dangerous
time or not.

So, there are things like that that can be
done. Another option that we have not used for nost
of these drugs is to provide information as best we
can for patient or caregiver use. Those are all
possibilities.

DR. MURPHY: Could | put a pragmatic
response to that answer? That is, that | think one
of the other things that we need to consider --
it's in your questions -- is that to get a change
in label, let's just assune for sonme reason that
peopl e wal ked out of here today and wanted to
change the | abel

It takes a while to get all that done and
by the tinme you came back this sunmmer, you m ght
want to change the | abel again.

So, | think what we are going to be asking
you or in one of the set of questions is what are
your recomrendati ons about what FDA may or coul d
possibly do in the interim because | think that
everyone is very interested in what additiona
i nformati on we can get, and we would like to make
it the nost efficient way of transmtting

i nformati on, which would be together instead of
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trying to change things naybe two tines.

So, | think the pragmatics of it are what
can we do to help better inform people before the
| ate sunmer neeting in which we hope to have a nore
definitive response.

DR RUDORFER: Dr. Nel son

DR NELSON: | think I will continue this
conversation about |abeling rather than what | was
originally going to say.

| have two suggestions. What struck ne in
your remarks about the timng was the delay it
appeared to take for you to actually get the data
you were asking the sponsors to provide. That
coul d be inadvertent or it could be, in fact,
dupl i ci t ous.

So, | would suggest that you tell them
that, in fact, if they don't provide the data you
want, that you will label it based on just the
British decision, with a warning, would be the
first suggestion.

But the second is, to answer Dianne's
question about a notice, | think you could honestly
take Appendi x 2A and put that in the letter to both
health care professionals and to patients on the

medi cation saying the FDA is really worried about
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this signal and we want to |l ook at this data, and
if you are worried, too, you ought to talk to your
clinician that prescribed it and di scuss those
concerns and name the drugs.

It is unclear to me why soneone coul dn't
have the opportunity to see that signal and to nake
their own evaluation as to whether or not they
woul d want to be slowy tapered and put on the one
drug that seens to be so far a winner in all of
this, which is fluoxetine.

DR. LAUGHREN: Let me just clarify one
thing. W have the data fromthe conpanies, the
ball is nowin our court, so we are not waiting for
anything at this point from conpanies unless the
comrittee feels that there is sone deficiencies
here in ternms of case finding, but we are satisfied
that we have what we need.

It is now a question of working on a
reclassification and designing an analysis. W
have what we need.

Regardi ng the second i ssue of
di ssemi nating Appendix 2 to prescribers, | am not
sure what purpose would be served in doing that.
mean we have already issued a health advisory in

Cct ober saying that we are concerned, that we can't
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rule out an increased risk of suicidality.

If we are not confortable with what is in
the nunerators for these risks that are displayed
inthat table, | amnot really sure what purpose is
served in dissem nating that.

DR. NELSON: One brief response to that
and then | will be done. What bothered nme in
listening to the testinmony this norning is the
amount of off-Iabel use, and the anmount of tines
that peopl e nmentioned that they were given sanpl es.

I would even go so far as to wonder if the handing
out of sanples is marketing outside of an

i ndi cati on where you could even cone after a
conpany.

So, part of ny desire to informclinicians
istotry to scare themaway from of f-| abel use
frankly. That bothers me, the anount of off-I|abe

use that appears to be going on in this particular

mar ket .

DR. RUDORFER Dr. Giffith.

M5. GRIFFITH | need to clarify, | am not
a doctor, | ama consunmer, | ama parent, and as a

| ay person, the nost troubling outcone | think of
this norning's and this afternoon's presentations

was the urgency with which this needs to be
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resol ved.

After the presentation by Dr. Hamred,
was really struck by, in covering the analysis
plan, the last statement it remains to be seen that
if we have enough statistical power, whether or not

there is enough statistical power.

My question is what happens then, if there

i s not enough evidence to nmake a concl usion, how
does the FDA informthe public, because as you say,
you put out an advisory on Cctober 27th, which I

as a parent and as a consuner, read, found it
terribly confusing.

It was reported on very contradictorily,
and what | am suggesting is | think the FDA is
going to have a credibility problemif it does not
get out ahead of this with some very public
statements about where it is going with these
studies and with the data.

DR. RUDORFER: Dr. Goodnan, did you want
to respond?

DR GOCDVMAN: | think it is going to be
some time until at least | amconfortable that we
have enough data and analyze it properly to be sure
of the connection with suicidality, however, I

think that nyself -- and nmy guess is there are
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ot her people around the table -- are nore
confortable with the assunption or, to use these
other terns, have a reasonabl e suspicion that there
is a subgroup of children who devel op an

i diosyncratic reaction to SSRI's, that include
synptons |ike insomia, agitation, maybe
suspi ci ousness, hostility, and could possibly |ead
to violent behavior including self-harm

I think a lot of clinicians are aware of
this already. | think that ny colleagues in child
psychi atry and pedi atricians who are informed on
this issue are very attentive when they are
starting medication, if they are seeing any of
these signs, they adjust the dosage, they may stop
the nedication, they certainly don't increase the
dosage.

So, there are nmeasures that can be taken
now by clinicians as long as they are aware of it,
and by parents who are made aware of it, to take
steps that may reduce the devel opnent of this
syndrone, whatever we want to call it, in a
suscepti bl e group of kids that may or nay not
increase risk for nore serious adverse events that
i ncl ude suicide

M5. CRIFFITH  Just to follow up, | don't
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di sagree and | feel that | have al ways been well
informed by clinicians, but | think that there is a
group of people who have not been able to either

| ook at the data or not had access to good
therapeutic care, and | think that it is going to
becone a public relations problemvery quickly.

If the data conmes back, if you are unable
to use it when it comes back prior to this meeting
in the summer, you are extending sone sort of
reasonabl e period by which you can reasonably
informthe famlies, and it will snowball and get
conpl etely out of control

DR. RUDORFER: Dr. Katz.

DR. KATZ: One of the questions we have of
the conmittee is what, if anything, should we do in
the interimwhile we are waiting to get the fina
anal yses. O course, as a number of people have
suggested, it is possible that come this sunmmer
when we do the anal yses based on these
resubmni ssions of the data, that we won't be able to
say anything definitive.

What we really want to know from you
fol ks, first of all, in the interim what, if
anyt hing, we should say, and it sounds |ike at

| east some people think we shoul d do sonet hi ng
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al though | amnot yet sure if and what other people
thi nk shoul d be done.

But it is possible that cone this sumrer,
we really won't be in a position to say anything
more definitive

VWhat we really want fromyou folks is, in
part, whether or not there is anything el se you
think we can get fromthe data or whether or not
there are any other additional analyses that we
shoul d do, so that we get as nuch as we possibly
can out of the data, so that if we do cone back in
the sunmer and say, | ook, we can't give you a
definitive answer, at |east we can know that we
have done everything that we possibly could with
the data that we have in front of us at the nonent.

So, those are things we definitely want to
hear from you about.

DR RUDORFER: Dr. Tenple

DR TEMPLE: | just want to sort of remnd
everybody that what provoked the npst recent
interest in this subject was those data, the 127
cases. |If those prove to be uninterpretable, we
are back where we were

What we then have is very inpressive

i ndi vi dual reports of bad outcomes. Those have
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al ways been inpressive when people have tried to

| ook at those in controlled trial environnents and
things like that, and pooling our study data, they
haven't turned up at |east so far.

There have been sone criticisms of the way
that was done, but |eaving that aside, they haven't
turned up. The difficult question always is what
to do with reports that have consi derabl e cogency
tothem | nean it sort of |ooks |ike sonething
happened when the person started the drug, it does,
that you can't really confirmin controlled trials,
and that is always a problemw th the postmarketing
data we get.

Sonetimes the events aren't the very thing
that you are worried about happening in people with
that diagnosis. 1In this case, as | said before, it
is particularly difficult because people who are
depressed are the very peopl e who have sone of
t hose events.

Now, whether it |ooks like they were
accel erated or not are the kinds of things we have
to think about, so as Russ said, we are very
interested in views as to what we can say that
woul d be useful now, apart fromwaiting for the

results of the trials, if there is such a thing.
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DR. RUDORFER. W have several speakers
lined up to continue the discussion on Question 1
regarding capturing all events of potentia
interest, and | will ask everyone else to hold your
questions, and then we will nmove on to Question 2.
There is a lot of overlap, and | have been asked to
try to keep these separate and distinct.

If we could turn to Dr. Mal donado,
followed by Dr. O Fallon, please

DR. MALDONADO. | amsorry to bring you
back to the BPCA and rule. | want to clarify the
point, the failed trials that the FDA is seeing
ri ght now has been an issue of cost of doing
busi ness for the pharmaceutical industry for
generations, is that when those so-called negative
trials happen, the pharnmaceutical industry doesn't
even bother to cone into the FDA with those trials
because they know they are not going to get
anyt hi ng out of that.

Now, you are seeing it in the context of
the BPCA because it is necessary to disclose, and
because there is incentive to disclose it. So,
this is not a new phenonmenon and | think that the
comment that the pharmaceutical industry is not

maki ng the efforts that they should nake is
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unf ounded.

A lot of these trials -- that is why they
are called trials -- a lot of these drugs failed,
failed repeatedly, and those failures actually had
to do nore with the ignorance of the people
devel opi ng the conpound than with the drug itself.

It is a process of learning until the
researchers fine-tune what they want to find. Not
only that, if there is a doubt that these studies
are being done according to GCPs, the FDA has the
authority to have that oversight.

Not only that, the FDA has a very
hi storical authority now given by the governnent to
issue the witten request. So, those studies are
in response to witten requests issued by the FDA.

So, if those responses are not accurate
and are not fulfilling the demands, then, there has
to be a corrective that should happen there, just
for clarification.

DR. RUDORFER: Dr. O Fallon

DR, O FALLON: We are tal king about three
maj or topics here, and we keep flipping around
anong them One of themis the potential that we
can get out of this re-analysis. The second is

suggestions, advice as to what to do for future
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studies. The third is the | abeling issues.

The questions that we are getting are
primarily focused on this re-analysis, at |east the
ones that | saw. | want to say as a statistician
that | don't have a whole | ot of hope for your
being able to get good information out of the
pl anned re-analysis. | think it should be done,
but I don't think it is going to be because you are
going to get the infornmation

As a statistician again, | have learned a
long tine ago that if you don't get your data right
the first tinme, that it is very, very difficult to
go back and get the information after the fact, and
| amafraid that you are going to find that is a
probl em

If the data were not collected very well,
for whatever reason, in those original studies, you
are going to have a hard tine finding it, and there
is no such thing as being able to go back

For exanple, if sonething is a genetic
defect, if there is really a genetic defect that is
underlying the ones that flip out, the kids that go
crazy, no one will ever know because we don't have
the information, we didn't ask about it, and there

is no way to go back and get it.
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| amafraid that is what is going to
happen with this study. Nonetheless, | think it is
worth going forward because | think you are going
to learn a whole | ot about nethodol ogic issues when
you struggle to analyze it, and | think that wll
be valuable information for witing future witten
requests for evaluating future studies, so | think
there is a lot to be | earned about it.

I don't even want to go on the | abeling,
but I have got a whole list of stuff there.

DR. RUDORFER: We will come back to that.

Dr. Chesney.

DR. CHESNEY: Two issues with respect to
Question 1. The first one, |I think we have already
gone over several times, but | would really
strongly encourage, if it is possible to go back
and | ook at every patient, to look at this
stimulant syndrone issue, this mania, this
irritability, and so on, which |I nust say | was not
fully apprised of at all until we canme today, and
am nost i npressed when | hear from again in the
open session, about how sone of these events
occurred very quickly.

I know the potential explanation of being

stinmul ated out of l|ethargy, but this sounds |ike
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sonet hing different to nme, which brings ne to ny
second questi on.

I wondered of any of the psychiatrists
could tell us if there is any association with drug
| evel s, because certainly in my field, which is
i nfectious diseases, drug |levels are inperative or
you woul dn't know what you were treating or how
well you were treating it or whatnot, but certainly
we heard | evels at autopsy referred to as being
three tines | guess what was expected, and then Dr.
Goodman made the coment about adj usting dosage.

Do we have any idea of what the dosages
were in these studies and how they correlated with
body wei ght or levels? For those of us not in the
field, I just don't know anything about the val ue
of pharmacokinetic studies in these drugs.

DR. LAUGHREN: Just to comment on a couple
of your questions. For the nobst part, blood |evels
were not obtained in these trials. Any
phar macoki netic data for these pediatric prograns
were done in other smaller studies. For the nost
part, | don't think we are going to have nuch | uck
in getting PK data here

In ternms of dosages, these were nostly,

virtually all flexible dose studies, so patients
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were dosed within a range, usually the recommended
range for that drug. They were not fixed dose
studies. W have dose infornation, but w thout
sonething to link it to, it probably is not going
to be very productive

But | wanted to cone back to your first
poi nt because now several people have raised this
question about sone kind of a stimulation syndrone
and linking that in sone way with mania. |If we are
to look for that, we have to know what it is that
we are | ooking for.

| nmean there has to be sone kind of
definition. Are we tal king about sonething that is
linked specifically to suicidal behavior or
sonet hing that occurs independent of suicida
behavior. | amnot sure if this entity can be well
enough defined for us to search for it.

We have over 4,000 patients involved in
these trials. To head off |ooking for a syndrone,
we have to know what it is that we are | ooking for.

DR CHESNEY: Can | just respond to one
coment. | think on several occasions we heard
that it was actually hom cidal behavior that seemed
to arise frommania, and if we just | ook at

sui ci de, naybe that is not all we want to know
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about .

DR. RUDORFER: Tom | wonder if | could
interject a question for you. | think the concept
of akathisia, which again has come up repeatedly,
captures a |l ot of what various speakers are talking
about, and | wonder if the Agency's experience with
anti psychotic drugs woul d be hel pful in that regard
internms of definition

DR LAUGHREN: We could certainly search
for akathisia. That termis reasonably well
understood | think clinically and woul d very likely
appear in the el ectronic database, or one | suppose
could come up with related terns that night get at
akathisia if it wasn't specifically named

But again, mnmy question is are we | ooking
for that synptomby itself or are we | ooking for
that in association with sone other behavior.

Again, there is a very w despread belief that
akathisia is linked to suicidal behavior, but I am
not sure how strong the data are supporting that
belief, that is really the question

But again, if we are going to search this
dat abase for something other than what it has
al ready been searched for, we have to have sone

fairly specific gui dance about how to do that.
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MS. BRONSTEIN. M comments are about
| abeling and if you want ne to wait, | will, or I
would Iike to get themoff nmy chest nowif | could.

If I heard nothing fromthis morning's
testinmony, | heard repeatedly that people feel the
need for patients and famly to have nore
i nformati on than they have currently.

I think that is really our responsibility
to do sonething about it whether it is after this
meeting or after the sunmer meeting. | think we
need to get something out there that describes
akathisia in a way that patients can enbrace it and
understand it, and fam |y nmenbers can watch for
this radical change in behavior.

I amseeing it as an apparent link to
ei ther honicidal or suicidal behavior fromthe

testimony this norning and fromwhat | have read,

as well.

DR. RUDORFER: Dr. Ebert.

DR. EBERT: Mbst of ny comments al so had
to do with labelings. | just briefly wanted to

react to what was stated earlier, though, again
about the issues of going beyond just the suicida
behavi or and whether it's akathisia or whether

there may be sone ot her characteristics which
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340
clearly indicate that -- and I amnot in the area
of psychiatry, so you will have to indulge ne for a
second -- but just the whole issue of kind of a

concept of self versus others, whether it's through
homicide or it's hostile behavior or
aggr essi veness.

To nme, these things all seemto be a
constellati on of the same types of syndrome that we
woul d be | ooking at.

DR. RUDORFER: Dr. Fink.

DR. FINK: Another sort of global concern
--and | think it may be particularly apropos to
this class of drugs -- is that when these clinica
trials are performed, they are usually perforned by
experts in the field, yet much of the usage today,
particularly in the nanaged care environnment, is
prescription of these drugs by non-nmental health
trai ned professionals.

The results of a clinical trial performed
by mental health professionals where you are
al ready using a highly sel ect audi ence and highly
sel ect practices nay bear little relationship to
what you see with the drug in use in the rea
wor | d.

From a | abeling standpoint, it would make
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sense potentially to say that at |east off-Iabe
use of these drugs really should be highly
restricted to nmental health professionals or make
sonme kind of wording that would inply that, because
I think that off-label use of these drugs by
non-nental health trai ned professionals seens to be
problematic, and it nay well be that rmuch of the
pl acebo effect that we are seeing in the clinica
trials is because they are receiving counseling
about nental health.

I amnore familiar with asthma trials.
Wien we do asthma trials, we see a trenendous
pl acebo effect which is asthna education. M guess
is in mental health trials, there is a tremendous
pl acebo effect because you are seeing a nental
heal t h prof essi onal

DR RUDORFER: Dr. Leon.

DR LEON: It would be interesting to know

what itens were captured in the severity ratings,
because if we knew the itens that were there, then,
we coul d see which ones correspond to the synptons
we heard of this norning, and | ook at treatnent
energent synptoms, synptons that weren't there at
baseline, on the severity rating, that were

exacerbated during the course of this trial, so
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| ooki ng at changed scores on a handful of a
priori-defined synptoms fromthe rating scal es
woul d be very hel pful

DR. GOODMAN: Al ong those lines, as
mentioned earlier, the Hanmilton has an item on
agitation, the CDRS has an itemon irritability, so
that could be a first quick |ook, and you woul dn't
have to | ook at treatnent emergent, you can | ook at
rating scale itens.

| agree that one needs to give carefu
t hought into what synptons or how we are descri bing
this constellation of synptons, because it could be
very probl emati c.

For one reason, a number of synptons you
woul d expect to get better with the SSRI's, and what
we are really looking for is a minority of patients
i n whom you see a paradoxical increase in those
synpt ons.

So, | think we need to take a very carefu
approach to this analysis.

DR. RUDORFER: We have four nore questions
on this topic.

I amsorry. Dr. Laughren

DR LAUGHREN: Just one follow up on a

suggestion that has cone up fromseveral conmittee
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menbers now about | ooking at itens fromthe rating
scal es. That was actually done here, and it turned
out not to be very hel pful

Now, this was a simlar analysis that had
been done with the adult data years ago, for
exanpl e, looking at patients who nove from | ooking
at the suicide itemon the HAM D and | ooki ng at
patients who move fromzero to 1 to a 3 or 4.

That did not detect a signal in these
trials, and part of the problem nay have been that
these events often did not occur at a time when the
HAM D woul d be done, because the HAM D is done at
regul ar intervals.

If the event occurs between visits, which
it al nost always does, and then the patient is
di sconti nued at that point, you never get a HAMD
or whatever other instrunment is being used.

So, conpanies did try that approach, and
it was not particularly productive.

DR. RUDORFER: We are now going to turn to
Drs. Ml one, McGough, Pfeffer, and Otiz, and then
nmove on to Question 2 nore specifically.

DR. MALONE: | amsorry, | just stepped
out, so | may have m ssed things that were just

di scussed, but | was thinking that |ooking at
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agitation would be an inmportant thing if you think
about the way we use the recent neetings on
anti psychotics and agitation.

Agitation often | eads to harnming of self
or others, and it might be a proxy for |ooking at
sui ci dal behavior. So, searching the electronic
dat abase for agitation, violence, and trying to
construct an agitation -- | don't know what to cal
it -- but try to construct agitation and see if it
does differ in those who are having suicida
i deati on or having other such problens.

The other thing, | end up currently
treating children with autism and | think this
whol e activation syndronme is sonething that anyone
who treats children with autismworries about if
they are going to consider giving an SSRI.

There is some sense in which | think you
could look at fairly quickly in a controlled tria
whet her popul ati ons ot her than depressive
popul ati ons get agitation or get activated, and
then get sone infornation whether these drugs in
children, in fact, cause this activation syndrone.

DR. RUDOCRFER: Dr. M Gough.

DR McGOUGH: This is really a segue

think to the |l abeling issue which keeps com ng up
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again and again. First, as far as off-Ilabel use
goes, child psychiatrists could not treat severely
ill kids without off-label prescriptions, there is
no doubt about that.

Secondl y, even in the absence of
scientific clinical trial evidence, a physician
needs to be free in specific instances to choose to
take the risk of using a medicine even in the |ack
of a controlled study. Again, there is no way to
meet the needs of these really severe kids without
this.

To your point, unfortunately, there aren't
enough child psychiatrists trained and available to
do this, so it is left to other practitioners, and
what | was really struck with, hearing the stories
this norning, is many of the cases we heard were
kids just naively given adult titration regi nens at
adult doses with no consideration to slow
met abol i zi ng, in Caucasian kids particularly, with
no concern about the need to nonitor for akathisia
and early onset activation, so | see we can't
restrict non-psychiatrist prescribing, we now have
pedi atricians, famly docs, nurses, psychol ogists,
all of whomwi ||l be prescribing these nmedi cines.

There has to be sone way to really notify
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peopl e or put people on notice that at least in the
absence of efficacy data, you have to be very
concerned about safety, and if there is any

| abel i ng tweaking to be done, that is what | would
want to see put in.

DR RUDCRFER  Dr. Pfeffer

DR. PFEFFER: | have a nunber of questions

that have to do with the analysis issues and
perhaps nmy concern is having heard the famlies and
the sense of their urgency, if while the Col unbia
group is evaluating the suicidality question, if
one nmght |look at the data in a variety of other
ways that mght informus about, for exanple, who

i mproved and who didn't inprove.

Who i nproved within the placebo group and
who i nproved within the treated group, and what are
the predictors of that or vice versa, what are the
predictors of a poor outcome, and we mght find
that that might give us sone very inportant clues
as to the way that this population are responding
to the drugs.

The question also that | have, and
assunme it nust have been done, but | amnot sure,
and that is whether or not random zation really

wor ked, and especially did random zation work, for
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exanmple, in the suicidality issue.

I don't know if that has been | ooked at,
and certainly once Col unbia group | ooks at the
definition of suicidal behavior, it will be |ooked
at again, but that would be an inportant question
to al so | ook at.

Then, if | mght contribute sone
information, for exanple, | know in the venl af axi ne
studi es, they were doing blood | evels of
venl af axi ne because they were | ooking at the
question of slow netabolizers or not, so | wonder
if that data m ght be able to be |ooked at to, to
gi ve us sone clues about issues of netabolism

DR. RUDORFER: Thank you

Dr. Otiz.

DR ORTIZ: MW coments, | think are in
response to a couple of things that Dr. Chesney
brought up. As far as levels in psychiatry, what
we certainly know is that the Sinenet kinds of
medi ci nes, which are dopam nergic, can cause
psychosis, and it is at different doses for
different individuals, the same thing with
anphet am nes, they al so can cause psychosis.

Again, it is not predictable in each individual

I would also like to follow up on your
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suggestion to specify the adverse effects and the
descriptions of thema little better.

As a psychiatrist, when | am wat ching

sonmeone that | am concerned about, that nmay be

devel opi ng hypomani a or mania, | am watchi ng how
their speech patterns change, | amwatching their
activity levels, | amnonitoring their sleep, and

think a little nore precision in those kind of
descriptions mght be hel pful

DR. RUDORFER: Dr. Andrews will ask the
final question related to Question 1.

DR. ANDREWS: | have some concerns about
the exploration of this activation syndrone in the
context of the existing clinical trial data.

First of all, as has been said, we nmay not
know what the elenents of that syndronme are, but in
addition to that, do we know whether the el ements
of that potential syndrone were collected
diligently, frequently, and sinmlarly across all of
the studies, and | think that needs to be addressed
before going into that expedition

If not, I would encourage the FDA and the
anal ysts to | ook at nore objective endpoints, which
I think are the ones that were established for

sui ci de events.
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| have a bit of concern that the study nmay
not answer all of the questions because of the
i ssue that was raised earlier regarding
generalizability. These patients nay not resenble
the patients who are treated with these drugs.

They are probably treated in a different
way in terms of dose titration in the context of a
clinical trial, and in the context of a clinica
trial, patients tend to be nonitored nore
carefully, so that perhaps those at highest risk of
sui ci de or suicidal ideation mght have been
identified earlier with other synptons and
wi thdrawn fromdrug or had drug titrated down.

DR. RUDORFER: Thank you

I think we will come back to sonme of these
i ssues. The sense | have fromthe committee is that
whi | e peopl e have reservati ons about the
limtations of the existing database, the sense
seens to be that we woul d endorse going ahead with
the Colunbia reclassification, but with sone
addi ti onal measures.

Dr. Laughren had al so specifically asked
us about the appropriate categories in ternms of the
definition of "possibly suicide related" and

"suicide attenpt,” and | wonder if anyone has any
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f eedback for the FDA on those questions.

Dr. MCGough.

DR McGOUGH: | was just speaking from
experience and also the work Dr. Shaffer showed.
You know, my view about cutting is that it is not a
sui ci dal behavi or, and others night di sagree, but
that would be nmy approach to that. It would be not
to classify cutting or superficial cutting
certainly as a suicidal behavior.

DR. RUDORFER: Dr. Chesney.

DR. CHESNEY: | was interested again this
nmorning to hear in a nunber of instances that
peopl e took a drug, took a dose and then found
thenselves in jail and did not know what had
happened in the interim

How is that described in psychiatric
terns, is that confusion of thought or absence of
presence, or is that sonething that you could pul
out? That seens a fairly profound confusion to
just absent oneself fromthe situation and yet do

sonme fairly striking things

DR. LAUGHREN: It is phenonenol ogically an

ammestic syndrome of some sort. | did not see that
in these trials. At least it was not described as

such.
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DR. GOODMAN: Al so, phenonenologically, it
woul d be a dissociative or fugue state.

DR CHESNEY: Was that asked for in the
trials? Was that a question that was on the --

DR LAUGHREN: No, | amsure it was not.

DR LESLIE: | wanted to add two comments.
One is on the Question No. 1, which is | think part
of this is a process question of where we go from
now. Wien | |ook at Dr. Hammad's variables that he
has listed, | think there are sone that are m ssing
and it would be good to redistribute that list to
the committee for review

For exanple, | only see after
di scontinuation. | don't see on an increase of
dose or decrease of dose. The issue of famly
hi story has cone up.

I think all of us or there is a good
majority here that are concerned about aggressive
i nstances, and sone of the family stories this
mor ni ng were not of kids who were feeling down.
They were of kids who acted suicidally because of
i mpul sivity, and not because of a suicida
synpt omat ol ogy that had been ongoi ng.

So, | think those things are inportant and

| also worry about what is hidden in sone of the
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ot her neurol ogical, et cetera, categories that are
I'isted.

So, again, | don't know the process here
and how you all feel about doing this, but | think
redistributing this list for some suggestions of
sone of the risk factors and things that m ght be
important to be | ooking at, as several of the
speakers have said, would be inportant.

| also wanted to say that | am i npressed
that the American Acadeny of Child and Adol escent
Psychi atry has been here and ot her groups, but
there is no one here fromthe Anerican Acadeny of
Pedi atrics, representing the American Acadeny of
Pedi atrics, although several of us are
pedi atricians and on that conmttee, and there is
no one fromthe National Association of Nurse
Practitioners, and there is no one fromthe
Ameri can Acadeny of Fam |y Practice Doctors, and
reaching out to those organi zations on an officia
| evel, since so many of us are the ones that are
gi ving those nedi cati ons, would be an inportant
step to be taking.

DR. LAUGHREN: In terns of the |lists of
variables, all conmmttee nenbers have that. It is

attached to a neno that | wote. W would be happy
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to accept suggestions at any point, it wouldn't
have to be at today's neeting, of additional
covariates that you think mght be inportant to add
to this database, so please free to do that.

DR. RUDORFER: Dr. Gornman.

DR GORMAN: If all of these 15 studies
that we are going to re-review were not intent to
treats, analysis based on intent to treat, we would
not be able to answer Dr. Chesney's questi ons.

DR. RUDORFER. Dr. O Fall on.

DR. O FALLON: One process question. Do
you have data for all the patients in all of those
studies? Do you have the detailed data for all of
the patients in all of the studies?

DR LAUGHREN. What we have right now are
interms of data sets. W have the data sets for
the variables that we specifically asked for.

Again, those are listed in an appendix to ny
review. So, that is what we have in terms of an
electronic data set for all patients, but it is
limted to those variables that we asked for

DR. TEMPLE: Just with respect to intent
to treat, we expect to see all patients randonized
who at |east got sone treatnment. It is typical in

synptomatic treatments not to include people who
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don't get a treatnent. You can debate that, but it
is usually not a big |oss, but anybody who was
treated should be in those anal yses.

DR. PERRIN. It does seem having read
that list of variables on the way down this
nmorning, that there are some inportant gaps. They
do include again sone of the factors Dr. Pfeffer
menti oned before which are really in the socia
envi ronment al phenonena that mght influence rates
of responsive treatment or might influence rates of
sui ci dal behavi ors.

It does seemlike you don't have a | ot of
sort of data over time. It is alnost |ike an
adverse event reporting system if | amreading the
data set right. 1In other words, you don't have a
|l ot of information on other response to treatnent.

We have heard, for example, a lot of
di scussion without a | ot of evidence that the first
week or two or three of treatnent is really
critical, so one would wonder a | ot about what kind
of things happened during that tinme that you do
have data on, and you tal ked about the notion that
maybe the next clinical trials night be a
withdrawal trial

Again, there is a noderate anpunt of nore
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anecdot al than good evi dence base that w thdrawal
is a very high-risk tine, as well, for kids on
SSRI's, and again there, having sone sense of what
happens relatively inmediately in that two or
three-week tine would be extremely hel pful, but |
have a feeling you don't have those data for even
the start-up tine.

DR. LAUGHREN: Could you say a little bit
nore about how you woul d characterize that early
response? Are you tal king about |ooking at fornal
assessnents, HAM D, and so forth? | nean clearly,
we have that. What we might not have is nore
anecdotal information about particular ways in
which a patient didn't do well

DR PERRIN. Well, then, maybe you do have
it, but on what periodicity do you have things |ike
t he HAM D?

DR LAUGHREN: Every week, you know, early
on certainly.

DR. PERRIN. Then, you may have the
i nformati on, okay.

DR RUDCRFER: As | understand the
situation, Dr. Laughren's Question 3 on patient
| evel data analysis, | think we have been

di scussing essentially on inportant covariates that
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shoul d be considered in the re-analysis.

Dr. Laughren, would you want us to address
anything el se specifically on that before we turn
to future directions?

DR. LAUGHREN: No, but again let me just
reiterate if conmttee nenbers, as you continue to
|l ook at this list, if you have additional ideas,
pl ease feel free even after this neeting to submt
them because we want this to be as conprehensive
as it can be. So, if there are inportant
covariates we have left out, let us know.

DR RUDORFER: Dr. O Fallon

DR O FALLON: Looking at that |ist again
with fresh eyes after this nmorning, you don't have
any data that will help you to get at the
tenporality of the various things.

For exanple, | look at that dose, and you
are looking at the max of the nods, and things like
that, but you don't have -- you know, there is no
way in your data set then to get at whether the
i ncidents occurred when the dose was raised,
| owered, or discontinued.

So, one of the key questions is not going
to be able to be assessed.

DR. LAUGHREN: That is sonething that we
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clearly have that information. W don't have it
now, but we could get that information and add it
to the nodel

DR RUDORFER: Dr. Katz

DR. KATZ: | have a question of
clarification on Question 1, | guess it is, which a
| ot of people have been tal king about, trying to
| ook at these ot her behavioral synptons that are
not explicitly suicide related, like the
stimulation syndrone, so called, or an activation
syndr one.

Agai n, you have seen what we have done to
try and capture the explicitly suicide related
events. You know, we had these text strings,
think we had 15, we had to go back and forth with
the sponsors and ask themto | ook at their verbatim
terns, you know, that took sone tine. But we spent
alot of tinme trying to figure out exactly how to
ascertain those cases.

Is it the cormittee's desire for us to
attenpt to recreate that process with regard to
this sort of stinulation syndrone, in other words,
|l ook for multiple different sorts of terms that
m ght be subsuned reasonably under this syndrone,

in other words, try to cast as broad a net as
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possi bl e?

DR. RUDORFER  Yes.

DR KATZ: 1|Is that a general sense of the
committee?

DR RUDCRFER: Yes, the sense of the
committee is affirmative

Dr. Laughren.

DR. LAUGHREN: Bearing in mnd that going
back to search the database involves a fair anount
of additional tinme, now, we could proceed with our
anal ysi s based on the data that we have now, and in
paral l el, go back and ask for additional searches
for other kinds of events like this activation
syndrone if it can be better defined. That is
sonet hing we clearly could do.

I wouldn't want to hold up the suicidality
anal ysis waiting for that additional searching
because that does introduce a | ot of additiona

time to go back to conpani es and ask themto search

agai n.

DR. RUDCRFER: Dr. Tenple

DR. TEMPLE: | just want to be sure
understand. | think everyone's expectation is that

there will be evidence of an activation syndrone or

hyperactivity or those things because the drugs are
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| abel ed to do that.

VWhat use woul d one make out of that if it
wasn't linked to some or one of the suicidal terns?
I mean | guess it is nmore information and that is
never bad, but is it nmore than that, would it help
us understand things?

DR RUDORFER: | think if | may speak for
the committee, as | understand the di scussion and
the concerns, there are two issues.

One is that the activation or agitation or
akat hisia may be what is actually nore accessible
both to the patient and to the fanmily and to the
clinician in terms of it seenms, again going back to
some of the cases we heard this norning, it sounded
as if we heard nore instances of an individual
conpl ai ni ng of akathisia-like synptons as opposed
to vol unteering suicidal ideation

I think that there is concern that the
akat hi sia may be what is driving self-destructive
behavi or at |east in sone cases, and that m ght
actually be nore informative for the clinician to
be watching for than actual nore overt suicidality.

| also wonder if, in fact, don't we need
that information to see if in this database there

is a link.
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DR TEMPLE: So, you think it would be
useful. | mean obviously if it sort of went al ong
wi th suicidal thinking and behavior, that would be
certainly of interest as a possible early signal of
that consequence.

Suppose there isn't any link to suicida
thi nking and all you found was a reasonabl e
estimate of the rate of that in a pediatric
popul ation, do you think that would be useful al
by itself? You could then say how likely it is and
you woul d know t hat .

DR. GOCDVMAN: | think the way | would
approach it, as you described, as two parall el
processes where you continue the work, |ooking for
the signal and suicidality. You then devel op sone
criteria that help describe this activation
syndrone whi ch may occur in a subset of
i ndi vidual s, and then you would test the validity
or clinical meaningfulness of it by then plugging
it back into seeing whether it is those individuals
that are nore likely to go on to suicide as defined
by the first part of your study.

So, | would agree -- one way of saying
that -- | agree that for the purposes of our

di scussion, it would be nore of an academ c
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exerci se and not worthwhile unless we could then
find that that subgroup in which there is an
activation syndrone are also nore likely to go on
to be the ones that were identified as exhibiting
sui ci dal behavi or.

DR RUDCRFER  Dr. Hudak and then Dr.

Gor man.

DR. HUDAK: | have a question and a few
conment s.

The question involves the quality of the
data that you currently have for analysis.
Basically, the 15 studies that are presented here
i nvol ved 7 drugs, and | am not know edgeabl e about
these drugs and pharmacol ogi cal conpani es,
presunme at |least 7 drug conpani es are doing these
things. They are using different protocols, they
have different outcone neasures, and they have
different data acquisition tools, and all those
di fferences, and so forth.

The question | have specifically, the
informati on that was presented in Appendi x 2,
| ooking at the difference between the "possibly
sui cide rel ated" versus the "suicide attenpts," as
I understand it, that in this popul ation of kids

who might be sick, you are going to have nore
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sui cide-rel ated type reporting, because that is

t hought s and behaviors in excess of suicide
attenpts, which is just behavior, | nmean the data
that was presented

Looking at the information here, there are
a nunber of these studies that basically, within
both the drug group and the pl acebo group, the
sui cide rel ated thought and behavior is exactly
equal to the suicide attenpt, which | find
i nconsi stent.

Is this the final plunbing of the data, or
is this before the word strings were done on the
ot her data?

DR. LAUGHREN: This is one of the problens
that | was alluding to earlier. Wen we sent out
this request in July of last year, we asked
companies to follow basically the sanme al gorithm
that d axo had used in | ooking at the Paxil data,
whi ch included, first of all, a general search for
any term suggestive of possibly suicide related,
and then an attenpt to subgroup patients fromthat
| arger set who had any indication of self-harm
mean that is how it was defined.

What we found is that conpanies, in

carving out that subset of suicide attenpt, in sone
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cases appeared to count every case as a suicide
attenpt even though, if you | ooked at the

i ndi vi dual cases, there was not any clear

i ndication of self-harm and that was one of the
reasons why we felt it was very inportant to have
these data conpletely reclassified by an outside
group.

Basically, our position is that neither
one of these categories, either possibly suicide
related or suicide attenpt, as it has been carved
out and defined by the conpanies, is particularly
meani ngful, and that is specifically the reason why
we want to have an outside group |ook at this broad
group of events that were captured as possibly
suicide related and hel p us figure out what kinds
of bins to put those into.

As you saw from Dr. Posner's presentation
we will very likely end up with different
categories and different data than what we have
here. | mean this table is really a very
prelimnary table and we have very little
confidence in what these nunbers mean because we
are not confident in what the nunerators are.

DR HUDAK: | understand, but even within

the Paxil studies, there are three studies, and two
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of them show no difference, and one woul d think
that the studies were constructed in somewhat the
same way and the query was done in somewhat the
sane way, and therefore at the end, even goi ng back
and havi ng Col unmbi a group | ook at this, you may
have very inperfect data to | ook at.

DR LAUGHREN: That is undoubtedly true,
and that is a problemthat we can't fix with these
studies. You know, if ascertai nnent was poor,
there is no way to fix it at this point.

DR. HUDAK: | have two additiona
comments. One is with respect to this genera
i ssue here. | think the big picture that | take
away fromthis is the really unexpl ai ned doubling
or tripling of suicide rates in particularly
vul nerabl e popul ati ons that occurred over the past
15, 20 years, which is really quite inpressive

So, what ever soci oenvironnental type
etiology there is to this is a very significant
public health issue. To put this sort of into
context, this is a doubling or tripling. Wen we
have a one-point difference in infant nortality, we
have maj or conmittees sort of |ooking at why this
occurs.

Infant nortality over the past 20 years
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has gone down very substantially, but differences
ininfant nortality on the order of 1 in 1,000,
which is about 10 percent of the entire infant
nortality rate, are treated very significantly.

And this is a huge problem and | guess with one
t eenager and one incipient teenager is sonething
that is dear to ny concern

The other comrent | have is in relation to
| ooking at treatnent and the anount of
prescriptions that are witten, and so forth. | am
struck by the fact that we have so nuch drug
prescription done in a population that the efficacy
i s not established.

I fight that every day in the nursery, to
conme around and see patients on 10 drugs, of which
maybe 2 have been shown to be effective and trying
to wi thdraw therapy, but it nmust be -- | have no
problemw th they are children who are clearly very
ill and anything that can be done shoul d be done,
and | agree with that, but on the other hand, there
must be a large popul ation of children -- a lot of
t he peopl e who spoke this morning, the picture that
was presented of their child or soneone they knew
was not sormeone who was very, very ill.

It was someone who had rel atively ninor
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type findings, who were put on these drugs with
terrible consequences, and | agree with every
speaker who said that sonething needs to be done to
educate practitioners and the public that these
things may not at all be benign

The fact that we don't find these things
that are reported anpbng t he audi ence and the
controlled trials is not surprising. It may be a
very, low incidence phenonena that you are not
going to find unless you have got randomni zed
controlled trials, you know, 10,000 or nore.

But each of these events, each of these
anecdotes, and | have heard enough of themto think
that, you know, you hear enough of these anecdotes,
there must be some truth init. | nean | am
willing to believe that there is an idiosyncratic
reaction that some patients have with these drugs,
and | think that warning needs to go out in the
very strongest ternms fromthe Agency as soon as
possi bl e.

DR RUDCRFER If we can hear from Dr.
Gorman and Dr. Chesney, please.

DR. GORMAN: | would like to pick up on
the thread of where we are data mning. One of the

things that struck nme in one of the slides that was

file:/lIC|/storage/0202psyc.txt (366 of 401) [2/18/04 9:57:58 AM]

366



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

367
put up was that in August, there was the request
fromthe pharmaceutical conpanies to rel ook at
their data and present it to the FDA

Wthin a nonth, one of the pharnmaceutica
compani es, | amnot sure they | ooked at their data,
but they decided to change their |abeling and
withdraw it fromthe nmarket.

I would ask the FDA to investigate what
signal that pharmaceutical conmpany found in their
data that nade themwant to change their |abe
wi t hout going through the FDA, and ask ot her
pharmaceutical conpanies to look in their data in
t he same way.

DR. RUDORFER  Dr. Laughren.

DR LAUGHREN: Yes, can | just respond to
that. That conpany was Weth and the drug is
Ef f exor and Effexor XR  Having gotten our request
in July, they did go back and | ook for suicidality,
and they also | ooked for hostility, and they found
a signal, and on their own, as | explained, they
are allowed to do that on their own if it
strengt hens | abeli ng under changes bei ng effected.

What they did is to add nention of that
signal in the Pediatric Use section of their |abel

They did not contraindicate the drug. They did
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send a letter out along with that |abel change
recomrendi ng that clinicians not use the drug in
pedi atrics, but the | abeling does not in any way
contraindicate it. It sinply nentions the signal,
and it is the same signal that we have seen and are
currently eval uating.

You know, we have their analysis, | showed
it to you, in fact. The question is if you go back
and do the kinds of work that we are now proposing
to do in ternms of |looking at the actual events that
got included under those broad categories, what
signal will you see.

That is really the question, and that is
why we have not acted independently to approve that
| abel change, but it is basically the sane data.
mean there is nothing we haven't seen. Again, it
is not as if the drug has been pulled fromthe
mar ket. They have sinply added nention of that
signal in one sentence in their |abel

DR. RUDORFER: Dr. Chesney, please.

DR CHESNEY: This is in response to the
question fromthe FDA about why | ook at activation
syndrone if it is not known whether it is directly
related to suicidality.

But what | heard this norning or the way |

file:/lIC|/storage/0202psyc.txt (368 of 401) [2/18/04 9:57:58 AM]



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

369
interpreted what | heard this nmorning is that the
activation syndrone is associated or can be
associated with very violent and very hostile
behavi or. Wether that results in anybody's death
or not, several of the fanilies said that that
becane an extrenely difficult issue to live wth.

Wiere we are dealing with a drug with no
apparent benefit, it seems to ne that any risk
becones incredibly inportant, so that is one
addi tional reason that | would say it is inportant
to look at this activation syndrome that some of us
have just |earned nore about this norning.

DR LAUGHREN: Can | just respond to that?
Again, we are very happy to do that. It would be
extrenely hel pful if the commttee could cone up
with alittle bit nore definition of what that is
to help us in searching for it.

But independent of finding it in this
dat abase, if there is a viewthat this syndronme is
so well described and does exist, put together the
case. Send us literature, whatever else, and it is
possi bl e to nake | abel i ng changes about cl ear
events that are idiosyncratic in sone way.

Agai n, the problem here has been that the

events we are |ooking at are part and parcel of the
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disease. |If there is an activation syndrone that
is unusual inits nature, and is not part of the

di sease that is being treated, it could be
described in some way in labeling if there is
enough even non-controlled data to support the

exi stence of that syndrone, especially if it can be
linked to, as you suggest, hostility and viol ence
and suicidality.

DR RUDORFER: Dr. Trontell.

DR TRONTELL: Thank you. | have a
question for Dr. Posner and perhaps ot her menbers
of the conmittee because of |ooking at your
proposed recl assification of the cases.

I have a concern, as we have all been
di scussing, that a very |arge nunber of cases may
well fall into the indeterm nate category using the
very clear definitions you laid out for us.

I's there any nechani smyou can suggest in
that category that there night be sone
classification broadly, you know, |ow, medium or
hi gh, that m ght all ow sone sensitivity anal ysis?

| ama little concerned that data that
have been vol unteered, you know, since this wasn't
a structured inquiry into potential suicida

behavi or, night otherw se be |ost.
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DR. POSNER: | think it was suggested
before that we do a |l evel of certainty variability
and analysis, and | think that that is a very good
poi nt and something that we will take into account
when we are doing those classifications.

DR RUDCRFER  Dr. Mal donado is next,
pl ease.

DR. MALDONADO. This is a quick question
I amnot trying to generate nore work for the
peopl e who are doing this work, but | also have the
concern that Dr. O Fallon had, that these data may
not yield what you are | ooking for

Actual ly after hearing the coments in the
mor ni ng of some of the testinonies, it appears that
some of these reactions were very simlar in adults
al so, not only in children

I understand that the signal is much |ess
evident and that is probably why adults have been
excl uded, but since the database in adults, |
assune it is much larger and the di sease appears to
be | ess heterogeneous, | don't knowif there wll
be a value in looking systematically into that data
to see if there is a signal

But again not knowi ng the data, it may not

be warranted, but that is something that m ght
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actually help to understand. | am not talking
about only suicides and suicide attenpts, | am
tal king about all the other signals, the w de net
that has been proposed here that appears to happen
also in adults.

DR, RUDORFER: We are going to hear from
Drs. Wang, Leon, and Fost, and then | ook towards
the future.

DR WANG | just wanted to follow up in
terms of the utility of studying this
akathisia-1ike synptom | think there is actually
a lot of utility particularly if you focus on sort
of the synchrony of change, not just whether there
is alink, but also if there is, you know,
presumably this akathisia-like syndrone or
activation is just nore frequent, so you should
have sonme power to study it, but see if there is a
time relationship, because there are so many
guestions raised about, you know, these potentially
abrupt onsets of suicidality after devel opi ng sone
kind of activation-like synptom

Anyway, | would argue that there is some
utility in studying it.

DR, RUDORFER: Dr. Leon.

DR LEON. A point of clarification. Dr.
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Laughren said the HAM Ds or whatever severity
rating is available fromthe trials. Are those
avai l abl e for each week of the trial or just for
endpoi nt, and are those available at the item
| evel ?

DR LAUGHREN: They are avail abl e by week,
and they are available by itemlevel. Wat | was
pointing out earlier is that conmpanies did try to
do a simlar analysis with the suicidality item
fromthe HAMD, Item 3, sinilar to what has been
done with adults, and it did not generate a signa
i n general

DR. LEON:. But do they |look at the
agitation iten? | wouldn't expect the suicide item
to be very sensitive, and | expect it to be even
| ess sensitive in kids who are probably |ess
inclined to disclose their ideation

DR LAUGHREN: | think we probably already
know that there is an excess of anxiety and
agitation both in adults and children with SSRIs.

The question is what is it linked to, and
that is why we need help in trying to define the
syndrone that everyone is talking about and may
well be a real thing, but we already know about

agitation by itself.
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DR LESLIE: | think part of what you may
be raising, though, is using it as an independent
variable, and not as an outcone variable. | nean
one thing would be is this is a sign of increased
aggression on the item on the HAMD or increased
irritability linked then |ater as an i ndependent
variable or a predictor variable, so not as an
out come variabl e, but as an independent vari abl e.

DR LAUGHREN. We already have agitation
in the nodel. That is one of the variables,
agitation on drug as opposed to a baseline
variable. W have already included that in the
nodel . So, we should be able to | ook at that.

The question is are there other things
like that, that m ght be conbined in sonme way to
| ook at as some sort of a stinmulation syndrome or
activation syndrone other than just agitation by
itself.

DR MALONE: Do you have hyperactivity in
t he nodel ?

DR LAUGHREN: | am not sure that
hyperactivity is a termthat was even coded for. |
woul d have to go back and | ook at the dictionaries
and see what preferred terns were used.

Are you thinking of hyperactivity as a
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term for subsunming other investigator terns or as a
descriptive termin itself? | amnot sure what you
mean by "hyperactivity."

DR MALONE: Increased notor activity. In
addition to them just being described as agitated,
they may be described as having increased notor
activity, sleeplessness, all as part of a syndrone.

DR LAUCHREN. O restlessness?

DR. MALONE: Restlessness, yes.

DR LAUCHREN:. Again, to the extent that
committee menbers can put these thoughts together
and help us identify something to look for, it
woul d be very hel pful

It doesn't have to be now. Again, you can
think about this, and if you want to send us your
t houghts about this, we will be happy to entertain
them This is the tine to do it, because nowis
the tine, if we are going to ask for additiona
variables, nowis the time to do it.

Dr. Fost and then Dr. Pfeffer.

DR FOST: Thank you. | have sone
coments that have to do with Questions 5, 6, and
7, and | think they cover all three issues.

There have been sonme conments both in the

public session and anbng the committee and the FDA
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peopl e that there are two probl enms here.

One is the possibility of causing harmto
children by prescribing these drugs that may induce
sui cide, and the other problemis that we nmay be
scaring people away from prescribing themand there
may be inadequate prescribing.

That is presented as if they are sort of
comrensurate or symetrical, but | think that is
not quite right. There is a reason for the first
principle of first do no harm It is alnost the
whol e rai son d' etre of the FDA

The reason for that is that it is wdely
thought that it is nore inportant not to harm
people than to fail to help people. There is an
infinite nunber of people we nmaybe can hel p, and we
can't do all of it. It is unclear whether we can
do it, but we know we shouldn't harm people. That
is our first responsibility.

What is odd about this situation is that
we may be doing both. That is, there is not just
concern about causing harmto children, but there
is tremendous anbi guity about whether anyone is
bei ng hel ped.

So, as several people have said, if there

is any risk of harm even if it is a very snmall
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risk, it is not worth it if there is nothing on the
benefit side of the scale.

So, it seens to ne equally urgent to try
to get some better information about the benefit
i ssue, as well as the harmi ssue.

Now, Bob Tenple said that w thdrawal
studies can't tell us anything about harm which
agree with, but they can tell us a | ot about
benefit. 1In fact, they may be nore powerful than
prospective trials in showi ng benefit.

So, it seens to me encouragi ng, however
you can get it done, getting some withdrawal trials
to occur mght take us a | ong way towards assessing
the benefit issue. That can be done and it is not
all that expensive to do.

That seenms to ne equally urgent as
what ever can be done m ning the database to find
out about the harm So, that is the first point.

I think both of those are inportant.

Second, in ternms of what to do while we
are waiting for these things to happen, while it is
correct that this long-standing section of the
| abel that says be especially careful when you
start people on treatnment can be interpreted to

mean they night get worse
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I don't think an ordinary person, it is
all counterintuitive, but I don't think it occurs
to nost parents and nmaybe not even to doctors who
aren't really highly infornmed about this, that that
may happen, that an anti depressant can make you
nmore depressed or at | east nore suicidal

I think that word needs to get out as soon
as possible, first, that that is a rea
possibility, that the British FDA thinks it is a
very real possibility, that the FDA, the Anerican
FDA is very concerned about it, seriously concerned
Dr. Laughren has said several tinmes, that the |eve
of concern that exists anpbng everybody in this
room public and comm ttee menbers and FDA, is not
adequately out there

For doctors, naybe psychiatrists, | can't
speak for them but | doubt that pediatricians are
aware, or famly practitioners, the |evel of
concern about this potential problem

So, it seens to me while we are waiting,
it would be very inportant to get that word out
t hrough the AAP and the AAFP, through nationa
meeti ngs, through pediatric news, through
newsl etters, through panel discussions,

presentations at national neetings, and so on, and
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second, to parents, so that when they nake what are
ideally collaborative decisions with their doctors
about whether to put their children on these drugs,
they understand conpletely that there is at |east
serious concern and that while it is not a settled
issue and FDA is looking into it, and you may

wi t hdraw t he serious concern by the summer, or you
may enhance it, but | don't think that is so
terrible to say we are looking at it, it may take
us another 6 or 12 nonths to figure it out, but
while we are waiting, you should be very alert to
the risk of these drugs, you should be very alert
to this activation syndrone in your children, here
are sone signs of it.

We don't know for sure whether it leads to
suicide or not, but there is a lot of smart people
who think it may very well, so you need to be
hypervi gi l ant about it.

Ch, and a last point. Just to pick up on
somet hing Skip Nel son said a couple of hours ago,
there is only one drug that has really been shown
to be effective in children, and while you haven't
di sproven efficacy, it hasn't been really well
established either for all the other drugs, so it

seens to nme at | east part of the education canpaign
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to physicians is if they are going to prescribe
anyt hi ng, why not prescribe the one that we know
the nost about and have the nost confidence about.

That is not to say they nmay not al so cause
the suicidal problem but at |east we have efficacy
data for fluoxetine that is stronger than for the
other, so why ness around with these other drugs
for which there is | ess encouraging data on the
ef ficacy side.

DR RUDCRFER: Drs. Nelson, O Fallon, and
Pi ne, pl ease

DR NELSON. | want to just nmake the
observation that that point about fluoxetine
compl i cates how you might then design a trial going
forward to | ook at the efficacy of the other drugs,
because you need to evaluate the alternatives that
the child would not be on.

So, if you are proposing to start off with
an open-1|abel, non-randoni zed treatnent of a drug
that has already been shown to not be effective in
your short-termtrials, and not put that child on
fluoxetine, unless that child is a non-responder or
has had an adverse effect to where you think the
profile of the drug you are going to put them on

woul d have sone advantage, it is not clear to ne
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that that would be a trial that would get through
5052 on your IRB in evaluating whether it ought to
go forward

DR O FALLON: | recall that Dr. Mirphy
told us this norning that FDAMA was needed in order
to basically notivate the drug industry to do the
studies of these in the children

When | first went on the subcommittee, |
was appalled to realize that a great many of the
doctors feel they pretty nuch have to prescribe off
| abel because there isn't anything on the |abel for
an awful |ot of different things.

So, | think that harm being able to
identify harmin children may actually be nore
i mportant than being able to identify benefit,
simply because the physicians are often having to
-- are often having to work off, you know, just try
to figure it out on the fly.

So, given that fact, one of the things
that really bothers me is the fact that the
exclusion criteria are trying to get rid of kids
who are taking nore than one drug for whatever
reason, but the kids out in the community who are
getting it are generally on nore than one drug.

I think that your future studies have to
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i nclude children who are on other nedications, as
well. They probably would have to be stratified
and treated carefully, but you should be getting
the data on adverse events in those popul ations, as
wel |, because the physicians need to know what bad
t hi ngs can happen.

I think placebos are needed because you
aren't going to be able to sort out the stuff that
is comng off of the disease fromthe stuff that is
comng off of the treatnment if you don't have a
pl acebo for at |east sone part of the tine.

So, the forward studies, | nmean there are
a lot of things that you have got to do for future
studies, but it seens to ne you nust be | ooking at
these things in nmulti-pol ypharmacy, or whatever you
call that, group of patients, as well.

DR. RUDOCRFER Dr. Pine

DR. PINE: | have a couple of comments in
light of a couple of things that have been said
over the |ast few m nutes.

The first thing is in discussing the data
on efficacy, | think it is inmportant to point out
two things, the first of which is that a number of
peopl e have noted that the data are quite

di screpant for fluoxetine relative to the other
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SSRIs in pediatric major depression

Non- psychiatrists m ght not be aware that
that is highly unusual. The data in adults, to the
extent that SSRIs have been conpared, really do not
find that, and I think that one possibility is that
kids are very different, and fluoxetine works, and
the other SSRIs don't.

Anot her possibility is that maybe there
are systematic differences in terns of how the
studi es were done, and | think it is inportant,
particularly froma | abeling perspective, not to
junp too quickly to say, well, fluoxetine is okay
and nothing else is, number one.

Nunber two, we spent a lot of time talking
about the efficacy data for mmjor depression. As
was said in a nunber of presentations throughout
the morning, that particularly in young children,
maj or depression is not the | eading condition for
whi ch nedi cations are prescribed, it's anxiety
di sorders.

When one | ooks at the efficacy data for
the anxi ety disorders, for the SSRIs, one gets a
very different picture, at least to the extent that
those data have been nmade public and have been

publ i shed, that the efficacy data really | ooks mnuch
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384
stronger there.

So, | think again it is very inportant to
not rush to judgnent in terns of saying that SSRIs
have no benefits for children who present with
various types of psychiatric disorders, because the
fact of the matter is that a high proportion of
i ndi vi dual s who present with mgjor depression will
al so have anxiety, and | think it is very inportant
to ook at that issue.

Two ot her quick points. You know, | think
that there are problens with the w thdrawal design,
and the FDA nentioned them Probably the biggest
one is it doesn't do nuch for clinicians, for
patients, or for parents to answer the specific
question if my child is depressed right now, and
they need treatnment, is it better to give theman
SSRI or not. That is really the question that we
need to answer.

The last brief comment, you know, | know
you guys are asking a | ot about could we better
define what this activation syndrone is. Sonething
that we need to consider very carefully is not only
is it known at |east anmong psychiatrists that this
syndrone occurs, but usually it is mld. So,

usual ly, at least to the extent that it has been
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studied in trials, the activation syndrone that
occurs is relatively mld.

So, to the extent that you are going to
look at it, it will be very inportant to not only
assess the type of behaviors that are manifest, but
to all say, well, what is the difference between a
m | d syndronme which mght be relatively common and
a severe syndrome which might be relatively rare

DR, RUDORFER: Dr. Tenple, would you |ike
to respond to that?

DR. TEMPLE: Partly respond to a number of
things that have cone up. Actually, | wanted to
ask Dr. Fost something first.

The proposed addition to | abeling about
the possibility of an i medi ate deterioration,
woul d that, in your view, be based on the results
of the controlled trials that we have heard about,
or on the observation fromvarious persona
experiences that this seens to occur?

| ask that because, as you have heard, the
first of themwere a little uncertain what it says,
and the second is confounded by the difficulty that
some of the consequences that have been descri bed
are potential consequences of the underlying

di sease, as wel |
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That doesn't nmean we couldn't say watch
out without necessarily acclaining the state of the
evidence for it. As you pointed out, we already do
say this is atinme to be careful when you start
therapy, but | amjust interested in what you think
the basis for expanding that would be.

DR FOST: VYes, | think there are nultiple
reasons why the FDA called this difficult meeting
today, which is very challenging to put together
and very stressful for a Iot of people, but there
are several streans of data that | am guessing
triggered it.

First, there are the data fromthe trials
thensel ves and the reexamination of it that is
going on, and the British conclusions fromit, so,
first, it is that.

Second, it's, as Dr. Hudak pointed out,
this epidemc of suicide and what is causing it,
and nmaybe -- it happens to be concurrent with the
rise of SSRIs -- maybe that has got sonething to do
withit.

DR. TEMPLE: Wiit, you nust have seen
different data than what | saw. \What | saw was
that in recent years, approximately coinciding with

the SSRIs, the rate of suicide is going down. | am
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not saying that proves anything, but | don't see it
-- you didn't show it going up

DR FOST: So be it. The public concern,
I nmean the increasing nunber of anecdotes, | nean
obviously, you think that is inportant or you
woul dn't have spent so nmuch tinme on it listening to
it today.

I mean | think there are several things
that trigger it, but if nothing else, the data
alone, | nean the original trials thensel ves have
stimul ated concern anmong scientific people.

DR. TEMPLE: As you heard, we have
consi derabl e reservati ons about what the state of
the trials thensel ves nmean at the nonment. | am not
saying this is a bad idea, | amjust trying to
figure out the basis of it, because if we propose
something, we will certainly be asked.

DR FOST: | accept that you are uncertain
about it and that is why you are going to a | ot of
trouble to look at it much nore carefully and in
much nore detail, but while you are | ooking, |
think sharing this concern, given the seriousness
of it if it turns out that way, is a relatively |ow
cost thing to do.

DR TEMPLE: | just wanted to al so say
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sonet hi ng about random zed wit hdrawal studies.
They are not the whol e nine yards obviously.

I don't think nost people would say that
it is a good state to have only one possi bl e drug.
Prozac is a fine drug and everything, but it stays
with you nore or | ess pernmanently, when you stop
it, it is very hard to get off, has a very |long
half-l1ife with active netabolites.

If there were other drugs that were
effective, it would be useful to know that. Now,
at the monent, you can't say that there are any
ot her effective drugs.

The interest in a randoni zed wit hdrawa
study is that you take people who, in one way or
anot her, through off-1label use, are on a drug
al ready, and you put people into a trial because
they seemto be doing well, not because they seem
to be doing badly, and because the current standard
of therapy isn't to keep kids on therapy forever,
at some point you take themoff and see how t hey
do.

Therefore, a randoni zed withdrawal study
approxi mates or may approxi mate clinical practice,
and that would be the case for saying that it's an

ethically designed trial. CObviously, people are
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going to look closely at all this and see if they
agree with everything | said.

But it can tell you that a drug -- again,
you taper the drug slowy, you don't do an abrupt
wi t hdrawal or anything silly like that -- it can
tell you |l think that the drug was having a
favorable effect. It confirms the clinica
observation that |ed people to keep the patient on
the drug in the first place. So, | wouldn't rule
it out.

DR RUDCRFER: | wonder if | could
interject a corment on the |abeling. W have,
under Question 5, a quotation fromthe usua
| abel i ng about watching out for the risk of suicide
early in treatnent.

I amthinking, in that small paragraph
the second sentence reads, "Prescriptions for Drug
X should be witten for the smallest quantity of
tabl ets consistent with good patient nanagenent, in
order to reduce the risk of overdose."

I am wondering if that space could be
better served. | think that is a legacy fromthe
tricyclic era and | don't think clinicians today
really worry so nuch about their patients

committing suicide by antidepressant overdose.
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I am wondering if instead we had a
statenment that enconpassed two thoughts, one, that
patients should be nonitored frequently early in
treatnment, and, two, that any change in behavior,
particularly early in treatment, should be reported
to the clinician pronptly, to avoid getting into
i ssues of causality, which we have not settled
since we don't have all the data yet, but | think
-- correct ne if | amwong, commttees -- but I
think what we are saying is we want to put a speed
bunp in the road, that, in fact, the sense of the
committee is that clinician should take these
medi cations nore seriously, and not dispense them
overly liberally with inadequate nonitoring.

I think our state of know edge is such
that we don't have the data we want in terms of
showi ng efficacy and in terns of sone of the
adverse effects, notably suicidality, obviously,
that the analysis is very nuch underway and we are
sayi ng maybe there are other kinds of data to | ook
at, but | think the concern that many of us felt
today was that the way SSRIs and ot her newer
anti depressants are being used now is such that the
war ni ngs, as they exist in the current |abeling,

are not adequate and/or not being taken seriously.
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My final thought is | wonder if it's tine
to reconsider the bol ded warni ng about avoi di ng
conbi nations with MAO i nhibitors, which again
think that is a very inportant interaction to
avoid, but | amnot sure how relevant that is to
practice today.

Dr. Fost.

DR. FOST: | just want to add | think that

| ast sentence adds to the confusion about that
par agr aph, because the way | read it, frankly, is
your patient is depressed, may be suicidal, you
have just started himor her on treatnent, be
careful how many pills you give himbecause it may
take a while for the treatnent to kick in and
during that tine he may take too many of them

It makes it look as if the nessage is
don't give your patient too many pills until he is
over the hunp, he or she. So, | agree conpletely
with your sentinment. | mean maybe that is
i mportant, too, but these are not mmjor causes of
deat h, overdose of these pills we have heard.

So, it seens to nme the nore inportant
issue is watch for this other thing where the
patient may kill hinself in sone other way.

DR. NELSON: To continue on the |abeling,
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| ooki ng through nost of the labels, it says sinply
that efficacy has not been established. Even
though that is a true statenent, | think nost
general physicians and pediatricians have been
soci alized into thinking that neans that the
studi es have not been done, where the reality here
is they were done and did not show efficacy.

So, | would say you need to actually say
that, in fact, the studies were done and didn't
show efficacy, not that it has not been
establ i shed, because that is often read as the
studies weren't done.

DR RUDCRFER: We have time for Dr.

Mal one, Dr. G ode, and Dr. Irwin, and if we stay
| onger than that, we will have to pass the hat for

rent, so we may have to wrap up.

DR. MALONE: | will just try to be brief.

| wanted to reiterate what Dr. Pine had said, that
a lot of this discussion is about efficacy in
depression, but there is a | ot of data about
efficacy in anxiety disorders. |In fact, three of
the drugs are labeled | think for OCD, which is an
anxi ety disorder in children.

The second thing is if you are doing a

di scontinuation study, if the problemis that you
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have such a high placebo response rate that it is
hard to separate drug from pl acebo, and you have a
| ot of placebo responders in your study group and
then you do the discontinuation, mght it be
difficult to find an effect.

DR TEMPLE: Can | comment on our
experience. That is not our experience. As Tom
said, at least half of all conventional depression
trials in adults fail to distinguish drug from
pl acebo. This includes only drugs we believe are
ef fecti ve because they are successful in other
trials.

When you do the other, when you do a
random zed withdrawal trial, | amaware of only one
drug that has ever failed to be successful in that
setting. The reasons are fairly obvious. One, you
are only putting in people who do well. It is an
enriched popul ation for people who are likely to do
well. It is alnost -- you know, okay, that's one.

The second is that the support systemt hat
probably hel ps the placebo response in the acute
epi sode isn't there here. These are just people
out in the comunity, they aren't seeing anybody or
chatting with anybody. | nean they m ght be, but

they are generally not.
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So, the history is that those trials are
much nore successful, much nore at show ng
effectiveness. Tomcan | amsure el aborate, but |
think we have seen only one fail out of a |ot.

DR. MALONE: | am not sure, though, that
the pl acebo response rates are the sane in adults
as they are in children. That would be ny only
concern

DR RUDORFER: Dr. d ode.

DR GLODE: | just wanted to add ny
support to the reconmmrendations, if | understood
themcorrectly, by Ms. Bronstein and Dr. Fost.

| aminpressed, if again | have these
nunbers right, that there were 8 mllion
prescriptions in adol escents for these drugs in
2002, so between now and June, let's say another 4
or 5 mllion prescriptions my be witten, and
these may or may not be for children who were the
same as the 3- to 4,000 children with mgjor
depressi on who were studi ed, again w thout know ng
the exclusions for all of those studies, if
suicidal children were excluded.

Then, one cones to the risk of
overinform ng people because | am going to support

additional information to be provided to parents,
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patients, and providers, so that what is the risk
of informng versus the benefit of inform ng.

So, the risk of informng, as nentioned,
is that parents or patients could refuse to take
the medi cine that m ght possibly help them
al t hough again we have the limted efficacy data.

The benefit of informng themis that then
if you gave themthe right information, they would
re-present to their provider when they devel op
these synptons and be re-eval uated as opposed to
here is your two weeks of sanples, you know, | hope
you do wel |

So, it seems to ne that the benefits of
i nform ng them probably outweighs the risks of
informng them and ny own advice to the FDA woul d
be to immedi ately request that infornmation be
provided to parents and patients at the time the
drug is prescribed. You know, that just gives them
nore information about this and ask themto
re-present --.

DR RUDORFER: Dr. Irwn.

DR IRWN | would argue that the
patients may be ahead of the curve than the
clinicians are, and I am a person who specializes

in caring for adol escents, | run a |arge adol escent

file:/lIC|/storage/0202psyc.txt (395 of 401) [2/18/04 9:57:58 AM]

395



file:///C|/storage/0202psyc.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

medi ci ne program at the University of
Cal i forni a/ San Franci sco.

I woul d argue that nost of the
pedi atrici ans who prescribe these agents are not as
fam liar as the psychiatrists are about the side
effects. | think in the way that pediatricians --
when | was in training, you know, you treated
everybody that wal ked t hrough the door who had a
red ear -- now, we don't do that. W basically do
a lot of watchful waiting.

VWhat | heard today from patients and
parents, as they stood up and tal ked about issues,
that many of themwent to prinmary care physicians,
and there was not any watchful waiting, in fact,
there was i nmedi ate response, and the i medi ate
response was based upon | think inadequate
information that is going to clinicians who are
acting in good faith and really comitted to
i mproving the lives of young people, of which,
known in an adol escent nedicine clinic, a primry
care clinic, about 1 in 5 kids that wal k through
the door have a behavioral disorder, so you are
really confronted with a big probl em

So, | think it is inperative | would say

that the FDA get sonething out to clinicians as
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397
qui ckly as possible, and it can be done through a
variety of ways that have been nmentioned here,
because | think those are the individuals that are
really acting in ways that we need to really try to
encourage themto be acting in a nore responsible
manner when we are conming up with what really the
i ssues are.

Thanks.

DR. RUDORFER: Dr. Leslie, do you have a
word, and the we will wrap up.

DR LESLIE: | wanted to echo what Dr.
Irwin was saying as a fellow pediatrician, and al so
comment that one of the |arge pressures that nany
of us in primary care are under is that we cannot
access other types of nental health services.

There aren't nental health providers to see kids or
they are not able to get services through nanaged
care.

So, many primary care providers are trying
to do what they can to help famlies and children
by giving these nedications. So, the other thing
we need to do -- and | am not sure what the role of
the FDA in this is -- denmand parity for nenta
heal th services

DR RUDCRFER: Thank you. | think we have
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been identifying some very crucial issues. As Dr.
Laughren pointed out in his handout, the FDA does
not control the practice of nedicine, so that we
here have under the FDA's jurisdiction a linmted
part of the overall schene.

Nonet hel ess, | think the sense of the
conmittee is that the FDA has a very inportant role
to play, and this challenge is an opportunity to
further protect the health of young people with
depression while the further studies we discussed
proceed.

If I can sumup the sense of the
conmittee, | think | have 18 seconds, | can disti

this to two major bullets.

First, we concur with the plan to have the

expert group at Col unbia re-analyze the data from
the efficacy trials that were presented and some
i deas were offered.

We could do this in a nore formal way in
terns of other covariates, issues, such as fanmly
hi story, the activation or overstinulation,
restl essness, akathisia spectrum we discussed as
useful information to have

It will be particularly helpful if it is

linked with the suicidality neasures, but we think
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nonet hel ess that is inportant to have established.

Correct me if | amwong, conmttees, but
| think our sense is that we would like in the
interimthe FDA to go ahead and issue stronger
war ni ng indications to clinicians regarding
possi bl e risks of these nedications, which we don't
see as contraindicating their use, but we think
such warnings are required to el evate the |evel of
concern and attention that practitioners use in
prescribing them

I think, as a group, we were recognizing
the limtations of uncontrolled data. W were al
concerned about the stories we heard of the actua
use of these very powerful, potentially very
ef fective nedications, but in nany instances, being
used w t hout adequate nonitoring.

DR. TEMPLE: | would just add to your
summary, information to physicians and to parents.

DR RUDCRFER: Thank you. | would now
like to turn the m ke over to Dr. Chesnhey
representing the Pediatric Drug Subcomittee.

DR CHESNEY: | just wanted to thank the
FDA for bringing this issue to all of us and for
bei ng so open and listening and for asking us to

continue to provide themw th additiona
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i nformation.

I think it really brings home to all of us
the inportance of |ooking at all drugs very
carefully in children. | also, again on behal f of
the Pediatric Commttee want to thank all the
parents and children and individuals who cane to
share their experiences with us today.

DR. RUDORFER: Dr. Katz

DR KATZ: | would like to thank very much
the conmittee. | think this is a very conplicated
and inportant issue and through all of that, I
think ultimately, your reconmendati ons have been
very clear, and | think we have a very good
under st andi ng of what you think we should do and
how we shoul d proceed at this point.

| also would like to thank the famlies
for coming forward and telling us your stories.

That was courageous and we know it was pai nful, but
| believe we heard you, | believe the cormittee
heard you, and we appreciate it very, very mnuch.

DR RUDORFER: In closing, | would like to
thank the nenbers of the two conmittees, | would
like to thank the FDA staff. It is obvious what
time, effort, and hard work has gone into this

i mportant issue, we appreciate that, and | want to
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t hank everyone in the audi ence who cane,

particularly people who told us their painfu

stories.

The FDA staff can attest to the fact |
kept arguing about the tine limt. | amsorry, but
we woul d probably still be in the open public

hearing if we didn't have that red light.

Thanks all for conming and obviously, this
di scussion is to be continued.

Get hone safely.

[ Wher eupon, at 6:05 p.m, the neeting was

adj our ned. ]
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