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PROCEEDI NGS
Call to Order and Openi ng Renarks
DR GOODVMAN: | wish to welcone you to
this two-day joint session of the
Psychophar macol ogi ¢ Drugs Advi sory Conmmittee and

the Pediatric Advisory Conmittee, being held on

Septenber 13th and 14th here, at the Holiday Inn in

Bet hesda, Maryl and.

I am Wayne Goodman, Professor of
Psychiatry at the University of Florida, today
wearing ny hat as chair of the advisory commttee

As you settle in, please take this opportunity to

put into silent node your cell phones and any other

devices that emt sounds in the audible range of
human bei ngs.

Sone of you may be surprised not to see

Matt Rudorfer in this seat but we armwestled for

the position and he won.

[ Laught er]

In all seriousness, his term has ended but

we are fortunate to see himreturn as a voting

consultant to the conmttee
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I have sone official |anguage to read to
you. All committee menbers and consultants have
been provided with copies of the background
materials, fromboth the sponsors and the FDA, and
with copies of letters fromthe public that we
recei ved by the August 23rd deadline. The
background nmaterials have been posted on the FDA
website. Copies of all these materials are
avail able for viewing at the FDA desk outside this
room

We have a very large table, a full house
and inportant topic today so | would like to start
with a fewrules of order. Please speak directly
into the m ke when called on. We will be keeping
track of individuals at the table who wi sh to speak
and we will call upon themin order.

FDA relies on the advisory comrittee to
provi de the best possible scientific advice
avai l abl e to assist us in the discussion of conplex
topics. W understand that issues raised during
the neeting may well |ead to conversations over

breaks or during lunch. However, one of the
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benefits of an advisory comrittee neeting is that
the di scussions take place in an open and public
forum To that end, we request that nenbers of the
conmittee 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 and tonorrow is for the neeting 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 leave. W are confident that everyone here is
sensitive to these issues so understand that these
comments are as a gentle rem nder

We | ook forward to a productive and
interesting neeting. This is an unusual neeting in
that we have two advisory committees represented
here, Psychopharnacol ogi cal Drugs Advi sory
Conmittee, chaired by nyself, and the Pediatric
Advi sory Conmittee, chaired by Joan Chesney, to ny

left. We will now go around the table and have the
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conmittee introduce themsel ves, starting on ny
right. Please indicate your expertise and

affiliation. W will start in that corner, over
t here.

I nt roducti ons

DR, TEMPLE: Bob Tenple. | amthe Ofice

Director, ODE I.

DR KATZ: Russ Katz, Division Director,

Di vi si on of Neurophar macol ogi cal Drug Products,

FDA.

DR. LAUGHREN: Tom Laughren, phychopharm

team | eader, in the Neuropharnacol ogi cal Division.

DR. MURPHY: Dianne Mirphy, Ofice
Director, Ofice of Pediatric Therapeutics.
DR TRONTELL: Anne Trontell, Deputy

Director, Ofice of Drug Safety.

DR. FANT: | am M chael Fant, University

of Texas Health Science Center in Houston. My
expertise i s neonatol ogy and biochenistry.

DR. PFEFFER. Cynthia Pfeffer. | ama
child psychiatrist at Weill Medical College of

Cornell University, and | have expertise in
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depressi on suicidal behavior in children and
adol escent s.

DR FOST: Norm Fost, University of

W sconsin, Professor of Pediatrics, Director of the

Bi oet hi cs Program and Chair of the |IRB.

DR ORTIZ: Irene Otiz, University of New

Mexi co, Al buquerque VA. M expertise is in
depression in the elderly.

DR MALONE: Richard Mal one, Drexel
Uni versity Coll ege of Medicine, and ny area is
child psychiatry.

DR NELSON: Robert Nelson, Children's
Hospital of Phil adel phia and the University of
Pennsyl vania. M expertise is in pediatric
critical care nedicine and ethics.

DR PERRIN. JimPerrin, Professor of

Pedi atrics, Harvard Medical School and Head of the
Di vi sion of General Pediatrics at the Mass. GCeneral

Hospital. | have shortened ny expertise as being

in general pediatrics.

DR GRADY- VEELI KY:  Tana G ady- Wl i ky,

Associ ate Professor of Psychiatry at the University
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of Rochester School of Medicine and Dentistry. M
expertise is in mood disorders and wonen across the
reproductive life cycle and nedi cal education.

DR. EBERT: Steven Ebert, Departnent of
Phar macy of Meriter Hospital and School of
Phar macy, University of Wsconsin, Madison.

DR. G BBONS: Robert G bbons, Professor of
Statistics and Professor of Psychiatry and Director
of the Center for Health Statistics at the
University of Illinois, Chicago. | only do nath!

DR. PINE: Danny Pine, child and
adol escent psychiatrist, National Institute of
Mental Health intranmural research program | ama
clinical child psychiatrist.

MS. BRONSTEIN: Jean Bronstein,
psychiatric nurse, Stanford University Hospital,
the consuner representative.

DR RUDCRFER  Matthew Rudorfer, National
Institute of Mental Health. M areas of expertise
are nood di sorders and psychophar macol ogy.

MS. PATEL: Anuja Patel, Advisors and

Consultants Staff, Executive Secretary for the
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Psychophar macol ogi ¢ Drugs Advi sory Committee.

DR. CHESNEY: Joan Chesney, the University
of Tennessee, in Menphis, and Professor of
Pedi atrics, and ny specialty is infectious
di seases.

DR MCGOUGH: Ji m McGough, Professor of
Psychiatry, UCLA. M/ area is child and adol escent
psychophar macol ogy.

M5. GRIFFITH: M nane is Gail Giffith
and | serve as the patient rep. on this comittee,
and | would just like to take this opportunity to
say why | amhere. First, | amnot a nedica
professional; | ama consunmer. | have suffered
from maj or depression since | was a teen. Second,
I have a son who suffers from nmajor depressi on and
three years ago, at age 17, after he was di agnosed
and placed on a regimen of antidepressants he

attenpted suicide by overdosing intentionally on

all his nmedications. He nearly died. So, | know
this illness. | know what it does to adol escents.
For the record, | would sinply like to

state that | have no professional ties to any
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advocacy group or any patient constituency. | also
wish to affirmthat | have no ties to any

phar maceuti cal conpany, nor do | hold any

i nvestnents in pharrmaceutical manufacturers. MW
sole responsibility is to ensure that the interests
of concerned parents and famlies are represented
at this neeting.

DR. MARANGELL: Lauren Marangel |, Bayl or
Col l ege of Medicine. | specialize in adult
interventions in nood disorders, both unipolar and
bi pol ar.

DR ROBINSON: | am Del bert Robinson. |
amfromthe Al bert Einstein College of Medicine, in
New York, and | specialize in psychotic disorders
and anxi ety di sorders.

DR LESLIE: Laurel Leslie. |1 ama
behavi oral devel opmental pediatrician at Children's
Hospital, San Diego and ny area of expertise is in
children's mental health services research

DR. IRANN Charles Irwin. | ama
prof essor of pediatrics at the University of

California, San Francisco. | amin charge of the
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Di vi sion of Adol escent Medicine at the University,
which is a nulti-disciplinary programthat cares
for adol escents and trains |arge nunbers of

i ndi vidual s caring for teenagers, and ny research
is in the area of risk-taking during adol escence.

MS. DOKKEN: | am Deborah Dokken. |
reside in the Washington, D.C. Metro area. | do
not have a specific institutional affiliation, and
I have for several years been involved in parent
and fam |y advocacy and health care.

DR NEWWAN: | am Thomas Newman. | am a
prof essor of epidem ol ogy and biostatistics in
pediatrics at the University of California, San
Franci sco, and a general pediatrician.

DR VELLS: | amBarbara Wlls. | ama
prof essor and Dean of the School of Pharmacy at the
University of Mssissippi. M expertise is in
psychi atri c phar nacot her apy.

DR POLLOCK: | am Bruce Pollock. | ama
pr of essor of psychiatry, pharmacol ogy and
pharmaceutical sciences at the University of

Pittsburgh. | head the Division of Geriatric
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Psychiatry at the university.

DR O FALLON: Judith O Fallon, Eneritus
Prof essor of Biostatistics fromthe Mayo dinic,
with 30 years of experience particularly in cancer
clinical trials but clinical trials nethods.

DR. SANTANA: Good norning. | am Victor
Santana. | am a pediatric hematol ogi st/ oncol ogi st
at St. Jude's Children's Research Hospital in
Menphi s, Tennessee.

DR WANG | am Philip Wang, Harvard
Medi cal School. | ama psychiatrist and
epi dem ol ogi st and those are ny areas of expertise.

DR. GORMAN. Richard Gorman, a practicing
pediatrician for 20 years in the Baltinore suburbs,
Chair of the American Acadeny's Committee on Drugs,
and representing the Anerican Acadeny of Pediatrics
at this table.

DR MALDONADO:  Sam Mal donado. | work at
pedi atric drug devel opment at Johnson & Johnson. |
am one of the industry representatives to this
comittee.

DR MEHTA: Dilip Mehta, retired industry
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executive and industry representative on the
Psychophar macol ogi ¢ Drugs Advi sory Committee.

DR GOCDVMAN:  Thank you, all, for being
with us these two days. Qur session today is the
second of two planned advi sory committee meetings,
convened to address recent concerns about reports
of suicidal ideation and behavior developing in
some children and adol escents during treatnment of
depression with a sel ective serotonin reuptake
inhibitor, an SSRI, or other newer generation
antidepressants. Qur goal is to gather information
froma variety of sources and perspectives to help
us understand this conplex situation, and
ultimately to offer the best possible
recomendations to the FDA.

I would like to thank the nmany groups,
individuals and famlies that submtted witten
statenents in advance of the neeting, nmany of which
were quite informative as well as noving. A ngjor
portion of today's nmeeting will be devoted to a
four-hour open public hearing during which dozens

of people from around, and even beyond, the country
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wi Il have the opportunity to present their own
personal or professional experiences and ideas
about the relative risks and benefits of

anti depressant nedication in children and

adol escents. Al though the necessary consideration
of the clock will permt 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 is essential to our work
that all voices be heard.

The conmittee's task is nmore difficult
than usual. Qur reviewis not confined to whether
one agent is safe and effective based upon the
corresponding clinical trials subnmtted to the FDA
We are faced, instead, with assessing efficacy and
safety for nine drugs that represent nore than one
chem cal class of antidepressants, all of which are
al ready avail abl e on the narket.

Al 't hough the cornerstone of the data under
exam nation is derived fromrandom zed clinica
trials submitted to the FDA this time, followi ng a

recl assification of the adverse events, we find
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ourselves turning to information froma wi de
variety of sources, in particular to inform

oursel ves about the drugs' possible benefits in
this popul ation. However, once we open our m nds
to consideration of data originating outside
random zed clinical trials we rest upon a slippery
slope in which variations in interpretation are

i ntroduced according to the wei ghting each nenber
pl aces on the nerits of the source.

For ne, the difficulty in assessing the
bal ance between benefit and risk is nultiplied by
the nature of the adverse events under scrutiny.
Psychiatrists grapple, for the nbpst part, with
ill nesses that produce significant norbidity and
nmore rarely nortality except from suicide. Nothing
in ny experience is nmore tragic than the loss of a
child to suicide. To think that | mght prescribe
an agent that contributed to that outcone is
unbearabl e. Equally unbearable is to think that |
did not do enough to prevent it. This is the
essence of the dil emra before us.

We may not have all the data we woul d
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like, especially to assess long-termbenefit. W
can make recomendati ons about what research shoul d
be conducted, but we will be faced at the
concl usi on of business tonorrow to make
recomrendat i ons based upon what we know at this
cross-section in tine. |In deliberating on the
safety of antidepressant treatnent in children, |et
us not forget the toxicity of the underlying
di sease. Major depression remains an
under - di agnosed, under-studi ed and under-treated
serious disorder anong many thousands of our
nation's youth, leading to considerable suffering,
disability and heartbreak in many fanilies.

| believe that all of us in this room
share the desire to alleviate the suffering from
this disorder through the successful use of
interventions that are nade available to all those
who need them Despite the daunting task before
us, | remain hopeful that with a fair and
open-m nded revi ew of the evidence this advisory
committee will constructively address the issues

and ensure that interventions for this serious
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di sorder neet high standards for both effectiveness
and safety.

Now | will ask Anuja Patel, executive
secretary for the advisory comittee, to review
some of the ground rules for this conmmttee and the
public heari ng.

Conflict of Interest Statemnent

M5. PATEL: Good norning. Before
continue, I would like to notify you of a
correction on the roster attached to the agenda.
The followi ng consultants, Dr. Robert G bbons, Dr.
Matt hew Rudorfer, Dr. Richard Malone, Dr. Tana
Grady-Weliky and Dr. Irene Otiz will be added to
the roster. Amended copies of the roster will be
available later this nmorning at the information
desk outside this ballroom

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 sone
strict rules. To make transitions between speakers
nmore efficient, all speakers will be using the

m crophone and podiumin front of the audience.
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Each speaker has been given their nunber in the
order of presentations and when the person ahead of
you i s speaking, we ask that you nove to the nearhby
next speaker chair. |ndividual presenters and

fam lies have been allotted three mnutes for their
presentations. The one consolidated presentation
has been given five mnutes. W wll be using a
timer and speakers who run over their time wll
find that the m crophone is no | onger working. W
apol ogi ze for the need for the strict rules, but we
wanted to be fair and to give as many people as
possi bl e an opportunity to participate.

The public may subnmit coments after this
meeting directly to the FDA' s Division of Dockets
Managenent. Instructions for submitting electronic
and witten statenents are available at the
regi stration desk outside this room The docket
will remain open until July 29, 2005. Thank you
for your cooperation.

I would Iike to read the neeting statenent
into the record now. The foll owi ng announcenent

addresses the issue of conflict of interest and is
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made a part of the record to preclude even the
appearance of such at this neeting. The topics to
be di scussed today are issues of broad
applicability. Unlike issues before a comrittee in
whi ch a particul ar conpany's product is discussed,

i ssues of broader applicability involve many

i ndustrial sponsors and products.

Al'l special governnent enpl oyees and
invited guests have been screened for their
financial interests as they may apply to the
general topics at hand. The Food and Drug
Adm ni stration has granted particular matters of
general applicability waivers under 18 USC
208(b)(3) to the foll owi ng special governnent
enpl oyees, which permts themto participate fully
in today's discussion and vote: Jean Bronstein,
Dr. Joan Chesney, Dr. Wayne Goodman, Dr. Lauren
Mar angel |, Dr. James McGough, Dr. Janes Perrin, Dr.
Bruce Pollock. In addition, Dr. Philip Wang has
been granted a limted waiver that permts himto
participate in the committee's discussions. He is,

however, excluded from voti ng.
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A copy of the waiver statements may be
obt ai ned by submitting a witten request to the
agency's Freedom of Infection Ofice, Room 12A-30
of the Parkl awn Buil di ng.

In addition, Dr. Judith O Fallon and Dr.
Victor Santana have financial interest under 5 CFR
Part 11, Sec. 40.202 that are covered by a
regul atory wai ver under 18 USC 208(b) (2).

Because general topics inpact so many
entities, it is not practical to recite all
potential conflicts of interest as they may apply
to each nenber, consultant and guest speaker. FDA
acknow edges that there may be potential conflicts
of interest but, because of the general nature of
the di scussion before the conmttee, these
potential conflicts are mitigated.

Wth respect to FDA's invited industry
representatives, we would Iike to disclose that Dr.
Dilip Mehta and Dr. Sanuel Ml donado are
participating in this neeting as industry
representatives, acting on behalf of regul ated

industry. Dr. Mehta is retired fromPfizer and Dr.
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Mal donado i s enpl oyed by Johnson & Johnson.

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

DR. GOODVMAN:  We will now proceed with a
series of formal presentations that will bring us
to 11:45 a.m and then a 15-m nute di scussion
before lunch. In the interest of time, | would
like to ask ny fellow commttee nmenbers to restrict
their questions after each presentation to issues
of clarification only. There will be tinme, 15
m nutes, for sone discussion between 11:45 and
12: 00 and tonmorrow there will be a great deal of
time for discussion and consideration of the
questions before us. So, please, if you have
questions about clarification, you can ask them
after each presentation but restrict it to those
ki nds of issues.

Wth that, | would like to introduce Dr.

D anne Murphy, of the FDA, who will be followed by
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Dr. Russell Katz, also of the FDA
Overvi ew of |ssues

DR. MURPHY: Good norning and wel cone to
this very inportant discussion. Before we begin
today's important deliberations, | would ask us to
step back and see the broader context in which this
meeting is occurring. | amgoing to spend a few
m nutes trying to describe that for you

There are four points | hope you take from
this short presentation. One is that the ngjority
of medicines given to children in this country are
prescri bed of f-1abel and have not been studied in
all the pediatric populations in which they are
used.

Second, because of new | egislation and
regul ations since 1998, FDA has seen an increase in
products that are used in children being studied in
children.

Third, for the first 100 products,

i nvol ving over 200 studies conducted as a result of
the new | egi sl ation, FDA has found that

approxi mately one-fourth of the tinme there was a
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need to change the dose, a new pediatric-specific
adverse event was described or the product was not
found to be efficacious despite the fact that it
was efficacious in adults.

Fourth, part of the reason we are here
today is because we are finally studying the
therapi es that are being given to children
Chil dren deserve the sane | evel of evidence that is
required for adults to determine that their use by
themis safe, effective and properly dosed. They
are a heterogeneous group who undergo rapid
met abol i ¢, hornonal, physiol ogic, devel opnent and
growt h changes in conparison to us, adults, who are
rather static and tend only to deteriorate.

Over the last two decades FDA has actively
supported, along with the Anerican Acadeny of
Pedi atrics and many ot her groups, the efforts to
encour age devel opnent of information and
appropriate use of therapies in the pediatric
popul ati on.

Very quickly, and this is inportant to

under stand, again, the context in which sonme of
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this informati on has been brought to you, in the

| ast decade we have nade trenendous progress. In
1994 the agency published an approach that it hoped
woul d hel p foster and encourage devel opnent of
therapies that we be used in children. Congress
passed |l egislation in 1997 which is referred to as
the exclusivity or the incentive to devel op studies
on products that are being used in children

In 1998 the FDA published the Pediatric
Rul e, which was an effort to say that if a sponsor
is going to devel op a product in adults and that
same di sease occurs in children, or condition, that
product in nost circunstances and certain
conditions would be required to be studied.

We are going to go nore into the 2001
adoption by FDA of Subpart D, Pediatric Ethics
Regul ations, and | wanted to bring up the Best
Phar maceuticals for Children Act, which you will
hear referred to as BPCA, because it renewed the
congressional legislation of '97 and is inportant
inthat, again, it is the renewal of the incentive

to study products that are being used in children
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Anot her congressional |egislative
activity, the Pediatric Research Equity Act, in
essence confirmed FDA's authority to require
studies in children in certain circunstances.

In the | ast decade, particularly really
since 1997, the FDA has issued over 290 witten
requests to sponsors asking themto study products
in children because these products are being used
in children. W have had subnitted to us over 110
products, involving over 220 studies in children,
and have now nore than 76 new | abel s that have new
pediatric information fromthese studies.

The naj or depressive disorders were
included in the witten requests that were issued,
and written requests were issued for the products
you see |isted here, Prozac, Zoloft, Reneron, Paxi
Ef f exor, Cel exa and Serzone. Those studies were
all conducted under this programor in response to
this program

This is a list of some of the progranms and
activities that are in place at FDA to hel p ensure

the quality and ethical conduct of studies and the
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approach to pediatrics. This is really focusing
mostly on the drugs conponent of this. But there
is, at the Conmissioner's level, an Ofice of

Pedi atric Therapeutics. This was enacted by the
Best Pharmaceuticals for Children Act in 2002 and
first staff were hired last year. W now have in
pl ace an ethicist whose focus is pediatric ethics.
You will hear a little bit nore about the Pediatric
Advi sory Conmittee and Subpart D referrals in a

m nute. You just heard about the exclusivity
process whi ch has been inportant in making sure
that trials do get conducted. | wll spend a few
monents at the end tal king about discl osure
requirenents that are unique to pediatric studies
that are conducted under exclusivity.

This is another neeting, actually in a
| ong series of neetings that have occurred to
ensure the scientific and ethical quality of
activities involving studies that are being
conducted in children. Since 1999, the Pediatric
Advi sory Subcomm ttee has had, including today's

meeting, over ten neetings that have addressed over
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ten scientific issues, three ethical issues and, in
addition, starting |ast year, began having specific
safety reviews of products that have been approved,
agai n under the exclusivity provisions, so that al
adverse events that occurred in the year after
product was granted exclusivity were revi ened.
Again, this is just to informyou of the ongoing
pediatric activities that are occurring at the FDA
sone of them

The new advi sory committee, | should say
full Pediatric Advisory Conmmittee is neeting for
the first tinme today. It was chartered this year
and is mandated to include patient and famly
organi zations, and its mandated responsibilities
i nclude safety, |abeling disputes and Subpart D
referrals and general pediatric issues.

The first Subpart D ethics panel met this
past Friday and will report to this commttee on
Wednesday. | will tell you a little bit nore about
t hat .

It is inmportant to understand that Subpart

D, which is part of the Common Rule, was those
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extra protections for children applied to only
federally funded activities until recently. In
2000, the Children's Health Act required FDA
regul ated products to be in conpliance with
additional protections for children that are
enbodi ed in the Subpart D of the Common Rul e.
Subpart D is fundanmentally a referra
process. There is much nore to it but it is a
process for I RBs when they are unsure they can
approve or under which regulation they should
approve a study involving children. The Pediatric
Et hi cs Subcomittee reports to the Pediatric
Advi sory Conmittee and this is a public process.
The di scl osure of the studies that are
conducted in children is distinct for studies that
are conducted in children under the exclusivity
provi sions of BPCA. | nention this because it is
unusual in the FDA if a product is not approved
that those studies would be disclosed. However, we
now have, agai n under BPCA, a requirenent that
within 180 days of subm ssion of a pediatric study

a public summary of the nedical and clinica
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phar macol ogy reviews will be posted. There are now
41 pediatric sumrari es posted at this website.
Basically, you can go to the FDA page and get there
by going to the Center for Drugs or pediatric
sumrar y\ sumrary revi ew.

The sunmaries of Effexor, Paxil, Serzone,
Cel exa, Zol oft and Reneron are available on the
pediatric summary review site. As you know, and
will hear, Prozac is the only antidepressant that
is approved for use in children, and it is posted
up on FDA's site for approved applications. That
URL is provided for you here and in your handouts.

The new pedi atric data has taught us that
our know edge of pediatric therapeutics is inits
i nfancy; that we nust study children if we are to
under stand pedi atri c-specific adverse events and
reactions or if a product is going to work in
children. The pharnmacokinetics in children has
proven to be nore variable than anticipated. The
submitted studies that we are receiving are
teaching us that we need to know nore about

pedi atric endpoints, pediatric trial designs and
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how to conduct these trials, and that we will need
to change some of our trials as we nove forward
Et hi cal issues require reassessnent froma

pedi atric perspective. Therefore, at this point no
| onger shall each child be an experinent of one in
whi ch not nmuch know edge is gai ned.

As we nove forward, it will require our
careful attention if we are to discover why
children are behaving differently. |If children are
to be appropriately treated, we will need to know
more than how to correct those things or describe
adverse events. W are going to need answers to
such fundanmental questions as to why children react
differently, what are the metabolic, physiologic
events that are occurring that necessitate
different dosing, or why is there a therapy that
works in adults and does not work in children. Qur
public policy nmust be nore know edge to repl ace our
i gnorance. Thank you, and we | ook forward to your
di scussi on.

DR MARANGELL: Dr. Murphy, a quick

question, when the FDA requests a study can you
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speci fy methodol ogy and assessnents that you woul d
like to see included?

DR, MURPHY: \When FDA requests a study we
do put in that witten request the trial design,
the nunber of patients, the adverse events--you
know, under exclusivity all of that does go into
the witten request.

DR. GOODMAN:  Thank you, Dr. Mirphy. Now
Dr. Katz?

Overvi ew of |ssues

DR. KATZ: Thank you, Dr. Goodman, and
good norning. | would like to welcome you to this
joint nmeeting of the Psychopharnmacol ogi ¢ Drugs
Advi sory Conmittee and the Pediatric Advisory
Commi tt ee.

As you know, we are here to present to you
and to ask for your guidance in interpreting the
results of our analyses of the relationship between
anti depressant drug use and suicidal behavior in
controlled trials in pediatric patients. This
meeting is in followup to the neeting of these two

conmittees held in February of this year. At that
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meeting, as you recall, we presented to you and
obt ai ned your endorsenment of our plans to perform
t hese anal yses.

At this point | would like to very briefly
recap how we arrived to this point. As you know,
we first becane aware of a possible relationship
bet ween anti depressant drug use and sui ci dal
behavior in pediatric patients in May of 2003 when,
in response to our request for further
clarification of their data, d axoSnmithKline, the
manuf acturer of Paxil, submitted data to us that
suggested such a link for that drug. As a result
of this subm ssion, the agency issued a public
statenment reconmrendi ng that this drug not be used
in pediatric patients with depression, and
i ndependently we asked all other manufacturers of
anti depressant drugs to resubmt the relevant data
fromcontrolled studies with their drugs in
pedi atric patients.

Based on our review of this data, we
i ssued a statenment infornmng prescribers that there

was a potential relationship between all of these
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drugs and sui ci dal behavior, and that these drugs

shoul d be used with caution in these patients.
However, at that tinme we also noticed that

the data subnmitted to us fromthe various conpanies

was not reported to us in a formthat would permt

definitive anal yses. Specifically, each conpany

classified various behaviors as being

sui ci de-rel ated adverse events in their own

i diosyncratic manner. This led to questions about

whet her or not these events were, in fact,

suicide-related and, in addition, prevented

meani ngf ul conpari sons between drugs in this class.
For this reason, we decided that an

i ndependent assessnent of these possible events by

experts in suicidology would be the nost

appropriate way to definitively answer the question

of whether or not any, all or none of these drugs

i ncreased the risk of suicidal behavior in

pediatric patients. Let ne just add that by

definitive anal yses | nean anal yses that make the

best possi ble use of the avail abl e data.

It was at this time that we brought the
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i ssue before you. At that neeting we presented you
with our plans to submt blinded narrative
descriptions of possible suicide-related events to
a group of independent experts, to be coordinated
by Col unbia University, whose task it would be to
classify these events as being suicide-related or
not. Although no formal vote was taken, this
committee fully endorsed this effort and agreed
that the data in hand at that tinme did not permt
definitive anal yses to be done.

The conmittee al so recomrended, based in
part on the data in hand but also, | believe
inmportantly, on the basis of testinony from nmenbers
of the public who had suffered the tragedy of |oved
ones who had committed suicide while taking these
drugs, that the agency shoul d ask sponsors of these
products to warn prescribers that patients being
treated with these drugs, especially at the
begi nning of treatnment, should be closely watched
for the emergence of signs and synptons that night
suggest a worsening in their clinical state.

Since that February neeting a nunmber of
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i mportant things have happened. Based on your
advi ce, the agency drafted, and all of the sponsors
of these drugs have adopted, |anguage in product
| abel i ng warni ng about the possibility of
signi ficant behavioral changes at the outset of
treatment with these drugs in both pediatric and
adult patients, and the prescribing conmunity and
the public have been informed of these changes.
Critically, this warning nmade clear that
the possibility of worsening and a possible
i ncreased risk of suicidal behavior at the outset
of treatment could not necessarily be attributed to
the drugs because the data did not pernit such a
definitive conclusion. Nonetheless, it was
consi dered appropriate and prudent to inform
prescribers and patients and their fanmilies that
changes in behavior could occur with the onset of
treat ment.
Al so, the Colunbia group has conpl eted
their task of reclassifying the potential cases of
sui ci dal behavior and, inportantly, we have

conpl eted our reanal yses of these data. As
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promi sed at our February neeting, we are now ready
to present to you the results of these anal yses.

At this point | would just like to give
you a brief overview of the agenda for today's and
tomorrow s session. First Dr. Tom Laughren, of the
Neur ophar macol ogy Division, will provide you with a
nmore detailed account of the regulatory history and
events that have brought us here this norning. He
will be followed by Dr. D ane Wsowski, of the
agency's Ofice of Drug Safety, who will briefly
present the results of sone recently published
epi dem ol ogi ¢ studies relevant to this question.

W have provided the conmittees with copies of
these published materials. Although, of course, we
consi der our reanalyses of the controlled data to
be the primary source of data on which your

di scussi ons and recomrendations will be based, we
thought it inportant to present at least briefly
the avail abl e rel evant epi dem ol ogi ¢ dat a.

Next, Dr. John March, of Duke University,
will present a brief report of the Treatnent for

Adol escent Depression Study, or TADS trial, a
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recently conpleted trial that evaluated the effects
of fluoxetine in adol escents with depression. As
you know, fluoxetine is the only drug approved in
the United States for the treatnent of depression
in pediatric patients and, as you will see, these
data nmake an inportant contribution to our overal
assessnent of the problem before us.

Dr. Greg Dubitsky, again of the
Neur ophar nacol ogy Division, will then present an
overvi ew of the design of the pediatric trials from
which the data for our anal yses were derived. This
exploration is inportant because sinmlarities and
differences in design el enents anong these trials
can have inportant inplications for whether or not
these data can be exam ned as a whol e, or whether
they nust be considered separately.

Then, Dr. Kelly Posner, of Col unbia
University and the prinmary person responsible for
coordi nating the blinded reclassification effort,
will present to you the nethodol ogy her group used
to produce what we now consider to be the

definitive data on which we have based our
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reanal yses

Because the recl assification of these
clinical events was the critical activity on which
al | subsequent anal yses and decisions will have
been based, and because by its nature it involved
subj ective assessnents of the primary data, we felt
strongly that it was appropriate to ensure that the
met hodol ogy used by the Col unbia group coul d
reliably and reproducibly yield simlar results
when applied by an independent group. For this
reason, agency scientists performed such an
i ndependent reclassification of a percentage of
these cases, utilizing the Colunbia classification
schema, and Dr. Sol omon Iyasu, of the agency's
pediatric group, will present the results of this
i ndependent audit of the Col unbi a process.

At that point, Dr. Tarek Hamrad, of the
neur ophar macol ogy group, will then present the nost
critical results of his extensive reanal yses of the
data as reclassified by the group of outside
experts. These anal yses | ook at the data for

i ndi vi dual drugs, as well as across all drugs, and
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will provide the data on which the conmittee
subsequent discussions will be based.

Finally, the last formal agency
presentation will be given by Dr. Andrew Mshol der
of the Ofice of Drug Safety. Dr. Mshol der's name
is undoubtedly famliar to you. Dr. Moshol der was
the agency reviewer who had, prior to the February
advi sory conmittee neeting, performed anal yses on
the cases as subnitted, that is, the
non-recl assified cases, and had concl uded t hat
these drugs did, in fact, increase the risk of
sui cide-rel ated behaviors in this population. As
you know, Dr. Moshol der did not present his
concl usions at the February meeting, although the
data on which his anal yses were based were
presented and we noted at that tine that sone in
the agency had already reached a definitive
concl usion on this question

There has been since that neeting
consi derabl e public discussion and controversy
related to the fact that Dr. Mshol der was not

given the opportunity to present his concl usions at
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that neeting. The reasons for our decision at that
time were straightforward. As | have di scussed
today and as we have discussed publicly on nunerous
occasi ons, we had decided that at the tinme of the
February neeting the data had not been submitted in
a formin which we could reliably agree that the
events described as representing suicide-rel ated
behavi or did, in fact, represent such behavior.
W, therefore, felt that conclusions reached on the
basi s of analyses that relied on these descriptions
could no, in turn, be considered conpletely
reliable.

W felt, and still feel, that presenting
concl usi ons based on potentially unreliable
anal yses could have led to errors in either
direction, that is, resulted in a conclusion that
the drugs were dangerous when they really were not,
or resulted in a conclusion that the drugs were
safe when they were not. A mistake of either kind
coul d have, in our view, disastrous consequences.
For this reason it was, and remains, our viewthat

t hese deci sions nmust be based on the nost reliable
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anal yses possible. Now that the definitive
anal yses have been done, however, Dr. Mshol der
wi Il present his own anal yses and conclusions, with
particular attention to a conparison between his
results and Dr. Hammad's.

Fol I owi ng lunch we will hear brief
comments from several of the pharnaceutical
compani es who have anti depressant drug products on
the market, and the day will end with the open
public hearing. A total of 73 nenbers of the
public have signed up to nake statements. As you
have heard and as in the February neeting, we wll
again need to limt the statements fromthe public,
this time to three nminutes per individual. W
recogni ze that this is not rmuch tinme and we
apol ogi ze for the limt but it would be inpossible
for all those who wish to nake statenments to do so
wi thout inposing this Iimtation. W appreciate
your understanding on this point and, as you have
heard, anyone who wi shes may submit witten
testinony to the docket.

Tonorrow the commttee will discuss the
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data you will have heard. W, of course, | ook
forward to this discussion and in particular to
your answers to the questions we have brought to
you and whi ch we have provided in your background
packages. W are, in brief, interested in your
vi ews on our approach to the reclassification
effort and, critically, whether you believe that
the anal yses establish that one or nore of the
drugs studied increases the risk of suicidality in
pediatric patients. Inportantly, if you do
conclude that there is a signal for suicidality,
whet her for one or nore of these drugs, we need to
know what additional regulatory action, if any, you
bel i eve shoul d be taken

The results of our reanal yses are conpl ex
and their interpretation is not imediately
obvious. They raise difficult questions, not only
about the fundanmental neaning of the results of the
anal yses for each drug, but al so about the
comparability of the various treatnments and,
therefore, whether it is appropriate to consider

the drugs as a class for which any concl usion
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reached shoul d gl obally apply or whether the drugs
must be considered individually. Further, the
question of any further regulatory action is also a
thorny one and nust take into account the
consi deration of the |ack of avail able
ef fectiveness data for all of the drugs, except
fluoxetine, although the absence of this
ef fectiveness data is not easily interpreted
ei ther.

Because of the conplex nature of the
evi dence and because of the extraordinary
i mportance for the public health of the decisions
that we need to make, we are turning to you, the
experts, for guidance on these matters. W thank
you i n advance for your efforts.

DR GOCDMAN:  Thank you, Dr. Katz.
would like to invite Dr. Tom Laughren to conme to
the podi um

Regul atory History and Background

DR. LAUGHREN: Thank you, and | would al so

like to wel come everyone to the neeting today. |

am going to begin by briefly giving an overvi ew of
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events leading up to today's neeting. | amthen
going to talk about the key elenments in the
division's exploration and anal ysis of the
pediatrics suicidality data. | will then spend a
little time tal king about our March 22nd public
heal th advi sory and the subsequent |abeling changes
that have now been inplenented. Then | amgoing to
spend a little tine tal king about the effectiveness
data. | did this at the last neeting; | will do
this again because | think it is inmportant to have
these data in nmind since they are an inmportant part
of the context of this discussion about pediatric
suicidality. Then | amgoing to quickly go over
the questions and the issues for which we are going
to be seeking feedback tonmorrow. | think it is
i mportant that you have these questions in mnd as
you hear the tal ks this norning.

This slide lists a nunmber of the people at
FDA who have been involved in | ooking at these
data. As you can see, these people cone from
various sections of the agency. It is a long list,

and really the point of this slide is that we take
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this matter very seriously and we have invested a
lot of effort into trying to understand these data.
You heard earlier about the two | aws,
FDAMA and BPCA, that give FDA authority to grant
addi tional market exclusivity for compani es which
do pediatric studies. The point of this slide is
that nost of the data that we are dealing with this
mor ni ng cone fromthese types of studies, in other
words, studies that were done to obtain additiona
mar keting exclusivity. However, we have al so
included in our analysis data froma ninth
anti depressant drug, Wellbutrin, that was not
studied for exclusivity. That was one study in

ADHD. W are also including in our analysis data

fromthe TADS trial that you will hear about in
nmore detail later in the norning from John March
f rom Duke.

As Dr. Katz pointed out, this issue first
cane to our attention based on a review of the
Paxi| supplement. |In that review, the reviewer
noti ced that events suggestive of possible

suicidality were subsuned, along wth other
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behavi oral events, under the preferred term
"emptional lability." This led FDA to issue a
request to the sponsor, GSK, to explain this coding
practice. Utinmately, that resulted in a report to
FDA, in May of |ast year, on pediatric suicidality
with Paxil. As Dr. Katz pointed out, that report
did suggest a signal of increased suicidality in
association with drug use, particularly in one of
three depression trials in that program

What | amgoing to do in this slide is
very quickly run through subsequent events that |ed
us up to the February advisory commttee neeting.
So, in June of last year we issued a public
statenment cautioning about the use of Paxil in
pediatric patients with depression. In July we
i ssued requests to sponsors of eight other
anti depressant products to ask themto give us the
sanme kind of summary data that GSK had provided for
Paxi | .

I n Septenber of last year we held an
internal regulatory briefing at FDA. The purpose

of this was to brief upper nanagenment about this
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signal. The two points that | took away from t hat
meeting fromthe standpoint of the division' s work
were, nunber one, there was general agreenent that
it would be inportant to try and classify these
events since many of themwere not clearly rel ated
to suicidality and we felt it would be very
inmportant to do a rational classification
Secondly, there was sentinent that we ought to try
and obtain patient-level data infornmation, beyond
the sunmary information, in order to try and
explain differences anong trials and between

pr ogr ans.

I n Septenber and Cct ober we began to get
responses to our July requests. Also, in Cctober
we issued requests to sponsors for the
patient-1level data sets that | mentioned earlier
Also in Cctober, we decided to go outside of FDA to
get a classification of these cases acconplished.
Then, again as Dr. Katz mentioned, in Cctober we
i ssued a second public health advisory, this time
extending the cautionary | anguage to all current

generation antidepressants. Finally, in Novenber
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and Decenber, having | ooked at the responses to the

July request for summary data, it occurred to us

that we may not have obtained all of the rel evant

events and so we sent additional requests to have a

broader search for events that we would then try

and get classified.

That brings us up to the February advisory

committee that we held. At that neeting you

advi sed us to basically continue with our analysis
of the data but, in the neantine, to go ahead and
make sone | abeling changes. |n March of this year

we issued a public health advisory announcing the

changes that we had requested. |n the meantine,

the classification of the cases was ongoi ng by the

Col unbi a group. Those were conpleted in June of

this year. Then, in August of this year we

compl eted our analysis of the pediatric suicidality

dat a.

In this slide what | amdoing is basically
summari zing what | think is the major contribution

of the division to this effort. Again, we went to

a lot of effort to try to ensure conpl et eness of
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case findings, that we had a conplete set of events
to have classified. W then worked with Col unbi a
University to have these events classified.

As an aside, | would like to nention that
this effort, conducted by Kelly Posner and her
group at Col unbia and the very exceptional group of
out si de experts that they assenbled to do this,
represents a very substantial effort that has not
only hel ped us to understand these data but | think
will have inplications for the field in ternms of
devel opi ng a standard approach to classifying these
kinds of data, and also will |ead to guidance
docunent that, hopefully, wll inprove
ascertai nnent for suicidality, which was a very
significant problemin these trials.

Finally, the third effort that we were
involved in was, again, in obtaining the
patient-level data sets that allowed us to try and
expl ore for confounding and effect nodification, in
essence, to try to explain sonme of the striking
differences we were seeing in the signal across

trials within progranms and across prograns.
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As nentioned, at the February advisory
comrmittee you advised us to go ahead and strengthen
| abeling, in particular for nonitoring for
suicidality, while we were conpl eting our anal ysis.
We did this and we announced the request that we
were making in a March 22nd public health advisory.

The changes in | abeling that we requested
have now all been inplenented for the ten drugs of
interest. | would add here that our plan is to
extend the standard | anguage to all
anti depressants, not just the current generation
and, in fact, that has already been done for sone
of these drugs. W are waiting to do it for the
others until we work out the final standard
| anguage, which will be based on advice we get from
you at this neeting.

VWhat | want to do in this slide is to very
qui ckly go over the | abeling changes that have been
i npl emrented now. This slide focuses on the advice
for clinicians who are using antidepressants for
treating any condition really, whether in adult of

pediatric patients. So, the advice is as follows,
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first of all, we are asking clinicians to closely
observe patients who are being treated with

anti depressants for clinical worsening and for the
energence of suicidality, especially at the

begi nning of therapy but also at times of dose
change.

Secondly, we are asking clinicians to
consi der changing the therapeutic reginen in
pati ents whose depression is either persistently
wor se or whose energent suicidality is severe,
abrupt in onset, or was not part of the patient's
presenting synptons.

Finally, we are also asking clinicians to
observe for the energence of other synptoms as
wel |, for exanple, anxiety, agitation, panic
attacks, insomia, irritability, hostility,

i mpul sivity, and so forth. The idea here is that
there is a belief, not really solidly enpirically
established but a belief that nany of these events
may represent precursors to emerging suicidality.
So, we are also asking clinicians to be alert to

t hese synpt ons.
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This slide focuses on advice for families
and caregivers that also is included in | abeling.
We are asking those folks to also be alert to the
energence of these same synptons and to report
those synptonms to healthcare providers if they
ener ge.

Now | want to turn to briefly describing
the efficacy data for the 15 short-termtrials that
we | ooked at in our review of these pediatric
suppl enents. | amgoing to be focusing on primary
outconmes in those trials. | also want to spend a
little tinme talking about the difficulty in
interpreting negative findings in this setting and
again | want to note that although |I am not going
to be tal king about the TADS efficacy data, you
wi |l be hearing about the TADS efficacy data from
John March a little bit later in the norning.

This is kind of a busy slide but basically
each rowin this table represents a different
trial. Again, there was a total of 15 trials.

This is color-coded so you can separate the

different prograns. There were seven prograns.
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Par oxetine had three trials. The rest all had two
trials. The colum to look at is the far colum
where | have summari zed the results on the prinmary
endpoi nt .

Basically |I have characterized the results
as follows: Were the p value on drug versus
pl acebo on the primary endpoint was | ess than 0. 05,
I amcalling it positive. As you can see, that
applies to the two fluoxetine trials and one of the
citalopramtrials. |If the p value fell between
0.05 and 0.1 | amcharacterizing it as a trend.
That applies to one of the sertraline trials and
one of the nefazodone trials. |f the p value was
greater than 0.1 on that primary endpoint | am
characterizing it as negative. That applies to al
the remaining trials. So, basically what you have
here is three out of 15 trials neeting FDA's
standard for being positive.

The other point | want to nmake on this
slide is that this represents FDA' s vi ew and
think it is a reasonabl e standard, however, it is

not the only standard. To illustrate that, | want
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to tal k about two published papers, one for study
329, the paroxetine trial, a paper that was
publ i shed by Keller in 2001. That paper
characterized that trial as a positive study, the
argunent being that although it failed on the
primary endpoint it succeeded on all the secondary
endpoints. So, the authors of that paper
considered it a positive trial and many in the
community al so considered that a positive study.

Secondl y, there was a paper published on
the two sertraline trials by Wagner et al., in
2003, that was based on a pooling of the two
trials. Individually those trials did not nmake it
but if you pooled themyou got a significant p
value. Again, many in the comunity view that as
evi dence of effectiveness of sertraline in
pedi atric depression. This does not neet FDA' s
standard but the point is that different fol ks have
different views of the sanme data.

Now | want to talk a little bit about the
probl em of interpreting negative findings in this

setting. First | want to turn to adult depression
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trials for drugs that we believe work. LI ooking at
trials that on face should work, about half the
time those trials fail. If that failure rate can be
extrapol ated to the pediatric popul ation, the
expectation in two study prograns and nost of these
progranms were two study prograns--the expectation
is that three out of four tines you would fail to
get two positive studies. So, perhaps it shouldn't
have cone as such a surprise that many of these
prograns failed. On the other hand, the fact that
the overall success rate, again according to FDA's
standard, is only 20 percent success is clearly a
concern

O her factors to think about in |ooking at
negative trials in this setting is, first of all
the history of antidepressant trials in pediatric
depression. |If you go back to the tricyclic era,
there were 12 trials conparing tricyclics with
pl acebo in this population. Al of themfailed.
There are many interpretations of that. One, of
course, is that these drugs sinply don't work in

that popul ati on.
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Anot her m ght be that there is even
greater heterogeneity in this popul ation of
patients captured under the diagnostic criteria for
maj or depression than we see in adults. That would
wor k agai nst getting positive trials.

Anot her factor to think about is the
sonmewhat unusual regulatory context in which these
studies were done. Odinarily, when conpanies do
studies they only benefit if they get a positive
trial. In this setting they would win in terns of
getting exclusivity whether the trial succeeded or
failed. 1 don't know whether or not that was a
factor in the conduct of these trials but it is
anot her thing to think about.

Finally, at the tine that we issued
witten requests for these prograns we were not
routinely asking for phase 2 dose-finding studies
as we are now. That, again, maybe a factor. It is
possi bl e that the dose was not right in some of
these trials.

In any case, the bottomline in terns of

efficacy is that | think there are plausible
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reasons for failure to find efficacy other than the
obvi ous one that maybe the drugs don't work. On
the other hand, a very inportant point | believe is
that even though nost of these prograns have fail ed
to neet FDA's standard for approval, this is not
the sanme thing as saying that we have proof that
the drugs have no benefit. The drugs may have
benefit that has sinply not yet been denonstrated.
On the other hand, the failure to denonstrate
benefit clearly is a concern, especially when we
have a risk, as we have now seen, of emerging
suicidality. So, the burden is clearly on those
who believe that these drugs do have benefit to
show that benefit. Tonorrow | amgoing to talk a
little bit about sone possible designs for |ooking
at longer-termbenefits with these drugs.

Now what | would like to do is quickly
nmove through the questions that we are going to be
aski ng you to discuss and comrent on tonorrow.
Again, we think it is inmportant that you have these
in mnd as you hear the presentations this norning.

First of all, we are going to ask you to
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comment on our approach to classifying the possible
cases of suicidality and our subsequent anal yses of
the resulting data for the now 24 trial s--again,
the additional trial is the TADS tri al

The question then would be do the
suicidality data fromthese trials support the
conclusion that any or all of these drugs increase
the risk of suicidality in pediatric patients? |If
the answer to that question is yes, to which of
these nine drugs does that risk apply? In other
words, is this a class effect of al
antidepressants? Does it apply to certain
subcl asses within this broader class or only to
speci fic drugs?

If you believe there is a class risk or a
risk that applies only to certain drugs, how shoul d
this information be reflected in the | abeling for
each of these products? Wat, if any, additiona
regul atory actions do you think we need to take?

Finally, again we would like you to
consi der what additional research m ght be needed

to further delineate the risks and the benefits of
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these drugs in patients with pediatric depression?
Thank you very much.

DR GOCDVMAN:  Thank you, Tom | inmagine
peopl e have questions but | want to try to catch up
this morning to nake sure that we have tine for al
the presentations. So, | will ask you to hold your
questions and | would like to invite the next
speaker, Dr. Di ane Wsowski, who will be I ooking at
data fromdifferent sources other than clinica
trials.

Recent Cbservational Studies of Antidepressants
and Sui ci dal Behavi or

DR. WSOWBKI: Good norning. |In this
presentation | will be review ng recent studies of
anti depressants and suicidal behavior and briefly
di scuss their nethods, results and limitations.

I reviewed two types of studies,
ecol ogi cal and patient-level controll ed,
observational studies. Ecological studies show
i ncreasing anti depressant use and si nul t aneous
decreasing suicide rates. However, such

correlations do not necessarily inply causality.
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Fi ndi ngs of ecol ogical studies can be nerely
coincidental. Nunerous factors such as changes in
risk factors, social and econom c changes, nore
avai | abl e counsel i ng, changes in gun access and
choice of a less lethal neans of suicide in
children and adol escents may coincide with
decreases in the suicide rate in children and

adol escent s.

Ecol ogi cal studies don't show which factor
or factors are responsible for an observed trend.
Furthernmore, an increased relative risk of suicide
with antidepressants in children and adol escents
may coexi st with a decreased suicide rate. To
better exanmi ne causality, we turned to
patient-1evel controlled studies, such as
observational studies, in clinical trials.

For the rest of this presentation | wll
be focusing on two patient-level controlled,
observational studies. The first is the Jick study
that was published this July in The Journal of the
Anmerican Medical Association. It is a matched case

control design based on patient prescriptions and
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di agnoses obtained fromthe United Kingdom s GPRD
the General Practice Research Database, for the
period 1993-1999. The GPRD is a dat abase of
medi cal records from general practitioners of nore
than three million patients in the United Ki ngdom

For this study subjects were 10 through 69
years of age. Exposures studied were the nost
wi dely used antidepressants in the U K
amtriptyline, fluoxetine, paroxetine and
dot hi epi n. Dot hi epin was chosen as the reference
category. Fromdata on these antidepressants
users, the investigators identified 555 cases of
nonf atal suicidal behavior, defined as ideation or
attenpts. They identified 17 cases of suicide.
From the base group of antidepressant users, the
i nvestigators matched the cases with nore than 2000
controls who did not devel op suicidal behavior.
The researchers then conpared the suicidal cases to
the non-suicidal controls for initiation of each
ant i depressant .

Controlling for age, sex, calendar tine

and tine fromfirst antidepressant prescription to
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onset of suicidal behavior, the range of relative
ri sk for nonfatal suicidal behavior was 0.83 to
1.29 for the antidepressants conpared to dothi epin.
None of these risks were statistically significant.
Paroxetine, with a relative risk of 1.29 and a 95
percent confidence interval of 0.97 to 1.7, had
borderline statistical significance.

Simlar results were obtained for those
10-19 years old. No statistically significant
associ ati on was found between each anti depressant
and conpleted suicide. No statistically
significant association was found between stopping
an anti depressant and nonfatal suicidal behavior

The rel ative risk for nonfatal suicida
behavi or and suici de were highest for patients
first prescribed an antidepressant within 1-9 days,
versus 90 days or nore, before the suicida
behavi or of the case in the sane tine period for
the control. For nonfatal suicidal behavior the
relative risk for antidepressant use within 1-9
days was 4, with a 95 percent confidence interva

of 2.89 to 5.74. For suicide the relative risk for
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anti depressant use within 1-9 days was 38, with a
wi de confidence interval of 6.2 to 231.

Reviewing the limtations of this study,
the results are only as good as the GPRD dat a.
There are concerns about possible mssing data,
possi bl e i nconpl ete ascertai nment and
m scl assification of patients, and possible
uncontrol | ed bi ases ampong the anti depressant drugs,
such as sel ection by severity of depression. There
were no interviews of cases and controls so
medi cation conpliance is not systematically known.
There was no unexposed group, and the
anti depressant risks are only in reference to the
dot hi epi n group.

FDA asked Dr. Jick and col | eagues to
reanal yze their results with amtriptyline as the
ref erence category. They kindly responded to our
request, and asked that their interpretation of the
results be presented verbatimto the conmittee. |If
the conmittee wishes to see these suppl enenta
analyses | will be glad to present themin the

guestion and answer peri od.
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O her limtations of the study include the
fact that suicidal ideation is a nmore subjective,
softer diagnosis than suicide attenpts and the
ri sks were not exam ned separately. This was a
study of nostly adults and there is linited
informati on on children and adol escents.

Finally, the investigators excluded
patients with a history of 11 other
neur opsychi atric diagnoses, calling into question
the representativeness of the patients conpared
with those in clinical practice

Anot her patient-level controlled study
exam ned the rel ationship between anti depressants
and the risk of suicide attenpt by adol escents with
maj or depressive disorder diagnoses. The study was
done by investigators at the University of Col orado
School of Pharmacy and Medicine. Robert Val uck was
the principal investigator. It was presented as a
poster at the International Society of
Phar macoecononi cs and Qut comes Research neeting,
this past May.

It is a retrospective cohort study of paid
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medi cal clainms data fromthe Pharmvetrics

I ntegrated Qutcones Dat abase of 70 managed heal th
pl ans for the period 1995 through March, 2003.

Paid clainms data include health care provided in
whi ch costs are incurred, such as for
prescriptions, doctor visits, emergency roomyvisits
and hospitalizations.

The investigators identified about 16, 000
adol escents aged 12-18 with the first mgjor
depressive disorder diagnhosis. They classified
patients into cohorts by anti depressant
prescription, those who received none over the
entire follow up period, which was the reference
group, and those who received SSRI's, tricyclic
anti depressants or other antidepressants within 30
days of diagnosis. They followed the cohorts for
at |l east 6 nonths.

The researchers used a Cox proportiona
hazards regression analysis to control for some 14
covariates and to examine the nultivariate
rel ati onshi p between antidepressant use and tine to

suicide attenpt. The npjority of patients, 78
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percent, had no antidepressant filled in the 6
mont hs after diagnosis; 15 percent had SSRIs filled
within 30 days of diagnosis. And, 209, 1.3
percent, of the 16,000 patients nmade at | east one
suicide attenpt in the foll ow up period.

The investigators concl uded that
anti depressant treatnment with any class of drugs
did not increase the risk of suicide attenpt.
Anti depressant use for less than 6 nonths, conpared
with use for 6 nonths or nore, was associated with
a statistically significant 3-fold increased risk
of suicide attenpt. Fenmles, those who received
psychot herapy within 90 days of mmjor depressive
di agnosi s, patients with substance abuse,
schi zophreni a or another nental health disorder,
patients with nore chronic diseases and those in
the M dwest and West were independently at greater
ri sk of suicide attenpt.

Dr. Valuck and co-investigators recently
expanded their study to include 24,000 eligible
patients with a new di agnosed maj or depressive

di sorder. This expanded study is currently being
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reviewed for publication. The researchers added a
propensity matchi ng adjustnment to control for
predictors of treatnent and to achi eve greater

bal ance anong the anti depressant groups. The
proportion of suicide attenpters, 1.4 percent, was
about the same proportion as in their smaller

st udy.

In this expanded study the hazards ratio
for SSRIs conpared to no treatnent was 1.58, not
statistically significant. The hazards ratio for
tricyclics was not estimable due to small nunbers
and it was 1 for the other antidepressant category.
The hazards ratio for nultiple antidepressants was
1.43, also not statistically significant. The risk
of suicide attenpt declined with | onger use of an
antidepressant. Conpared with patients having |ess
than 8 weeks of use, those with equal to or greater
than 6 nonths of use had a statistically
significant decline in the risk of suicide attempt.

Concerning the limtations, the results
are only as good as these paid clains data. There

are concerns about possible mssing data, possible
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i nconpl ete ascertai nment and ni scl assification of
patients, and possible uncontrolled sel ection
bi ases by anti depressant group. There were no
interviews of patients so we don't have
systematically collected informati on on nedication
conpliance. There are no data on the outcones of
the attenpts. W don't know how many of the
attenpters died, and there is no information on
sui ci des. Al'so, there is no information on
i ndi vidual antidepressants. There were differences
in study results between the poster and the
expanded study, although this is probably due to
the larger size of the expanded study.

I n concl usion, although nost of the
results for the individual antidepressants or
cl asses of antidepressants were not statistically
significantly associated with suicidal behavior, |
do not believe that the Jick and Val uck studies
conpletely rule out a possible increased risk of
sui ci dal behavior with antidepressant use. The
studies reviewed were in agreenent in show ng that

the risk of suicidal events occurred statistically
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significantly closer to diagnosis and onset of

anti depressant treatnent. The studies did not
provi de data about the characteristics of patients
who did not respond to antidepressants or whose
illness worsened with them The studies had actua
or potential methodol ogical limtations.

I conclude that nore definitive studies,
per haps | arge random zed, controlled trials of
sufficient length, are needed concerning the risk
of suicidal behavior and suicide as related to
anti depressant use in children and adol escents.
Wth so much at stake, children and adol escents,
their parents and physicians and society in genera
deserve to know which therapi es and whi ch
i ndi vidual s work best for treatnment of depression
Thank you.

DR. GOCDMAN:  Thank you very much, Di ane
My preference would be that you present those
additional Jick data tomorrow. | don't think we
have tinme for it today. Wuld that be an agreenent
by the committee as well? So, | think we are in

accord on that, if you could prepare to present
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that data tonmorrow to us. There is one question,
yes, we will allowthat

DR PINE: | amwondering if you could
clarify in the Valuck 24,000 patient study, if you
| ooked at the association in the | ess than 8-week
treatment versus no treatnment group. Did that
confidence interval exclude 1? | nean, | saw that
you gave | ess than 8 weeks versus prol onged
treatnent but | didn't see an odds ratio for |ess

than 8 weeks versus no treatnent.

DR. WSOABKI: | don't think that | have
those data. | don't think that they did that
analysis. Their results are still being considered

for publication and we just got an abstract. You
saw t he poster in your package. Then, when they
did the expanded anal ysis they only gave us an
abstract of the results. So, we don't have a | ot
of detail on the expanded study.

DR. GOODVMAN: Dr. Fost, you had a question
al so?

DR FOST: One of the theories of why

sui ci de behavi or nmight be increased shortly after
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prescribing is that the patients are at the worst

then and that is why they are started on

prescriptions. |f that were true, one night expect

to see increased suicidal behavior in the week or

two before prescribing. Do either of these studies

all ow for that anal ysis?
DR. WSOWEKI: | believe the Jick study
did ook at that. Actually, no--no, | don't see

any information on that; it is just after.

DR. FOST: And the data set doesn't allow

itself for that reanal ysis?

DR WYSOWBKI: Well, it may. | don't know

whet her either investigator has information on
t hat.

DR GOCDMAN: | think that was an

excel l ent question. Now |l would like to invite Dr.

John March, from Duke University, to present
results fromthe TADS trial.

Bri ef Report on TADS Tri al

DR. MARCH: Thanks, it is a pleasure to be
here and | would like to begin the presentation by

thanking the conmittee for inviting the TADS team
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to present the TADS data, and al so thank the FDA
for the conprehensive and thoughtful way that it is
approaching this question of enornous public health
i mport ance.

The TADS trial, the Treatnent for
Adol escents with Depression Study, is an
NI MH f unded conparative treatnent trial, and I am
going to present efficacy and safety data fromthe
stage-1 outcones that were published in The Journa
of Anerican Medical Association several weeks ago.
We have a detailed safety paper in preparation. W
have a nethods paper which has been published and a
basel i ne paper which | ooks at the sanple
composition in press, and those of you who are
interested in the TADS trial are referred to these
papers for further information.

As | nmentioned, this is a study funded by
the NIVH, coordinated by the Departnent of
Psychiatry at Duke University and the Duke Cinica
Research Institute, the DCRI. It has had the
benefit of oversight and consultation from nunerous

consultants, a scientific advisory board. The
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NI MH, DSMB participants included 12 sites from
around the United States. Lilly provided
fl uoxetine under an independent educational grant
to Duke University, had no input into the design of
the study, the conduct of the study, the analysis
of the data or the preparation of the manuscript.
My sense is that the nmajor credit for this work, as
for all of the research on which we base
evi dence- based practice, goes to the children and
famlies who are willing to participate in
research. Wthout their participation, we would
have no evidence at all

The overall objective of the TADS trial
was to exam ne the effectiveness of medication and
cognitive behavioral psychotherapy alone and in
conbi nation for the acute and | ong-term treatnent
for adol escents with DSM 1V diagnosis of major
depression. The design of the trial was a
bal anced, randonized, controlled study that was
masked by use of independent eval uators; four
groups, placebo, cognitive behaviora

psychot herapy, fluoxetine and their conbination,
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and the study involved 36 weeks of treatnent, of
which | amgoing to present the stage-1 data for
the first 12 weeks of treatnment. W also have a
year of naturalistic follow up and we have recently
been funded to foll ow these youngsters out into
young adul thood. That data will not be discussed

t oday.

Now, it is inmportant, in understanding the
generalizability of the data, to knowa little bit
about the sanple conposition. The inclusion
criteria included outpatients, both boys and girls
age 12-17, with a DSM 1V di agnhosi s of mmjor
depressive disorder and an | Q greater than or equa
to 80. Youngsters with severe conduct disorder or
subst ance abuse, other than nicotine, pervasive
devel opnment al di sorders, thought disorder, bipolar
di sorder, or history of suicidality or homcidality
were excluded fromthe trial

Because suicidality is the question at
i ssue today, | thought it inportant to say a little
bit nmore about these exclusion criteria, kids were

excluded if they had a hospitalization within the
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previous 3 nonths or if they were considered to be
hi gh ri sk, which nmeant a suicidal event of some
sort within the past 6 nonths, the presence of
active intent or plan, or if they had suicida
ideation in the context of a fam |y which was so
di sorgani zed that we felt that even with the
intensive nmonitoring in the TADS trial franework
that it would not be reasonable to enter theminto
a random zed, controlled research study.

This was a noderate to noderately severely
ill population. W had 439 kids, as you can see,
random zed equally into the 4 groups. The total
sanple on the Children's Depression Rating Scal e
had a CDRS scal e score of 60. That, again, is a
mean score of noderate to noderately severely
depressed, with a range frommld to severe
depression. The T score for that mean score is 75
That nmeans that these kids were nore than 2
standard devi ati ons out fromnormal with respect to
severity of depression. The sanple was nultiply
conorbid, as is characteristic of patients in the

clinical samples. This was the first major
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depressive episode for about 90 percent of the
sample. Ten percent of the sanple had had nore
than one depressive episode. The nean duration of
maj or depression was 42 weeks. Again, over 50
percent of the sanple was conorbid for another
ment al di sorder, both internalizing and
externalizing disorders; 14 percent of the sanple
had ADHD and hal f of those kids were on concurrent
psychosti nul ant treatnent.

So, unlike the industry-funded trials, the
TADS sample is largely representative of patients
who are treated in clinical practice with nmajor
depressive disorder. As you mght expect, given
the severity of illness and the pattern of
conorhbidity, these youngsters suffered significant
functional inmpairnent. This is the children's CGAS
rating and you can see that the mean CGAS score was
bet ween 40-50, so significant functional inpairnent
associated with mental illness in this patient
popul ati on.

What did we learn in the trial? This is a

t ake- hone efficacy nessage. Four groups, again,
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began at a CDRS raw score of 60. These are random
regression anal yses | ooking at the adjusted or
predi cted neans at baseline, week 6 and week 12 of
treatment. Actually, all 4 treatnments showed
significant inprovenent, a characteristic of nmjor
depression. The placebo group and the cognitive
behavi oral psychot herapy group were superi nposed,
one on top of the other. There is no additiona
benefit fromreceiving cognitive behaviora
psychot herapy, either in the slope termor at the
end point, over receiving placebo. There was
significant benefit from fluoxetine alone, and the
| argest effect was associated with the conbination
condition. The conbination condition beat the CBT
condition and the placebo condition on all 4
ef fi cacy measures. Fluoxetine beat these CBT on
all 4 neasures and pl acebo and pl acebo on 3 of the
4 neasures.

If we | ook at the inpact of treatnent
usi ng effect size calcul ations, the nmean of the
control condition mnus the nmean of the placebo

condition, divided by the pool ed standard
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devi ation, the effect size for the conbination was
close to 1. This is a very large effect. For
fluoxetine it was around 0.6, a nobderate to |arge
effect. For CBT there was no difference between
CBT and pl acebo, effect size calculated relative to
pl acebo.

If we | ook at response rates, defined as a
clinical global inportance neasure rated by the
i ndependent eval uator of nuch inproved or very nuch
i nproved, 71 percent of the conbination kids
i mproved; 61 percent of the fluoxetine-treated
patients inproved; 43 percent of the cognitive
behavi oral psychotherapy treated patients and 35
percent of the placebo-treated patients inproved.
Conbi nation statistically was no different than
fluoxetine. CBT was no different than placebo.
The two drug-containing conditions were superior to
the two non-drug-containing conditions on responder
anal ysi s.

If we | ook at the effect size cal cul ated
as a derivative of the odds ratio of inprovenent

for the active treatnents relative to placebo for
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the responder analyses, the results parallel the
anal yses on a scale or outcome variable, the
Children's Depression Rating Scale. The effect
size for conbination was 0.8, alnpost 0.6 for
fluoxetine, and about 0.2 for cognitive behaviora
psychot herapy. So, again, clear superiority for
the drug-containing conditions, with the |argest
effect reserved for the conbination of medication
managenment and CBT.

Now, of interest here are the safety
outconmes fromthe TADS trial. Although we spent an
enor nous anount of time and energy on measuring
adverse events, particularly nmeasuring the inpact
of the treatnents on the potential for harm I
think it is inportant to point out that the study
did not have safety as a primary outcone. Wth 439
subj ects random zed to 4 conditions, it is easy to
see that for these outcones the study is clearly
under - power ed.

It is | think inportant to separate
i deation from behavior. Despite the exclusion, we

had significant suicidal ideation in the TADS
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sanple. This is looking at the Reynol ds Adol escent
Depression Scale, item 14, and 7.5 percent of the
sanpl e exhibited a score of 4 or above which is the
threshold for clinical investigation on the RADS.
CDRS item 6, serious suicidal ideation, the kind of
sui cidal ideation that |eads you to consider
hospitalization, 2 percent of the sanple net CDRS
item 13 criteria for severe suicidal ideation. On
the suicidal ideation questionnaire 2 neasures, the
SIQ flag which is to pronpt clinical investigation
or elevated scores on any one of the itens on the
SIQ that would al so pronpt suicidal ideation, 29
percent and 10 percent of the sanple respectively
on these neasures exhibited clinically significant
suicidality. So, although suicidality was an
exclusion criterion, there was plenty of suicida
i deation exhibited in the TADS sanpl e at baseline.
Now, as expected, suicidal ideation
occurred across all 4 groups taken in the
aggregate. One sees here, looking at the CDRS item
13 score, in this case greater than 1, or SIQ

score, SIQflag greater than 31, significant
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suicidal ideation at baseline. |t came down at
week 6 and was significantly reduced overall at
week 12. This is the aggregated data across all 4
treat nent groups.

Random r egr essi on anal yses | ooki ng at
bet ween group differences on the SIQ although it
| ooks like these groups mght be different at
baseline, in fact there were no statistically
significant differences on the SIQin all 4
treat nents.

One sees a different result than we found
in the pattern for depression. This is placebo;
this is fluoxetine; this is CBT and this is
combi nation. The take-hone nmessages here are
three. First, as we saw in the previous slide,
sui cidal ideation inproves with treatnent
irrespective of which treatment one gets. Second,
fluoxetine and placebo are indistinguishable with
respect to suicidal ideation, either with respect
to the slope or at entry, indicating that
fluoxetine, at |east on average, is not provoking

suicidal ideation. Finally, the only treatnent
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whi ch separated from pl acebo with respect to
reduci ng suicidal ideation was the comnbination of
fluoxetine and CBT. So, here the conbination
of fers a significant advantage over nedication
nmonot her apy.

Movi ng on to behavior, using a
conpr ehensi ve adverse event nonitoring procedure,
we | ooked at the incidence of three kinds of
harmrel ated adverse events. Harmrelated events,
the broadest category, were defined as harmto
self. This could involve no suicidal ideation
ideation or attenpt. O, harmto others which
requi red aggressive ideation or actual behavior
i nvol ving harm ng anot her person or physica
property. These events are subsuned one within the
next. So, a suicide-related event, which is a
subset of harmrel ated events, involves harmto
self, either ideation or attenpt. Then we had
sui cide attenpts thenselves. What differentiates
harmrel ated events fromsuicide-related events is
primarily one subject with aggression and 7

subj ects, | believe, who exhibited self-injury
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wi t hout ideation, primarily cutting.

These are the actual rates of harmrel ated
and suicide-rel ated events divided by treatnent
group. One sees that there is a | arger nunber of
harmrel ated events and suicide-related events in
fluoxetine-treated kids relative to placebo-treated
kids. The combination group is internediate
between harmrel ated and suicide-rel ated events,

i ntermedi ate between fluoxetine and placebo. The
cogni tive behavi oral psychot herapy group was
roughly conparable to the placebo group

If you look at children who received drug,
that is, conbining the fluoxetine and the
combi nation groups and conparing themto the
pl acebo group, 10 percent, 22 of those
fluoxetine-treated kids exhibited a harmrel ated
event; 7 percent exhibited a suicide-related event;
and the rates of these events overall were quite
low, 7.5 percent of 439 kids, or 33 kids had a
harmrel ated event, 24 of 439 kids, or 5.5 percent
exhi bited a suicide-related event.

I think it is very inportant as we nove
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through this discussion to understand that the base
rates of these events are extrenely lowrelative to
the rates that we see for benefit.

If we look at the odds ratios cal cul ated
fromthe actual rate data, the relative risk is 1.5
for combination, 2 for fluoxetine, less than 1 for
CBT. Those is calculated relative to placebo. For
the col |l apsed category of fluoxetine and
conbination the relative risk is slightly greater
than 2. This is the only statistically significant
relative risk in which the confidence interva
crosses 1. That is largely because these events
are so rare so the power is quite lowto identify
these events. |In fact, the power for detecting a
20 percent difference is about 10 percent.

For suicide-related events there are no
statistically significant differences although, as
you can see fromthe graph, the odds ratios pretty
closely track the odds ratios for harmrel ated
events.

The take-hone nessage fromthis

presentation actually is in this table--no, it is
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in the next table. This is the table that |ooks at
the suicide attenpts in the trial. W had 7 of
them out of 439 kids, or slightly less than 2
percent of the sanple, Two fluoxetine-treated
kids, 4 conbination-treated kids, 1 CBT and no

pl acebo-treated patients nade a suicide attenpt.
There probably is an inbal ance in random zation
which may in part be responsible for this. There
were nore kids with an elevated SIQ flag randoni zed
to the drug-containing than the non-drug-containing
conditions so it is not clear what to nake of this
dat a.

Here | think is where the take-hone
message lies relative to safety. This is |ooking
at the benefit/risk ratio using analyses for the
nunmber needed to treat and nunber needed to harm
VWhat we see here is fluoxetine conpared to pl acebo,
in the first colum; conbination conpared to
pl acebo; and the col |l apsed category, SSRI versus no
SSRI. The absolute benefit increase is cal cul ated
as the control, the experinental event rate mnus

the control event rate. So, it is the absolute
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benefit increase for receiving the treatnment. The
absolute risk increase is cal cul ated, again, as the
experinmental event rate mnus the control event
rate, that is, the risk increase attributable to
the treatment over the placebo condition in
absol ut e numbers

The NNT and the NNH are the reciprocal of
the absol ute benefit increase and the absolute risk
i ncrease respectively, 1 over the absolute benefit
increase or 1 over the absolute risk increase.
These are defined as the nunber of patients for
benefit that would need to be treated to find one
pati ent who had benefit over the benefit occurring
fromthe control condition or, in the case of the
NNH, the nunber of patients who would need to be
treated to find one patient who woul d be harned
over treatment with the control condition. So, it
is anice netric that combines both the absol ute
rate and the magnitude of the effect.

One sees clearly here that 27 percent of
patients benefit fromtreatnment with fluoxeti ne,

with an NNT of 4 which is a large effect; 27
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percent of patients benefit fromtreatnent with
combi nation, with an NNT of 3, again a very large
effect; for SSRI versus no SSRI, conbining the
categories, 31 percent of patients benefit, again
with an NNT of 3.

The absolute risk increase for a suicidal
event with respect to fluoxetine is 4.7 percent as
compared to placebo; 2 percent for conbination over
pl acebo; and 3 percent for the conbi ned category.
NNH i s nunber of patients that you would need to
treat with the active treatnment to find one patient
who woul d be harmed over the control condition of
21, 50 for the conbination condition and 4 for the
col | apsed cat egori es.

Froma clinical point of view, these
patients would be easy to pick out in a crowd,
easily identifiable who is getting better and who
is not getting better, active treatnent versus
control. These effects are so small and so
uncommon that one could not possibly pick out
pati ents who woul d be harned by the medication

versus patients who would commit these
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sui ci de-rel ated event behaviors with placebo
treatment. |If you calculate the NNT to NNH ratio
| ooking at benefit to risk, one sees clearly here
that the benefit tilts in favor of the treatnent,
and particularly the combination treatnent.

So, we conclude that the conbination of
fluoxetine and CBT is the nost effective treatnent
for adol escents with najor depression. Fluoxetine
alone is effective but not as effective as the
conbination of the two treatnments. CBT alone is
| ess effective than fluoxetine and not
significantly nore effective than placebo. W also
concl ude that placebo is acceptable in randoni zed,
controlled trials of adol escent nmjor depression
and, in fact, is essential for |ooking at the
adverse event outcomes, at least in this study.
Suicidality decreases substantially with treatnent.
The inprovenent in suicidality is greatest with the
conbi nation and | east for fluoxetine al one.

Fl uoxeti ne does not increase suicidal ideation
Sui ci de-rel ated adverse events which are uncommon

may occur nore often in fluoxetine-treated
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patients. CBT nay protect against suicide-related
adverse events in fluoxetine-treated patients.
Taking both risk and benefit into account, the
conbi nation of fluoxetine and CBT appears superi or
as a short-termtreatnment for major depression in
adol escent s.

Now, the nost practical clinical trialist,
the kind of trial nodels that are used in other
areas of nedicine--cardiol ogy, oncol ogy, infectious
di sease for example, would nuch prefer a | arge
simple or practical clinical trial in 2000 subjects
to a neta-anal ysis of 10 under-powered subject
trials. So, it is our sense fromlooking at the
FDA data and al so the TADS data that we have a
significant signal for drug treatnment relative to
suicidality but the evidence is not conclusive. In
fact, a definitive study has not been done and we
woul d, as a field and as consunmers of this
i nformation, nuch benefit froma
pl acebo-control I ed, practical clinical trial
conparing fluoxetine to another SSRI, perhaps

sertraline or citalopram This trial could be run
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easily on the child and adol escent psychiatry
trials network, which is a clinical trials network
that we are now putting in place to run these kinds
of trials in the pediatric population. Thank you

DR. GOODMAN:  Thank you, John. My first
question is will you be here tonorrow?

DR. MARCH No

DR. GOCDMAN:  Oh, you won't? That may
af fect nmy subsequent questions because | am sure,
besi des nyself, there will be a number of questions
for you. | don't knowif we have time to take them
all right now | wonder if there is any other
option, Anuja. What tinme do you | eave today, Dr.
Mar ch?

DR. MARCH: Noon

Commi ttee Discussion on TADS Tria

DR. GOODMAN: | amgoing to ask a
question. M understanding in |Iooking at your
results is that on the categorical neasures of
response fluoxetine is superior to placebo.
However, if you |l ook at a conparison of the nean

scores on the CDRS fluoxetine is not superior to
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pl acebo. Is that correct?

DR. MARCH: The slope termon the random
regression analysis for the CDRS, the p val ue was
0.08 for fluoxetine versus placebo. Fluoxetine was
statistically significantly different than CBT but
not pl acebo.

DR. GOODMAN:  So, from a standpoint of
FDA, if this trial had been subnitted to the FDA
and you didn't have the CBT group, it seens to ne
that it mght be classified as a negative study.

DR. MARCH: It would have been classified
as a negative study using the CDRS as the primary
endpoi nt, the slope term

DR. GOCDMAN: Do you have any comments
about the net hodol ogy or outcone neasures we are
usi ng and whether we are using the nost appropriate
ones in your opinion?

DR MARCH Well, | think it is actually a
very inmportant question. |If you |ook at the
fl uoxeti ne outcones on the predicted endpoint, the
week 12 endpoint on the CDRS predicted by the CDRS

sl ope, on the clinical global inprovenent neasure
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di chot om zed and on the Reynol ds Adol escent
Depression Scal e fluoxetine was statistically
better than placebo. It was sinply a near miss on
the slope term which probably relates to the way
the random regressi on anal yses handl e standard
errors. So, ny sense of the story that the data is
telling us is that fluoxetine--and also if you | ook
at the effect size calculations--the story the data
is telling is that fluoxetine is an effective
treatment and it would be a mistake to consider
this a negative trial. On the other hand, the
technical definition used by the FDA would require
that the study be considered negative.

DR. GOODMAN: Dr. Perrin?

DR PERRIN. On the other side of the
equation, you nade coments that the sanple was
somewhat different fromsome of the trials that
have been sponsored by industry. Could you be a
little bit nore specific about what the differences
are, and how they m ght have affected the results,
and what are the inplications for neta-anal yses of

t hese studies?
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DR MARCH | think it is a very inportant

question, and we have a paper that is in press in

The Journal of Child Medicine Psychiatry, the

"orange journal," which describes the TADS sanpl e

in some detail and compares the TADS sanple to
epi dem ol ogi ¢ sanples and to treatnent sanples,
bot h on the pharnmacot herapy side, primarily the

industry data sets, and also the cognitive

behavi oral psychotherapy trials, of which there are

13 published at this point. |In general, our sanple

is not substantially different fromeither the
epi dem ol ogi ¢ or the treatnent seeking sanples,
with the caveat that we are slightly sicker and
slightly nore conorbid, particularly relative to
the CBT sanpl es.

So, given that the range of depression

goes frommld to severe and half the sanple is

conorbid, there are plenty of patients in the data
set who resenble the mldly ill patient all the way

up to the severely ill, multiply conorbid patients.

So, | think the result of the TADS trial is

generalizable to the total sanple.
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Wth respect to neta-anal yses, it would be
better to have a very large sanple including all
these variations, but by conbining the data sets
one gets a better picture, | believe, of the tota
variation in the patient population than sinply
using the industry data sets which tend to excl ude
the nmore conplicated and clinically ill patients.

DR. GOCDVMAN:  Dr. Newman, did you have a
question?

DR. NEWVMAN: Normally when you use a
conti nuous outcome you have greater power than when
you dichotomize. | assune that is why you
specified that as the endpoint at the begi nning of
the trial. A reason why you might not is that the
medi cation hel ps maybe a majority but actually
harms a nminority and then you could actually see
that if you dichotonize the percent to inprove is
statistically significantly greater in the
fl uoxetine group but the nmean may not be
significantly greater because there are some people
who are harned and they drag the nean down, whereas

they have no effect on the dichotonized variabl e.
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Did you ook to see whether there was evidence that
the variation in the standard deviation in the
effect size differed between the two groups and

m ght have been greater with fluoxetine?

DR. MARCH: That was actually the point
that | nmade, that the standard errors are larger in
the fluoxetine-treated group than in the conbo or
the pl acebo- -

DR. NEWWAN. Actually, not just the
standard errors but the standard deviation, meaning
that, in fact, there are sone people who are harned
by it and that di m nishes the apparent benefit when
you aver age

DR. MARCH: It would be inpossible to | ook
at the standard errors or the standard deviation
and nake a judgnment about harm because there is a
fair amount of variability data point to data point
which is intrinsic to the disorder. Sone patients
get better; sone patients deteriorate.

We do have in the safety paper a whol e set
of anal yses | ooking at shifts, which | am not

confident enough in to have wanted to present
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today. W will try to exam ne what percentage of
patients are getting worse with respect to ideation
and behavior, and how that relates to treatnent
classification and also howit relates to other
adverse events |ike mania activation, anxiety
disinhibition and so on. | think the secondary
paper is going to shed a fair bit of light on these
quest i ons.

DR GOCDVAN:. Dr. Pfeffer?

DR. PFEFFER. | have two questions. One
is were there any differential dropout rates in the
sanples? This also relates to the question of
conpliance in the different treatnments. M |ast
question is these were intent-to-treat anal yses?

DR MARCH. All very good questions. The
anal yses are all intent-to-treat. Although I
didn't present the data, if we | ook at observed
cases anal yses, those who were still on their
assigned armat any given assessnent point or
compl eter analysis, the results are exactly the
sanme. About 10 percent of the kids in each

treatnment overall dropped before the week-12 data

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (99 of 461) [9/28/2004 12:31:10 PM]

99



file:////ITiffanie/C/Dummy/0913PSY C.TXT

100
poi nt. Another 10 percent were what we cal
prematurely termnated. That is, for ethica
reasons. They received an out of protoco
treatnment at sonme point during the first 12 weeks
of the study. There were no statistically
significant differences across treatnent groups in
either the rate of dropping out or the rate of
receiving an ancillary treatnent, that is, a
premature term nation.

You will see this afternoon when FDA
presents its analysis of the TADS data that the
odds ratios for being harmed by receiving
fluoxetine are greater than we presented, or
presented this norning on behalf of the TADS team
That is because the FDA data set excluded those
ki ds who were prematurely termi nated and received
anot her treatment. That actually represented two
kids in the placebo group and that, in turn,
inflated the odds ratios in the FDA results versus
the TADS results. So, there is sone nethod
variance in there which accounts for the

di fferences between the two findings.
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DR GOOCDMAN:  Dr. Gornman?

DR. GORMAN: Does anal ysis of your data
set allow interpretation of the tinme of onset of
treatnent to behaviors that we are studying today?

DR. MARCH That is a very good question
and, in fact, one that we will address in the
secondary paper. | can tell you that the majority
of the events occurred within the first 6 weeks but
not within the first 2 weeks. But | don't have
that data presented in slide formso | can show it
to you, but it will be in the safety paper that we
are currently preparing.

DR GOCDMAN:  So you don't know what the
differential rates are between the groups at this
point, particularly between fluoxetine and pl acebo?

DR MARCH: In ternms of tinme?

DR. GOCDMAN:  Yes, in terms of the early
events.

DR. MARCH M general inpression, |ooking
at the data, is that the fluoxetine events occurred
early and the pl acebo events occurred | ater, which

is kind of what you woul d expect given what we know
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about the conmpounds. But | wouldn't want to cite
chapter and verse or have you base your decisions
based on that because we haven't conpleted the
final analyses of the data.

DR. GOCDMAN:  Dr. Rudorfer, you will be
the penulti mate questioner

DR. RUDORFER: |If | can go back to the
characteristics of the patients for a nonent, we
will be looking at a nunber of studies that were
subnmitted to the FDA by various sponsors, and it
seenms to ne that the TADS inclusion criteria go
beyond DSMIV in terns of length of illness and
degree of dysfunction in various spheres of life.
Coul d you commrent on that?

DR MARCH Sure, it is a very good
question. That is, the exclusion criteria included
requirenents that were designed to ensure a stable
baseline. So, we required at |east six weeks of
nmood di sorder synptons that crossed two or three
cont exts--honme, peers in school --which, of course,
are not required in the DSMI1V criteria. This was

done in part to nmininze the chance of a pl acebo

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (102 of 461) [9/28/2004 12:31:10 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

103
response and to ensure that we had a sick patient
popul ation that woul d be both ethical to random ze
and woul d of fer sone opportunity for the
conbi nation treatnent to separate fromthe two
nmonot her apy condi ti ons.

I think we actually designed a very good
experinent, and | ooking at a 35 percent placebo
response rate did exactly what we had intended to
do. But in that sense, this population is sicker
perhaps than what is seen in the industry data sets
and certainly sicker than what is seen in the CBT
data sets on average

DR GOCDVMAN: | will permt two fina
questions and that is it, one fromDr. Pine and
then Dr. Fant.

DR PINE: | want to return to the first
question fromDr. Goodnman as far as how this study
woul d be evaluated from an FDA perspective. W
sense fromreading the paper is that there were two
pri mary outcome neasures and three anal yses, and
two of the three were positive so that the Cd

anal ysi s done categorically was positive, the CDRS
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anal ysis done categorically was positive, and it
was only the third analysis, the CDRS continuous
measure, that was not positive.

So, mny take on that from an FDA standpoi nt
of , you know, do the primary outcome neasures make
it or not is that it would be closer to positive
than negative. Do | have that right?

DR. MARCH: You have it partially right.
There is a CDRS slope analysis, and whether that is
positive or negative depends on whether you treat
the intercept termas random | nean, there is a
fair amount of nmethod variance on a subtle |eve
that can tilt these things one way or the other
when it is a near mss. There is a CDRS endpoint
anal ysis based on the predicted or nargi nal nean.
There is a categorical analysis, logistic
regression, and there is a self-report scal e which
was included, the Reynol ds Adol escent Depression
Scal e, which was included because the CBT
literature relies heavily on patient self-report.
Three of those four neasures, all but the CDRS

sl ope anal ysis, were positive for the
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fl uoxeti ne-pl acebo conpari son. The CDRS sl ope
anal ysis, again, was a p value of 0.08, a near
m ss.

So, | think the take-hone nessage is
actually in the effect sizes, not in whether you
are looking at p values or not. dearly,
conbi nation and fluoxetine have | arger effect
si zes, meani ngful effect sizes relative to placebo
as contrasted to CBT.

DR. FANT: For the sake of the study |
know it was necessary to exclude certain patients
to optimize the conditions for the study, but |
think in real-world practice a lot of the patients
who were excluded woul d be patients who woul d be
prescri bed nedi cati on under various conditions. |Is
there any reason, from your standpoint or
perspective, to think that that popul ati on of
patients may be at a different risk for fulfilling
suicidal attenpts, ideation, and carrying it
through to the ultimate result, or may be affected
differently by the nedication than patients that

are not excluded fromthe study?
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DR. MARCH That is a very good question
That is, is there sonme issue to believe that there
woul d be a differential treatnent response in
pati ents who woul d be excluded, particularly
excluded for harmto self or others, as conpared to
the TADS sanple of patients? | don't know of any a
priori reason to believe that there would be a
differential treatnent effect relative to the TADS
sanmple. | do think it is quite clear fromthe
treatment and epidenmiologic literature that they
woul d be at higher risk for adverse harmrel at ed
out cones but whether they would be nore at risk
than, say, the TADS sanple patient | don't think we
know. M guess as a clinician is probably not.

We are actually doing an NI M+ funded study
called the Treatnment of Adol escent Suicide
Attenmpter Study, in which we are conparing a
medi cation algorithmto cognitive behaviora
psychot herapy to the conbination--no untreated
control condition obviously in this sanple--to try
to understand sonething about treatnment for this

particul ar patient popul ati on precisely because
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t hey have been excluded fromthese other trials,
and we need additional data on their care. So,
that trial is now under way and shoul d be conpl eted
in the next couple of years.

DR. GOCDMAN:  Thank you very much, John
The final question that | will take the chairman's
privilege to ask is do you have data that you
haven't presented yet on |ong-term outconme based on
this trial?

DR. MARCH: The final subjects in the
trial are out in a naturalistic foll ow up w ndow so
that 36-week data is in the can, but that data set
has not been cl eaned and | ocked yet. W expect it
wi Il be cleaned and | ocked and ready for analysis
in the spring, and we hope to have that data in
press by this tinme next year

DR. GOCDMAN:  Thank you very much, John

DR. MARCH  Thank you

DR GOCDVMAN: | would like to ask our next
speaker to come forward, Dr. Geg Dubitsky.

Characteristics of Pediatric Antidepressant Trials

DR. DUBI TSKY: Good norning. You just
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heard about the TADS trial fromDr. March. | would
like to now go on and briefly sumarize the other
studies that were included in the FDA' s primary
anal ysis of suicidality.

I do want to enphasize that ny review and
this presentation are really descriptive only. |
am not going to touch on efficacy outcomes or
safety outcomes. The discussion of the risk of
suicidality in these trials with be presented | ater
this norning by Dr. Hammad.

The study pool, again excluding the TADS
study, consisted of 23 placebo-controlled studies
whi ch were conducted between 1984 and 2001. Each
study was done with one of nine different
anti depressant drugs and studi ed patients with one
of five different diagnostic indications; mgjor
depressi on, obsessive conpul sive di sorder,
general i zed anxi ety disorder, social anxiety
di sorder or attention deficit disorder

These studies all had sonme features in
common. They were all random zed, doubl e-blind,

pl acebo-controll ed. They utilized a parallel group
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design and a flexible dosing regi nen.

| did prepare a handout to go with this
tal k which should be in your packets, at |east for
the advisory committee nmenbers. |t consists of two
tabl es whi ch sumari ze some of the design
characteristics of these 23 studies. Table 1 has
sonme basic study information, to include the
di agnostic indication, the age range that was
studi ed, nunber of patients by treatnent group, the
duration of double-blind treatnent, and the dose
range that was used in the particul ar study.

I would Iike to point out though that I
don't intend for everybody to read this and
menorize it; this is really for reference for |ater
this norni ng when you hear about the analysis of
these trials.

The second table in the handout includes
sonme information on screening and excl usi onary
criteria. Sonme of the studies used very extensive
di agnostic screening. | have indicated those in
the table. | have also indicated information on

whet her there was a placebo |ead-in, and al so
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whet her certain exclusionary criteria were enpl oyed
in the various studies to include whether people
were excluded who had a history of treatnent
resistance, current suicide risk, history of a
sui cide attenpt, bipolar disorder, or famly
hi story of bipol ar disorder.

My review of these studies did include a
nunber of other variables. | have listed in these
two tables the nost relevant ones but in ny review
that is on the Internet | do describe sonme other
characteristics which you mght be interested in,
such as the location and nunber of sites, whether
stratified random zation by age group was utilized
and ot her exclusionary criteria such as hom ci da
risk or the presence of psychotic synptons.

There were a few notable differences
bet ween these studies that | would like to point
out. One study with Prozac, HCCJ, was a very snall
study. It was the smallest of the 23 studies, with
only about 40 patients and it was term nated early.

Only one of the 23 studies included an

active control arm That was study 329 with Paxi
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in maj or depressive disorder. That included an
impramne control arm The others only had a
pl acebo control

Two of the studies did include inpatients
as well as outpatients, the Cel exa study, 94404,
and Well butrin, 75.

Last, | did want to point out that three
of the studies did use a rather extensive
di agnostic screening of the patients, nmuch nore so
than the other studies, Prozac studies X065 and
HCJE, and Paxil study 329. Those three studies
were done in major depressive disorder.

One other difference involves the
treatment options after patients conpleted the
acute phase of double-blind treatment. This was
quite variable across the trials. 1In eight studies
there was a taper of acute treatnent before
di scontinuation. Seven other trials just abruptly
di scontinued treatnent, and there was no provision
for continued treatnment. Five trials did allow for
continuation of open-label treatnent, and in three

trials patients could continue doubl e-blind
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treat nent.

However, this was al so very variabl e
within trials. For instance, in Paxil 329
responders coul d continue doubl e-blind treatnent
but non-responders were tapered off treatnent.

This variability in the foll owup treatnent
followi ng the acute phase nade it very difficult to
do any analysis of suicidality-related events post
doubl e-blind treatnent.

I would like to point out that none of
these studi es was specifically designed to assess
suicidality. Suicide attenpts and ideation were
detected only through routine safety nonitoring,
that is, through treatment emergent adverse events
and t hrough suicide-related itens on various
depressi on scal es, such as the HAM D and t he CDRS
One problemwith this is that often descriptions of
possi bly suicide-rel ated events were rather vague
or incomplete and often nmade it difficult to reach
a classification.

I have no specific conclusions since this

is really a descriptive review and overvi ew of the
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studies. | think one of the inportant questions
that arises fromthis information though is whether
any of these differences in design characteristics
could contribute to any observed differences in
suicidality risk that we observed across these
studies. That is a question that will be addressed
|ater this norning by ny colleague, Dr. Hammad.

So, that is all | have.

DR. GOCDVMAN:  Thank you for being concise
and providing us with an outstandi ng handout for
our reference. W have one question. Dr.
Rudor f er?

DR. RUDORFER  Thank you. Could you
clarify, of the 23 trials how many were subnitted
in response to the pediatric exclusivity rule?

DR DUBI TSKY: | don't have the exact
number. | believe nost of themwere but sone of
themwere submtted well before pediatric
exclusivity took place or canme into effect. |
don't have the exact number off the top of ny head.

DR. GOCDMAN: Dr. O Fallon?

DR. O FALLON: Asking the question in a
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sonewhat different way, the data that you have for
this reanal ysis, does any of that data come from
out si de, beyond the data that was subnmitted to the
FDA? That is, were you able to go in and obtain
data from studies that were never submitted to the
FDA for approval or whatever?

DR. DUBI TSKY: Well, to nmy know edge,
there was one study that had not been submitted as
part of an efficacy supplenent or an approva
package. The other ones, | believe, were. Dr.
Hammad actually requested data sets for all these
studies. Correct ne if | amwong, but | believe
we had relatively conplete data sets to all ow
reasonabl e analysis for all these studies.

DR O FALLON: But | am aski ng whet her
there are, as sone are claimng, studies that were
done but were never submtted to the FDA. Are
there any of those data here, if they exist?

DR DUBI TSKY: There are sone studies that
are not included in this analysis, but those are
mai nl y open-| abel continuation studies of the acute

studies. Also, there were a nunmber of pediatric
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phar macoki netic studies but | think for obvious
reasons we didn't include those in the analysis.
But, to ny know edge, | think we have everything.

DR. GOCDVMAN:  Dr. Laughren, do you al so
want to respond to the question?

DR LAUGHREN:. | think I can respond to
that. The vast ngjority of these prograns were
submitted under pediatric exclusivity so the
conpani es were required to subnmt every scrap of
data they had as part of those supplenents. The
only trial here that was not submtted as part of
an application, in terns of a conpany trial, was
the ADHD study for Wellbutrin. The other study
that we have included safety data for is the TADS
trial and, of course, that was al so i ndependent.
But those are the only two trials of the 24 that we
| ooked at that were not submitted as part of an
appl i cation.

DR GOCDMAN:  Dr. Marangell?

DR. MARANGELL: How many of the studies
excluded fam |y history of bipolar disorder?

DR DUBI TSKY: Let's see, actually I think
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I have that in table 2. | don't know the nunber
off the top of my head. 1t |ooks |ike about ten of
the studies excluded a famly history of bipolar
di sorder.

DR. MARANGELL: Thank you

DR GOCDVMAN: Dr. Perrin?

DR. PERRIN. You are saying basically that
the extensive diagnostic screening occurred only in
three studies, | believe. 1s that right?

DR DUBI TSKY: | amsorry?

DR. PERRIN. The extensive diagnostic
screening occurred only | think in three
studi es--one of the points that you nmade. Does
that give us sonme information about the potential
di agnostic heterogeneity and al so rai se questions
about whether entrance into these studies of
children, ages 7-17, mght not have had MDD in the
MDD studies? My last related question is, since
am not a psychiatrist at all, what do we know about
the ability to distinguish bipolar disorder from
MDD in the 7-17 year-ol ds?

DR. DUBI TSKY: Well, it is true that in
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| ooki ng across all 23 studies, those three studies
did stand out as far as using nore extensive
diagnostic criteria. | believe that it certainly
i s possible that we night have nore confidence that
those patients did actually have the diagnosis
under consideration. Whether that is actually true
or not, | don't know and | don't know any good way
of figuring that out.

I amnot a child psychiatrist so | can't
answer your |ast question about the ability to
di agnose. | understand it is very tricky though.

DR. GOCDVMAN:  Thank you again. | would
like to ask Dr. Kelly Posner to come up to the
podiumto present. Dr. Posner is from Col unbi a
Uni versity and she will be talking to us about the
reclassification of the clinical trials data
according to suicidality.

Classification of Suicidality Events

DR. POSNER: | would like to start by
i ntroduci ng ny expert work group from Col unbi a that
i ncluded nyself, Dr. Maria Oquendo, Dr. Barbara

Stanley and Dr. Madelyn Gould. Dr. Stanley and Dr.
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Gould are here with ne today. Qur statistica
consul tant was Mark Davi es.

Why was recl assification needed? The
problemis that the field is challenged by a | ack
of well-defined term nol ogy and comon | anguage to
refer to suicidal behavior, and this was reflected
in the |ack of standardized | anguage used in the 25
trials in question. That is why there was
difficulty in interpreting the neaning of all of
these reported adverse events that occurred in
these trials. So, AEs that should have been call ed
sui cidal nmay have been m ssed and there may have
been AEs that were inappropriately classified as
sui ci dal

Here are some illustrative exanples of the
difficulties in adverse event labeling in the
field. | want to make sure to note that these
| abel s have nothing to do with the |abels the
sponsor gave these events, but just origina
investigators at the site. Again, they are extrene
exanples just to reflect the probl em

You see the first one, it says patient
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attenpted to hang hinmself with a rope after a
dispute with his father. Investigator did not
consider this event to be a suicide attenpt but
called it a personality disorder in this 10
year-ol d patient.

The second one is one we have all heard a
| ot about. The patient is reported to have engaged
in an epi sode of auto-mutil ati on where she sl apped
herself in the face, called a suicide event. Then,
the patient took 11 tablets inpulsively then went
to school --called a nmedication error.

So, how do we address this problen? Well,
a conmmon set of guidelines needed to be applied and
we needed to | ook at the data consistently across
trials using research-supported definitions and
concepts that had reliability and validity. W
al so needed to broaden the range of adverse events
that we were looking at. This was for two reasons.
The first one is to avoid bias in readings. W
woul dn't have wanted the expert raters only to have
had what the sponsors had identified as possibly

suicidal. Also, to identify suicidal events that
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may have been m ssed.

So, what was included in this broadened
range of events? O course, the events originally
identified by the sponsors as possibly suicide
related, all accidental injuries which included
acci dental overdoses, and serious adverse events
whi ch includes life-threatening events and all
hospitali zations.

Way did we need experts in suicide? Wll,
you all heard about the limted infornmation
provided in the narratives, particularly frequent
| ack of stated suicidal intent. So, only experts
in suicide would have all owed for inference based
on details of behaviors and related clinica
i nformation.

This is the Iist of our very distinguished
i nternational panel of experts. | will just read
their nanes very quickly, Drs. Bautrais, Brent,
Brown, Van Herringen, King, Mzark, O Carroll
Rudd, Spirido and M1l er.

So, what was the Col unbia classification?

I want to nove to this slide because it goes
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through the definitions which I will just go
through briefly. Suicide attenmpt, of course, which
is defined as a self-injurious behavior associated
with sonme intent to die. Intent can be stated or
inferred by the rater. It is inportant to know
that no injury is needed.

Then there was preparatory actions towards
i mm nent suicidal behavior. So, the person takes
steps to injure hinself but is stopped by self or
ot her, anything beyond the threshold of a
verbalization but not quite making it to a suicide
at t enpt .

Then we had self-injury behavior, intent
unknown. These are cases where we know there was
sonme self-injury but we don't know what the intent
was. So, the associated intent to die is unclear
and cannot be inferred.

Sel f-injurious behavior with no suicida
intent is the next category. That is where, again,
we know there was deliberate self-harmbut there
was no intent to die so behavior is intended to

af fect other things. This is what we think of
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self-mutilation typically.

Sui ci dal ideation was the next rel evant
category, which can be passive or active thoughts,
passi ve thoughts of wanting to be dead or active
t hought s about killing oneself.

Then we had all the other categories.

That is essentially one rating, anything other than
del i berate self-harmor something suicidal. That
could include accidents, psychiatric events or

medi cal events.

Finally, we had not enough information,
whi ch meant that there was insufficient information
for arater to be able to say whether or not there

was sone deliberate self-harm or something

sui ci dal

The schene is laid out conceptually here
for you. | think it helps make a little nore sense
of it. The blue boxes refer to what you will hear

|ater as the FDA's primary outcone. These are
ratings that are considered definitively suicidal
sui ci dal behavi or and suicidal ideation. You see

codes 1, 2 and 6. Suicide attenpt, preparatory
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actions and ideation. The next are non-suicida
events, all the other events and the self-injurious
behavi or wi thout suicidal intent, and then

i ndeterm nants. The green boxes are what will be
referred to as the sensitivity analysis, things
that coul d have been suicidal but there is no way
to know.

So, what was done? The classification
met hodol ogy i nvol ved, of course, choosing the
expert panel who had expertise in adol escent
sui ci de and suici de assessnment, based on reputation
and publications. They had no involvenent in
i ndustry youth depression trials in question, and
no expert rater was enpl oyed by Col unbi a
Uni versity.

We had a training teleconference to revi ew
classification paraneters, then training
reliability exercise to ensure appropriate
application of classifications. Al case
narratives were blinded to any potentially biasing
information, and | will reviewthat in a mnute

There was random di stri bution of 427 events to 9
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expert raters. FEach case was independently rated
by 3 raters. Each rater received approxi mately 125
events to rate, and any group of 3 raters shared
only 5 cases. All ratings were reviewed for
qual ity assurance and identification of
non- agreenment cases. Consensus tel econferences
were held for any disagreenent cases, and there was
doubl e data entry for quality assurance

Now, what was the consensus process
referred to? |If ratings did not have unani nous
agreenment, then a consensus di scussi on was hel d.
Each case was discussed by the three raters
i nvol ved only. Discussion of each case was |ed by
an expert other than those originally assigned the
case. The goal of the discussion was to reach 100
percent agreenment. |If 100 percent agreenent could
not be reached, the case then became indeterninate.
Sonetinmes the original majority opinion did not
al ways end up as the final consensed
classification. 1In other words, if there was a
mnority rating, sonetines that ended up being the

final outcone.
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Now, what was rated? Blinding of event
narratives to avoid bias included--we received the
narratives fromthe FDA blind to all potential drug
identifying information. This included drug nane,
company sponsor name, patient identification
nunbers, whether they were on an active or placebo
arm and any and all nedicati on names and types
because there could be associated treatnents that
m ght bias sonmebody or tip themoff as to what drug
was bei ng tal ked about and, of course, prinmary
di agnosis. W also did sonme additional blinding of
potentially biasing information which included the
original |abel of the event given by the
i nvestigator or sponsor and serious or non-serious
| abel s.

Rati ng gui delines--how was the
classification schene applied? W wanted the
experts to apply concepts using their clinica
expertise and judgnent; to use their experience to
integrate clinical information and infer when
appropriate. W wanted themto have a reasonable

certainty in order to conmit to a rating, and
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rati ng was based on what was probable, not what was
possi bl e.

The guidelines for intent inference
involved inferring if something was clinically
i npressive, and | am going to give you an exanpl e
of that in a noment, or using two snaller pieces of
clinical information. The clinical information
that could informinference of intent included
clinical circunstances. That could be method used,
nunber of pills; past history of suicide attenpt;
past history of self-injurious behavior or
self-nmutilation; and famly history of suicide or
sui ci de attenpts.

Now, here is a case exanple of inferred
intent, what we call clinically inpressive
circunstances. This is the first time you are
actually seeing one of these real narratives. In
this case clinical inpressiveness actually
overrul ed stated intent, so you see the subject
attenpted suicide by inmolation. Her siblings
doused the flanes immediately. She was left with

m nor burns on her abdomen and on her |eft
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shoul der. The subject adnitted she was angry with
her parents for going away and | eaving her al one at
honme because she was fearful. The subject adnmtted
that she had acted inpul sively and had not i ntended
to kill herself.

Here are nore exanples. This is another
exanmpl e actually of clinically inpressive
circunstances which was ultimately called a suicide
attenpt. It is also inportant to know that we had
no i dea what the sponsor ratings were but both
these cases were consistent with what the sponsor
had said as well.

This case involved a 16 year-old who
clainmed to have ingested 100 tablets of study med
after a fight with her nother. The patient
i nformed her nmother. The nother brought her to the
ER. The patient reported feeling shaky. Emergency
room physician said she was slightly tachycardic
with a pulse of 100. The tox. screen was negative
but the patient did have sonme illness and she
stayed in the ER until she was asynptomatic, and

then was | ater adnmitted to the psych. unit.
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Anot her exanple of a suicide attenpt, a
patient age 17 took an overdose of 20 tablets. In
the father's opinion the overdose was 5 tabl ets.
The patient didn't have any synptons of an
overdose, not even nausea, but it was classified as
a suicide attenpt, of course

More overdose exanples. You see in this
first example there were 113 tablets and it
exenplifies how nedication types were blinded so
you see all the different nunbers there. Then, the
next one is patient aged 15, inpulsively slit her
wist following an altercation with her nother
Finally, age 17, attenpted suicide by taking 8
tablets after a fight with her father, whom she
consi dered harsh and rejecting.

Now, these are exanples of self-injurious
behavi or, intent unknown. So, this is where we did
some harm but we just don't know why. A patient
aged 10 had superficial scratches, left arm
scratched herself with scissors. That was all the
informati on that was there essentially.

Patient, aged 14, ingested or sinulated
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ingestion of 2-3 cigarettes. The patient was
reported as feeling tired and playing a theatrica
role. Subject, aged 9, reported he had ingested 4
of his brother's tablets on a dare. Finally,
patient, aged 10, swallowed a small anount of
after-shave lotion while angry. It is hard to know
what to make of those without infornation.

Exanpl es of preparatory actions, age 16,
tried to hand herself and was prevented from doi ng
so by her famly. The next case, age 18, a voice
commanded himto junp fromthe roof. Although he
went up, he did not junp. Next one, age 10, held a
kitchen knife to her neck while al one but did not
cut herself. Event was not witnessed. Finally, a
patient, age 18, was noted to be hostile, hopel ess
and hel pl ess and had witten suicide notes. As |
sai d, anything beyond a verbalization was
considered a preparatory action, including witing
a suicide note.

These are good exanpl es of self-injurious
behavi or, no suicidal intent. In the first case

the patient stated there was increased famly
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tensi on. She made superficial cuts on her wi st
with an Exacto knife. The patient and not her
reported the cuts weren't deep and they | ooked |ike
cat scratches. Patient adamantly deni ed any
sui cidal gestures or intent. She stated she only
wanted a release and that cutting and hitting her
| egs offers her a rel ease.

The second case, denied suicidal thoughts.
The first time she cut herself was age 16. She
stated she did it for attention. Today her cutting
was nore spontaneous. She reported that cutting
gi ves her a good weird feeling.

So, what were the results? This slide
just refers to what we are talking to in our
results, or referring to, and there were 427 events
but sone patients had nore than one event so we
ultimately, in the reliability data, used 378
cases. W enployed the sanme severity hierarchy
that the FDA used. So, we just took the nost
severe event for cases that had nultiple events

Expert rater consensus--only two of 427

cases had no agreenent anong the three raters. So,
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each rater had a different rating in only two
cases. Fifty-nine cases had agreenent anong two of
three raters, and those had to go to
tel econference. There were no cases in which
consensus was not able to be reached during the
tel econference and they, of course, had that
opti on.

Now, di scordant cases between the sponsor
and Col unbia classifications, there were 40 out of
the 427 cases in which the sponsor and the Col unbia
classification differed. Twenty-six new cases were
identified that had not been identified by the
sponsor as possibly suicide-related. There were
two new cases of self-injurious behavior without
sui cidal intent that had been | abel ed sonething
other than deliberate self-harm and 12 cases were
originally called possibly suicidal and were
changed to sonething other than possibly suicidal

Here it breaks it down for you further
O the 26 new possibly suicide-rel ated events, one
was a suicide attenpt; one was a preparatory act;

13 were ideation events; four were intent unknown
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acts; and seven were not enough information to say
whet her there was deliberate sel f-harm

Here is an exanple of one of the newy
identified suicidal events. This is a preparatory
act. The patient, age 11, held a knife to his
wist and threatened to harm hinself. The patient
was hospitalized with an acute exacerbation of
maj or depressive disorder. The reason we have this
is because, as | nentioned before, every
hospitalization is a serious adverse event so that
is why this preparatory act was caught.

The events that were changed from sui ci da
to sonething other included two changed to
psychi atric; one changed to an accident; and nine
changed to self-injurious behavior with no suicida
intent. Again, our fanobus exanple, a patient
reported to have engaged in an epi sode of
auto-nutil ati on where she sl apped herself in the
face. The event resolved the sane day without any
i ntervention.

These are actually the kappa, the

agreenent between the sponsor and Col unbia. So,
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Col umbi a' s cl assification of possibly
sui cide-rel ated and the sponsor's classification of
possi bly suicide-related, the kappa was 0.77. You
see in the 2 X 2 table that the nunbers correspond
to the nunmbers that | just went through with you

Now, if you want to | ook somewhat nore
specifically or at |least what we think is nore
specific, we did a conparison of what Col unbi a said
was definitively suicidal and what the sponsor said
was possibly suicidal, and the kappa was 0.69

Here are the reliability results of the
ratings with the nine expert raters. The nedi an
| CC was 0.86 and what the FDA will refer to as the
primary outcome variables, you can see the numbers
here, suicide attenpts is 0.81; preparatory
actions, 0.89; suicidal ideation, 0.97.

VWere do we go fromhere? W need to
i mprove our adverse event reporting for
sui ci de-rel ated events by devel opi ng consi st ent
term nol ogy; devel opi hg gui delines for
classification of suicidality so that adequate

information is provided by the clinician;
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utilization of research assessnent tools, what
questions to ask, how to ask, and what neasures aid
this; finally, hopefully, that will lead to

i mproved, nore valid identification and
docunent ati on of suicidality.

DR. GOCDVMAN:  Thank you very much. Dr.
Chesney?

DR. CHESNEY: Thank you. This is alittle
bit of thinking outside the box, but we heard at
the February neeting a nunber of exanples of
hom ci dal behavior. | wonder if, in your
speciality, hom cidal behavior is ever identified
as being self-injurious primarily to affect
circunstance or to affect an internal state.

DR. POSNER: No, that did not represent
any of those self-injurious, no suicidal intent
ratings. So, the classifications that you are
referring to, internal state and circunstance, are
not synonynous at all with the cases that had
hom ci dal ideation or any kind of aggressive
behavior. |t doesn't nmean that it couldn't be

| ooked at in another analysis but it wasn't
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represented in these cases.

DR. CHESNEY: | guess ny nore genera
question, | just wonder in the bigger question,
homi ci dal behavi or outcone is bound to be bad and
self-injurious, and if it is just another factor
that we should consider in this whole picture.
Thank you.

DR GOCDVAN:  Dr. Robi nson?

DR ROBINSON: Do you know how many of the
events led to hospitalization and how it breaks
down in terns of your classification?

DR. POSNER. Dr. Laughren, do you know?

DR LAUGHREN: | don't have that figure
off the top of my head. There were a substanti al
nunber of events |eading to hospitalization,
bel i eve sonewhere in the ball park of maybe 40
percent. | don't have the exact nunber. It was a
conmon out cone.

DR POSNER It is inportant to know that
we were very narrowy just | ooking at obtaining the
nost appropriate label for the particular event in

guestion, and we didn't have any of the surroundi ng
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information or followup information in this
particul ar piece of the project.

DR GOCDMAN:  Dr. Wang?

DR WANG | have a question. Do you know
how many of the sponsors originally subnitted
reports that were categorized as serious? The
reason | amasking is to get a sense of how nmany
cases may not have been originally reported.
know you had these serious cases sent to you for
adj udi cation, just to check in case there were
cases that were being mssed in what the sponsors
were reporting, but did you |l ook as to how many
cases were not considered serious by the sponsor,
jut to give us a sense of how many may be sort of
out there in the non-serious pool?

DR POSNER  Again, we were blinded to
sponsors' classifications throughout the entire
process. | don't know if sonebody fromthe FDA can
answer that question for you

DR. LAUGHREN: Again just a ballpark
figure, I think it is probably sonewhere in the

vicinity of maybe 65-70 percent. But you have to

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (136 of 461) [9/28/2004 12:31:10 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

understand that a designation of serious is a
judgrment that is nmade by the sponsor fairly
subjectively. | nean, there are criteria for

regul atory serious. It is fatal, |ife-threatening,
seriously disabling, leading to inpatient
hospitalization. But even though, you know, that
on face appears to be fairly definitive, sponsors
in many cases, in ny view, rmade the judgnment that
if it was considered to be suicide-related it was,
by definition, serious.

So, if you look at many of the narratives
that were classified as serious, | think no
reasonabl e person | ooking at those woul d consi der
that, in a combn sense notion, as a serious event.
But the point is that that designation--how that
j udgrment was nade varied from sponsor to sponsor
So, you know, some of themclassified many nore of
the events as serious than other sponsors. But the
answer to the question is that overall roughly
two-thirds of these events that were included in
the anal ysis were designated as regul atory seri ous.

DR GOCDVMAN:  Ms. Griffith?
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M5. CRIFFITH | have a question about
cutting specifically. It seems to ne that nost of
the exanples of cutting fall into self-injurious

behavi or, intent unknown or self-injurious behavior
with no intent. | amjust curious as to are you
confident that the reporting that you received and
reviewed actually got to whether or not there was
intent or no intent, and how subjective is the
reporting likely to be?

DR POSNER  Again, as you can see,
cutting is a method that is used both in suicida
behavi or and sel f-injurious behavior w thout
suicidal intent. |If you remenber the conceptua
schene, there was the category self-injurious
behavi or, intent unknown, because cutting can be
used both ways. | forget the exact nunber but
there were 20-sonething cases in which they cut but
we don't know if it was suicidal or not. That is
why we had to cone up with a category just to
categorize and deal with that issue. The FDA will
point out that the included that in the sensitivity

analysis so just in case all of those were
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sui ci de-rel ated events, they have those nunbers.

DR. LAUGHREN: If the question you are
asking were the narratives lacking in detail, they
absolutely were. These were not by any sense
compl ete descriptions. Ideally, many nore
questions woul d have been asked when these events
occurred to help flesh themout. That is why it
was necessary to use inference as one approach to
try and get at intent because intent was not
included for the vast majority of these.

DR. POSNER: VWich is why only experts in
the field could have been able to infer fromthe
surroundi ng i nformation. The narratives were
limted with respect to suicidal intent often but
there was significant surrounding information for
the expert raters to be able to infer fromin many
cases.

DR. GOCDVMAN:  Thank you, Dr. Posner. |
would Iike to wel cone Dr. Sol onon |yasu, fromthe
FDA, who will be presenting what | think is a
vetting of the sanple to establish reliability and

validity of the classification system
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OCTAP Appr ai sal of Col unbi a
Cl assification Methodol ogy

DR | YASU. Good nmorning. | amgoing to
be speaki ng about the appraisal that we did
regarding the classification schene of Col unbia
Uni versity.

In my discussion today | will give you a
brief background and then give you what the
obj ectives of the FDA audit or appraisal were.
Then | will describe briefly the nmethods that were
used and al so present the results of the audit and,
finally, discuss the limtations and the strengths
of the methodol ogy and gi ve sone concl usi ons
regardi ng our apprai sal

I just want to nake clear that the
obj ective of the FDA appraisal of the Col unbia
met hodol ogy was really to assess how reproduci bl e
or reliable the nmethodol ogy is. The objective was
not to assess the validity of the nethodol ogy or
the scale as we cannot really test it against a
gol d standard which is not available right now.

So, | just wanted to nmake sure that the audience
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understand that this is really to assess
reliability.

Just like Colunbia, we reviewed all the
sponsor-subnmitted event narratives. They included
all the original ones as well as the subsequently
requested narratives. The FDA team al so reviewed a
conmputerized line-listing of these event narratives
and fromthe review we drew a sanple fromthose
that were appraised or rated by Col unbi a.

I n our nethodol ogy we grouped the event
narratives that were subnmitted into four predefined
strata, and then we selected event narratives from
the various strata via a stratified sinple random
sampling scheme. W over-sampled for difficult to
classify and recl assified events.

Stratum 1l is defined as events
recl assified by Col unbia to non-suicidal or other
events. Stratum 2 was defined as events newy
identified or classified by Colunbia as possibly
suicide related or other categories. Stratum3 is
events that were difficult to classify as defined

as events with discordant initial independent
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ratings by the Colunbia reviewers. Then the |ast
stratumwas events that are the straightforward
cases that were concordant anmong all reviewers in
t he Col unbi a rating.

We had 64 sample records out of 423. You
notice that it is only 423 because sone events were
in active control and were not included in our
review, unlike the Colunbia group. W included 2
events in stratum1. W over-sanpled and took
one-third each fromstratum 2 and 3, and then from
the last stratum which were the straightforward
cases, we only sanpl ed one-tenth.

This slide just shows how col | aborative
this process was. There was a planning group that
i ncluded individuals fromthe Division of Pediatric
Drug Devel oprent and the Division of
Neur ophar macol ogi ¢ Drug Products, and then the
Ofice of New Drugs. dinical reviewers who served
as i ndependent reviewers of the case narratives
i ncluded two individuals, pediatricians, fromthe
Ofice of Counter-Terrorismand Pediatric Drug

Devel opnent, and then fromthe Division of
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Neur ophar macol ogi ¢ Drug Products one pharnaci st and
one other psychiatrist. None of these clinica
revi ewers had previously been involved in the
review of any of these narratives or the trials.
We had a consensus process, simlar to what
Colunbia did, that was facilitated by a
psychi atri st who was al so not previously involved
in any of the reviews.

Basically, we wanted to replicate the
training that was given to the Col unbia reviewers
so we had Dr. Kelly Posner provide a simlar
two- hour teleconference training to all the review
teamregarding the suicidality scale.

Each sanpl ed event was randomy assigned
to three of four reviewers for independent and
blinded review. Therefore, each reviewer had 48
events to review, and we received a total of 192
reviews fromthe four reviewers that we had.

Revi ewers were simlarly blinded to treatnent
assi gnnent, sponsor, diagnosis and also to the
final Colunbia ratings.

The planning group also wote a nmeno

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (143 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

outlining the procedures of the reviewto all and
provided this to the audit team nmenbers. Reviewers
were not allowed to discuss the events anobng
thensel ves or with coll eagues during the

i ndependent review period. However, we did allow
reviewers to call Dr. Kelly Posner to clarify the
classification scale or to obtain clarification on
the scale, but no discussion of specifics of any
case was allowed during this process.

We also required reviewers to record on
the rating formif they consulted wi th Col unbia
during the review process. For recording the
ratings, we used a nodified and pre-coded rating
formwhich is showmn here. The only difference is
that this is pre-recorded and includes all the 12
event categories. At the bottomof the formis
where they would indicate if they did consult with
Col umbi a.

The reviewers and the rating scores were
returned to ne in seal ed envel opes and these were
key-entered into an Excel database. Then we

identified the discordant ratings and then these,
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simlar to the Colunbia group, were taken to a
consensus meeting which was facilitated by a Board
certified childhood and adol escence psychi atri st
who was external to the Division of
Neur ophar macol ogi ¢ Drugs, who was actually fromthe
Division of Scientific Investigations. This
i ndi vi dual had not been previously involved in the
review of these records, as | mentioned before.

The final consensus ratings were again
entered into an Excel database and conpared to the
final Colunmbia ratings. Then, finally, discordant
ratings between FDA and Col unbia were di scussed by
tel econference basically to understand the reason
for the differences.

How di d we assess the concordance of
ratings anong FDA reviewers, as well as between FDA
and Col unbia? Wth definition of concordance for
categories 1 through 3, 6 and 10 and we required
that there be an exact match between the two
reviewers. Then, for categories 4, 5 or 11, which
all describe essential self-injurious behavior with

no suicidal intent, we considered them as
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equi valent rating. W didn't need to differentiate
bet ween these three. Lastly, categories 7, 8, 9 or
12, essentially other categories, non-suicidal and
non-sel f-injurious behavior, are considered
equi val ent rating.

What were the results? Anpong the FDA
reviewers, of the 64 that were rated, 47 were
concordant anong the three reviewers. W had 17
that were discordant. These were taken to the
consensus neeting and, sinilar to Colunbia, we also
arrived at consensus ratings for all 17 events.

Once we got the final ratings by the FDA
reviewers for the 64 sanpl ed events, then we
compared themto the final Colunbia ratings and 57
out of the 64 were concordant, which gives us an
agreement rate of about 89 percent, with a kappa of
0.84. We did |look at the discordant ratings, which
were nunber 7. W assessed severity hierarchy to
sort of analyze where the ratings differed. In
general, conpared to Colunbia, the FDA audit team
classified six out of the seven events with a

hi gher severity score than Col unbi a, and one event
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was a | ower severity. | nust point out that three
of the six that were rated hi gher were events that
were classified as not enough information or other,
so not really pertinent to the suicidality events.

I will point out nowthe limtations. 1In
this audit neither the quality of the narratives
nor the clinical source material for the narratives
were eval uated. Secondly, the validity of the
Col umbi a cl assification method was not assessed as
this was not the objective, and there is also no
gol d standard to conpare it to.

The strengths are that despite the
differences in expertise and experience between the
two groups of reviewers and the short tine |ine
that we had for training and review, and finally,
nmore inportantly, intentionally over-sanpling is
difficult to classify events for review, we
achi eved a very high |l evel of concordance between
the reviewers.

Therefore, fromthis activity we concl uded
that the Colunbia suicidality classification

met hodol ogy i s robust and reproduci bl e when used by
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a non-expert group to classify a simlar group of
events.

Finally, I would like to acknow edge the
team of auditors who participated in this review
from OCTAP, DNDP, DSI and OND, and also | would
like to acknow edge the contribution of Kelly
Posner in terms of the training and classification
scal es. Thank you.

DR. GOCDVMAN:  Thank you very nuch.
would now like to take a short break. | amsorry,
I m ssed somebody who had a question

DR PERRIN. Thank you. | just wonder
whet her you know whether the five or six
di screpanci es between the Col unbia review and the
FDA revi ew m ght have been highly represented anong
the cases that were considered cutting in the |ast
presentation, or were ones that were reclassified
by Col unbia as non-suicidal fromthe origina
i ndustry reports.

DR. I YASU:. Well, there were seven
di scordant ratings, as | nmentioned before. Three

of themwere classified by the FDA reviewers to a
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10, which is not enough information, froma
category that was other. So, if you |look at the
severity hierarchy it sort of went towards the nore
severe hierarchy because 10 represents not enough
i nformati on; not sure whether there is deliberate
sel f-harmor self-injurious behavior. So, when you
are not sure you put themin that category.

In the other cases, | actually have a
slide to show the cases that were discordant. |
tal ked about the cases where not enough information
was classified froma 12 and 7. But for those that
were inportant, critical elenents in terns of the
suicidality event, there were four and the FDA
group rated one as a suicide attenpt froma
Col unbi a group that was self-injurious behavior,
i ntent unknown. Then there was a second one,
sel f-injurious behavior according to the reviewers,
and a 10 which was not enough information from
Columbia. Finally, there was a suicide ideation
versus psychiatric.

But we don't consider this to be critica

in terms of nunbers because the objective was not
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really to test the validity of one classification
as opposed to another one. It was really to test
how reproducible it was so we are not really naking
a statenment as to which one really neasures
suicidality.

DR. POSNER. The final case that you
didn't talk about, the negative severity bias, was
one in which your raters called it self-injurious

behavi or, intent unknown and we called it a suicide

attenpt--
DR. | YASU. Exactly.
DR, POSNER. --which was the only suicide
attenpt and we rated it as nore severe. | think,

you know, it is just worth noting all of them

DR | YASU. Yes, that is right.

DR GOCDMAN:  Thank you. | wish to remind
the conmittee nmenbers not to discuss any el ements
of today's presentations anong yoursel ves during
the break. W will reconvene pronptly at el even
o' clock so that doesn't give you nmuch tine to get
back here for a very inportant presentation by Dr.

Hamrad.
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[Brief recess]

DR. GOCDMAN:  Anuj a Patel has some
clarification points for tonorrow s agenda

MS. PATEL: W have been receiving a | ot
of inquiries regarding the times for tonorrow s
meeting and | just want to clarify that the Federa
Regi ster Notice does state that the neeting wll
begin pronptly at eight o' clock in the norning, and
it is scheduled to end at approximately 5:00 p.m
tomorrow. |If you look at the agenda, it is pretty
much del i berations for tomorrow. There is no
sayi ng whether we will end earlier or not. So, if
you are naking flight arrangenent plans, | do
encourage you to go ahead and nake your
arrangenments for after five o'clock just to be
safe. So, | just wanted to make that clarification
for tonorrow s agenda. Thank you

DR. GOODVMAN: | am hoping that, at the
current rate, we will be able to break for |unch at
12:15. So, that is ny internediate goal this
nor ni ng.

| would like to introduce our next
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speaker, Dr. Hammad, fromthe FDA, and this is one
of the key presentations before the conmittee this
nmor ning, involving a reanalysis of the clinica
trials data following the reclassification of
suicidality.

Results of the Analysis of Suicidality in Pediatric
Trials of Newer Antidepressants
DR. HAMVAD: Good norning, everyone. | am
here today to share with you the results of our
anal ysis of suicidality in pediatric trials of
antidepressants. These are the el enents that |
will cover in ny presentation. After a brief
statenent of our objective, | will describe the
data that we requested and then | will give you the
hi ghli ghts of the findings before | go over sone of
the limtations of the current investigation. Then
I will give you an overall summary of the findings.
Qur objective was to investigate the
rel ati onshi p between anti depressants and pediatric
suicidality based on the adverse events reported,
as well as the suicidality itemscores in pertinent

depressi on questionnaires. So, it is inportant to

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (152 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

keep in mind that we will be dealing with two
different sets of outcomes, and | will draw your
attention to that again at the transition.

First, our data came from 25 clinica
trials in nine drug devel opnment programs, in
addition to the TADS trial. Here is a list of the
drugs and nunber of trials involving each drug. At
first glance you will notice that there are
di fferences between the available trials for each
drug, which have an inplication actually for our
ability to observe the event of interest.

Here are the indications that these trials
were conducted in. As you can see, the nmajority of
trials were done in depression patients. Two
trials were excluded, one because it was a rel apse
prevention trial and the other was sinply
uncontrolled. So, we ended with 23 avail able
trials in addition to the TADS trial. Al trials
were conparable in design. They were all parallel,
controlled trials.

Al though trials started in the '80s, |

think one trial or two, the majority were conducted
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inthe late '90s and TADS was, of course, in '04.
The duration of treatment ranged from 4-16 weeks.

In the next section | will focus on the
findings first for outconmes based on the adverse
events, the ones that you see here. | will go over
themin detail. Then, the ones that were based on
the suicidality scores

That is the first set of outcones. These
are four outcones that we exam ned; these are the
mai n out comes we exami ned. The first outcone we
call ed suicidal behavior and it included cause 1
and 2 fromthe Colunmbia classification. You can
see here the details of what 1 nmeans and what 2
means. As you notice, this will stay up all the
time so you will be able to have a chance to go
back and see what everything nmeans.

The second out come was suicidal ideation
It includes code 6. You have 33 events here and 45
events here. Putting themtogether, we canme up
with outcome 3, which was the primary focus of the
analysis. This is sinply the conbination between

nunber 1 and nunber 2. It had codes 1, 2 and 6
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So, it ended up with 78 events.

The so-called outcone 4, to construct that
we added two nore types of events, code 3 and code
10. Just to rem nd you, code 3 meant suicida
injury with intent unknown, and code 10 neant there
was sone injury but there was no information to
hel p determ ne what the intent was. So, this is
sort of considered the worst-case scenario and it
was used in the sensitivity analysis for the
primary outconme. The reason we chose this as a
primary outcome--it was chosen a priori--is because
it is the nost pertinent and the one least likely
to be subject to dilution because of
m scl assi fication.

I will take you step by step over the
events fromthe tine that we sent themto the
Col unbi a group. We sent them 427 adverse events.
W ended with 260 that were coded as "other" that
are not really pertinent to the analysis. Don't be
surprised by the nagnitude of the number. The
reason i s because we cast a very wide web to start

with to be able to capture every possible event.
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So, we ended with 167 potential events with those
particul ar codes.

Those events boil down to 141 unique
pati ents because nmany patients had nore than one
event. Anong those, we chose the nost severe
events. For exanple, if a patient had an event
that was coded as 6 and an event that was coded as
4, then this particul ar patient would be | abel ed
with the npst severe event.

Anong those, we ended up with 21 that were
not eligible. The eligibility here is deterni ned
by when the event occurred. |If it occurred within
the doubl e-blind period, then we considered it
eligible. If it was outside, then it was not
eligible. So, we ended with 120 eligible. Anong
the eligible, we had 109 that were pertinent, that
were suicidal related. You notice what is mssing
fromhere are codes 4, 5 and 11 which are
self-injury but the intent is known not to be
suicidal. So, they were not pertinent to the
anal ysis. W ended up with 109. You notice a few

di screpanci es between sone of the nunbers because
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it depends on if we are looking in the w ndow or
outside the window. So, don't worry about the few
di screpanci es here and there.

I showed you on the previous slide how we
ended up with 109 events. These 109 events were
not exactly the same events that the sponsor
reported initially. So, in this light, | will walk
you through the disposition of the sponsor origina
events. W started with 115 possibly
sui ci de-rel ated events as reported by the sponsor
Now, we took out 11 because they were not
pertinent. Just to rem nd you, being pertinent or
not had to do with howit was coded by the Col unbia
group. So, they were coded as non-suicidal. The
15 were taken out of consideration because they
were not eligible. Some of them were suicidal but
they were not within the double-blind period. So,
we ended with 87 pertinent events. To those we
added 29 new events from broader search and
classification. However, only 22 were pertinent.

O hers were not pertinent to the analysis. So, we

ended up with 109 events.
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Before | go on with the results, this is a
list of caveats that | would like to draw your
attention to because they have inportant
inplications on the interpretation of these
findings. There is always the possibility of a
chance finding because we are dealing with post hoc
anal yses with nultiple outcones, conplicated by
havi ng many sub-anal yses. So, keep in m nd that
there is always the possibility for a chance
findi ng.

It is also difficult to conpare across
drugs, unfortunately, because of the | ow power of
individual trials and the differences in the
dat abases anong the trials, which is the point I
mentioned earlier for each drug. So, it wll
af fect our chance of observing the event of
interest. In addition to this, there is the
potential role for differences in the |evel of
ascertai nnent of events and conpl et eness of
narratives between trials or between devel opnent
programs. M nd you, the sponsor actually is the

one that puts together the narratives based on the
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case report formso you would expect to find sone
variability here al so

Having said that, | will go on with the
rest of the analysis. The investigation followed a
st andard approach for exani ning the effect
nmodi fi cation and confounding in the variabl es that
we asked for. First, the effect nodification--this
was slightly harder to do but by nodification
mean that the effect of the drug is actually
nmodi fied by another variable. For exanple, if the
drug was nore risky anong the nmal es versus fenal es,
then the gender variable nodified the effect of the
drug and this would have inportant inplications if
it was true

Before | go on, it was difficult to figure
out if there was interaction or not, so ny approach
was to look if there was any inconsistent finding
across the trial when | stratified by the variables
of interest. As you can inmagine, we have very
smal | nunbers of events. But that is in this
particul ar outcone. Qher outcones had nore

events.
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The variables that | focused on were the
age group, gender and history of suicidal attenpt
at baseline. But none was found to neaningfully
i npact the risk estimates so there was no effect
nmodi fication to report so | amnot reporting any.

I n exam ning the confounding we were
concerned about the possibility of perhaps sone
random zation failure at baseline. So, there m ght
be some random zation failure that mght be
responsi bl e for the observati on we have because we
have very few events. So, if this was true, then
adjusting for these inbal ances woul d have made a
difference in the risk estimte.

We exani ned several variables, at |east 17
vari abl es, but the exact nunber of variables
differed between trials because sone trials had
m ssing i nformati on about sone variables so it was
not exactly the same nunber of variables for al
trials. Again, none was found to meani ngfully
impact the risk estimates and | am not going to
present any. | think the purpose of these two

slides is to show you the process that we went
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t hr ough.

In the next section | will go over
sui ci dal behavi or or ideation which, again, are
codes 1, 2 and 6, by drug. | wll do it drug by
drug. Then, at the end of that section | will give
you a summary of all the drugs in one table so you
can have a snapshot of the whole picture.

I will start with Celexa. | ordered them
al phabetically. This graph has a | ot of
information so | would like to take a minute to

orient you with the graph. First, this section

will have the nane of the outconme that we are
trying to evaluate. In this case it is suicida
behavi or or ideation. 1In the upper corner, here,

we have the name of the drug and the indication of
the trials. Here it will give you the nodeling
approach. The value of this section is to know the
study nunmber. It is sort of redundant, you again
have the indication and the drug name. This
section will draw your attention to the actua
relative risks, risk ratios, with the confidence

intervals. This section gives you the percent
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wei ghts which reflects the relative contribution of
each trial of these two, for exanple, for the
overall estimate of risk. So, this trial had nore
weight in getting the overall estimate. This
actually is a standard approach for meta-analysis,
and it takes into consideration both the sanple
size and the nunber of events.

Just as an exanple for how to read the
graph for this trial, that is the nunber of the
trial, 94404. The size of the box, if you notice,
is slightly larger than this one because this
reflects the percent weight. So, all you need to
do is just look at the graph and get a | ot of
i nformati on.

Notice that the relative risk is nore than
1. For those who are not familiar with relative
risk, it is sinply the ratio of the risk in a drug
over the risk in the placebo group. As you can
imagine, if it is 1 then the risk is equal. So, if
any relative risk is 1 it would fall on this red
line. It will not be red in other graphs but

made it here to enphasize it. Now, if you see the
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trial estimate on your right-hand side, this neans
the drug is worse. |If you see it on the |eft-hand
side, that neans the placebo is worse. So, in this
case, this is saying that the drug is slightly
worse in one trial and not exactly the sanme in
other trials. So you can see imediately the

di vergent results.

Now, one last thing to keep in mnd is
that this is just an estinmate and that is why we
provi de the confidence interval. It sort of
reflects the amount of information we have and
sinmply means that if we are to repeat this trial or
the sanpling process 100 tines, 95 percent of the
time the true effect of the drug will be somewhere
bet ween these two extrenes. So, it is inmportant to
put keep in mnd that this is just an estinate.

I will move on with Paxil. It will be
much quicker. Wth Paxil, notice that all the
trials are on your right-hand side, which means
that all of them have a relative risk of nore than
1. Overall it is 2.65, but the confidence interva

is just at 1, the lower limt. Notice here that
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this graph contains all indications. Later on in
the sunmary | will separate the depression-based
trials and non-depression trials.

For Prozac this graph shows you the
results | have in ny briefing docunment. As you can
see, there is not nmuch going on in all the trials,
and the overall estimate is al npst 1.

But after | finished ny report we received
information fromthe TADS trial and, as you can
notice here, | amonly using two arns of the four
arms that you heard abut this norning, only the
Prozac and the placebo because these were the two
arns that were really blinded. Again, the events
were sent to the Col unbia expert group and we ended
up with 9 events total in the Prozac group and 2
events in the placebo group. So, | ran the
anal ysis again and | added the TADS trial. Note
that based on these nunmbers the TADS trial is the
only trial that you have in all the 24 trials that
has a confidence interval that does not include 1.
It has a considerably different picture than the

sponsor-conducted trials. As you can inmagine, the
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overall the risk will increase.

Zol oft had three trials, one in OCD and
two in depression. As you can inagine, when we
take the OCD fromthe consideration, the overal
estimate will actually be different; it will be
hi gher.

For Effexor we had four trials, two in
anxiety and two in depression. The two in anxiety
did not have anything going on, but the two in
depression really had the highest estinmate in al
the trials, and overall actually represents the
only overall for a drug that does not include 1.

This is kind of a busy slide but it gives
you a snapshot of the whole picture so | would
rather have it on one slide instead of giving it to
you on two slides. | will try to orient you with
this slide. This gives you the overall relative
ri sks of suicidal behavior or ideation by drug.
Thi s columm has the brand name al phabetically. The
first group is SSRI. The first colum here shows
you the results in the depression trials and the

| ast colum shows you the results in all
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indications in all trials, regardl ess of
i ndi cati on.

For exanple, let's take Celexa. You will
notice that the nunbers here and there are the
same. That is because Celexa only had two
depression trials. It did not have any
non-depression trials. Luvox did not have
depression trials but it had one OCD trial. So,
this really gives you a snapshot of all the
findings in all the drugs whether by being a
depression trials or overall

Notice that Paxil did not change nuch.
Prozac did not change nuch whether you | ook at
depressi on al one or depression and ot her
i ndications. Zoloft, as | told you, if you take
out the OCD trial the overall estimate slightly
i ncreases. Then, Effexor, if you take the MDD
trial it is considerably increased actually whether
you actually just focus on the depression or
overall. Both estimates do not include 1 in their
confidence interval. Reneron, again is the sane

because it had one trial with depression. W did
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not have any events in with Serzone, so nothing is
reported here. Wellbutrin did not have a
depression trial and it did not have an event in
the only trial it had, which is ADHD.

The overall observation here is that all
relative risks were nore than 1 but, of course, as
I nentioned earlier, there is always the
possibility for a chance finding because, as you
can see, the majority of nunbers really overlap and
they include 1 in their confidence intervals,
except for Effexor.

One thing that you observed in the slide
showed for drug by drug is that we observed
di fferences between trials even within the sane
drug within the sane devel opnent program So, we
tried to exam ne sone of the trial design
attributes to try to understand where these
differences cone from But none was found to
consistently explain the observed differences in
the risk estimtes between trials whether within or
bet ween devel opnent prograns. For exanple, you

mght find a trial that excluded placebo

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (167 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

168
respondents and had a signal, and also find a tria
that actually included those and al so had a signal.
So, there was really no consistent pattern. So,
there is a chance that what we are observing is due
to sone attributes that we have not captured, like
how rigorously the trial was actually inplenented
and how closely the investigators were actually
followi ng the instructions of inclusion and
exclusion criteria, and so on.

Now, every tine you lunp things we night
| ose sone valuable information. So, after | did
the overall analysis for suicidal behavior or
ideation | did an analysis for the conponents of
al |l outcones which you can see on this other slide
as outconme 1 and outcone 2.

This is again a slide which gives you an
i dea of what is going on in all the drugs that have
events. First, again this just shows you the drug
name. Here is the relative risk of the suicida
behavi or al one; then suicidal ideation alone; and
then | repeated again the conbination for ease of

conmparison. |f you notice, for exanple, with
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Cel exa the behavior was slightly nore frequent in
the drug but the ideation was slightly nore
frequent in the placebo group. But if you | ook at
the combi nation you find that there is a slightly
di m ni shed signal if you conpare it to the first
out cone, which is the suicidal behavior. It is
slightly nore when you | ook at ideation. So, it
really depends on what outcone you really can trust
nore. Perhaps you can say that behavior is nore
readily captured and that ideation is sonething
that m ght be missed. However, the first three
drugs are showing this pattern. Wen you go to
Zol oft, for exanple, it reverses itself and you
have nore ideation in the drug group than the
behavi or. Anyway, of course, all this can just be
due to chance findings because everything is
actual ly overlapping but | thought you m ght be
interested in knowi ng what exactly is going on
behi nd the scenes of a conbi ned outcome.

The sensitivity analysis, as | mentioned,
we actually added three events coded 3 and 10 to

the pool of codes already in suicidal behavior or
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ideation, 1, 2 and 6 as the sort of worst-case
scenario. | have here the results, again, all
trials, all indications and just SSRIs in
depression trials. As you can see, there is not
much difference between 1.95 and 2.19. Al the
confidence intervals did not include 1, which neans
they were all significant. Again, perhaps there is
sone difference here but it still did not

meani ngful | y change our perception that there is

ri sk going on.

This is a different way to | ook at the
risk estimates. W actually also did an anal ysis
by the risk difference that is different fromthe
way we just presented. The analysis of risk
difference estimtes the absolute increase in the
risk of the event of interest due to treatment. It
is sinmply the risk in that group mnus the risk in
the placebo group. The overall risk difference for
SSRIs in the patient trials ranged from2-3
percent, actually 2 percent for outcome 3 and 3
percent for outcone 4. So, that is the range that

we have here
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This can be interpreted as out of 100
patients treated we m ght expect 2-3 patients to
have sone increase in suicidality due to short-term
treatnment because what we have is just a short-term
treatment, and that is beyond the risk that occurs
with the di sease being treated.

Now, this is a different section now W
are noving to the outcomes based on the suicidality
scores, which is totally different fromthe one
that | just presented so far. There were two
outconmes. One is worsening of the suicidality
score and it was sinply defined as an increase in
the item score of pertinent depression
questionnaires relative to baseline, regardl ess of
subsequent change. Emergence was defined the sane,
except that the patient had a normal baseline
score.

As you know, these questionnaires are
actually collected regularly as part of the
efficacy judgnment. We are only capturing here sort
of the subscore that is pertinent to suicidality.

For worsening, again, the sane approach
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was used as for effect nodification and
confoundi ng, and here we had a considerably |arger
nunber of events, but again none was found to
meani ngful ly inpact the risk estimate.

Thi s graph shows you all the trials that
we have, and sinply shows that there is not much
going on overall. It is almost 1, the relative
risk. There are only 3 trials that have sone
suggestion that there m ght be some signal going on
there. Interestingly, these trials also show the
signal with the other set of outcones.

Now, the energence--just to rem nd you,
they are identical, except this one which required
the patient to be nornmal at baseline. Again,
ef fect nodification and confoundi ng were exani ned
but none was found to meani ngfully inpact the
esti mates.

Here the same picture holds. 1In the
majority of trials there is nothing going on,
except for a fewtrials that have a suggestion of a
signal and, again, those trials showthe signal in

the other set of outcones and here the overall was
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really not consequenti al

I did many ot her anal yses, as you can see
in nmy briefing docunent. But in the interest of
time | amnot including themin ny presentation. |
tried to focus on the highlights of the findings,
and none of what | did present changed the
concl usi on about the risk. But | will quickly go
over the other list of things that were done and
can answer any questions about those.

| also did another sensitivity analysis
exam ning the effect or the nodeling approach. |
al so did an analysis of the co-called conpleters
analysis in which | stratified by discontinuation
and | | ooked at the signal within those that
di sconti nued and conpared that to those that
conpl eted the study.

Al'so, | did the time-to-event, both
survival curves, and | estimated the hazard
functions for all the SSRIs put together. | am
sure a question will come up about the timng of
the events. The finding of Dr. Jick's group did

not hold. There was no initial increase in the

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (173 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

174
ri sk and chances that their finding was confounded
by indication.

| also did sone prelimnary |ook at the
so-cal l ed activation syndrone. The issue was
raised at the last AC. Then | did some post hoc
power anal yses to just show why none of the trials
really had power to detect a signal on its own or
even within the same drug. So, | can share with
you any of these if you have any questions.

Anyway, before | conclude, | have a very
few slides left. The Iimtations, again just to
recap what | said before, what we are dealing with
here is post hoc anal yses with nultiple outcones
that in addition involved many subanal yses,
therefore, caution is warranted in the
interpretation of the findings.

As you saw, there were observed
di fferences between drugs but the differences in
thenselves are no a limtation but our ability to
tease out where these differences come fromis the
limtation. They can be due to chance findings

because nmost of the confidence intervals actually
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overlap. They can be due to true differences so,
in effect, there is no class effect. Al so, they
can sinply be because we don't have nuch
opportunity to observe the outcone. Because the
dat abase sizes are different, they can sinply
reflect differences in the level of ascertainnment
of events and conpl eteness of narratives. As |
menti oned earlier, the sponsors put together the
narratives so there mght be sonme differences
there. Also, there might be sone differences in
the trial design attributes that we were not able
to capture or quantify.

Now, just a quick rem nder that we are
dealing here with short-term exposure and we don't
have any information on the risk beyond 16 weeks.
It might increase; it might decrease. It is very
difficult to extrapol ate.

Medi cati on non-conpliance m ght have
i nfluenced the occurrence of the events of
interest. However, the determnation of
non- conpl i ance was suboptimal in the way it was

defined and the way it was assessed actually. Sone
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conpanies did it post hoc; some had pre-planned it
in the protocol. It was very difficult to really
get hold of ascertainment of the non-conpliance.

Again, after everything is said and done,
it is inportant to know that the observed rate of
suicidality associated with the use of
anti depressants nmight not reflect the actual rates
anong patients in the general popul ation. Because
we are dealing with volunteers we have the
vol unteer bias. W have the whole | ogistics of
conducting the trial, the very close care for
exanpl e that patients take and the detection bias
that can result fromthat. So, it is inportant to
appreciate this issue.

Most trials were conducted with a flexible
dosi ng schene, elimnating our ability to exam ne
the dose effect. So, none was exam ned.

Now to give you an overall summary of the
findi ngs, the broader search for adverse events in
various drug devel oprment prograns and the blinded
classification process identified many new events

and al so elimnated several events that were not
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appropriately classified. It is inportant to note
that there were no conpl eted suicides.

The next point is that many individua
trials had a relative risk of two or nore for
suicidality and some confidence intervals of
overall estimates did not include 1. | think the
key here is not really the statistica
significance, because of the caveats | nentioned,
as nmuch as the consistency. You can see npbst of
the trials falling on your right-hand side of the
graph, which nmeans that there is sone suggestion of
signal comng frommany trials even though none of
them was real ly significant perhaps.

The next point is that the sensitivity
anal yses did not yield a nmeaningful difference in
the evaluation of the estimated risk. This gives
more confidence in the finding that we nmight really
be dealing with some real finding.

None of the exami ned covariates was found
to be an effect nodifier or to meaningfully inpact
the risk estimtes as a confounder. But, mnd you,

this mght be sinply a function of power because
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there night be sonme slight inbalance but the sanple
size is not large enough to really detect it or
detect its effect.

Anong the exami ned trial design
attributes, none was found to consistently explain
the observed differences in the risk estimates
between trials. But | believe they can partially
per haps explain some of the differences, as | am
sure you saw in ny briefing docunent.

My last point is that no signal was
observed in the outcomes based on the suicidality
scores, unlike what we saw with the adverse events.

I have like 70 backup slides so if you
have any questions, feel free.

DR GOODVMAN:  Thank you, Dr. Hammad. | am
sure you will be here tonorrow so | would ask the
committee menbers to limt your questions to
clarification because we will have an opportunity
to ask additional questions tonorrow as we
del i berate over the questions that are posed to us.
Wth that in mnd, Dr. Marangell?

DR. MARANGELL: It doesn't appear that you
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included famly history of bipolar disorders.

DR. HAMVAD: No.

DR, MARANGELL: How cone?

DR HAMMVAD: This was an attribute of the
trial. It is not patient-level data so what | have
is that this trial did this or didn't do that and
none of the actual attributes explain any of those
di fferences anyway. So, the non-inclusion was
because they were not patient-level data; they were
trial-level data, and it really did not make nuch
di fference. You can see that sone excluded and had
a signal and sone did not exclude and still had
signal .

DR GOCDVAN:. Dr. Leslie?

DR LESLIE: | just wanted to nake sure of
the SSRI al one anal yses and the activation syndrone
anal yses, if we can do that tonorrow. Since one of
our questions is to think about these drugs as a
whol e versus certain classes versus specific
medi cations, | just want to nmake sure we can do
t hat .

DR. GOCDMVAN: Dr. Perrin?
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DR PERRIN: As | understand it, the
nef azodone sampl e, which is about 450 kids in the
MDD trials, has zero events noted. Can you help us
under stand why that m ght be true, and what night
be different about those trials and those sanple
sel ections conpared to the other trials?

DR. HAMMAD: | have not reviewed the
actual protocols of the trials. That is sonething
that Dr. Rabitsky did so perhaps he can coment on
that tonorrow

DR. GOCDMAN:  Dr. G bbons, do you have a
question?

DR. G BBONS: First, | think you have done
a great job. Apparently getting four degrees in
your lifetine was a good benefit! | have a couple
of general questions and |ots of specific questions
which I will hold for tonmorrow. But the nost
general question is this, nost of your anal yses
focused on the relative risks, which really in sone
ways goes away fromthe idea of using the
patient-1level data and using patient-I|eve

characteristics or covari ates
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Now, | think you have done a very nice job
of conditioning on things using stratification, but
the anal yses, even though in sone sense are simlar
for the time-to-event, the survival Kkinds of
anal yses whi ch do make use of the individua
patient-level data--it seens to nme those would be
much stronger because they adjust for tinme at risk
The relative risks ignore the differential time--a
study was conducted for the differential tine that
an individual within a study participated, whereas
that is exactly the time-to-event analysis. So, |
woul d just |ike your general coments on that.

DR. HAMVAD: The first thing was to
actually nake sure if there was any inbal ance in
the exposure tine between trials, and | did not
find much difference in the actual tine for every
trial between placebo and intervention. 1In spite
of that, | realized that the time-to-event can
answer other questions, other than taking into
account inbal ance between both. That is why | did
it both ways actually. They are giving nore or

less simlar conclusions. | didn't see that there
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was that much difference in conclusions whether we
| ooked at it as relative risk or as tine-to-event
anal ysi s.

DR. G BBONS: Just one foll ow up question
to that, one of the things you see throughout your
analysis is that if you condition on prior history
of suicide attenpts or ideation, what you find is
that the effects tend to go away. So, the
devel opment of new suicidal effects or worseni ng of
suicidal effects shows absolutely nothing. Wen
you conditioned on prior history the risk ratio
went down to 1.2 essentially for those people who
didn't have a prior history. Wat is your sense of
this kind of what you bring to the table and then
the effect of the drug?

DR. HAMMAD: | think this actually draws
our attention to the fact that when you are dealing
with a patient that is at higher risk to start with
you mi ght expect the drug to be--1 don't want to be
more risky because quantitatively the difference is
not significant, the difference you are referring

to. There is sone trend towards that but if you
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actually look at within trial you find that it goes
both ways. Sometinmes it is nore in those patients;
sonetines it goes the other way. So, | don't think
actual ly there was much neani ngful --that is why I
used, if you noticed, the word "meani ngful"
difference. | don't think this particular
covariate, which | believe is the single nost
important risk factor, plays nmuch of a role in
nmodi fying the risk estinates.

DR. G BBONS: Thank you

DR GOCDVAN:. Dr. O Fallon?

DR O FALLON: | aminterested in the
m ssing data essentially. That is the thing that
is bothering me all through this retrospective
anal ysis. There are two issues that | am concerned
about. One of themis how many of the patients
had, in essence, missing followup? | nean, they
di sappeared fromthe study and, therefore, they
could have had an event that was never observed or
recorded. What percentage of m ssing data
di sappeared? | know you tal ked about | ast

followup carried forward and that sort of thing in
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your anal yses.

DR. HAMVAD: Not in ny anal yses.

Actually, | don't have information in nmy database
about the lost to followup. However, we did
something that is sort of simlar that sort of
talks to the sane idea. Wuen | stratified by

di sconti nuation, those that end up as discontinuing
wi thout us really capturing them you would expect
that anong those who di scontinued, because we know
t hey di sconti nued--anong those the signal would be
greatly dimnished. They would | ook as if nothing
is going on--

DR O FALLON:  Yes.

DR. HAMVAD: --but when | stratified by
that, as a matter of fact there was a tendency for
the mpjority of trials to observe a signal anong
those that discontinued, which sinply sort of means
that those that have events usually discontinue but
it sort of allayed anxiety about the fact that we
m ght be losing or missing information

DR O FALLON: Yes, but I amstill worried

about the fact that there are sone that could have
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dropped out and then had an event and it was never
recorded. So, you rmay be m ssing events.

DR, HAMVAD: Sure.

DR. O FALLON: The other part of it was
that | am concerned about the tinming of events with
respect to dose changes. | realize, again, wth
the retrospective anal ysis you may not have the
informati on in your database, but that is one of
the i ssues here, whether the events are occurring
in connection with a dose change of any sort, and
can you get at that or not with your data set.

DR. HAMVAD: No, we can't. The issue of
the non-conmpliance, as | nentioned, is to sone
extent simlar to dose change. | nean, it doesn't
matter who changed it, the physician or the patient
decided not to take it. | don't think we can
capture that, unfortunately.

DR. GOCDMAN:  Dr. Robi nson?

DR ROBINSON: | understand that on the
Paxil trial 329 there was an active control. |
think it was impramne. Could you tell us was

there a difference between impramne and Paxil in
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terns of --

DR. HAMMVAD: No, | have not conpared it to
Paxi| actually.

DR. GOCDMAN:  Coul d you repeat the
question, please?

DR ROBINSON: The Paxil trial 329 had
anot her active antidepressant as a control and
believe that was impranmne, and | was asking if
there had been any conparison of the effects of
Paxi| and the impram ne cell.

DR HAMVAD: | did not do a form
conparison but if you look in ny review, on page
101, you will see that there were two events in the
active control and four events in the SSRI and one
event in the placebo in this particular trial, with
the sanple size alnost identical. So, it gives you
an idea that it was about half of the ones observed
on Paxil but double the ones observed on pl acebo.

DR GOCDMAN:  Dr. Santana?

DR. SANTANA: Based on your expertise in
this area, and | confess that | amnot a behaviora

scientist, can you give ne sone general sense, if
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you | ook at these outcones in adults are the
relative risks for these outcones the same when
these drugs are used, or is this a universe that is
particular to pediatrics, based on the data that
you know of ?

DR. HAMMAD: No, | am not aware of any
data that actually | ooked at this particular
question anmong adul ts.

DR. GOCDVMAN:  You said that you have not
exam ned those data in adults?

DR. HAMMAD: No, | don't have that.

DR GOCDVAN: |s there sonebody fromthe
FDA who can respond to that question? Ton?

DR. LAUGHREN: Yes, the adult data have
not been | ooked at with the sane | evel of scrutiny.
But there are a couple of things | can tell you
First of all, this issue first came to our
attention with Prozac back in the early '90s, and
based on reports, from spontaneous reports of
suicidality events in association with Prozac, the
conmpany went back and | ooked at all their

controlled trials for Prozac, |ooking at themin
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two different ways.

One thing they | ooked at are the item
scores, roughly the sane thing that we did here,
and they did not find any signal for excess risk on
the item scores, as we did not here. They also
| ooked at event data and they did not find any
signal with event data either

Now, they didn't go back and try to
reclassify the events in the sanme way that was done
here. But subsequent to the Prozac experience, all
subsequent NDAs for all antidepressants were | ooked
at in the sanme way. The conpanies did an item
anal ysis and they | ooked at their own event data,
usi ng their own approaches to classification. Wth
all these subsequent NDAs, we have never seen a
signal for excess suicidality, either |ooking at
event data or |ooking at item data.

In addition to that, we now have a much
| arger database for conpleted suicides in adult
data that we are currently |ooking at. Based on
the anal ysis that we have done to date, we have not

seen a signal for excess conpleted suicides in a
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very large adult database. | mean, this conprises
I think 240 trials, over 40,000 patients. But,
agai n, none of these data in terns of event data,
short of conpleted suicide, have been | ooked at
with the sane | evel of scrutiny for adults.

DR GOODVAN: Tom let ne followup to
that question. Wen you say that there has never
been a suicide signal, | take that to nean a
greater rate in the drug versus placebo group
What is the denomi nator there? How many studies
are we tal king about in adults?

DR LAUGHREN: Again, this has only been
| ooked at by individual prograns so it is however
many trials exist in the different databases, and
general ly, you know, we are tal king about--this is
bal | park again, | don't have the nunbers in front
of me but generally we are tal king about anywhere
fromprobably 4-10 trials per drug. So, it has
been | ooked at within individual prograns. 1t may,
in fact, be larger than that if you include trials
for indications other than depression. You know,

am just giving rough estimates here. So, it has

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (189 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

not been | ooked at across prograns the way we have
| ooked at it here for the pediatric data--conplete
sui ci des has been but not the event data or the

i tem dat a.

DR. GOCDMAN:  One final follow up
question, fromnme at |least, on these data, | don't
i magi ne that you have stratified in the adult data
by age, such that you would | ook at whether there
is arelatively increased risk of suicidality in
the younger adults versus the ol der

DR. LAUGHREN: | don't believe that has
been done. Again, these NDAs cane in over a period
of 10-12 years. | don't recall that being done.

DR. GOCDMAN:  Dr. Pol Il ock?

DR POLLOCK: Just a quick question for
Dr. Laughren, the 40,000 database that you spoke
of , was that what was published in the Kahn report
in The Anerican Journal of Psychiatry, 2003, or has
this been published?

DR. LAUGHREN: No, | believe it is a
| arger database than Kahn included in his analysis

that was done several years ago. So far it has
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only been published in abstract form a little over
a year ago. It is an analysis that we are stil
wor ki ng on but basically so far we have not seen a
signal .

DR. POLLOCK: Thank you

DR GOCDMAN: Dr. Rudorfer?

DR RUDCRFER: Yes, | have a
question/coment for both Dr. Hammad and Dr.
Laughren. It seens to ne that one issue that we
are up against that is unique here, unlike the
adult data, is the relative dearth of positive
efficacy in these trials so that the Cel exa data
that we just saw are particularly interesting
because, as | understand it, those are the only set
of studies where there is one positive efficacy
trial and one negative. As | understand the
suicidal risk ratio, there is an inverse
relationship so that the study that was done in the
U.S. and showed positive efficacy had a suicida
risk ratio less than 1 and the study that was done
in seven different countries--we can tal k about

that tonorrow -and had negative efficacy result
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showed a suicidal risk ratio greater than 1.

So, | wonder if there is any way we have
for working around that issue, nanely, if we are up
agai nst a coupl e of dozen studies that maybe were
not done very well, or not done very seriously, or
were not done in the right people, and then we are
| ooki ng at adverse effects but in the context of a

drug that is not doing what it is supposed to be

doi ng.

DR GOCDMAN:  Was that rhetorical ?

DR RUDCRFER: That was the conmment.

DR. GOCDVAN:  Well, thank you very nuch.
Dr Pfeffer?

DR. PFEFFER  You gave us relative risks
and the confidence intervals very rarely reached 1.
What woul d be the power or the size of sanples
necessary to show the effects with nore
assur edness?

DR. HAMMAD: | have one in ny backup
slides that | can share with you

DR. NEWVMAN. While he is getting that,

could | nake a conment?
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DR. GOCDVAN:  Ckay.

DR. NEWMAN: \When you have randoni zed,
doubl e-blind trials the main thing that you worry
about is lack of power. Mdst of the errors wll
| eave you being unable to show a difference. So,
it isrelevant | think to | ook not just at the
confidence interval but what the p values were for
these estimtes when you pool all the trials
together. That is what | was just doing with ny
spreadsheet. | don't knowif Dr. Hammad did that
or not, but for the confidence interval that is

furthest from1l the p value is about 5 tines 10

So, the probability that these are chance findi ngs
is very, very low. The confidence intervals are
far from1l, at least for the outcome that is nost
i npressive

So, | think to think that these are chance
findings is not a viable explanation, even given
t he nunber of subgroups and even given the
differences in the trials. Most errors will be in
the other direction, will be false negative. This

al so addresses what you have on the slide but if
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you cal cul ated the p values for the difference
between the risk ratios and 1, you know, the p
val ues for the pool ed estinates.

DR. HAMVAD: No.

DR. NEWMAN: Well, | can share ny
spreadsheet. Just fromthe confidence intervals
and the width of the confidence intervals you can
do that.

DR. HAMMAD: No, | didn't do that.

t hought the confidence interval gives you nore
i nformati on.

DR. NEWWAN. Yes, well, | disagree. |
think if you are tal king about chances and
expl anation, how low the p value is, is actually
very rel evant and sonething that nost people around
the table can understand, and they are very | ow

DR. HAMVAD: But they are not equival ent
to each other actually. So, you mi ght have two
confidence intervals that hardly overlap and then
the p value is not significant, or the reverse.
So, | thought that the confidence interval would

give you nore information, that is all.
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Back to your question, it actually depends
on the incidence in the placebo group. The red is
assuning an incidence of 1 percent in the placebo
group and the blue is assunming an incidence of 5
percent in the placebo group. So, for example, if
you want to design a trial to be able to detect a
relative risk of 3 or nore, then you would actually
need around 200 patients per group here and around
800 patients per group there. So, it depends on
your assunptions of how nany events woul d occur in
your placebo group. And, one of the limtations in
this particular effort is the great variation even
inthe rate in the placebo group. So, it would be
hard to really plan for the future, but that is
your range.

DR GOCDMAN: Dr. Pine and then Dr.
CGorman, and those will be the | ast questions for
t he speaker.

DR PINE: | wanted to return to the
summary by Dr. Laughren and ask two questions about
it. It sounded |like a neta-analysis of 40,000

patients as opposed to a bunch of individua
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studies, | just wanted to confirmthat | understood
that correctly, that you were tal king about a
gl obal meta-anal ysis, nunber one.

Then, nunber two, | notice that you
started your comrent by stating that those studies
have not been | ooked at with the sane |evel of
detail as the studies and anal yses that have just
been presented, oon the one hand. On the other
hand, | wondered if the level of review was
conparable to kind of the first-pass review from
the pediatric studies where there appeared to be a
signal on nore fine grade anal yses. Ws that
met a- anal ysis conparable to the initial pediatric
one or not?

DR LAUGHREN: Let ne again distinguish
bet ween the analysis that is focusing on conpleted
suicides in adults. That is a very different
matter fromthe anal yses that the individua
conpani es did, |ooking at either event data or item
data. | would say, in answer to one of your
questions, that probably the quality of the

anal yses | ooking at event data and item data were
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conparable to the initial data that we got from
Paxil in that sense. But, again, none of those
data have been reclassified using the nore critica
approach that we have used for these data, but
probably conparable to what we have seen for Paxil,
and fromthat standpoint nay have sonme validity,
the fact that we never saw anything in any of those
trials.

The adult conpl eted suicide data--Tarek
can speak nore to that than | can, but that is a
completely different thing. That is something that
we have done based on data that we have obtained
from conpanies and a relatively small nunber of
compl eted suicides. | think the total number of
conpl eted suicides in that 40,000 patient database
is only about--what ?--30, Tarek?

DR. HAMVAD: Around 30, yes.

DR LAUGHREN. Wuld you characterize that
as a neta-anal ysis?

DR. HAMMAD: Yes, it is because we had a
couple of hundred trials that were all pooled

together, but the analysis was not the trials; it
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was the actual patients. So, it is slightly
different. And, there were only eight trials that
were actually positive--not positive, that had sone
event in one of the arns. Al other trials did not
have anything at all. So, it is sort of
controversial to take findings fromeight trials
and pool themwi th others and then try to get a
conclusion. But even with those eight trials, our
statistical group did a review and they found no
signal, even focusing on those eight trials alone.

DR. GOCDMAN:  Dr. Gorman?

DR. GORMAN. This question is notivated by
trying to answer sone questions for the agency
tomorrow. \Wen you | ooked at the relative risks of
the suicidal scores that were used, you found them
to be not predictive of the behaviors that you nmay
be observing. But we don't generally think of
screening tests or predictive tests in terns of
relative risk; we usually think of themin ternms of
sensitivity and specificity. Can you reanal yze
your data for us to see if these scores actually

predi ct the behaviors you then observed?
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DR HAMVMAD: | have this in ny review |
did a sort of clustered relation between the two
types of events regardl ess of the treatnent between
the worseni ng and between outcone 3, which is the
primary focus. |In some trials there was a
significant association; in sone there wasn't. So,
in some trials it was predictive to sone extent; in
some trials it wasn't. But the word predictive
inplies that one is occurring before the other and
we don't have this exact tining associated in the
dat a.

DR GORMAN: | was nore interested in the
patient-level data. Wre the ones that actually
participated in behaviors that were ranked in
outcone 3, in fact, predicted by the screening
tools that we use?

DR. HAMVAD: But this assunes that you
know t he outcone occurred and then you have the
screening tool before it, but we don't know that.
The finding is not in ny database.

DR. GORVMAN. Thank you

DR GOCDMAN:  Thank you, Dr. Hamuad. W
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| ook forward to further interrogation of the
dat a--not you but the data--tonorrow

DR. HAMVAD: Thank you.

DR. GOCDMAN:  Now | am pl eased to
i ntroduce Dr. Andrew Moshol der, fromthe FDA.

Conpari son Between Original ODS and Current DNDP
Anal yses of Pediatric Suicidality Data Sets

DR. MOSHOLDER: Thank you very nuch.

[ Appl ause]

Thank you. | was asked to present a bri ef
compari son of the original analysis done in the
Ofice of Drug Safety with the current analysis
that Dr. Hanmad just presented. | wll present
that and then I will touch on two or three
additional points that were covered in the March
consult docunent that is in your briefing packages
that weren't really part of the analysis we just
heard, just to supplenent that. So, during this
talk | will refer to the ODS analysis as the
original one that | conpleted, and then the
Di vi si on of Neuropharnacol ogi cal Drug Products

anal ysis as the one that Dr. Hammad just presented
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to you.

This is just to orient you to the ODS
analysis. It was the sane trials as in the DNDP
anal ysis, with the inportant exception that the
TADS data has been added to the DNDP anal ysis. The
events were deternmined fromthe responses to the
July, 2003 data requests. Dr. Laughren nmentioned
these requests earlier, but just to anplify on
that, last July the agency asked all the sponsors
of the drugs in question to essentially reproduce
the analysis that d axoSnithKline had done for
their Paxil pediatric trials. This involved
basically two conponents. One was an el ectronic
search of specific terns in the adverse event
dat abases for those trials, then followed by a
manual review of all the serious adverse events in
those trials. These were the data that | used for
the ODS anal ysi s.

I chose to enphasize the sponsor
identified suicide-related events, that were
identified by the means | just described, that were

al so classified as serious adverse events and
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will show you the exact definition of that in a
monent. This, of course, predated the Col unbia
Uni versity reclassification

There are sone differences in the analytic
met hods. This just gives a brief sunmary. 1In the
ODS anal ysis person-tinme was used as the
denoni nator rather than the nunber of patients.
The post-treatnent wi ndow for including events was
30 days versus 1 day in the DNDP analysis. Events
during down-titration |I included in the QDS
anal ysis. Also, in the Mantel -Henzel cal cul ations
Dr. Hammad's anal ysis enployed a correction for
zero cells, whereas ny nmethod did not.

To give you an overview of the data set
for the analysis, there was a total of roughly 2200
drug-treated patients and 1900 pl acebo-treated
patients. This yields a total exposure of about
407 patient-years for drug, alnbst 350
patient-years for placebo. Just to rem nd peopl e,
patient-year is a unit of exposure. It is a
cunmul ati ve neasure so that it could be represented

by one patient receiving the drug for a year; two
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patients receiving a drug for six nmonths; 12
patients for a nonth, and so forth.

As we have heard, one of the limtations
of these data is that they are all short-term
trials so that there is no inplication that there
is any year-long treatnent data here. |In neither
treatnment group were there any conpl eted sui ci des.
Then, there was a total of 74 sponsor-defined
sui cide-rel ated events with drug; 34 with placebo;
and then a subgroup of those, 54, were serious and
24 for placebo were serious.

This slide gives the definition of
seriousness. It has already been nentioned this
morni ng but, basically, if the event is fatal,
life-threatening, involves hospitalization, is
disabling or is a congenital defect it is
considered to be a serious event according to the
FDA regulations. Now, in this case the events
woul d fall under these two categories since there
weren't any conpl eted suicides, as has been
mentioned, and the other two categories aren't

rel evant.
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Each sponsor determ ned whether the
adverse event was serious, and that is routine in
the conduct of clinical trials. | wll show you
the conpari son between the outcone that |
enphasi zed, which is serious suicide-related
events, to the Colunbia University outcone 3, as we
see over here, which is the suicida
behavi or/ideation. The reason for concentrating on
seriousness was to elimnate some of the events
that were of questionable clinical inmportance, such
as superficial self-cutting or the girl who sl apped
herself. Cases |ike those were not part of the
serious events by and | arge.

So, this gives the comparison for those
two categories. For the ODS serious
suicide-related events there was a total of 78, and
61 of these were also eventually classified by
Col unbia University as definitive suicida
behavi or/ideation. O the renmaining 17 cases, 13
were consi dered sel f-injurious behavior with
unknown intent, which is over here. So, they were

not part of outcome 3 essentially because the
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i ntent was unknown. Then, conversely, for the

Col unbi a University category--and this is ignoring
the tinme follow ng double-blind treatnent so that
this is a somewhat hi gher nunber because events
occurring after treatnment discontinuation are being
shown here--there was a total of 95 in that

cat egory.

As | said, 61 overlapped with the previous
category. There were 18 new cases disclosed by the
expanded search algorithmthat you head about
earlier. Then, there were 16 sponsor-defined
suicide-related events which did not neet criteria
for seriousness so that they were not included in
the ODS anal ysis but they were considered to be
definitive suicidal behavior/ideation by the
Col unbi a University team

First 1 amgoing to show the results of
relative risk for both analyses, and first for
i ndi vi dual drugs. These are the drugs for which
bot h anal yses were able to calculate a relative
risk. Just to orient you, first of all, let ne

point out this is a logarithmc scal e because some
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of the confidence linits are quite broad here.
Then, | have highlighted the value of 1 here to
rem nd you that val ues above 1 indicate a risk with
drug and below 1 indicate a protective effect of
the drug. For the ODS anal ysis the values are on
the left and the DNDP are on the right.

First of all, we see that just in genera
the new relative risks fromthe DNDP anal ysis fal
within the confidence Iimts of the previous
results. So, fromthat standpoint there is
agreenment. Then, if you | ook at particul ar cases,
sone are simlar; sonme are a little different. For
sertraline the value decreased just slightly--let's
see, this is 2.5 to 1.5 based on the addition of a
singl e placebo case. For paroxetine, 2.2 versus
2.7. Venl afaxi ne actually showed an increase, 1.8
to 5 and the confidence limt, you see, just
touches 1. Fluoxetine in both cases is just bel ow
1. However, with the inclusion of the TADS data
you see that the new relative risk for fluoxetine
is 1.5. Then, for citalopram 2.5 versus 1.4.

Next we are going to | ook at sone
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groupings of trials. First, on the left are SSR
maj or depressive disorder trials. Again, the val ue
here, 1.9; the new analysis, 1.4. The confidence
limt extends below 1 in this case. But then,
again, with the addition of the TADS data the
relative risk is 1.7. Then, for the category of
all trials the relative risk is 1.9 versus 1.8.
Then, with the addition of the TADS data, just
below 2. You see in all cases that the confidence
limt excludes 1.

That concludes a brief overview of
conparison of the two analyses. | just wanted to
touch on three additional topics. First is the
i ncidence rate difference analysis. Secondly, and
this has already cone up in the discussion, there
is one case in which we have direct conparison to
adult data, and that is for paroxetine. Finally, a
little bit of data on treatnent discontinuation
events.

This is an analysis of rate differences.
This is alittle different fromwhat you have been

seeing. Again, the events are per patient-year
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but, of course, as | said, there is no inplication
that patients received the drug for longer than the
short-termtrials. Here | have highlighted zero
because, as you realize, a value above zero woul d
indicate a risk of the drug because it is drug
m nus placebo. A value bel ow zero would indicate a
protective effect of the drug. This is actually
statistically a rather crude method. This is a
sinmple totaling of the data for each drug's
clinical trial database.

But with those things in mnd, we see
first of all that the pattern is that in every case
here for the individual drugs, except for
fluoxetine, the risk difference is positive,

i ndicating an excess rate on drug conpared to

pl acebo. For fluoxetine | did not have the TADS
data so one woul d expect, as we have seen with the
addition of that data, that the fluoxetine risk
difference would |likely be above zero as well. For
fl uvoxam ne there were no events. Unlike the DNDP
anal ysis, there was one event for nefazodone,

giving us a positive val ue.

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (208 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

209

So, for the individual drugs, those you
see, the confidence limts are rather broad. For
the set of all MDD trials the rate difference is
about 0.09 events per patient-year. For all trials
it is somewhat |ower. Taking this one as the worst
case, that translates to one excess serious
suicide-rel ated event for about every 12
person-years of treatment with the drug. In
sunmmary, this is just a slightly different way to
| ook at the sane data set.

This is a sunmary of the analysis that
d axoSmithKline did in which they applied the sane
search algorithmto their adult clinical tria
dat abase that had found the signal in the pediatric
trials. First of all, | need to point out, of
course, that these events are not reclassified.
These are sinply the sponsor-defined

sui cide-rel ated events. These are, again, rates

per patient-year. There are a couple of things
to point out. First of all, if we |Iook at the

pl acebo rates we see, first of all, that in mgjor
depressive disorder conpared to all indications the
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rate is a bit higher, and that is true for the
pediatric group as well. That is not unexpected,
given the association of suicidality with major
depressive disorder which is being diluted in the
| arger pool of trials with other indications.

Secondly, we see that actually the placebo
rates conparing adult and pediatric data sets are
actually rather conparable, sinmlarly for the MDD
trials, not too dissimlar.

Third, we notice that for the adult trials
the rates between drug and pl acebo are really not
that discrepant. That could, of course, nean that
sonme drug-treated patients are getting worse and
others are getting better but there is no net
i mbal ance. Also, | should point out that, of
course, these trials are not designed to neasure
i mpact on suicidality because, as we know, nost
sui cidal patients are excluded fromthese studies.
But be that as it nmay, there doesn't seemto be
much di screpancy in the rates for the adult
st udi es.

However, for the paroxetine pediatric
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trials that is not the case. You see that there is
an excess for the MDD trials, and also in the
| arger pool of all trials which did reach
statistical significance. So, it is not perfect
data but | think it suggests, at least to nme, that
there could be a difference between the pattern of
these events for pediatric patients and adults.

Finally, this is just to | ook at the
possibility that drug discontinuation plays a role.
These are going back to the serious suicide-related
events now This is all trials, all indications.
As you recall, in the DNDP anal ysis events were
included up to one day after the end of
doubl e-blind treatment. Here that is extended out
to up to four weeks. This shows the pattern. W
see that there is sort of this cluster here in the
first week. In fact, all those occurred within the
first four days of treatnent discontinuation

It may not be projecting real well, but
par oxetine accounts for the | argest nunber. Five
of the nine events were in the paroxetine trials.

Not too nuch is really seen in the subsequent
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weeks. Again, it is just a suggestion. This is
not perfect data but suggests that there may be
sonme phenonenon happening early in the period after
treatnent di scontinuation.

I n concl usion, both the original ODS
anal ysis and the current DNDP anal ysis indicate an
associ ation of suicidal adverse events with
antidepressant drug treatnent in this set of
short-term pl acebo-controlled clinical trials.
Thank you.

DR. GOCDMAN:  Thank you very much. Any
questions? Dr. Rudorfer?

DR. RUDORFER: Thanks. Andy, a question
about your discontinuation data, did you get the
sense, or could you tell fromthe data whether
there were discontinuation issues during the course
of the trial? | nean, sone of the data we have
seen suggest that in sone of the trials adherence
coul d have been a problem and | am wonderi ng,
particularly w th paroxetine which you showed was
bei ng problematic after the end of the trial, if a

child in the study is taking the drug only
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intermttently wouldn't they be exposed to repeated
di sconti nuati ons?

DR MOSHOLDER: Yes, of course, that is
true. | think that has been hard to capture in the
clinical trial data though. | think in some cases
patients were discontinued by the investigator if
they adnmitted to not having taken their mnedication
in several days, but that m ght not always be the
case. So, it is very hard, at least in the data
| ooked at, to really get a sense. It was nuch
easier to | ook at what happened when doubl e-bli nd
treatment was known to have been di sconti nued.

DR. RUDORFER. Right. Just as a
followup, | amwondering if that could play a role
in the difference you noted between the pediatric
and the adult data for paroxetine, that is, if
medi cation use is nore continuous in the adult
sanples than in the pediatric ones.

DR MOSHOLDER: That is a hypothesis. |
don't know if there is any data that directly
conpares conpliance for pediatric and adult

patients. | think we know that conpliance could
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al ways be better, wherever one | ooks, but whether
it isreally worse in the pediatric group or not--1
thi nk peopl e suspect that but | know if that has
been docunent ed.

DR GOCDVMAN:  Dr. Fant?

DR FANT: Yes, | was struck by your
fl uoxetine data when you included the TADS trial,
you know, showi ng nore concern than the previous
trials had shown, and it really nakes nme wonder,
with the inclusion of children with other
coexi sting conorbidities and ot her nedications on
board, whether or not this may be pointing to a
subset of kids, maybe in a distinct minority but
who may be at higher risk for potential adverse
events related to these nedicines. It is just a
conment .

A question, when you | ooked at the TADS
data, when you included that, did you | ook at al
of the kids who were given the drug or did you
split it up into how they | ooked when they were
given the drug al one or given the drug plus CBT?

DR. MOSHOLDER: | think | have to defer
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this to Dr. Hammad who gave nme those results so |
coul d include them here.

DR FANT: Since CBT seened to suggest
per haps an enhanced effect on efficacy.

DR. HAMMAD: In ny presentation | actually
mentioned that | did not include CBT patients. The
two arns were excluded because they were not really
blinded. 1 only included the blinded ones.

DR GOODVMAN: Dr. Tenpl e?

DR. TEMPLE: | was just going to nmention
that before the TADS data came in one of our
expl anations for why Prozac m ght have been
different is that it is not so easy to discontinue
with its several week half-life. Now that the TADS
data seemto go in the same direction, the
di sconti nuati on hypothesis seens | ess strong.

DR. GOCDMAN:  Dr. G bbons?

DR. G BBONS: In your person-tine analysis
how di d you handl e people who had nultiple events?

DR. MOSHOLDER: | took the first event.

DR. G BBONS: So, they counted just once?

DR MOSHOLDER: Right. | believe Dr.
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Hammad took the clinically worst event; | took the
first event. As a practical matter, that didn't
i nvol ve | arge nunbers.

DR G BBONS: G eat!

DR GOCDVAN:. Dr. O Fallon?

DR. O FALLON: In your discontinuation
data, is there any chance that in that week-1 group
there are people who were discontinued because they
were doing badly? 1In other words, are these people
who went all the way to the end of the planned
anal ysis and then had an event? | nean, you are
| ooking at this event in the week after they
di scontinued therapy. Wre they the ones who
compl eted the therapy or were they possibly having
their therapy discontinued because they weren't
doi ng wel | ?

DR MOSHOLDER: Yes, | don't have the
nunbers on that to break it down by whether they
were prematurely discontinued or conpleted the
intended length of treatnment. | believe it is a
m xture of both but | can get you those nunbers.

DR GOCDMAN: Last question?
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DR PINE: Yes, | found the direct
compari son of the data for paroxetine in the adults
and children very hel pful, and I was wondering if
that was volunteered by the conmpany or was there a
specific request and, if the latter, are there
pl ans to do conparabl e anal yses for other agents?

DR. MOSHOLDER: Well, by way of answering,
I can say it is included in ny March menorandum and
it was a subm ssion that actually | believe went to
anot her regul atory agency whi ch FDA was copi ed on
As far as whether neuropharm is asking other
sponsors, | will defer to one of the people from
neur opharm for that.

DR. LAUGHREN: Yes, we don't have any
current plans to do this in terns of adult data.
Since we have this fairly large database with
compl et ed sui cides which, after all, is the event
that is of greater interest right now we are
focusing on that.

DR. GOCDVMAN:  Momentarily we will break
for lunch. Before we do so, this is the |ast cal

for registered open public hearing speakers to sign
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in. W are going to reconvene and, hopefully, be
seated and ready for presentations by 1:15. W
have three presentations that need to be given
before we begin the public hearing at 2:00. For
the benefit of the conmmttee nenbers sitting around
the table, there are reserved places for you at
lunch in the restaurant in the l[obby. A fina
rem nder once again, we are not to discuss matters
that are gernmane to our deliberations during our
br eak.

[ Wher eupon, at 12:26 p.m, the proceedi ngs

were adj ourned for lunch, to reconvene at 1:15

p. m]
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AFTERNOON PROCEEDI NGS

DR. GOCDMAN:  We are about to hear three
presentations fromrepresentatives of the
pharmaceutical industry. W are going to get
started with the presentations. Qur first speaker
is representing Forest Laboratories.

Sponsor Presentations
Cital opram and Escital opram Product Safety Data
Forest Laboratories

DR. JONAS. Good afternoon. M nane is
Jeffrey Jonas, and | amthe vice president for the
central nervous systemtherapeutic area at the
Forest Research Institute. Thank you for allow ng
me to address you today.

I will be presenting sone new anal yses
today based on our three studies of pediatric major
depression. Two of these studies you have al ready
seen involving citalopram Another involves a
recently conpl eted study of escital opram the
S-isomer of cital opram which we believe to be the
active conponent, also in pediatric mjor

depressi ve di sorder
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I will be presenting an analysis of the
SREs, presenting an integration of these three
studies. Then | wll discuss our Lundbeck study,
Eur opean Uni on study 94404 which was conducted by
our licensor, Lundbeck, and talk a little bit why
we think this study is distinct fromour other
studi es and, indeed, fromnost of the other studies
under consideration today. Finally, | wll be
concluding with sone exploratory anal yses, |ooking
at sone alternative explanations for SREs, in
particul ar, an exam nation of activating adverse
events and a | ook at responder anal yses of patients
with and wi thout serious suicide-related activities
and events.

As | nentioned, there are three conpleted
pl acebo-control | ed studies in pediatric major
depressive disorder, two with cital opram and one
with escitalopram The cital opram studies are
MD- 18, which was a U S. study | ooking at children
and adol escents, conducted in outpatients in the
United States. The second study is a European

Uni on study, 94404. This is a study of adol escents
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only that enrolled both inpatients and outpatients.

The escital opram study, M 15, studied
children and adol escents and in nost respects was
simlar in design and inplenentation to the U S
cital opram study MD-18. This study was recently
conpleted. The safety data were just recently
submitted to the FDA, in May, and the efficacy data
were conpl eted afterwards, sonetime in June, and
then submtted to the FDA. W will be presenting
i ntegrated anal yses for this study with our other
two studies, but | should point out that the SREs
were not reclassified by the Col unbi a group.

The escital opram study was an 8-week,
doubl e-blind, flex-dose study, basically
conventional design. It studied patients with
DSM IV maj or depressive disorder. O note,
patients who were at high risk for suicidality were
excluded and this study studied only outpatients.

I will be focusing on safety today but
just want to highlight the efficacy results of
these three studies. Study MD-18 in cital opram was

a positive study utilizing as its primary endpoi nt
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the CDRS-R  Study MDD 15 al so had the sane
endpoint. This was a negative study. | should
note, however, that recent anal yses have shown
clear trends in the adol escent subpopul ation in
MD-15. Also of note, both of these studies had
simlar decreases in the CDRS-R of about 22 points,
the differentiating feature being the placebo
response in MD-15 which was largely driven by the
pl acebo response in the children's group. Study
94404 utilized the K-SADS and this was a negative
st udy.

This slide now shows the SREs for the
three studi es conbined. The niddle row shows you
the data for MD-15 which is the recently conpl eted
study in escital opram W analyzed the study using
the FDA-provided algorithnms that were used in the
other studies for the anal yses we have been
di scussing today. In the study there were three
SREs, two in placebo and one in escitalopram None
of these was categorized as SAEs.

As you can see here, for both the US

studies the risk for an SRE was greater in the
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pl acebo group than in the escital opram group. The
reverse was true in the European Union study.
Overall, however, the risks for placebo or active
treatment are roughly conparabl e when all three
studi es are conbi ned.

This slide depicts that in terns of
relative risk. As you can see, the confidence
intervals all cross unity and, again as you can see
for the U S. studies, the relative risk for an SRE
is greater for the placebo patients rather than
patients on active drug, and the reverse is true
for patients in the 94404 st udy.

Dr. Hammad, in his report, did coment
that in nost respects our European study was
dramatically different or differed in al nost every
respect fromour U S. studies. So, we spent a
little time looking to see if we could understand
sone of these differences.

We think the nost inportant
differentiating features involve the inclusion and
the exclusion criteria utilized in the U S. and the

E.U studies. This slide shows sone of the ngjor
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differences. For exanple, inpatients could be
enrolled in the E.U study. | should point out
that nost of these inpatients were conpl ex
psychiatric cases with nany psychosocial stressors,
many com ng from dysfunctional famlies, nmany on
multiple nedications. 1In addition, patients could
have recent psychiatric hospitalizations, even
suicidality, could be included in the study, and
patients with a history of suicide attenpts, even a
recent one, could also be included. About 15
percent of the patients in the European study were
inpatients. About a fifth had a history of
psychiatric hospitalization and about a third had a
hi story of a suicide attenpt.

Few ot her studies of the studies we have
| ooked at today had these features. |n addition,
the conpl ex nature of the inpatients may have made
it hard to have successful random zation bal ance in
these studies. In particular however, we think the
features of including inpatients and patients with
significant psychiatric hospitalizations may have

been a nmajor differentiating feature of this study
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fromthe other studies we exam ned today.

We, therefore, did a somewhat
straightforward anal ysis and sinply | ooked at
relative risk in 94404, excluding the patients who
had a history of hospitalization or who were
inpatients at the start of the study. As you can
see, when you do this analysis the risk for SREs is
simlar between placebo and cital opram

Looking at the relative risk, we now see
an analysis that in sone ways nakes these three
popul ati ons and three studies conport nore closely
to each other. Here you see that overall the
relative risk for an SRE is greater for placebo
than for drug.

If one accepts the possibility that
medi cation may not be the only factor or a factor
in induci ng SREs, one nust | ook for other
expl anations. One compn theory is that patients
experience activating adverse events in association
with SSRI treatment. This has been postul ated al so
in relationship to other therapies but today we are

speaki ng about SSRIs. |In particular, there is a
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theory that SSRI treatnent induces early stage AAES
that, in turn, are precursors to SREs. As a
corollary, there is sone clinical theory, | would
says, that patients sonetinmes have to get worse to
get better, and that is, patients who are
responding to treatnent undergo an energi zi ng
effect that nmay be confused or nmay be heral ded as
an activating adverse event--so-called getting
worse to get better.

Regardl ess of how we postul ate the rol e of
AEs, we thought this was worthy of exam nation
So, we cast a broad net at |ooking at AEs in our
studies in order to make sure that we basically
subsunmed any adverse event that m ght be considered
to be activating.

This slide presents the risk data for the
three studies. As you can see, overall there is
not very nuch difference between active therapy and
pl acebo.

We al so conducted ot her anal yses | ooki ng
at activation adverse events. W |ooked at the

pattern of onset and we found no difference between
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drug and placebo. W also noted that the |arge
majority of patients who have AAEsS do not go on to
devel op SREs. Conversely, if one |ooks at patients
with SREs, we found that if one | ooks for close
proximty of AAEs to the SRE there is very little
di fference between the drug and pl acebo groups.
Taken as a whole, we found no preferentia
rel ati onshi p between AAEs and nedi cation therapy.
This slide shows the relative risk for
devel oping AEs in drug versus placebo. As you can
see, in the two U S. studies the relative risk was
actually greater than in the European study, 94404,
and we found this to be an interesting finding.
You may recall that the signal for SREs in the US
studi es was weaker than in the 94404 study where
the risk of SREs was felt to be greater for drug
treatment. This is not what one woul d expect if
one thought that SREs were associated w th AAEs.
As a result, we feel that there is not very good
data in our data set to suggest a relationship
bet ween AAEs and SREs.

Finally, we explored what we thought was
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per haps a nore parsinonious expl anation for SREs,
that is that patients who devel op SREs are sinply
patients who are not responding to therapy, whether
they are being treated with drug or placebo. W
hypot hesi zed that SREsS were sinply associated with
the course of depression, exacerbation of
depression or clinical deterioration rather than
associated with medi cation treatnent.

We conducted a series of analyses to | ook
at this question. The one | am going to show you
now conpared the course of response in patients
with and without SREs using the change from
baseline in a primary efficacy nmeasure. the K-SADS

This is the data from study 94404, | ooking
at all the patients who had SREs. There are a
number of points to make. First, there is good
separati on between the groups. However, the groups
here are patients with and without SREs. The top
two lines represent patients who had SREs; the
purple, patients on placebo; the blue, patients on
citalopram This is an LOCF analysis and | should

point that if you plot this with the OC anal ysis
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the curves are virtually the sanme. Approximtely
50 percent of these patients went on to conpl etion,
likely, of course, because these patients could be
hospitalization in this study even during the
course of the study.

If you look at this slide, this suggests
to us that it is lack of response that nmay be
responsi bl e for the devel opment of SREs, regardless
of treatment group, rather than a distinct effect
of medi cati on.

We have done a number of other anal yses
| ooking at this theory and sone of themare stil
in devel opnent. However, if you | ook, for exanple,
at the patients in this study who were classified
by the Col unbi a group as having SREs, of the nine
patients on cital opramw th SREs, none net
prot ocol - defi ned endpoints for response. |In the
patients on placebo, there were five. Only one net
protocol -defined criteria for response.

Considering that in this study both the placebo
group and the active treatnent group had

prot ocol - defi ned neasures of response at 60
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percent, we think this is an interesting difference
and we, again, think that these data suggest that

it is exacerbation of depression, regardl ess of the
treatment group, that may play an inportant factor
in the devel opment of SREs.

I'n conclusion, we found that the nunerica
rate of SREs in the two U S. studies was |lower in
active drug groups versus placebo. In the E U
study, when one corrects for patients who m ght not
have been included in the U S. studies, this
renoves the signal for SREs fromthat study.

We found no evidence overall of an
increased rate of AEs in the active drug group
relative to placebo, and really no evidence
suggesting that AAEs were etiologically related to
the induction of SREs.

Finally, our data suggest that patients
with SREs were typically poor responders whet her
they received placebo or active drug. Thank you
very much.

DR. GOODMAN:  Thank you

DR MCGOUGH: Did you elicit your
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activating AEs by structured interview or rating
form or was it sinply open-ended questi oning?

DR JONAS: The AAEs in the European study
had a questionnaire and we actually got our AAEs by
searching the data strings for the preferred terns
in the studies.

DR MCGOUGH: How about in the U S.
studies? Was there a structured rating to elicit--

DR JONAS:: No, inthe US it was
spont aneous.

DR. MCGOUGH: Because there is good work
that shows that you get under-reporting of AEs if
you don't have a structured instrunent.

DR GOCDVMAN:  Dr. Fant?

DR FANT: Your second concl usion or
summary point is that patients with SREs are
typically poor responders, suggesting that it had
nmore to do with their non-responsiveness than the
drug itself. Based on your data, can you excl ude
the possibility that there is sonething about the
makeup of those patients that the introduction of

altered chem stry might predi spose certain
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behaviors in those particul ar patients?

DR JONAS: W | ooked to see--

DR FANT: --which may coexist with
non-respondi ng i n general .

DR JONAS: W | ooked to see, when we did
these anal yses and, as | say, sone of these are
still ongoi ng, whether or not there were any
di fferences between the groups in ternms of pattern,
onset and so forth, and we just found none. It
sinply | ooked as though this was a pattern that was
common to patients whether they received placebo or
drug. So, we had no clue, for exanple, of any
prognostic factors that might herald this. if | am
answering your question.

DR. GOCDVMAN:  Thank you very much, Dr.
Jonas. CQur next speaker will be representing
Pfizer Pharnmaceuticals.

Sertraline Use in Product Popul ation:

A Ri sk/Benefit Discussion, Pfizer, Inc.

DR. ROMANO  Thank you very nmuch. M/ name
is Steve Romano. | amthe therapeutic head for

psychiatry in our worl dwi de nedi cal organization.
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That is not the name you see on your agenda.
Charlotte Kremer is a colleague of mine. The title
there though is mne.

What | am going to be tal ki ng about today
briefly is sertraline use in the pediatric
popul ation and | amgoing to talk a bit about a
risk/benefit discussion. O course, | also want to
say that | appreciate the opportunity to address
this joint comittee.

There are sone critical points | think
that are worthwhil e considering in the assessnent
of risk/benefit for any antidepressant for use in
pediatric patients and adol escent patients with
MDD. Clearly, MDD is a very serious illness. It
af fects many children and adol escents in the U S
and is associated with suicidal behavior
Unfortunately though, physicians have linmted
approved treatnent options for pediatric patients
with MDD. Pfizer believes that the risk/benefit of
anti depressant use in pediatric depression should
be assessed on an individual product basis, and

this is for a nunber of reasons.
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Anti depressants do differ with regard to
chem cal structure, pharmacol ogi cal profile,
phar macoki neti cs, adverse events and
di scontinuation synptomprofiles, and | think that
all of themmay potentially translate into a
differential effect in the real world. Also, in
support of this, as a result of the studies
reviewed in the FDA analysis, they do vary from
drug to drug. We believe that approaching this
i ssue as a class effect might jeopardize or at
|l east fail to highlight potential beneficia
treatments for children or for some children and
adol escents with MDD,

The suicide-rel ated behavior in MDD in the
pedi atric population is a huge nedi cal concern and
a public health concern. It is the third |eading
cause of death in adol escents 15-19 years old. The
annual present preval ence rate of MDD in children
is roughly 2-3 percent but about 2-3-fold that in
adol escents. The diagnostic criteria, as we all
know, clearly clarify suicidality as a part of the

disorder itself and that is clearly captured in our
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di agnosti c nonencl ature, DSM IV for instance.

In one study, it is inportant to note that
suicidality in depressed children and adol escents,
at the tine of study entry was quite significant,
in fact, about 1/10 individuals had a previous
suicide attenpt and up to 66 percent, or about
two-thirds of the patients, actually had a previous
hi story of suicidal ideation. | say this because
think the latter may very well conplicate our
ability to evaluate suicidal ideation in clinica
trials. It is frequent and it is very difficult to
assess the intent. Suicide attenpts are a nuch
clearer manifestation of potential suicidality.

We are now shifting to the Pfizer
sponsored pl acebo-controlled trials. These are the
trials done in pediatric patients with sertraline.
As you can see, there are approximately five
studies. The three studies | amgoing to talk
about are the first three, a study in OCD and two
studies identically designed in major depressive
di sorder. Those are the three studies that have

contributed to the anal yses that you are going to
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review today, or have reviewed to this date.

The last two studies, one a PTSD study
that is being conducted in response to a pediatric
request, and the last, a non-1ND OCD study, are
both continuing and are blinded so they have not
contributed to any events that you are going to see
in any of the analyses and | amnot going to talk
anynore about those today.

What | do want to point out though is that
all of these studies include both children and
adol escents in the age range of 6-17. There is, by
the way, and it is worth noting one N M+ sponsored
study that Pfizer has provided sertraline to, and
it is not so dissimlar fromthe TADS study that
was reported this norning. It is called the POTS
study and it is looking at OCD patients. W do
under stand from conmmuni cati on from John March, and
this is personal conmmunication, that there were no
events in any of the arms of that study that | ooked
at CBT, sertraline, a conbination as well as
pl acebo, and that is a random zed trial. That has

been submitted for publication but is not yet in
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press. That was not a Pfizer sponsored study.
just share that for conpl eteness.

The main di scussion today, obviously is in
MDD but | do want to show you that, in fact, we
have net the rather rigorous criteria for a
regul atory subm ssion and an indication in OCD in
children. This just shows that in our study, the
I TT anal ysis, LOCF, change from baseline to
endpoint. W did show a robust difference, a
statistically significant difference between drug
and placebo for OCD. W have been on the market
for OCD and have had an indication in OCD since
1997.

Turni ng now our attention to the studies
in major depression, we used the CDRS as the
primary outcome neasure and the primary efficacy
anal ysis was a change on scores frombaseline to
endpoint in the ITT popul ation, the LOCF anal ysis.
As you can see, in both individual studies, study
1001 and study 1017, neither study showed a robust
separation from placebo al though, as Dr. Laughren

poi nted out this norning in his summary of all the

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (237 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

trials, study 1001 on the primary anal ysis of the
change score on CDRS did show a trend of 0. 8.

But, interestingly, we did have an a prior
defined anal ysis which was a pool ed anal ysis of
those two identically designed trials, and that was
al so reported in an article by Wagner in JAVA about
a year ago. |In that particular pooled analysis, in
fact, we showed separation from placebo on both the
primary outcome neasure of the CDRS change score,
as well as on the responder analysis, the
categorical analysis of those patients who net a
greater than 40 percent change in CDRS at endpoint.

Now, | think the interesting point to
highlight is really when we |l ook at this data, why
is it that we are not seeing a nore robust or
significant difference between drug and pl acebo in
pediatric patients with depression? |n other
words, it doesn't mirror that which we see in
adults. And, | think this slide is sonewhat
hel pful in clarifying, at least for the sertraline
dat abase, what m ght be contributing to that.

This is |l ooking at the placebo-controlled
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pediatric MDD studies with sertraline, but at this
case we are |l ooking at the CDRS responder rate, the
categorical analysis. | have it divided, on the
left for children and on the right for adol escents.
I think the inportant point here is that the

pl acebo response in both children and adol escents
is quite high but it is even nore significantly
elevated in children. W did include children in
all of our trials and in both MDD studies. So, as
you can see, there was a separation in the

adol escent subgroup. This is a post hoc

subanal ysis. There is separation on this
particul ar indicator of inprovenent--there is not,
but both placebo and drug showed si gnificant

i mprovenent on both subgroups.

Just for conpl eteness, you saw t he
presentation of the item 13 score this nmorning in
previous presentations, this is just to highlight
that item 13 of the CDRS, which is suicida
i deation score, did inprove in patients with major
depression in our sertraline clinical trial

dat abase from baseline to endpoint. As you can
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al so see though, there is no significant difference
between active treatnent, in this case sertraline,
and pl acebo but both groups showed inprovenent from
baseline to endpoint. | think the fact that
children can get in, present for their illness and
actually get treated and are seen on sone regul ar
basi s does inpact on a child's outcone.

Let's move specifically to tal k about the
events of suicidal attenpts and suicidal ideation
None of what | am showing you is new This is in
the briefing documents and was included in the
anal ysis that the FDA and Col unbi a have done. |
think it is also inportant to point out that the
FDA anal ysis is consistent with the Pfizer
analysis. |In other words, no events were rel abel ed
or significantly changed. They did not find new
events. So, this really is consistent with the
anal ysis that was done by both FDA and Col unbi a.

What | want to show now i s suicide
attenpts first. W feel strongly that we need to
| ook at suicide attenpts separately from suicida

i deation. Suicidal attenpts are a much clearer
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and--it is a much clearer indicator of suicidality.
As you can see here, for patients in the MDD trials
as well as the patients in the OCD trial the rate
for suicide attenpts was quite low. In fact, it
was exact in the case of subjects experiencing
these events in MDD. W had two patients in the
MDD trials who received sertraline and reported an
event that was classified as a suicide attenpt. W
had two subjects in the placebo group, although one
of those subjects contributed two events of
suicidal attenpt. But the incidence rate based on
the subject nunbers is the sane and as you can see
by the confidence intervals, they overlap zero.
There is no difference. 1n the OCD study there
were no events in either the placebo group or the
sertraline group and in the conbined, as you can
see, we are show ng the exact incidence. Looking
at suicidal ideation, again, in this case this is a
very conmon adverse event and it is quite difficult
to assess intent around suicidal ideation. So, we
really do feel it is worth |ooking at them

separately and not conbi ned. Again, as you can see
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here for MDD and OCD, there was a relatively | ow
rate of events across these studies. In the MDD
studi es, again, we were |ooking at the pooled
anal ysis of those two MDD trials. There were three
patients on sertraline for a rate of 1.6. There
were no patients on placebo that experienced the
event of suicidal ideation during the course of
those MDD trials.

In the OCD trial, which was a 12-week
short-termtrial, we see that there were no events
in the sertraline group but one event out of 95
patients in the acute phase of that particul ar
trial. As you can see, neither in MDD nor in OCD
or for sertraline or placebo was there a
statistically significant difference across the
groups, and that is true also for the conbi ned
anal ysi s.

Now, one of the issues that has arisen as
being very inportant to consider is, is there a
tenporal associ ati on between the onset of a
particular event, |like suicide attenpt or ideation,

and the initiation of double-blind therapy or
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titration of drug during the course of the study.
This is looking at all the cases of suicida
i deation and suicide attenpt for sertraline and for
pl acebo in our trials, both the MDD trials and the
OCD trial, so for those three trials.

As you can see, if you look to the far
end, the last colum, day of event, the day of
doubl e-blind therapy, in fact in sertraline-exposed
patients none of these events occurred in the first
week or two of exposure to drug, and there was no
pattern of response that was based on changes or
titration of drug during the course of the therapy.
For placebo, there were two patients in the first
week and a hal f, one in depression and one in the
OCD trial, where the event was associated with
initiation of treatnent but in this case, of
course, we are |ooking at placebo.

So very inportantly, there was no specific
pattern in time of event. It was fairly random
There was no associ ation between tine of event and
dose increases. | think nore inportantly as well,

when we get down to the narrative |evel nost of
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these events were actually associated with sone
psychosoci al stressor or precipitant that was
capt ur ed.

In summary, for the placebo-controlled
pediatric studies with sertraline we can say that
sertraline is effective and safe in the treatnent
of pediatric OCD, and we were granted that
i ndi cati on about eight years ago. The a priori
pool ed analysis of the sertraline clinical studies
in pediatric MDD did denpnstrate a statistically
significant effect on the CDRS but, adnmittedly, the
benefit relative to placebo was nodest. The effect
size was relatively low, and there was a high
pl acebo response, as | showed you previously. That
was primarily driven in the subpopul ati on, children
ages 6-11.

There were no conpl eted suicides in any
pediatric study with sertraline. You are well
aware of that. There were also no statistically
significant differences between sertraline and
pl acebo in placebo-controlled studies of MDD or OCD

with respect to suicide attenpts, as | just showed
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you, or suicide ideation. Again inmportantly, no
tenporal associ ati on was seen between onset of
doubl e-blind therapy or dose increases and
sui cide-rel ated events, either suicide attenpts or
sui ci de ideation

So, just to highlight the points that we
really think are very inportant to consider are the
fact that this is a very serious illness; that
physicians really do have linited approved
treatnent options for the treatnment of pediatric
patients with MDD; and that the risk/benefit of
anti depressant use in pediatric depression should
really be assessed on an individual product basis
for the reasons | nmentioned earlier. Again, |
think it is worth underlining that approaching this
i ssue as a class effect might jeopardize or at
least limt the likelihood of clarifying sone
benefit in some popul ation of patients with MDD in
the pediatric group

Lastly, | just want to highlight a
position of Pfizer's, we currently feel that class

| abeling for nmonitoring during treatnent with
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antidepressants accurately reflects the risk of
suicidality in adult as well as pediatric patients.
We think that such | abeling should be applied to
all nedications indicated for the treatment of
depression and sinply not just to the SSRIs or
SNRI's, and | think we heard earlier from Tom
Laughren that that may, in fact, be a consideration
of the FDA's as well.

We also feel that if the FDA does consider
a | abel change necessary that product specific
| abel i ng woul d be nobst beneficial to prescribers
and patients. | guess an exanple of that m ght be
the inclusion of specific event rates of
sui ci de-rel ated behavior for the placebo-controlled
clinical trials, and perhaps the best place for
that would be in the adverse section of the [|abel
We do this for other dinmensions of tolerability
li ke weight, for instance, and that has been very
hel pful to our prescribers and | think it m ght
actually clarify potential risk as well as a
possi bl e benefit in sone patients treated with

sertraline. Thank you.
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DR. GOODMAN:  Thank you, Dr. Ronano.
Questions fromthe commttee? |If not, | would like
to proceed with our next speaker who will be
representi ng Weth Pharnaceuti cal s.

Wet h Pharmaceutical s

DR. CAMARDO  Good afternoon. | am Dr.
Joseph Camardo. | am head of nedical affairs for
Weth, located in Pennsylvania. Weth devel oped
and has marketed venl af axi ne, brand nane Effexor,
since 1994 and | want to start by expressing ny
appreciation for the opportunity to speak before
the committee.

As we have heard today, nental illness,
i ncluding depression in pediatric patients, is a
conpl ex nmedical condition and it is associated with
the risk of suicide. Mre than two nmillion
chil dren and adol escents in this country suffer
fromdepression in one formor another. Physicians
need to treat individual children and they have
cautiously used the newer antidepressants,
i ncludi ng venl af axi ne, even though nost are not

indicted in the pediatric popul ation
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Wet h has never | abel ed or recomended
venl af axi ne for such use but we, and other
manuf acturers, have conducted clinical studies of
anti depressants in children. However, despite al
of our research efforts many of the drugs that have
been very beneficial in adults have not been proven
to be effective in clinical studies in pediatric
patients. The studies of antidepressants in
chil dren have shown an apparent increase in
sui ci dal thoughts and possibly suicidal attenpts
which is a concern for us, for the patients, for
the parents and for the physicians. Thankfully, no
child committed suicide in any of these studies.
It is inportant that we | earned about these effects
and now we need to make use of this information
that is the subject of this neeting. | want to
take just a few m nutes to describe Weth's point
of view The first is that we shoul d nake use of
this information that was gl eaned fromthese
studies and provide this informati on to physicians.
In our pediatric clinical studies there were

i ncreased reports of hostility and suicide-rel ated

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (248 of 461) [9/28/2004 12:31:11 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

events, such as ideation and self-harm W, at
Wet h, updated our |abel and we provided our
pediatric safety information to over 450, 000
heal t hcare professionals in 2003 in a "dear
heal t hcare provider" letter.

Studies with other antidepressants,
carried out by other pharnmaceutical conpanies in
pedi atric patients, have shown sim | ar adverse
events. As an industry, we should continue to
provi de safety information broadly and in a
consi stent way to physicians, and the information
should be simlar for all antidepressants.

Second, although the FDA's and the
Col unbi a University's cross-study anal yses were
done carefully, one cannot conclude that a
di fference anong the drugs has been denobnstrated.
This is largely due to linmtations inherent in the
various study designs, and | think you heard a | ot
about these caveats fromDr. Hammad al ready. The
revi ews, by necessity, included post hoc anal yses
with nmultiple outcomes and no statistica

corrections. They are conplicated by the |lack of
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statistical significance for many of the
subanal yses. This increases our |evel of
uncertainty. So, we have to exercise caution if we
try to draw definitive concl usi ons about the true
relative risk of these events.

Al so, these trials were designed for
ef ficacy and were not sufficiently |arge to detect
differences in the less frequently reported events.
Moreover, the studies did not include a direct
conpari son of one antidepressant wth another
There was insufficient commonal ity anmong the
studies to make valid conparisons. For exanple,
the studies we venl af axi ne did not exclude patients
with treatment resistance, history of suicide
attenpt or homicidal risk, but some of the trials
wi th ot her nedications did exclude these patients.
Therefore, while we recognize that there were
|arger risk ratios reported for venl af axi ne t han
for sone other products, we do not, on the basis of
these observations, believe it is appropriate to
advi se that a physician could apply speci al

precautions for one antidepressant and not the sane
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speci al precautions for another.

Third, it would, in our opinion, represent
good nedi cal judgnent to allow physicians to use
these products in pediatric patients if they
believe the products to be necessary, and if they
determ ne that other ways of treating depression
are unsuccessful. Conpani es shoul d provide
war ni ngs. Prescribers should be fully aware of the
risks and fully capabl e of identifying and managi ng
sui ci dal thoughts, hostile behavior and suicide
attenpts. The parents should be well inforned of
these risks as well in order to recognize the
energence of these synptons.

Let me summarize our point of view
First, we should continue to provide information to
physi ci ans about what we have | earned in our
studi es about suicidal thoughts, suicide attenpts,
and we need to enphasize the need to be vigilant.

Second, the informati on we provide should
be consistent for all of the antidepressants since
the data do not allow us to distinguish among them

for the appearance of this particular risk
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Third, we should keep these products
avai l abl e to physicians to use when needed,
according to their expert judgnent, because
depression in children is a conpl ex, serious
problemand it nay be extrenely difficult to treat.

I want to thank you for giving Weth the
opportunity to present our position

DR. GOCDMAN:  Thank you very much. Any
questions? Yes?

M5. CRIFFITH | appreciate the tine you
took, and | don't nean to pose a hostile question
to you but as a parent, looking at the data that
Dr. Hanmmad gave us, it is so dramatically
different, the presentation for effects and the
overall risks of suicidal behavior and ideation. |
mean, it wasn't just a couple of points difference,
you know, 8.84 as opposed to 1.37 for Celexa; 2.15
for Paxil. | amnot a clinician but that would
alarmne as a parent and | don't quite understand
how you excuse a result that is so dramati c.

DR. CAMARDO | purposely acknow edged the

ri sk, and your question is not at all hostile,
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first of all, and we in fact believe that
notification of the risk is critically inportant to
any physician who is trying to use the product. |
don't want what | said to be misinterpreted as not
bei ng forthcom ng about the risk and the
differential risk observed. | just am recommendi ng
that we be cautious about treating one drug as so
dramatically different from another that you could
apply a warning or precaution in one case and not
in anot her case when we have seen that one trial
can be different another; one condition, such as
anxi ety, could be different from depression; and
sonetines the differences in the way the studies
were done may lead to differences in the outcones.
So, | think we just need to be careful about
bel i eving that we have distinguished between the
drugs on the basis of nmagnitudes of effect that
m ght be suspi ci ous when you | ook at them
careful ly.

DR. GOCDMAN:.  Dr. Fant?
DR FANT: Could you just reiterate the

comment you made about differences in exclusion
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criteria in your studies and sone of the other
studies with the other drugs? |If | amremenbering
your comment correctly, and validate this for ne, |
thi nk you said you included kids who potentially
had nore problens that were excluded in other

st udi es.

DR. CAMARDO. | am actually basing what
say only on the basis of what | know about our own
studies. In fact, Dr. Hammad outlined in his
review some differences between different studies,
and that information is only available to me from
that review. But having said that, we did include,
for exanple, children who had not responded to
other antidepressants. | don't knowif that is
true in the other studies or not. W have included
in the venl af axi ne studies children who actually
may have had a previous suicide attenpt. Qur only
exclusion criteria were if the child was considered
to be a high risk of suicide. So, | only know a
little bit about those.

DR FANT: Now, if you went back and

excl uded those kids in your group and reanal yzed
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the data using different exclusion criteria, how
woul d the risk | ook?

DR CAMARDG | don't know the answer to
that question. It is a very good question but I
can't answer it.

DR. GOCDVMAN:  Any other questions? |If
not, we are going to take a very brief break but |
am aski ng people not to | eave the room You can
just stretch as we prepare for the open public
hearing. | amgoing to hand the nicrophone over to
Anuj a Patel .

MS. PATEL: | would like at this time for
all registered open public hearing speakers to nmake
sure they are sitting in the reserved open public
hearing section on the |eft-hand side of the
audi ence, which is the conmittee's |eft-hand side,
just to help us be nmore efficient in recognizing
the regi stered speakers. Thank you

[Brief recess]

Open Public Hearing
DR GOCDVAN: W are about to begin. |

woul d Ii ke everybody to find their seats. For the
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next four hours we will be hol ding the open public
presentation portion of the neeting. Let me begin
by nmaking a statenent. Both the Food and Drug
Admi ni stration and the public believe in a
transparent process for information gathering and
deci si on-naki ng. To ensure such transparency at
the open public hearing session of the advisory
committee meeting, FDA believes that it is
important to understand the context of an
i ndividual's presentation. For this reason, FDA
encour ages you, the open public hearing speaker, at
the beginning of your witten or oral statenent, to
advi se the comm ttee of any financial relationship
that you may have with any conpany or any group
that is likely to be inpacted by the topic of this
meeting. For exanple, the financial information
may include a conmpany's or a group's payment of
your travel, |odging, or other expenses in
connection with your attendance at the neeting.

Li kewi se, FDA encourages you at the begi nning of
your statement to advise the comittee if you do

not have such financial relationships. |[|f you
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choose not to address this issue of financial
rel ati onshi ps at the begi nning of your statenent,
it will not preclude you from speaking.

We have approximately 70 speakers in the
next four hours who will each be allocated, for the
nost part, three mnutes a piece. To describe the
process nore clearly to you, let ne turn the
m crophone to Igor Cerney, who is the Director of
the Center for Drug Eval uati on and Research
Advi sors and Consultant Staff.

DR. CERNEY: As Dr. Goodman has said,
everyone will have three nminutes, except for one
group that has a consolidated presentation which
will be allowed five mnutes. When you have 30
seconds left the green light which has been on your
timer will turn yellow and that is your wap-up
time of 30 seconds. Then, when you are out of tinme
the light will turnred. It will flash, it wll
beep, and will cut the sound of f automatically at
that point. So, that is just letting you know what
the ground rules are for the open public hearing.

Thank you.
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DR. GOODVAN: At first blush, it my seem
insensitive to cut off the sound but we have to
achi eve the right bal ance between giving an
i ndi vidual an opportunity to express his or her
opi nion but also ensure that there is sufficient
time for everyone here who wants to speak. W are
not going to be making exceptions in the timng.

It is going to be a relatively automatic process so
pl ease gauge your presentation to ensure that you
have reached the high points before the mke is
turned of f.

| al so apol ogi ze in advance for addressing
each of you by a nunber. The data | have here, at
| east the nobst valid data, just gives ne a nunber
of each speaker presentation and then |I ask you,
when you get to the podium to introduce yourself.
No surprises here, we are going to be starting with
speaker nunber one. | would appreciate it if you
woul d stand up to the nicrophone.

DR. DUCKWORTH: Good afternoon. M nane
is Ken Duckworth and | ama Board certified child

and adol escent psychiatrist. | work part-tinme as
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the medi cal advisor to the National Alliance for
the Mentally Ill, also known as NAM. NAM has
220, 000 peopl e who have serious nmental illness or
have people in their families who have serious
mental illness. Because | work for NAM, they have
paid for ny trip here but I do no work for the
i ndustry of any kind and | get ny income from
clinical practice and taking care of patients.

NAM would like to start by saying we
believe there is sufficient reason to demand better
research, which | think is evident from your
conversations today. It is very clear that the
studies don't answer all the questions that
parents, doctors and teenagers need. W feel that
| ongi tudi nal research is one of the things that is
m ssing fromthis conversation. W knowthat it is
hard to do and expensive but we feel that it is an
incredi bly aspect of this work.

The TADS study is a very inportant and
good start, but it is only a start. W still don't
know so many aspects of the risk/benefit assessnent

that parents and doctors need to nake when they
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make deci si ons about whether to start a conpound, a
medi cati on or psychot herapy on an adol escent who
wal ks into the office with suicidality. [In that
TADS study 20 percent of the patients were
presenting with suicidality before they entered the
study. To ne, this is enblematic of the probl em of
suicidality that is endemic to the condition of
adol escent depression.

I just want to also say that the
President's Freedom Conmi ssion has told us that the
mental health systemis a shanbles. That is
i nportant because if you think cognitive behavior
therapy and thoughtfully applied nmedications, with
good nonitoring, is going to happen on a routine
basis, there is not nmuch evidence to suggest that
the systemis set up for that, and that is
somet hing that NAM wants to acknow edge, that you
know that the work force issues around getting good
care for people is a major problemthat relates to
this.

Monitoring--nmonitoring is a very inportant

pi ece of this whole conversation and | would |ike
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you to reflect on your success with nonitoring
cl ozapine for people with treatmnment-resistant
psychoses. People with treatnent-resistant
psychoses have a 10 percent chance of killing
thenselves. This is people with schizophrenia.
Your system for nonitoring clozapine enables ne to
gi ve peopl e a nedicine which is risky, may save
their Iife and may cause the rare chance of a
catastrophe. Your systemfor nonitoring for this
rare thing enables nme to prescribe this, give good
i nformed consent, and the patients and the famlies
make good deci si ons.

We al so need to renenber that as you are
constructing whatever risk/benefit information you
are giving to people everybody shoul d know what
akathisia is. Every person should know if their
kid has a famly history of bipolar illness and,
finally, every person should know, and you shoul d
conmuni cate to them that untreated depression al so
kills people. Thank you

DR. GOCDVMAN:  Thank you very much, and

wel conme our next speaker, nunber two.
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MS5. TOTTEN. Hello. MW nane is Julie
Totten, and | amthe president and founder of
Fam | ies for Depression Awareness. Regarding
financial disclosure, there is no industry noney;
we just took it out of our operating dollars for
com ng here today.

Fam | ies for Depression Awareness--1 woul d
like to speak on behal f of our nenbers who are
famlies coping with depressive disorders, our
board of directors and our advisory board. Many of
us have lost a famly menber to suicide and | | ost
my brother to suicide 14 years ago. He was
undi agnosed but afterwards, when | |earned about
depression, it was very apparent that he suffered
fromthis condition.

I would Iike to nake three points. One is
that famly care-givers are the ones who need to be
active in nonitoring treatnment. Nunber two,
monitoring is the key issue and, nunber three, nore
moni toring advice is needed, first, regarding
famly care-givers. Famlies for Depression

Awar eness is very pleased and enthusiastic that you
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have put out a warning that fanmilies, patients and
clinicians all need to monitor depression treatnent
and we are so glad that you have included famly
care-givers, people like nme who are in a position
to hel p when patients are not capabl e and doctors
are too busy, which is nost of the tinme. Please
make sure to include fanmily care-givers. They are
the ones who can make a difference.

Six nonths after ny brother took his life
| helped nmy father get diagnosed and treated for
maj or depression. | ama fanmily care-giver and
am proof that family care-givers can nmake a
difference if we are given a chance

The second issue is that nonitoring needs
to be the main issue here. People wth depression
need nedi cal treatnment and every person's reaction
to nedication is different and has to be handl ed on
a case-by-case basis, as we all know  So,
monitoring is what we need to focus on to prevent
suicides right now But the problemis that
famlies and patients do not know how to nonitor

treatnent. So, families need nmore explicit
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moni toring advice. They don't even know how often
to nake a doctor's appoi ntnent.

Fam |ies for Depression Awareness is
devel opi ng a depression treatnment nonitoring too
for medication, psychotherapy or both to help
famlies and patients track their synptons, side
effects and treatnent, and we woul d wel conme
col l aboration. W can only do so much and we need
your help. Please focus on famly care-givers nake
moni toring an issue right now, imediately, and
hel p us devel op nore specific nonitoring advice.
Thank you.

DR GOCDMAN:  Thank you very much.
would like to invite our next speaker, numnber
t hree.

MR WLKINS: Hello. | am Ronnie WIKkins,
with the ACNP. Depression in youth, as you have
tal ked about today, is a serious disorder. It
af fects every aspect of a child' s life and
increases the risk of nmore drug, al cohol use, adult
depression and suicide. Allowing to go untreated

del ays i nprovenent and it increases the |ikelihood
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of long-term negative outcones.

Controlled trials have shown that
fluoxetine is effective in the treatnent of
depression, and the recent data fromthe
NI VH funded TADS trial provides further support and
justification for the use of this nedication, In
addition, the TADS trial conpared fluoxetine to
cognitive behavi or therapy and found some evi dence
that both CBT and placebo were inferior to
treatnent with fluoxetine al one.

The ACNP strongly supports nore research
conparing psychol ogi cal and nedi cation treat nent
for depression in children and adol escents, nore
met hodol ogi cal |y sound research with other SSRIs
nore studi es of non-SSRI agents such as tricyclic
anti depressants, and studies testing strategies to
treat depressed children and adol escents who have
failed treatnent on an SSRI.

Depression as a significant risk factor
for suicide is something to be concerned about as
well. Treatnent of depression is likely to

decrease overall suicide rates. Epidem ol ogi ca
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data tends to support this view

In over 4000 children and adol escents
treated in controlled trials with antidepressants
t here have been no suicides, however, there are
i ndi cations that there may be an increase in
suicidal ideation and suicidal behavior. Recent
data fromthe U K in adults are consistent with an
increase in suicidal ideation during the initial
phases of antidepressant treatnment with al
medi cation treatnments. These uncontrolled
observations need additional rigorous study in
depressed children and adol escents before we will
have a final understandi ng of these issues.

The ACNP supports the FDA reconmmrendati on
that clinicians carefully nonitor all patients
treated with anti depressants for worsening of
synmptons and energence of suicidality, as well as
for agitation and mania. This has al ways been good
clinical practice and adding that information to
antidepressant | abeling is highly justified.

The TADS study al so shows that overall the

i npact of treatnent on depression significantly
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decreased suicidal ideation. It is inportant to
put into perspective that while some adol escents
may denponstrate a worseni ng of suicidal ideation
up to 40-60 percent will denonstrate an inprovenent
in suicidal ideation, and simlar proportions wll
denonstrate a neani ngful reduction in other
synpt ons of depression

It is only through further
met hodol ogi cal | y sound research that we will
i ncrease our understandi ng of age-specific issues
of safety and effectiveness of both medications and
psychot herapy in the pediatric popul ation
Linmiting clinician choices because of |ack of
avai l abl e i nformati on woul d not be in the best
interest of patients and it would be unfortunate if
these controversies resulted in stifling of
research just when nore research i s needed

DR. GOCDVMAN:  Thank you very nuch.
Speaker nunber five, you have five mnutes

M5. TRACY: | am Ann Bl ake Tracy, head of
the International Coalition for Drug Awareness.

am t he aut hor of "Prozac: Panacea or Pandora." M
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house is nortgaged to the hilt to pay for the | ast
15 years that | have devoted to nothing but
research on SSRI antidepressants and to fund ny
trip here.

| testified for twelve and a half years in
court cases involving these drugs. Research on
serotoni n has been clear fromthe very begi nning,
that the nmost danmaging thing that could be done to
the serotonergic systemwould be to inpair one's
ability to metabolize serotonin, yet that is
exactly how SSRI antidepressants exert their
effects. For decades research has shown that
i mpai ring serotonin metabolismw |l produce
ni ght mares, hot flushes, m graines, pains around
the heart, difficulty breathing, worsening of
bronchi al conplaints, tension and anxi ety which
appear from out of nowhere, depression, suicide,
especially very violent suicide and repeated
attenpts, hostility, violent crine, arson,
subst ance abuse incl uding cravings for al cohol and
ot her drugs, psychosis, mania, organic brain

di sease, autism anorexia, reckless driving,
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Al zheimer's, inpulsive behavior with no concern for
puni shrent, and argunentati ve behavi or.

How anyone ever thought it would be
therapeutic to chemically induce these reactions is
beyond ne, yet these reactions are exactly what we
wi tnessed in our society over the past decade and a
hal f as a result of the w despread use of these
drugs.

Can you renenber two decades ago when
depressed people used to slip away quietly to kil
thensel ves rather than killing everyone around them
and then thensel ves, as they do while taking an
SSRI anti depressant ?

A study out of the University of Southern
California, in 1996, |ooked at a group of nutant
m ce that had been genetically engineered. 1In an
experinment that had gone terribly wong, they were
the nost violent creatures they had ever w tnessed.
They were born | acking the MAQA enzynme which
met abol i zes serotonin. The end result is the same
as if they were taking an SSRI antidepressant which

does inhibit the netabolism of serotonin.
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This has been a national hol ocaust. It
must end. These are extrenely dangerous drugs that
shoul d have been banned as simlar drugs were in
the past. As a society, we once thought LSD and
PCP to be mracle nedications. W have never seen
drugs so simlar to LSD and PCP as these SSRI
antidepressants are. Al of these drugs produce
dreani ng during periods of wakeful ness. The higher
serotonin levels overstinulate the brain stem
leading to a | ack of muscle paralysis. That was
seen clearly in the case of conedian Phil Hartman

and his wife in the terrible nmurder-suicide. Thank

you.
M5. GOLF: Thank you for allowing nme to

speak here today. M nane is Marion Golf. | am

here today with my other daughter. It was her twn

sister who was put on SSRIs.

I would Iike to ask all of you a few
questions. Wy is it easier to have
anti depressants prescribed to our children than to
have anti biotics prescribed for then? Wy are

anti depressants handed out so easily to our
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chil dren?

During the fall of 2002 my nine year-old
twi n daughter was diagnosed with an eating di sorder
by a doctor who never did a sufficient nmedical or
psychol ogi cal workup. Up to that point she had
been a happy and beautiful child, a sweet child.

We told himthat this was unlike her, that it had
come on suddenly and severely. Instead, within a
week of seeing this eating disorder specialist, she
was given Zol oft up to 75 ng, which was then
switched to Paxil. At one point she was given 30
mg of Paxil and up to 10 ng of Zyprexa at the sane
time. These drugs did not help her. They nade her
sui ci dal and abusive to herself and to our famly.
We al most | ost our child twice.

My daughter was finally di agnosed with
chronic Lyme's di sease, in January of this year.
Because of the delay in treatnent she has been on
i ntravenous antibiotics and continues in this way,
but she has nade incredible progress while on these
anti biotics.

The anti depressants that were given to ny
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daughter are dangerous. Wuld any of you prescribe
these nedi cations for you own children? Wy are we
turning to drugs before we truly understand the
probl en? My daughter could still be on these
m nd-altering drugs if ny husband and | were not so
persistent in getting to the truth.

When a child presents with a
mul ti-systemc problemwhy isn't Lyne's disease
ruled out first? Lyne's disease is the fastest
growi ng infectious disease in this country..

DR. GOODMAN:  Thank you for your
t esti nony.

[ Appl ause]

Speaker nunber five?

MR CHONI LEWBKY: M nane is Andrew
Chonil ewsky. | amnot affiliated wth--

DR. GOCDMAN:  Coul d you bring the
m crophone cl oser to you?

MR, CHONI LEWBKY: Surely. M/ nane is
Andr ew Chonil ewsky. | amnot affiliated with any
organi zation at all, just totally on ny owmn. If

you notice fromslide one, this is the nane of ny
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ex-wife. She is a VA psychiatrist currently
practicing. She is homcidal, suicidal. She is a

psychiatric drug user, nother, child abuser and dog

killer. This is what she is. | can docunent
everything. It is certainly in the court records.
Nevert hel ess, she is still practicing. That is her
wor kpl ace, where she is. | amnot afraid of
exposur e.

I would request slide two. | received

this, an affidavit in support of prelimnary child
protection order fromthe State of Mine regarding
my son. This is an affidavit nade before Gi

D Agostino, State of Miine, Department of Human
Servi ces, being duly sworn.

Next slide, please. This is rather
interesting. It cones down to, for all the talk
and all the mnutia given psychiatric drug trials,
regression analysis--1 amrather remnded in a
far-off time, in a far-off land of the dialectics
of Marxismand class struggle. It is neaningless.
However, you have one of your colleagues here, a

trained, Board certified psychiatrist with added
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qualifications in geriatric psychiatry, and | am
inclined to believe this tine what Dr. Runden wote
about herself in revealing her set of depressions,
suicidal feelings regarding ny child and herself
for she planned to kill ny child first, then
hersel f, but there was a snowstormthat she did not
expect so she did not. That is her reasoning.

Her comments are very interesting. She

has forged ny signature, forged docunents, perjured

herself, stolen, lied. She is a whore.
Nevertheless, | aminclined to believe what she
wites in terns of her status, nental status. | am

inclined to give her credibility for the so-called
mentally ill, besides being self-indul gent and
bei ng control freaks..

DR. GOODMAN:  Thank you. Number six,
pl ease.

M. FURLOUGH: Hello. M nane is Susan
Furlough. | amnot affiliated with anyone. This
is my son's letter to you. Good afternoon--

DR. GOCDVMAN:  You need to bring the

m cr ophone cl oser
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M5. FURLOUGH: |Is that better? This is a
letter fromny son. He says, good afternoon to
everyone. M nane is Ryan Furlough. Please excuse
me for not being there in person for, at present,
amcurrently incarcerated. | was only 16 when |
started taking the antidepressant Effexor XR |
started out with a small dose of 75 ng and over a
short period of time was up to 300 while | was only
17. Wiile | was on the drug ny depression got
worse, conpletely affecting all aspects of my life.
Negati ve thoughts filled nmy m nd night and day.
wasn't living at all; | was just existing. | felt
like I was on the outside |ooking in on life.
bel i eve that everyone hated ne and not hi ng seened
to be right for ne. | gave up on life and it
seenmed |i ke everyone el se had no purpose.

Unfortunately, solving this probl em neant
the death of the best friend | ever had. | felt
uncontrol | ed hate towards hi mbecause, beyond ny
comprehension to where | acted like | was an
enot i onl ess puppet, havi ng soneone el se pulling ny

strings to what ny fate would be. Now the worst
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thing has happened and | can't fix it now. | am

off Effexor XR and | can't understand what | was

then. This nedication changed ne, who | was then

and who | amnow. There is no other Ryan there.

There is a new Ryan, the Ryan that used to be there

before nedicines. | know who | amnow, just like I

di d before.

As | said to you, it is too |late now

famly and friends are forever traumati zed and ny

own famly feels the same way, except they are

relieved that | amenerging froma dark cloud of

Effexor. | ask you to please take action and stop

these drugs now. Too many tines have | read about

peopl e |i ke ne having problens wth Effexor and

other antidepressants. Too many tines have | put

t he shoes on of the other cases simlar to m ne,

knowi ng how nuch pain and suffering they are going

through. Too many tines have | had to see people

di e because nobody will take action.

It is sickening to know that cases such as

mne will continue to show up, and unless you do

sonet hing now nore nen, wonen and children will
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die. Please don't let this continue to happen
O her countries have started to pay attention and
step up, shouldn't we do the sane for our children?
Thank you, Ryan Furl ough.

As you have heard fromny son, many peopl e
are suffering fromthese drug adverse reacti ons.
These drugs change kind, gentle children into
monsters. Please listen now before it happens to
your famly. You have the proof in front of you
fromall the famlies that are in this roomtoday.
Even if the drugs can help sone people, it is not
acceptable to lose one nore life. Doctors are
busy. | ama registered nurse, | know that. They
don't read everything they get. These drugs need
to be taken off the nmarket to protect our precious
children, and also to protect the young adults that
are al so having reactions, but nobody is |istening.

My son says to you stop the drugs now as
every day is a potential for another death. MW
life is forever changed..

[ Appl ause]
DR GOCDMAN:  Thank you very much.
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Speaker nunber seven, please step forward.

M5. VAN SYCKEL: Good afternoon. M nane
is Lisa Van Syckel. The FDA and the pharnaceutica
i ndustries have repeatedly stated that it is the
di sease, not the drug, that causes our children to
become violent and suicidal. It wasn't the disease
that caused ny daughter to viciously nutilate
herself; it was the drug. It wasn't the disease

that caused ny daughter to becone violent and

suicidal and out of control. It wasn't the di sease
that caused her to screamthe words "I want to
die. "

And, it sure as hell was not the disease
that caused Christopher Pittman to kill the two
peopl e he I oved the nost, his grandparents. He had
been on Zoloft just three weeks and he was 12 years
old. Christopher is now facing life in prison as
an adul t.

I am asking everyone in this roomto help
me to help Joe Pittman to save Chri st opher
Pittman's life. It is alife worth saving.

Chri stopher is an honor roll student, doing well in
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psychot herapy since he has been off the nedication
Does he deserve life in prison because you, as
adul ts, cannot accept responsibility to tell the
truth, to come forward? | think it is tine, |adies
and gentl emen, that you become adults and you cone
forward and you help this young boy.

Pfizer refers to ne and others as a
detractor of SSRIs and that | am m sinform ng
| egislators with oversight responsibilities. As an
adult, | amconsidered fair gane for verbal attacks
but, | adies and gentlenen, Pfizer crossed the |ine
the day they attacked a dead child. They viciously
attacked a dead child and you all knowit. And
you, | adies and gentlemen, as adults, need to tel
Pfizer that they need to stop

I would Iike to end by saying thank you to
Congressman M ke Ferguson of New Jersey who has
oversight responsibilities, who has spent countless
hours with me and other fanily nenmbers in show ng
compassion. | thank himfor his assistance in
all owing ne, and supporting me in ny pursuit for

congressi onal hearings because we need crimna
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charges to be filed agai nst many.

I would Iike to end the rest of my tine in
a nonment of silence for all of those children and
adul ts who have lost their lives to
anti depressant -i nduced vi ol ence, hom cide and
sui cide. Thank you

[ Appl ause]

DR. GOCDMAN:  Thank you. Speaker nunber
ei ght, please

MR LAGURRE: Good afternoon, |adies and
gentlenen. M nane is Raul Lagurre. | am here on
behal f of ny son, whose name | cannot nention, and
all the other victims that shall remain nanel ess
The American governnent was formed to protect and
serve and help the people, yet it has failed us.
The FDA was formed to protect consumers in show ng
that the drugs we consune are, indeed, safe but
they still allow conpanies to distribute dangerous
anti depressant drugs on the market even though
there are severe side effects to children and
adol escent s.

My son was under the influence of an
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anti depressant drug and now he faces a | ong prison
termand an i nnocent person was hurt. Before he
took these drugs he was a gentle, |ovable kid who
never hurt hinself or any other person. Because of
this failure of a major drug conpany in rel easing
informati on on suicide effects of antidepressant
drugs, | nay lose ny son to the system He is one
of a thousand of victins who suffered severe side
effects, and continues to do so, yet this conpany
continues to supply the market with them

The FDA needs to step up, protect the
consuner and crack down on these drug conpanies
before nore lives are lost. Thank you very much.

[ Appl ause]

DR. GOCDVAN:  Speaker nunber nine?

MS. PULP: Distinguished conmmittee
menbers, ny name is Aoria Pulp and | am here on
behal f of DBSA, the Depression of Bipolar Support
Alliance. W are a national patient-driven
advocacy organi zation, with nmore than 1000 support
groups throughout the country that assist the nore

than 25 mllion Americans living with a nood
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di sorder.

Untreated depression is the number one
risk for suicide anong youth. Wth suicide as a
third | eadi ng cause of death ampng 15-24 year-ol ds
and the fourth | eadi ng cause in 10-14 year-ol ds,
medi cation treatnent options for youth are
absolutely critical. As an organization, DBSA has
been actively involved with the youth popul ation

On the screen before you is the cover of
the "Stormin nmy Brain," a publication conpiled by
DBSA and the Child and Adol escent Bi pol ar
Foundation. As you can see, this art work, created
by young people with nood di sorders, graphically
di splays the feelings they associate with their
illness. These illnesses, if left untreated, can
| ead to tragi c consequences.

DBSA does not believe there should be
limts to therapeutic options open to doctors and
families. But we do believe that whatever
treatment is selected, whether it is nedication,
psychot herapy or support groups, parents and

physi cians need to be diligent in nonitoring
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synptons to avoid self-harmof all types
Therefore, we support strict nmonitoring of existing
and energing treatnent options.

DBSA appreci ates and supports the very
hard work of these two advisory conmittees in
exam ni ng whether certain nedications increase the
risk of suicidality in adol escents. Like NAM,
DBSA bel i eves even further research is needed and
that the results of clinical trials should be nmade
avai l abl e to the public.

We urge the National Institute of Menta
Health to increase research on the proper
treatnents for children. Depression and bi pol ar
di sorder are real treatable medical illnesses that
af fect both children and adol escents. Wile we
recogni ze that there nmay be consequences or
occurrences where, w thout adequate nonitoring,
certain patients have responded negatively to
certain nmedications, in many others they have.

Take, for exanple, a woman named Tara who
contacted the DBSA to say that after trying a

nunber of nedications her 12 year-old son had found
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a treatment that appeared to be working. M child
never actually laughed until he was 12 years old,
she said. |magine what a joy when he finally did.

As FDA | ooks to potentially regul ate
certain medi cati ons, DBSA urges these advisory
conmmittees to | ook closely at the successes as well
as the shortcom ngs in existing treatnment options
and act accordingly. W can help children quel
the storms in their brains.

[ Appl ause]

DR. GOCDMAN:  Thank you very mnuch
Speaker nunber ten?

MR. VI CKERY: Good afternoon. M nane is
Andy Vickery. | ama trial |awer from Houston
Texas, and for the bulk of the last nine years
have represented the fanmilies of victinms of
SSRI -i nduced vi ol ence.

I have three separate and different things
to share with you if ny tine pernits. First, when
I was here in February the witten materials and
the presentation | nmade expressed a concern that

when you search the databases you are | ooking for
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the needle in a haystack--Eli Lilly's words, not
m ne--needle in a haystack because the clinica
trials were not designed to capture suicidality.
They use rating scales that have only one itemon
the rating scale even though there are others that
are nore refined and difficult to find because we
know that there is a redistribution of risk

Ti scher and Cole wote about this in '93.
Dr. Gordon Parker, from Down Under, wote to Lilly
about it in 1990. It nay help sonme over here and
harm sonme over here. So, if you are |ooking for a
signal, you are looking for a needle in a haystack
M racul ously, in spite of that, you have found the
needl e but | still am concerned that you are
| ooki ng the wong way.

Lilly knew in 1990, when they met with the
FDA, the best way to answer this question in a
scientifically proper way was through a rechall enge
protocol, not through RCTs and not through epi
studies. They pledged to the FDA that they woul d
conduct such a study. They never did it. You

never made them
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The second item| would like to bring to
your attention is that in the interim since this
committee net |ast, the FDA has bl essed a new drug
on the market, dul oxatine released just a couple of
months ago. It is an SNRI. There are conpl eted
suicides in the clinical trials, including one of a
heal thy vol unteers, on February 7th of this year
It was, nonethel ess, approved. |If you are going to
differentiate in the warnings, |adies and
gentl enen, that one needs a black box on it.

Finally, I wish you could hear from somne
of the victins thenselves. | only have 55 seconds.
I would tell you if | could--ny nane is Christopher
Joseph Gangwi ch. Two weeks fromtoday woul d be the
fourth anniversary of nmy death. | got the Paxi
because nmy girlfriend wasn't being nice to ne. |
went to ny nom They put ne in the hospital. The
doctors increased the Paxil. A week later | was in
the hospital again--nore Paxil. Four days |ater
hanged nyself in the closet. Before | did, |
carved a nessage, a nessage for you, the

wor ds--"dying; help,” in ny own groin--in ny own
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groin. Ladies and gentlenmen, kids are still dying.
WIl you hel p thenf

[ Appl ause]

DR. GOODMAN:  Thank you very much. |Is
speaker number 11 here?

MB. SHARAV: MW nane is Vera Sharav, and
amthe president of the Alliance for Human Research
Protection. In contrast to today's presentations,
every independent analysis of the data, including
FDA's own, has corroborated King's 1991 report
descri bi ng the devel opnent of intense
self-injurious ideation and behavior in six
chil dren who received fluoxeti ne.

The Moshol der report, which was emnbar goed
for six nonths and didn't see the |light of day
until we put it up on our website, confirmed that
children exposed to an antidepressant are tw ce as
likely to suffer suicidal-related adverse events
conpared to those given a placebo. Dr. Mshol der
identified 78 cases and reconmended di scouragi ng
of f-1abel pediatric use of SSRIs. Colunbia's

reclassification identified 17 additi onal cases.
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The FDA and drug conpani es have known the
ri sks and conceal ed them for over a decade, and the
blinders are still on. Physicians and parents
continue to be deceived with fal se assurances that
the drugs are safe and effective. FDA s excuses
for its inaction insult our intelligence. Dr.
Tenpl e maintains that both the data and Mshol der's
interpretation were inperfect, and behaviors
| abel ed suicidal could have been accidents.

When a fire erupts, the fire departnent
doesn't wait until it has absol ute proof of
causality before it acts. The committee's charge
is not to answer why or how the drugs increase
suicide risk. Gven that the drugs' failure in
controlled clinical trials to show an effectiveness
for children, and given the |link between drug
exposure and increased risk of suicidal behavior
has been scientifically established, the
conmittee's charge ought to be how to best protect
chi | dren.

In addition to suicide risk, SSRIs are

linked in children to stunted growth, cardiac
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abnormalities, mania and a trenendous rise in nanic
depression. How many children need to be harned
before action is taken? Children's safety in these
trials is a concern as well. FDA' s review
identified Prozac study HCIE as, quote, one of four
trials with the |argest nunber of definitive..

[ Appl ause]

DR. GOODMAN:  Thank you very much. We are
ski ppi ng nunber 13 because the FDA is
superstitious--no, actually nunber 13 has not
shown, and we are turning to number 14.

MS. TIERNEY: Hello. M nane is Jennifer
Tierney, and | have no financial ties to anyone but
my husband- -

[ Laught er]

My daughter, Jamie, and | attended the
| ast advi sory meeting during which she descri bed
her experience on Effexor. Jam e was prescribed
Ef f exor for m grai ne headaches, not--and | want to
enphasi ze--not for depression. She becane suicida
on Effexor for the first time in her life and, to

make matters worse, when she tried stopping Effexor
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she suffered trenmendous wthdrawal reactions.

Fol I owi ng the February PDAC, | net with
menbers of HHS and Dr. Tenple. | followed up with
a letter to the FDA which | cc'd to the entire
advi sory panel, detailing the history of FDA' s
failure to protect the public health related to
anti depressants and suicidality.

I have returned today to make a coupl e of
points. First, | want to thank the panel fromthe
February neeting for actually listening to us and
for taking us seriously about our concerns.

Second, | would like to say that | am appall ed that
the FDA woul d not allow the maker of Effexor to

pl ace stronger warnings in its label, stating that,
quote, in pediatric clinical trials there were

i ncreased reports of hostility, and especially in
maj or depressive disorder suicide-related adverse
events such as suicidal ideation and self-harm
unquote. This is what the data shows, yet the FDA
will not allowit.

One has to ask whose interest is the FDA

protecting here? | honestly do not know how t he
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i ndi vidual s responsible for this can even sleep at
night. Now the U K has all but banned these drugs
in children and adol escents. Dr. Mshol der found
an increased risk of suicidal behavior in children
and adol escents taking the drugs, which certain
people within the FDA tried to suppress. Now the
revi ew by the Col unbia group, despite its flaws,
seens to confirmthat risk

Vell, it doesn't take a rocket scientist
to figure out that if a drug |acks efficacy, which
has been a problem for the drug conpanies in both
child and adult clinical trials, and it has serious
ri sks such as suicidality, you probably should not
be prescribing it to as vul nerabl e popul ati on as
children and adol escents. The argunent that one
doesn't want to deter people fromtaking them
doesn't hold water when you consider the |ack of
efficacy. But for those famlies who still argue
that drugs have been hel pful to their child, that
does not justify w thhol ding warnings that woul d
have hel ped nmy child and save lives.

One last coment | would like to make is
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that Pfizer's very personal attack on Dr. David
Healy and the father who lost his 13 year-old
son--he hung hinself while on Zoloft--is nothing
short of reprehensible. 1t appears that Pfizer is
getting down and dirty. Dr. Healy is a pioneer
whose bravery and strength of character has saved
lives. As for the boy, even if Pfizer's facts were
accurate, the drug is..

[ Appl ause]

DR GOCDMAN:  Thank you very much.
Speaker nunber 15, please cone forward to the
m cr ophone.

DR SALERI AN: CGood afternoon. | am Dr.
Salerian. | ama psychiatrist and nmedical director
of a private psychiatric clinic, and | primarily
practi ce psychopharm

As a society, we are wonderful at
devel oping villains and heroes, and it is
i npossible for ne to sit in this roomand not to
realize that it is as if we had two groups of
peopl e, good peopl e and bad peopl e, and dependi ng

on what side you are taking, the other side is the
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eneny and we are questioning their values and
integrity. The truth is, as a psychiatrist, | am
very ashamed of how poorly we have served the
nation in ternms of educating about the dangers of
side effects of antidepressants, and this is the
truth. So, in that way, | personally apol ogize to
anybody--to nothers and fathers, whose children
have been affected adversely by antidepressants.

It is also true that depression is a rea
illness. It exists. |t existed before
antidepressants. | grew up in Turkey and | can
tell you that even today not nany people take
anti depressants, but a good nunber of people nanage
to comrit suicide or have miserable lives. The
significant thing to know for all of us is that
depression i s a dangerous di sease, so are
ant i depr essants.

Now, in terns of our approach and the
nunbers--recently | published an article and
reviewed an article in Lancet about antidepressants
and safety. M analysis is that we are naking a

big mistake by not realizing that depression is a
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het er ogeneous group of depressed kids and
adol escents; it is not just one group. Wen a
child is depressed he nay grow up and devel op
not hi ng; may grow up with a bipolar illness; may
grow up and becorme an adult wi th schi zophrenia or
any other serious psychiatric illness. Qur current
technol ogy and science is not enough to
differentiate one diagnosis, particularly children
who present with depression and who are dor mant
candi dates to becone severely ill as adults. This
itself causes trenendous vul nerabilities and,
therefore, nonitoring is essential to prevent side
ef fects and dangerous consequences such as suici de.
So, better nonitoring would be nmy advice. Thank
you.

[ Appl ause]

DR. GOCDMAN:  Thank you very mnuch
Speaker nunber 16, please cone forward

MS. BOSTOK: Over ten years ago, in the
article,
"Anti depressant Drugs and the Energence of Suicida

Tendenci es," Harvard doctors described nine
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mechani sms by whi ch anti depressants can induce
suicidality. M daughter, Cecily, who stabbed
herself to death after three weeks on Paxil
exhi bi ted behavi or on anti depressants that closely
fit these mechanisms. W need warnings for all of
t hem

One, energi zing--anti depressants nmay
provide the energy to enabl e depressed patients to
act on preexisting suicidal plans. The authors
affirmthe rel evance of this nechanismto other
cl asses of antidepressants besides SSRIs but state
that in no case was there evidence that strong
preexi sting sel f-destructive urges were energi zed
by Prozac. Cecily had no history of suicidality.
She was not given Paxil for depression but for
raci ng thoughts and her energy did not inprove.

Two, paradoxical worsening--Cecily's nood
di d worsen on Paxil

Three, akathisia--in the |ast days of her
life Cecily was jittery.

Four, panic anxiety--after Cecily started

treatnent she became very fearful upon waking. The
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| ast day of her life she cane shrieking from her
bedroom terrified by the noise of a
pl ane--conpl etely uncharacteristic.

Five, manic or m xed states--although
Cecily had no confirned diagnosis for nood
di sorder, she was being treated for manic-1like
synptons. Paxil was exactly the wong nedication
for her. Patients should be closely nonitored for
the energence of mani a which can enhance vi ol ent
and aggressive behavior or a mxed state can
augnment suicide ri sk.

Si x, sleep disturbances--on the first
ni ght she took an anti depressant she wal ked in her
sl eep. She had never done this before. There is
evi dence she was sl eepwal ki ng when she died. She
did not turn on any lights or nake any noi se when
she stabbed herself at 2:00 a.m Quote, Prozac
produced a dramatic increase in rapid eye novenent
even during non-REM sl eep stages. It reduced delta
sl eep, causing energence of day terrors simlar to
unnedi cated patients with a history of suicida

attenpts.
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Seven, suicidal preoccupation--on the |ast

day Cecily confessed uncharacteristic fears, and

after dinner stared strangely at her knife. This

frightened me but | never dreanmed she was
contenpl ati ng sel f-harnm she had never done so
before. Quote, strong obsessive, renarkably
vi ol ent suicidal thoughts energed after Prozac
treat ment.

Ei ght, borderline state--synptons of
borderline disorder suggest a state of serotonin
dysregul ation. Cecily's autopsy revealed a very

hi gh bl ood | evel of Taxol and, thus, acute

dysregul ati on. Quote, patients who do not suffer

from borderline disorder may have drug-i nduced
borderline reactions that include energence of
uncharacteristic aggression, self-nutilation and

sui ci de.

Ni ne, EEG activity--Cecily said when she

took a pill she felt like it was frying her brain.

One study reported a..

[ Appl ause]
DR GOCDMAN:  Thank you very much.
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Speaker nunber 17, please cone forward to the
m cr ophone.

DR FASSLER: Thank you. M nane is David
Fassler. | ama child and adol escent psychiatrist,
fromBurlington, Vernont. | am speaking on behal f
of the American Psychiatric Association. No
pharmaceutical or other industry support was used
in conjunction with ny appearance here today.

I would lIike to enphasize a few key
points. First, childhood and adol escent depression
are very real illnesses which affect between 3-5
percent of all young peopl e.

Second, these are extrenely serious
conditions with very significant consequences.
Research tells us that over half of all kids who
suffer fromdepression will eventually attenpt
sui cide at |east once, and over 7 percent will
actually die as a result. Fortunately, effective
treatnent is available. Medication, including the
SSRI anti depressants, can be extremely hel pful and
even life-saving for sone children and adol escents,

but nedication alone is rarely an adequate or
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sufficient intervention for conplex child
psychi atric di sorders such as depression

Wth respect to the SSRIs, | would offer
the followi ng cooments and observations. The
studies currently avail abl e do suggest that the use
of these nedications may be associated with an
increased risk of certain suicide-related thoughts
and/ or behaviors in sone children and adol escents.
However, the data is far fromclear.

For exanple, as we heard this norning, the
same data indicates that there is no significant
increase in the worsening or energence of suicida
synptons. As you have al so heard, concerns about
sui ci dal thoughts and behaviors early in the course
of treatment are not new. They are al so not
limted to the SSRIs, nor are they linmted to the
treatment of children and adol escents. Thoughts
about suicide are al so not uncommon, especially
during the teenage years. According to the CDC
one adol escent in six thinks about suicide each
year. Fortunately, the overwhelmng najority of

young peopl e who have suicidal thoughts do not
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actually comrit suicide. But every suicide is a
tragedy and any increased risk of suicidal thoughts
or behavior, no matter how small, nust be taken
very seriously.

However, based on the data currently
avai |l abl e, nmost clinicians believe, and | woul d
concur, that for children and adol escents who
suffer from depression the potential benefit of
these nedications far outweighs the risk

There is al so general clinical consensus
that all of the antidepressants are effective for
sone but not all children and adol escents.

Research indicates that between 30-40 percent wll
not respond to an initial medication, however, many
of these young people will ultimately respond to a
di fferent nedication

Let me close with the follow ng specific
recomendations. First, we strongly support the
devel opment of a national registry of all clinica
trials.

Second, we support the continuation of the

current FDA warnings with respect to SSR
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anti depressants. W believe the | anguage is
appropriate and consistent with our current
know edge, understandi ng and scientific data.

Finally, we fully support the call for
additional |arge-scale research studies. Thank
you.

[ Appl ause]

DR. GOODMAN:  Thank you very much for your
presentation. Speaker nunber 18, please cone
f or war d.

MR, WOODWARD: My nanme is Tom Wodwar d.
My wife, Kathy, and | have four children. Julie,
the ol dest of our four children, took her life on
July 22, 2003. Julie was a gentle and beautifu
young girl. She was only 17. She was deeply | oved
and is truly missed by all who knew her. Julie was
a normal teenager, dealing with normal teenage
i ssues. She had no history of self-harm or
sui ci de.

She was prescribed Zol oft and we were told
that it was safe, very mld, extrenely effective

and essential to her getting better. Seven days
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after taking her first Zoloft tablet Julie hung
herself in the garage of our hone. W have since
| earned that Julie began experiencing akathisia
al nost immedi ately after taking the first pill

Julie never harmed herself in her 17
years. The only variable was seven days of Zoloft.
W are certain that Zoloft killed our daughter
The recent JAMA article stated that the risk of
suicide is 40 tinmes greater during the first nine
days of treatnment with an SSRI. | believe this is
a national crisis.

The drug industry has oversold the
purported benefits of SSRI drugs and aggressively
pronoted their use. As the Spitzer |awsuit
confirnmed, drug conpani es have purposely msled the
public about the safety and efficacy of their
drugs.

The probl ens associated with these drugs
are particularly frightening in |ight of the Bush
adm nistration's new Freedom Initiative, a program
desi gned to subject every school age child in this

country to psychol ogical testing. The way these
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tests are designed, many children will fail and
inevitably be prescribed an SSRI. Tragically, sone
of these children will then go on to nutilate
t hensel ves, commit acts of violence, or kil
thenselves as a direct result of these drugs. W
are too quick to nedicate our children

Qur system of nedical treatnment is based
on a sacred circle of trust. This trust has been
broken. Children ook to their parents to protect
and guide them Parents seek out the advice and
counsel of physicians and nmental health
professionals who, in turn, largely rely on the
drug industry opinion | eaders and the FDA to all ow
themto fulfill their role as informed
intermedi aries. The drug industry has enpl oyed
tactics of deception, distortion, msdirection and
mani pul ati on.

Bi g PhARVA' s noney has corrupted the
process and destroyed the sacred trust. They buy
political influence that secures the placement of
individuals within the FDA to do their bidding,

such as Dan Troy whose mission is clear--damm the
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public and protect his former drug industry clients
at all cost. Troy is nore concerned with tort
reformthan with children's |ives.

Seni or | eadership at the FDA drag their
feet and make Orwellian statenents such as, just
because these drugs have not been proven to be
ef fective does not necessarily nmean they are
ineffective. This gibberish is an insult to the
Ameri can public and would be | aughable if the
consequences weren't so terribly tragic.

Drug industry CEGCs at Pfizer and those at
A axo and Lilly, senior |eadership under FDA--Troy,
Crawford, Tenple, Katz and Laughren know the truth
and t herefore have bl ood on their hands.

| deeply appreciate the work of this
conmittee. | know there are good people at the FDA
trying to do the right thing in spite of the FDA's
current |eadership. [Inplenent class-wi de, strongly
wor ded bl ack box warnings i mmedi ately, inclusive of
Prozac, not some carefully worded drug industry
versi on designed to protect their interests instead

of the public's. The FDA needs to be restored to
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its vitally inportant mission of protecting the
wel fare of the Anerican public.

[ Appl ause]

DR. GOODMAN:  Thank you. Speaker nunber
19.

MS. MCDONALD: Good afternoon. M nane is
Sheila McDonald. | amthe vice president of the
Board of the Child and Adol escent Bi pol ar
Foundati on.

The public is alarned that SSRIs nay cause
children to beconme suicidal. What alarnms us is
that untreated children, prepubertal children and
teens with affective nood disorders are already
suicidal at high rates. This is the crux of the
probl em

Just two days ago there was a posting on
our website, and | quote a woman about her 10
year-ol d son where she says, "I thank God for each
and every pill, each and every day that | don't
have to listen to ny son, ny little boy say that he
wi shes he was dead." She was tal ki ng about nood

stabilizers, not SSRI's but we cone back to the crux
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of the problem which is that untreated children
are al ready sui ci dal

I have prepared remarks. | think they
have been handed out to you, and this may be a
little disjointed. | wanted to talk actually about
sone testinony that we have heard this norning.
have two points on that. One is that the research
is not where it should be. 1t is not advanced
enough for us to be able to distinguish between
children with naj or depressive disorder and
children wi th bipolar disorder.

Secondly, as a lay person, which | admt
that | am many of these events | think can be
expl ai ned perhaps by SSRI's triggering
disinhibition for children who perhaps have
presented with a major chil dhood depression
di sorder but, in actuality it is bipolar disorder.

This norning Dr. Laughren asked the
conmittee what research is needed. |In ny prepared
remarks we urge that significant resources be
devoted to both the suicidality conmponent inherent

in certain pediatric brain disorders and on the
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ef ficacy and safety of nedications used to treat
these disorders in the pediatric popul ation. W
nmust realize that children are not short adults.

What | think this nmorning s testinony has
made clear is that research nust be devoted to
di agnosi ng appropriately the pediatric psychiatric
disorders. Al the presenters have nade the
assunption--as | like to say, they have put the
bunny in the hat. It is easy to pull the bunny out
once you put the bunny in--bunny in the hat. Dr.
March says that his studi es have excl uded bi pol ar
disorder. Dr. Dubitsky speaks of the, quote,
potential influence of study design on suicida
risk. Qur children are ill. Qur children need
medi cal hel p and they are excluded fromthese
studi es, our children who have bipol ar di sorder

At this time we don't have a nmagic
dip-stick to tell whether you have MDD or BP.
Clinicians nmust be cognizant that an epi sode of
chi | dhood depression can signal bipolar disorder
and that in certain cases antidepressant use nmay

trigger or provoke mania. W do want anplified
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war ni ngs and nonitoring, but we do oppose any
attenpt to ban the use of antidepressants as they
can be an inportant and potential l|ife-saving too
in the treatnent box when carefully nonitored.
Thank you.

DR. GOCDVMAN:  Thank you. Speaker nunber
20?

DR. WALKUP: | am John Wal kup. | ama
child and adol escent psychiatrist, on the faculty
at Johns Hopkins. | currently have grant support
fromEi Lilly, Pfizer and Abbott, and within the
past year | have received honoraria fromlLilly,
Pfizer and Janson. No one is paying for ne to be

here and | don't represent anyone today ot her than

nmysel f.

I ama clinician and also a clinica
investigator. | have conducted federally-funded
trials like TADS. | was a participant in TADS and

I have al so participated in industry-sponsored
trials As a clinician, there is nuch at stake
today. There are many, nany children who have

benefited from appropriate assessnent and
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treatment, and | amafraid their stories may get
|l ost if soneone doesn't speak for them

Prior to this controversy we knew a | ot
about depression, and one of the things that we
knew about was the early risk for suicidal ideation
early in the course of treatnent. In addition, we
were al so trained that nedications, not just SSRIs
but ot her nedications, can cause behavioral side
effects. So, other antidepressants, the
tricyclics, antihistam nes |ike Benadryl, and
anti-malarials were recently reported in the
newspaper. Anti-psychotic nedications and
stimulants can all cause changes in behavior. What
is unusual is the Iink between changes in behavi or
and suicidal acts that we do not understand even
t hough changes in behavior are a part of the
spect rum of drug effects.

Wth that said about suicidal behavior, |
would like to talk a little bit about the efficacy
trials. It is very surprising to ne as a clinician
that the clinical trials do not docunent efficacy

of antidepressants in depression. Wen | |ook at
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the clinical trials, there are two types of

clinical trials. There are the federally-funded
trials and then there are the industry-sponsored
trials. If you |ook closely at the nethodol ogi es
for both, there are significant differences in the
met hodol ogi es for the federally-funded trials and
the industry-sponsored trials, with the

federal ly-funded trials having a much higher
standard for ongoing quality assurance and training
of investigators and participation.

My recomendations to the FDA, as hunble
as | can be, please don't nake policy based on
conplex and rare events. It is a dangerous
precedent and it can do nore harmthan good. |If
you do go to a stronger warning, please provide a
warning that clarifies but doesn't magnify.
Magni fi cati on of the warning may actually do nore
harm t han good to the kids who actually need to
conme to care

Lastly, | would encourage the FDA, as it
reviews future clinical trials in children, to

t hi nk about those kinds of standards that are set
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t hrough the peer review process for clinical trials
in kids, and to incorporate sone of those quality
measures in those clinical trials. Thank you

[ Appl ause]

DR. GOODMAN:  Thank you. Speaker 21
pl ease cone forward

MR TAYLOR M nane is Mark Taylor and |
am one of the victins, one of the many victinms of
the SSRI antidepressant era. | took 6-13 bullets
in the heart area at mny high school when Eric
Harris who was, in fact, on Luvox fired at ne.

They al nbost had to anputate nmy leg and ny arm M
heart was m ssed by only one nmillineter. | had
three surgeries. Five years later | amstil
recuperating.

I had to go through all this to realize
that anti depressants are dangerous for those who
take themand for all of those who associate with
those who take them | hope that my testinony
today shows you that you need to take action
i medi ately before nore innocent people like ne and

you get hurt or die horrible deaths as a result.
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As Anericans, we should have the right to
feel safe, and if you were doing your jobs we would
be safe. Wiy are we worrying about terrorists in
ot her countries when pharnaceutical conpanies have
proven to be our biggest terrorists by rel easing
these drugs on an unsuspecting public? How are we
supposed to feel safe at school, at hone, on the
street, at church or elsewhere if we cannot trust
the FDA to do what we are paying you to do? Were
were you when | got shot?

You say that these antidepressants are
effective. So, why did they not help Eric Harris?
According to Eric, they hel ped himfeel suicidal
He reported to his psychiatrist he was having
psychotic reactions to the drug. They took himoff
it. He said he was doing great. They put him back
on it. He was having suicidal thoughts again.
These drugs hel p increase the rage in people and
cause themto do things they would not do anyways.
So, why do these so-called antidepressants not make
hi m better?

I will tell you why. It is because they
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don't work. W shoul d consider antidepressants to
be acconplices to the nurder.

MS5. TAYLOR:. Hello. M nane is Donna
Tayl or and Mark did go through these injuries.

Mark and | both know that had Eric Harris not been
given the antidepressants both Zol oft and Luvox the
ni ght mare at Col unbi ne woul d never have happened to
our famly and our lives. But Col unbine was only
the begi nning of the antidepressant-introduced
nightmare. | was al so given antidepressants and
suffered side effects, including suicidal thoughts
and horrible Paxil w thdrawal .

To this day, four years later, | amstil
suffering adverse events. Many ot her nenbers of mny
fam ly have been on antidepressants with disastrous
results. \Where there was never a..

[ Appl ause]

DR. GOCDVMAN:  Thank you. Speaker nunber
22, please cone forward to the nicrophone.

M5. WOODSACK:  Hi, my nanme is Kin Wodsack
and ny husband of al nbst ten years, Wody, died of

Zol of t-i nduced suicide after being on the drug for
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five weeks, with the dosage increased just prior to
hi s deat h.

He was prescribed Zol oft by his genera
physi cian for the diagnosis of insommia. He had
just started his dreamjob as vice president of
sales for a start-up conpany two nonths prior. He
was having troubl e sleeping due to the new stresses
of the job. Wody wasn't depressed, nor did he
have a history of depression or any other nental
illness. He was told the drug was safe and was
sent home and a three-week Pfizer-supplied sanple
packet automatically doubl ed the dosage from 25-50
mg. No cautionary warning was given to himnor ne.
In fact, | was out of the country and there was
nobody nonitoring himthe first two and a half
weeks.

Shortly before he died, I found himcurled
up in a fetal position with his hands |ike a vice
going, "help nme; help ne. | don't know what's
happening to ne. It's like ny head is outside ny
body looking in. I'mlosing my mind." This is not

just a children's issue. Adults are also dying
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from SSRI -i nduced sui ci des

As | was preparing for today one thing
kept coming to nmnd, and that is the outrageous
mar keting of these drugs. These drugs were
originally designed for major depressive disorder.
Now t hey are being prescribed for everything from
m | d depression, anxiety, shyness, insomia,

m grai nes. Just |ast week people were on the
"Today Show." Doctors were telling people they
could take two weeks on, two weeks off because
havi ng depression is so serious with PM5. One drug
fits all? Are these marketing based or are they
sci ence based?

You know, my entire career has been in
advertising and | just want to say thanks to the
drug conpani es that are here because the Harvard
Busi ness School is actually doing a study, one of
the case studies, which is all about the marketing
of antidepressants. | have to say that children
who have died on these drugs matter. The adult
victinms of this tragedy matter. Wody, ny best

friend, matters. The tine has cone to do the right
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thing. W should never have been here today if the
right thing had been done 13 years ago and the

foll owup safety studies had been done, and if FDA
followed up with the drug conpani es.

Let's continue not to waste hours of
precious tine and lives. W have to fix the
problem The systemis broken. W have to do it;
people's lives are at stake. Thank you

[ Appl ause]

DR GOCDMAN:  Thank you very much.

Speaker nunber 23, please cone forward to the
m cr ophone.

MS. BARTH MENZIES: Thank you. M nane is
Karen Barth Menzies, and | aman attorney wi th Baum
Headl and. We represent over 100 families whose
| oved ones have committed suicide or they,
thensel ves, have attenpted suicide. You heard from
a few of themtoday.

Approxi mately hal f of those cases invol ve
children. W have been doing this for over 14
years. Through the litigation process, our experts

see nore evidence concerning the true risks versus
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the true efficacy of these drugs than anyone
anywhere. That includes FDA. Court-inposed
protective orders don't permit us to showthis
evidence to FDA or even the congressiona

i nvestigators or you.

Thi s evidence shows, | can tell you, that
t he conpani es have known about the serious risk and
the lack of efficacy since the md 1980s. But
today | amnot going to talk about suicide risk
Pl enty of people are going to be addressing that
today. What | want to talk about is efficacy.

For purposes of illustration and because
of what | have just heard earlier today, | am going
to focus on Zoloft. Dr. Paul Lieber, former FDA
veteran of 20 years, who was principally involved
in the investigation, analysis and approval of the
SSRIs, wote in a nmeno, from August of 1991, and
quote, in recomrending the approval of Zoloft for
adults, | have considered the fact that the
evi dence marshalled to support Zoloft's efficacy is
not as consistent or robust as one might prefer it

to be. Back in 1991, Dr. Lieber noted that
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nunerous countries around Europe have al ready
rejected or were about to reject approval of Zol oft
because Pfizer could not denonstrate efficacy. It
was only until FDA approved Zol oft that the rest of
the countries foll owed.

In 1991, Dr. Lieber stated, and | quote,
approval of Zoloft may conme under attack by
constituencies that do not believe FDA is as
demanding as it ought to have been in regard to its
standards for establishing the efficacy of the
ant i depressant drugs.

Just yesterday Dr. Lieber was quoted again
in the "Denver Post" article, stating, second
generation anti depressants were approved by a
regul atory process that requires only limted proof
of efficacy and safety. Dr. Lieber also quoted,
you are working in a sea of ignorance. He
concluded, | do have sonme doubts about these drugs
values in the big picture.

The drug conpani es have been so successfu
in msleading the nedical profession that their

drugs are remarkably effective that it is hard..
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[ Appl ause]
DR. GOCDMAN:  Thank you. Speaker nunber

24, please conme forward to the m crophone.

DR GREENHI LL: Thank you. M name is
Larry Greenhill. | ama child and adol escent
psychiatrist, fromNew York. | am speaking today
on behalf of the Anerican Acadeny of Child and
Adol escent Psychiatry and the American youth that
they represent. This organization represents over
7000 child psychiatrists across the country and has
supported my trip here today. | have al so received
support for research fromthe pharnaceutica
industry in the past but not for this neeting.

In the brief time | have been given | want
to focus on four points. Both | and the Acadeny
support education about depression, which is a
serious illness which needs very good treatnent
i medi at el y.

Second, the Acadeny supports better
adverse event elicitation and safety nonitoring
pr ocedur es.

Third, the Acadeny supports the fornation
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of a national registry of clinical trials and,
finally, they support nore prospective research.

To get to the first point, the Acadeny
finds untreated depression to be a serious illness
which interrupts youth's normal enotiona
devel opnment, undermines self-esteem interferes
with learning in school, and underm nes friendship
with peers. It afflicts many of the 500, 000
adol escents who attenpt suicide annually in this
country.

Second, the Acadeny supports the FDA's
nore detailed evaluation of safety data found in
the clinical trials of SSRIs we are discussing
today; supports its Col unbia reclassification
proj ect; and supports the public airing of the
resulting data anal ysis.

We also agree with the FDA's decision to
insert warning | anguage into the package
instructions that acconpany all antidepressant
medi cations, alerting physicians and fanilies about
the need to nonitor for signs of new suicida

thinking or activity during the early days of
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treat ment.

Many child psychiatrists, including ne,
have found these antidepressants to be hel pful for
treating carefully diagnosed depressed adol escent
pati ents when these drugs are used in a
wel | -nmonitored treatnment program It is reassuring
that the anal yses that we have heard today fail to
find a single conpleted suicide anong the 4400
youth who participated in clinical trials.

Third, the AACP is pleased to join the APA
in support of a national registry of clinica
trials. W believe that physicians and parents
must have all avail abl e know edge about a
medi cation's safety and effective to make informed
deci si ons about treatnent choices.

Fourth, the Acadeny calls for nore
research on SSRIs to obtain nore precise estimates
of the risk of suicidal behaviors and suicida
i deation during treatnment. The Acadeny supports
the funded research efforts now under way, and we
encourage the FDA to support new data in the future

using an incentive program Thank you
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DR. GOODMAN:  Thank you. |s speaker
nunber 25 here? GCkay, we will turn to speaker

nunber 26, please.

DR DILLER | have prescribed psychiatric
drugs to children for 26 years. | have witten two
books on children and psychiatric drugs. | have

appear ed before Congress and the President's
Council on Bioethics. But today | come before you
as a physician in private practice with a report
fromthe front lines, news fromthe primary care
pedi atricians and fam ly doctors, the private
practice child psychiatrists and the famlies of
the patients thensel ves.

I am here, representing the views and the
reactions of a silent majority of physicians who
aren't intimately connected financially with the
drug industry. Here is what they are saying and
thinking: The battle over the SSRIs in kids
depression is over. The ongoing publicity and
negative reactions have already changed the average
doctor's opinions and practices. No |longer are

pediatricians, willy-nilly, prescribing SSRIs for
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m nor nmood swi ngs and phobias. Even child
psychi atri sts have becone nore careful to whomthey
prescribe. Al the doctors have becone aware of
the problens that may be developed in the early
stages of SSRI treatnment. They are warning the
famlies and following the children far nore
cl osel y.

I think this is a very good devel opnent.
However, many of the |eaders in organized
psychi atry and academi a are publicly winging their
hands--pedi atric depression is untreated they say.
Now even nore fanilies will refuse nedication. |
find this cavilling worry the height of psychiatric
sanctinony. For years we were told to practice
evi dence- based nedi ci ne and now, when there is no
evidence for SSRI effectiveness and yet higher risk
of suicidality, the | eaders say, "wait, not so
fast." | say, "where's the beef?"

That brings ne to nmy major point. There
is agrowng credibility gap between the front-Iine
doctors with the | eadership and researchers in

psychiatry. W sinply do not know what to believe.
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We are increasingly bew | dered, skeptical and
cynical. The final blow was |earning about the

ei ght negative SSRI studies in children that were
never released to either the doctors or the public.

This loss of credibility within the
medi cal profession extends beyond psychiatry into
all of medicine and the general public. The blane
is clear. The noney, power and influence of the
pharmaceutical industry corrupts all. The
pervasi ve control that the drug conpani es over
medi cal research, publications, professiona
organi zations, doctors' practice, Congress and,
yes, even agencies like the FDA is the Anerican
equi val ent of a drug cartel. It is long overdue to
make changes in the way we approve and nar ket
pharmaceutical drugs in this country.

Suppressi on of negative studies in the
nane of protecting stockhol der interests at the
cost of children's health highlights the imorality
of an unfettered, unregul ated market pl ace.
Specifically, we need true transparency in

research. W also need a nore organi zed system of
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followup by neutral third parties once a drug is
rel eased. Let us not |ose the monentumto reform
this nonent gives us |est the tragedies of the
fam lies who appeared before us today go in vain.
Thank you.

[ Appl ause]

DR. GOODMAN:  Thank you. Speaker nunber
277

MR BUTLER. MW nane is Reese Butler, and
I ama survivor. | lost ny wife, ny best friend,
my life partner to a suicide on April 7th, 1998.
Her name was Kristin Brooks Roussel. It is ny
belief, and the belief of many experts | have net
since her death that her suicide was preventable.

What began the chain of events that led to
her suicide was a severe bout of postpartum
depression treated with SSRI's, which triggered what
is known as an SSRI syndrome. Kristin becane
pregnhant in July of 1997 and was taking SSRIs on a
daily basis. She had been taking SSRIs for close
to five years. They worked. They gave her peace

and very little depression.
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The pregnancy was unpl anned so during the
first trinester she was still on the SSRIs. As
soon as she found she was pregnant she stopped
taking the drug. On Decenber 7th we | earned that
our baby daughter had nmany significant birth
defects, one of themlife-threatening to our baby.
She inmedi ately decided to term nate the pregnancy.
After losing our baby she started down a path that
led to her death.

A bipolar momis 31 times nmore likely to
suf fer postpartum depression. The standard of care
is prescribing SSRIs. This can trigger an SSR
syndrone when a bipolar patient is prescribed SSRIs
wi t hout a nmood stabilizer. The opinion of many
experts is that bipolar patients should not even be
prescribed SSRIs at all due to the risk of violent
behavi or, both inward and outward, that can be
caused by the SSRIs in a bipolar patient wthout a
nood stabilizer.

The way the syndrome can manifest is by
causing a mani a that does not end on its own. The

depressive side is abated but the drug does not

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (326 of 461) [9/28/2004 12:31:12 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

stop the mania, which is a formof euphoria that
can cause the patient to have an extended high like
a runner's high. As a result, the patient nay not
be able to sleep or sleep well. In the case of ny
wi fe, she had sl eep disturbances that |asted
approxi mately two weeks. Her doctor switched the
SSRI she was on to another, hoping for a better
ef fect.

In the end she becane suicidal and
hom cidal. We were left with no choice but to
admit her to a psychiatric facility. There, they
adm ni stered trazodone to hel p her sleep
Thirty-six hours into the stay she nanaged to hang
herself on an electrical cord. Her last words from
her diary are chilling: "I am experiencing nmajor
drug doubt feeling fromthe nmeds. This is
ridiculous. M body chenistry has changed so
dramatically fromthe SSRI and the additional crap
on top of it. This sucks. Reese, darling, | wll
al ways | ove, Buddy too and Hank and Ri ch, nmom and
dad, etc. This is no way for ne to live. It

doesn't serve the world. | am becoming a chronic
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i nsomi ac due to the nmeds. | am being tortured.
must | eave now. Bye-bye, nmy love. | wll always
| ove you, Kristin."

To say the SSRI caused her death woul d be
unfair and inaccurate. The SSRI w thout a nood
stabilizer prescribed by a psychiatrist who had
poor training in risk assessnent and not enough
concern about SSRIs in a bipolar patient led to the
sl eep deprivation which | believe led to her
sui ci de.

As a survivor and a founder of the Kristin
Br ooks Hope Center, | ask that the FDA require
educational naterials about the risk factors in al
prescriptions of SSRIs..

[ Appl ause]

DR GOCDMAN:  Thank you very much.

Speaker nunber 287

DR VOGEL-SCIG LIA: Thank you very nuch
for allowi ng nyself, Dr. Suzanne Vogel -Scigili a,
and ny son, Anthony, to speak to you today. It may
seem par adoxi cal that you see nany nore famlies

who have concerns about these nedications than
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children who have done well since thousands of
children have had their |lives saved by these
medi cations and the suicide rate in our youth has
dr opped.

The view that this comunity receives is
skewed towards the mnority who claimtragic
adverse events because fanilies who are doing wel |
don't have nuch notivation to be here. Some can't
bel i eve that antidepressant nedication access can
be restricted directly or indirectly by your
committee's decision. Ohers are hesitant to
parade their children whose |ives have been saved
in front of this media circus.

Pl ease do not meke a deci sion without
clear, reliable scientific evidence. The only
i ssue at hand here, in ny opinion, is whether there
is credible evidence to show a danger. This you
will have to decide, and | ask you not to nake a
hasty decision. In all my years as a physician,
have never seen a warning renmoved on a nedication
even later if evidence proves it should be. |If you

i nappropriately rel ease a strong warning, either
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due to true concerns or because of intense pressure
fromthe other viewpoint, nmanaged care conpani es or
nervous physicians willingness to pay for or
prescribe these nedications nay decrease. This
will gravely harmfar nmore children than any nunber
who have appeared before the committee thus far

My father and husband are pediatricians
who have prescribed psychotropic medications for
two generations of children in Beaver County
wi t hout adverse events. | ama practicing clinica
psychiatrist in the same area where there are
woeful ly few pediatric psychiatrists and nost care
is done by other physicians. Sone famly
practitioners, pediatricians and psychiatrists in
west ern Pennsyl vania have told ne they may have to
stop prescribing if an inappropriate warning, not
backed by reliable research, occurs due to the
threat of malpractice in this litigation-based
soci ety. Managed care conpani es al so do not want a
suit when their attenpts to protect thensel ves may
| ead to prior authorization processes or other

barriers to access that may frustrate famlies of
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physi ci ans.

The nost chilling thing | have heard to
day is that since the initial hearing on your
conmittee occurred anti depressant prescriptions for
children and adol escents have declined ten percent.
One consequence of the prior warning is that nore
children are not receiving treatnment that they
need. | hope that you think about these absent
children and their famlies when you | ook at Tony
and 1.

MR SCIGA LIA: Hello. Ladies and
gentl enen of the FDA, ny nane is Tony Scigilia and
I am di agnosed with bipolar disorder. | currently
take Wellbutrin. M nother told me what was going
on today and | want to tell you that | have been
taking several --1 took several antidepressant
medi cations. And, they consist of Zoloft, Prozac
and Effexor, and they have caused nme no side
effects, none however.

Pl ease, help ne preserve ny future. Don't
take away ny nedication. Thank you

DR GOCDMAN:  Thank you very much.
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Speaker nunber 297

M5. WNTER: Hello. M nane is Mary Ellen
Wnter. This is nmy husband Jeffrey. Exactly 342
days ago we | ost our daughter, Beth. Beth was only
22 years old and had recently graduated fromthe
Uni versity of Rhode Island, in May, 2003. Beth was
| ooking forward to a career in comunication and
was experienci ng sone anxi ety and having trouble
sl eepi ng when she consulted our famly physician.

He prescribed Paxil and said she woul d
start feeling better in two weeks. Seven days
| ater Beth took her own Iife. Since Cctober 7th,
2003 our famly's life has been indelibly altered
We, like nmost of you in this room grew up with
confidence in the strides nmade in nedicine and
accepted with faith antibiotics and vaccinations
prescribed. W believed the FDA woul d al ways act
to protect our famly's well being.

When ny daughter went to our famly GP
| ast year, we trusted that our doctor was well
educated and inforned. W were wong. W now know

t hat pharnmaceutical sales is a high stake business,

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (332 of 461) [9/28/2004 12:31:12 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

333
driven to increase sharehol der wealth. The
consol i dati on of pharmaceutical conpanies like
d axoSnithKline has resulted in increased
sophi stication in the quest to nmarket and
di stribute pharmaceutical products. Priority has
moved fromhealth to profit. Not all doctors are
equi pped to understand the nmarketing targets they
have become. The FDA has all owed our daughter to
be the victimof a highly commercial enterprise
that selectively releases clinical data to maxim ze
sales efforts and seek only to gain corporate
profits.

We quickly learned, after Beth's death,
that Paxil and SSRIs in general are highly
controversial and cases of suicidal behavior are
wel | documented, yet the prescription Beth received
contai ned no such warning. Beth was not told about
the hidden data or the clinical studies or the
untol d lawsuits that G axoSmi t hKline had been
quietly settling. The bottle of Paxil that Beth
received only contained pills and had no warning as

to the risk of suicide
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As residents of the State of New York, we
thank our Attorney General, Elliot Spitzer, for
addressing i ssues that the FDA has been unwilling
to address.

[ Appl ause]

In a few sumrer nonths, M. Spitzer has
forced G axoSmithKline to rel ease secret clinical
data, and in the future d axoSmthKline will be
required to performunder the terns of the consent
agreenment. We believe every state's attorney
general in this country should seek sinilar action
agai nst d axoSm t hKl i ne.

The FDA needs to regain their |eadership
position and restore | ost respect and integrity.
This will clearly require conplete and full
di scl osure of the risk associated with prescription
drugs regardless of the inpact on potential sales
and profit margins of the major pharnaceutical
conpanies. This will also nean full and conplete
di scl osure of what the FDA knows to Congress and
the Anerican peopl e about SSRIs.

If we, or Beth, knew the infornation we
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now know, Beth woul d have recogni zed the side
effects when they were taking effect. W know for
certain that Beth woul d have never hung herself in
the hone of her famly whom she so | oved..

[ Appl ause]

DR. GOCDVAN:  Speaker nunber 30, please.

M5. HATCHER: M nane is Beverly Hatcher
and | want to tell you how Paxil destroyed ny
mother's life. She was a nornal, healthy person
who loved life to the utnost. She |oved to eat,
cook, travel and talk on the phone. She had a
smle for everyone that she nmet. She had no
hi story of nmental illness.

In 1997, after ny dad died, she noved from
North Carolina to live with ne, in Virginia. She
soon found work but |ater chose to retire. She
soon ran across another one of her chil dhood
sweet hearts. They began to travel everywhere.
This was |ife before Paxil. On August 18, 2003,
she was prescribed Paxil because of a small bout of
depression that was due because of a heart attack

of her closest cousin. She quickly transforned
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i nto soneone that began to conpl ain of having
constant bad dreans, having no appetite, being
nervous, hearing voices. She stopped taking baths
at night and bit her nails down to nubs. She said
she t hought things were crawling all over her and
that she was losing her mnd. Nothing mattered
anynore. These were not normal signs of nornal
grief.

On Septenber 2nd, 2003, the day before her
daughter's birthday, she hung herself in that
daughter's basement. This was 16 days after
starting Paxil. She was only 60. How did Paxi
get the FDA stanmp of approval and rmake it to
mar ket ?  How or why woul d any heal t hcare provider
prescri be such a nedicine capabl e of causing this?
As a nurse and heal thcare provider nmyself, we take
an oath to save life, not destroy it.

Are drug conpani es providing the FDA and
heal thcare providers all the facts about Paxil?
No. Drug conpanies are not telling the truth to
the FDA, healthcare providers and certainly not to

consuners because they have figured our a way

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (336 of 461) [9/28/2004 12:31:12 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

337
around all the | oopholes. In this case, the FDA' s
gui del i nes are meani ngl ess and they contain even
bi gger | oophol es.

To the FDA, we will never understand why
this had to happen to us. There is no excuse. It
was your job to protect ny nother and not the drug
conmpany's profits. Because of this, we will be
mot herl ess for the rest of our lives. Nothing can
change that. Wen will enough be enough? Stop
taking innocent |ives.

To the drug conpanies, and especially to

the FDA, this T-shirt suns up how we, the famly of

Barbara Jean Darton, feel about Paxil. The back
reads "cocaine is an illegal drug that kills." On
the front it reads, "Paxil is a |egal drug that

kills." Don't put another family through this.
Renove Paxil from society. Until then, renmenber
the faith and the nessage of this T-shirt and do
the right thing. Sincerely, in menory of ny

mot her, Ms. Barbara Jean Darton. Thank you

[ Appl ause]
DR GOCDMAN:  Thank you. W are now going
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to take a brief break. W wll reconvene in ten
m nut es.

[Brief recess]

DR. GOODMAN: Pl ease start gravitating
towards your seats. As soon as we receive a few
nmore conmmi ttee nenbers back fromtheir break, we
will recommence

First let ne reiterate ny apology that |
i ssued before. That is, we have a systemthat
basically, once we start up, is autonated and
sometines the m crophone is turned off on people at
a very key nonment in their presentation. W have
to balance that with the desire to make sure that
we are treating everybody uniformy. | think that
or the nost part | amvery pleased with the way
this has been going, the respect that everyone has
shown each other in the process. | need to renind
you that everyone has a chance to speak who had
signed up. Really we should not have any outbursts
fromthe audience. |If there is sonebody who has
sonet hing to say, they should have had an

opportunity to be up at the podium Wth that,
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speaker nunber 31.

DR. SCHAEFER: M nane is David Schafer.
I ama child psychiatrist and pediatric at Col unbia
University, and | have engaged in research on
adol escent suicide since 1970. | have never
received any financial support fromthe
pharmaceutical industry, and my travel expenses are
going to be reinbursed by an endowrent fromthe
Uni versity.

| am please to be able to nmake this brief
statenment because ny main interest professionally
has been in suicide prevention, and | believe that
the decisions that will be arrived at by your
committee will probably have an inportant effect on
sui ci de prevention

I would Iike to nmake three points,
starting with the point that was referred to this
nmor ning, by Dr. Wsowski about the coincidence
per haps, or perhaps not, of the very striking
decline in the youth suicide rate that coincides
with the very striking increase in the rate of

prescription of SSRI antidepressants to
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adol escent s.

Starting in 1964, the youth suicide rate
started to increase, and increased in an
unst oppabl e fashion until about 1990. At that
point it stabilized and started to decline in 1994.
This pattern was not confined to the United States.
It was also found in nobst other devel oped countries
where SSRIs are al so available. The genera
consensus is that SSRI's nust be considered as one
of the possible causes of this abrupt change in a
pattern of nortality.

I think Dr. Wsowski said quite clearly
that this is an ecological situation. The fallacy
is there. But | think it also was somewhat unfair
in not giving cognizance to the |arge nunber of
anal yses that have been done to try and | ook at
alternative explanations for the decline. Most
importantly, there has really been no decline in
exposure to substance and al cohol abuse, which is
recogni zed as one of the major risk factors. There
has been a decline in other forns of psychotherapy

during this period, rather than an increase. And,
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the rates have declined in many, nany countri es.
Firearm suicide is al nost unknown. And, the CDC
have recently produced data showi ng that there has
been a significant switch fromfirearnms to hanging
inthe United States during this period. So, |
think that we do have to give serious consideration
to the possibility that there is a causal
rel ati onshi p.

The second point is that there is another
whol e area of research which has not been
di scussed, which is toxicology anal yses in suicide
victinms which have failed to show high rates of...

[ Appl ause]

DR. GOODMAN:  Thank you very nuch.
Speaker nunber 32, pl ease.

MR MLLER MW nane is Mark MIller. The
first thing | would just like to say in a response
to a comment nmade earlier here this norning is that
I would rather be scared to death by a | abel on a
medi cati on than be changed forever by the death in
our famly seven years ago.

Seven nonths ago ny wife Cheryl and |

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (341 of 461) [9/28/2004 12:31:12 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

stood here and shared our story. Qur 13 year-old
son, Matthew, had committed suicide after taking
Zol oft. W shared how he had becone akathistic on
the drug and, despite what Pfizer would like to
have you believe about our son as they attenpt to
portray himin a letter posted on your website, the
one indisputable fact that natters nost is that
Matt, our son, never attenpted suicide or self-harm
prior to taking Zoloft. |In fact, in testinony that
Pfizer did not share with you, Matt revealed to his
doctor before he ever took a pill that suicide was
sonet hing that he could never bring hinself to do.
H s doctor did not see suicide as a threat. His
mot her did not see suicide as a threat, nor did I
Yet, within a week, one week on the pill, Matt
violently and with great difficulty took his own
life.

Pfizer's strongly worded 50-page docunent
continues to show a pattern of how drug conpani es
di sparage victims and anyone el se who dares speak
out against them Pfizer was so afraid of our case

going to trial where the facts coul d best be
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wei ghed by a jury that they tried to discredit the
science of an internationally respected expert. |If
that is the case, the conclusions fromthis science
are now bei ng validated by regul atory bodi es around
the world. Months ago, in fact, they were
val i dated by your agency's own internal review

Heal th Canada, in the neantime, has
demanded that Pfizer level with its citizens. 1In a
warning on their own | etterhead, Pfizer Canada
admitted |ast May that Zoloft, quote, may be
associated with increased risk of suicidal ideation
in children under 18, unquote. Were is your
demand for a sinmilar clear and unanbi guous warni ng
inthe US.?

You have to go to page 13 of Pfizer's new
38-page prescribing information for Zoloft unti
you read anything about the possibility of suicide,
and even then there is no nention that the drug may
be associated with it, as they admt to in Canada.
That is a warning?

Are we to believe that children in the

US. react differently to Zol oft than Canadi an
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children? Last year in Great Britain, as you know,
these drugs were banned for children under 18. It
is very possible they could ban their use for
anyone under age 30. Wy, | ask, has the FDA
contrary to your own mandate, allowed negative
trial data to be so easily kept from doctors and
the Anerican public? Wy haven't parents, |ike
Cheryl and nyself and countless others, been told
the truth about these nedications? That is your
job, to nmake sure that we get the infornmation we
need to make careful, wi se and informed deci sions.
We | earned the hard way that these drugs can kill
Many of the people are testinony to that.

Ban these drugs..

[ Appl ause]

DR GOCDMAN:  Thank you very much.
Speaker 33, please cone forward.

MR, FARBER | am Donald Farber. | am an
attorney fromWen County, California. | represent
antidepressant victins and there are a | ot of them
bel i eve ne.

Dr. Hammad said this norning that there
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are no consistent patterns of trial design. He
cited 12 variables. He is wong. There is a
consistent pattern of trial design, and that is to
conduct themso that they don't detect suicide at
the crucial tines.

The Col unbi a project, though interesting
and | am sure professionally stinulating, does not
advance the know edge necessary to know whet her
anti depressants are safe. The only real question
the world wants to know is do antidepressants cause

sui ci de? Congress asked Dr. Wodcock the question

| ast Thursday, and she said the jury is still out.
Well, the jury has been out on that question for 15
years.

We have heard the sane rhetoric the | ast
six nonths as we heard in 1991 with the origina
Prozac hearing. |f you go back and read the
transcripts, it is the sanme thing. Everybody knows
why no progress has been nade to answer that
question. The drug conpanies will not do the
clinical trials to specifically test the suicide

hypot hesi s under any condition. |f ethica
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barriers are involved, as Dr. Tenple clainmed in
"The Wall Street Journal” and PBS, the FDA should
give as much attention to ensuring clinical trials
are properly designed to test that hypothesis as it
has to this Colunbia project to bail out the

i ndustry.

Wiile | have ny opinion, the public cannot
tol erate another 15 years of professional ignorance
on whet her anti depressants cause suicide or not.
Test themright and find out the answers. Thank
you.

[ Appl ause]

DR. GOODMAN:  Thank you. Speaker nunber
34.

MR ROUTHIER | testified once already in
February and | am not happy about having to do it
again. M beloved wife of 18 years went to her
doctor sick w th abdom nal pains and was coerced
into trying an unnmarked sanple of Wellbutrin.

After a week of serious adverse reactions and
i nsomi a, she shot herself. She was never

depressed, was a perfect wife and nother, and
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wor ked 25 years in the Departnent of Public
el f ar e.
The product infornmation guide, which she
was not given, states patients treated with
bupr opi on have experienced psychosis, but it is
i mpossible to determne the extent of the risk
How can any benefit be worth the risk if risk is
i mpossible to determine? The |list of side
ef fects--psychosi s, mani a, hall ucinations,
insomi a, agitation, suicidal ideation, etc., etc.
G axoSmithKline's answer is we told you
so, and everyone knows the inherent dangers.
Hundreds of cases were settled on Prozac al one a
decade ago. Two main ingredients are fluoride and
hydrochl oric acid, the nbst caustic, corrosive
subst ances known. These neur ot oxi ns poi son the
brain, triggering adrenaline, masking synptons.
Nobody can know what it is to | ose the nobst
beautiful, intelligent, strong, loving, caring wfe
of 18 years, incredible nother of two boys that she
adored, ny soul-mate. There was not hing ever w ong

with her until these damed pills. Which they want
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to question and deny?

She left a |l egacy of |ove that was
wi t nessed by hundreds as the nost unselfish wife
and not her, sister, daughter, friend, co-worker.
She left me and two sons with a need for justice.
We all know this stuff is dangerous. Anyone
denying this, especially anyone in a position to
make a difference, in the face of such horrific
testinonies is an eneny of hunanity.

After 18 ammzi ng, wonderful years, at 40
years ol d she becane deathly ill for a week and
then ended her pain. One week after the first
pill. Then the autopsy found the gall stones.
Guess what, don't take poison, toxic chemcals
whi |l e having a gall bl adder attack. | absolutely
wor shi ped her and everyone told us we had a rare
| ove. Even our middles nanmes are Mary and Joseph.
W were a match nmade in heaven. We were ripped
apart by a nightmare conspiracy no one could
imgine. M wfe was mnurdered.

How many settl enents have sil enced

victime? | don't care about any perceived benefit
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when this stuff kills people. M wife was worth
the risk? Oher victinms here were? Vhich ones?
The FDA has to get off their ass and nove on this,
and nake it clear it is children and adults. Don't
try to minimze the nunbers by dividing groups.
There is plenty of proof. | call on everyone to
carefully investigate every episode where a person
on these drugs had uncharacteristic, uncontrolled
viol ence or suicide. | amaware of many. Don't
| et them bl ane psychotic epi sodes on depression
Many are given these drugs for reasons other than
depression, including ny wfe.

Look at the studies, the NDAs, the
MedWat ch reports, the settlenments, wtnesses, read
the side effects. The body count is clinbing and
we are sick of the coverups. The risks are too
great to be..

[ Appl ause]

DR GOCDMAN:  Thank you very much.
Speaker nunber 357

M5. MCBRIDE: My nane is Sharon MBride

and | ama dental hygienist. | amhere as a nother
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and a friend--

DR. GOCDMAN:  Coul d you bring the
m crophone cl oser to you?

M5. MCBRIDE: Sorry. | amhere at ny own
expense as a nother and a friend. | am here today
to remnd the committee of the serious suicide
attenpt of ny then teenage daughter shortly after
bei ng prescribed the SSRI nedication Zoloft. After
seven years on Paxil, she is still attenpting to
recover fromthe problens incurred fromabruptly
stoppi ng that nedication

I have only in the | ast three weeks
| earned of the higher suicide ideations of the
other SSRI type nedications that she has been
prescribed. Two days after begi nning Seroquel, ny
daught er overdosed on that nedication. She denied
sui cide attenpt but had no explanation for her
action. She continues to have difficulties nore,
in part, to the side effects of the medications and
the devastation they have caused in her life.

Li z Torklingson was a beauti ful

hi gh-spirited young | ady who was a purist and very
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careful about what she put into her body, only
eating organic foods and no red neat. She did
suffer froma naggi ng depressi on and becane, over
time, convinced to try nedication. She took
Serzone for a year but discontinued after hearing
on the radio that it can cause long-termhealth
probl ems. Cel exa was recommended as a heal thier
repl acenent. Because of a bad cold, the dosages of
Cel exa were forgotten and Sudafed was taken. Upon
resum ng the Cel exa, she quietly wal ked into the
subway, entered into the dark tunnel, sat down on
the track and let the train run over her. One week
| ater came the FDA warni ngs about antidepressant
medi cations but too late for Liz.

This norning | received an email from ny
nei ghbor in Arizona about her 13 year-ol d daughter
Eri ca was never suicidal while on Paxil, although
we had some of the worst incidents with her rages
and neltdowns during the tine that she was on
Paxil. She was literally uncontrolled about hone
school and church. Teachers in school and church

were not able to handle here. At one point in
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school she had such a serious neltdown that the
entire classroomhad to be renoved and the schoo
of ficer was brought in to control the situation
Anot her time her behavior reached a point of
ki cking the teacher and aids resulting in her
getting arrested. These incidents led to her
adm ttance into a behavior health center. She was
admtted twice within two nont hs.

This report is also sinilar to the report
you heard from Todd Shivick about his 11 year-old
son Mchael. M chael not only had these sane type
of rage behaviors but nade four suicide attenpts
while on Paxil. Now, one and a half years after
di scontinuing Paxil, M chael, now 14, has returned
to a normal teenage life, participating in high
school activities.

I respectfully request that not only
sui cide ideation be investigated but also these
personal ity and behavi or changes in our children
prescribed these SSRI nedications. This affects
our hones, our society, our nation and our future.

Thank you.
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[ Appl ause]
DR. GOCDMAN:  Thank you very mnuch

Speaker 36, please.

DR. BREGAN. | am Peter Breggin. | ama
psychiatrist without financial ties to the drug
i ndustry or anyone el se.

It is gratifying to see the FDA finally
considering, after ten years, data that | produced
in talking back to Prozac and since then in
nuner ous books, nedical articles, peer reviewed
articles, including the one | have given the
committee. Sone of ny data cones fromsuits
agai nst the manufacturer in which | have been an
expert. | have been involved now in dozens of
cases agai nst the manufacturers and they have, for
good reason, settled every single one. In
addition, a nunber of crininal cases have come out
wel | for the defendants.

Dr. Laughren knows that he is wong about
the absence of any suicide signal in adult cases.
By a 6:1 ratio there were nore suicide attenpts on

Prozac conpared to impramne and conpared to
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pl acebo in all of the clinical trials used for the
approval of Prozac. Beasley, at Lilly, kept this
data initially fromthe FDA but | disclosed it ten
years ago, in 1994, in the Westecker case and it
has since then been published numerous tines.

The Prozac data woul d have been much
worse, as Dr. Laughren knows, if Lilly had not been
illegally nmedicating its patients by actual meno
fromRay Fuller to all of his principa
i nvestigators, enpowering themto give
tranquilizers against the protocol for these
patients, also, if Lilly had not been hiding its
adult suicide events in the coding itens, innocuous
items such as "no drug effect” in a suicide case.
This kind of thing nakes the collection of data, as
done in the present cases today, just fraught with
ri sks of fraud about codi ng because Lilly, we know
for sure, has coded with absolute ability to hide
their data and | found it by going through the
files, which the FDA doesn't do

Again, in adults | have reanal yzed suici de

data fromother high profile SSRIs and found adul t

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (354 of 461) [9/28/2004 12:31:12 PM]

354



file:////ITiffanie/C/Dummy/0913PSY C.TXT

signals, but the data is seal ed because the cases
have been settled but the FDA hasn't enpowered ne
to rel ease that data or, in fact, ask for it.

SSRI's cause suicide and violence in the
early stages of treatment or during drug changes
because of stinulation, euphem stically called
activation. It is an anphetam ne- or cocaine-like
ef fect, which the FDA has now recogni zed by putting
out a list of agitation, hostility, anxiety,
irritability, and so on, on its own website,
sympt ons whol Iy indistingui shabl e from
met hanphet am ne or cocai ne. ..

[ Appl ause]

DR. GOODMAN: Thank you. Speaker 37,
ki ndly cone forward.

MR ORR | cannot see ny notes with the
lights off.

DR. GOCDVAN:  Somebody nmay be | eani ng
agai nst the di nrer sonewhere. That was probably
i nadvertent. W won't start you until we get the
lights right.

MR ORR: Thank you. M name is Bruce
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Or. | have no financial ties to anyone. | am

from Charl eston, South Carolina. | ama fornmer |aw

enforcenment officer, with approxi mately 20 years

experience. | amalso a former director of a

children's mnistry. | currently have a child in

my life whose nmeds. were switched three tines, in

four nmonths, with three suicide attenpts.

As a | aw enforcenent officer, | spent a

career conbating illegal drugs and the influence
that they had on our children. As supervisor of
the violent crimes and homi cide division of ny

agency, | dealt with the aftermath of the

unnecessary viol ence associated with these drugs.

Ti mes have changed. There are still, and al ways

will be, crinmes related to street drugs, but nore

and nore | am seeing a pattern of violence
associated with the excessive use, sudden
withdrawal from or swi tching of antidepressants

and, frankly, it is quite disturbing.

Wiile we sit in this air conditioned room

| ooking at pretty charts, cops like | was are

dealing with the bl ood and gore acconpanyi ng these
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sui ci des. Have you seen the aftermath of a
suicide? | have and | still do every night when
go to sl eep.

Qur children are our hope and our
investrment in the future, and we sit here today
hearing the cries of parents whose hope and future
were destroyed by the very drugs they thought woul d
hel p preserve it.

As | stated earlier, | was a | aw
enforcement officer and a children's church
director. | was a pretty easy-going person but in
2002 | was placed on the antidepressant Paxil for
post-traumatic stress disorder and major recurring
depression. Prior to that time | was awarded
"Supervisor of the Month," in line for pronotion,
and had just received a nedal for saving a life.
After four nonths of horrible side effects, ny
doctor attenpted to switch ne from Paxil to Reneron
and stopped abruptly in four days. During severe
wi thdrawal , | attenpted suicide by overdosing and
driving nmy truck into a parked car and shoving it

through ny hone. | was subsequently charged and

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (357 of 461) [9/28/2004 12:31:12 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

358
eventually pled guilty to |l esser charges, and now |
am a convicted felon. | guess you could say Paxi

brought nmy career full circle, fromcop to

crimnal

Two years ago, as a 38 year-old man, |
wanted to die in withdrawal. | recall laying on a
friend s bathroomfloor and begging himto kill nme.

When he didn't do it | tried to do it myself. |
cannot fathom what that nmust be like at 18, 15, 12
or even 10 years of age. The pain and nental
angui sh i s unbearabl e.

Sonet hi ng nust be done about these drugs
and the effects that they have on both children and
adults. If the drug companies w thhold potentially
life-threatening information just to turn a profit

somet hing nust be done. MW fanily and ny career

were forever destroyed but at least | still have ny
life. | never would have thought that a little
pill, that ironically comes in little-girl pink for

| ower doses and baby-boy blue for |arger doses,
could alter ny personality so drastically, but it

did. It is not worth another parent losing a child
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over or, in my case, children losing a parent over
Thi s medi cation cost me a year of nmy children's
lives but | have them back now. | just w sh that
sonme of these parents could say the sane thing
Thank you.

[ Appl ause]

DR GOCDMAN:  Thank you very much.
Speaker 38, cone forward, please.

MR. REED: Good afternoon. M nane is
Jerry Reed and | amthe executive director of the
Sui ci de Prevention Action Network, SPAN, U S. A
Suicide clains the lives of over 4000 young people
each year, making it the third | eadi ng cause of
death for those between the ages of 10-24. 1|n 2003
16.9 percent of high school students seriously
considered attenpting suicide, while 8.5 percent
made an actual suicide attenpt.

Research shows that over 90 percent of
chil dren and adol escents who die by suicide have a
ment al di sorder. Anong adults, psychotherapy and
anti depressants are regarded as the nost effective

treatnments for depression, but only linited
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research has been conducted on the efficacy of
antidepressants in children and adol escents and the
studi es that have been conducted thus far have
three major problems: One, they have been too
short in duration. Two, they have excluded those
at highest risk for suicide and, three, not all of
t hem have been publi shed.

The Iimted evidence avail abl e and the
shortcom ngs of the research conducted thus far
underscore the need for continued and inproved
research. Mbst suicide prevention is based on the
principle that suicide is generally preceded by the
signs and synptons of a nmental illness or other
behavi oral or enotional problemwhich can be
treated. |If we are to continue screening young
people, it is inperative that we have safe and
effective treatments to provide to those identified
at risk.

Si nce nost young people with a mental
di sorder to not receive nmental health services,
prematurely prohibiting the use of antidepressants

for young people with depression, one of the nost

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (360 of 461) [9/28/2004 12:31:12 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

wi despread treatnent nethods, may discourage a
signi ficant nunber of people from seeking out help
and ultimately do nore harmthan good.

As an organi zation conprised nostly of
sui ci de survivors, we have heard the stories of
nmot hers and fathers who sought out treatnent for
their children but were never educated about the
ri sks associated with their |oved one's condition
or treatment. |In survivor suicide support groups
nearly all parents who lost a child report if they
had only known 30 days before the suicide what they
knew 30 days after, their child s |life m ght have
been saved.

The fact is that npbst young people
receiving treatnent for depression or other nenta
illnesses do not get services fromthe specialty
mental health sector but, rather, from schools,
primary care providers, child welfare services or
juvenile justice facilities. It is, therefore,
essential that everyone prescribing antidepressants
to youth know about the need for increased

moni toring and vigilance, particularly during the
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first weeks of treatnment. Al those involved with
the treatnent of children and adol escents with
depressi on shoul d be forewarned about the potentia
risks and may be informed as to what signs and
synmptons are indicative of potentially serious
probl enms. Patient education is a proactive action
that should be taken now. It is the |east we can
do while the requisite research is pursued

Sui ci de has been a | eadi ng cause of death
anong young people for far too long. Any concerns
about the efficacy of antidepressants for treating
young people with depression nust be addressed
i medi ately. SPAN, U S. A represents people who
know all too well the terrible tragedy of suicide.
We nust act now. There are too nany |ives at
risk...

[ Appl ause]

DR. GOCDVMAN:  Thank you very nuch.
Speaker 39, please cone forward.

MR. COFFIN. Good afternoon. My name is
Chris Coffin. | amwth Pinley law firmin

Pl ackman, Louisiana. | am standi ng before you
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today in two separate roles, nunber one, | am an
attorney who represents thousands of individuals
whose |ives have been negatively affected by the
use of SSRI's. Sonme of themare parents who have
been m sl ed about the safety and efficacy of these
drugs. Sone of themare adults who have ingested
the drugs and experienced suicidality or
experienced severe debilitating withdrawal synptons
when they tried to reduce their dose or termnate
the use of the drugs.

The second role | amin here today as a
heal thcare professional. | amalso a practicing
regi stered nurse. | understand the risk/benefit
anal ysis that goes along with treatnent decisions.
I understand what it neans to be a provider who is
passi onate about the care, in this case, of his
patients.

For the sake of ny clients, ny patients
and for the sake of our coll eagues as heal thcare
providers, | cone to you with three requests today.

Nunber one, take further action

Contraindi cate the use of SSRI drugs in children
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| understand that you want to be thoughtful and
careful in your analyses. | understand that you
want to consider all angles. At this point,
however, we now have the benefit of the analysis
done by British regulators, by Dr. Mshol der and by
the Col unbia University group. Although the data
is not absolutely perfect because it was not al ways
| ooking at suicidality, we do know that the risk
outwei ghs the benefit. That seens very clear

The second request | have to you is to dig
deeper. By dig deeper, | mean to | ook deeper into
the data. Look further, beyond just the pediatric
i ssues. Realize that there is far nore data in the
hal I s of the pharmaceutical conpanies than has been
presented to you. Because of litigation, nmy |ega
col l eagues and | have been able to | ook at that
information and | think if you | ook you will find
an abundance of information that will further
educate you about the debilitating risks of these
drugs. Do not trust and do not be msled by the
pharmaceuti cal conpanies. \Whether you take ny

position or anybody's position in this room you
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owe it to the American people to | ook further into
the information that the drug conpani es have within
their houses.

The third request | have of you today has
been made by many others, and that is to educate.
From a healthcare provider's standpoint, | ask that
you go beyond the regular mnimal requirenents that
FDA i nposes on drug conpanies. Force the drug
conpani es to provide better education on SSRI drugs
for children and adults. You will prevent serious
injury in the future if you do so. Thank you

[ Appl ause]

DR GOCDMAN:  Thank you very much.

Speaker 40, please cone forward.

M5. ERBER H. | amAlice Erber and this
is nmy famly, Robert, Talia and Rachel Steinbergqg.
We live in Palo Alto, California. M son, Jacob
Stei nberg, died |last year, on Wdnesday, July 23,
after being on Paxil for about a nmonth. He was 20
years old. Jake was going to be a senior at
college. He played the piano, sang in the gl ee

club, was the entertai nnent editor of the schoo
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newspaper. He was involved with student
governnent. He was a great kid, so full of life.
He | oved nusic, filns and had nmany friends.

I'n md-June, Jake went to see an
i nternist, whom he had never seen before, to get a
referral for a hand specialist because his hands
were sore from playing the piano. The internist
who saw himfor 30 minutes prescribed Paxil because
he bit his fingernails and the doctor thought it
m ght help with that. Jake had been taking
Vel |l butrin for anxiety and mld depression for
about six nmonths. He was doing fine on Wellbutrin.
The internist told himthat it was okay to take the
Paxil with the Wellbutrin.

Jake had begun a six-week internship in
New York City in June and he was not going to be
supervi sed by a doctor. He went on a trip with ny
husband to Israel for two weeks in July, and felt
sick and had diarrhea. M husband was concer ned.
| talked to Jake on Saturday before he died. He
told nme he was staying up late; he wasn't sl eeping.

He left ne a great phone nessage on the day that he
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died. 1In the norning he sounded fine. He talked
to his sister at lunchtine and they had a good
tal k, but before he hung up he conpl ained to her
that his stomach hurt. Then, on that afternoon, on
Wednesday, July 23, we found out that he killed
hi nsel f.

They said at work he started acting
bi zarre. He started having erratic behavior and he
ran through the building, throwing his clothes off
and fighting the office security guard, and endi ng
up throwing a chair through a wi ndow and junping to
his death fromthe 24th floor of a Manhattan office
building. What a horrible way to die.

We went to get his body the next day and
the detective said he found two enpty bottles of
Paxil and Wellbutrin. Wen the autopsy report cane
back it showed that there was Paxil and Wellbutrin
in Jake's body but not in overdose, just a regular
amobunt. W are sure that the Paxil caused his
death. He had the synptons of akathisia. W also
think Paxil and Wellbutrin nmay have created a nmanic

psychoti c epi sode.
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We want to tell our story to nake sure
that if he had not taken Paxil he would be alive
today. The public and the doctors need to know
these suicides in young people. Tonorrow is Jake's
birthday. He would be 22 years old. W are here
in his nenory, nmaking sure this does not happen
again. He was inpulsive and out of character. W
know he did not want. ..

[ Appl ause]

DR. GOODMAN:  Thank you. Sorry for your
| oss. Speaker 41, pl ease.

MS. WEBB: | am here because three years
ago ny daughter was suffering sone synptons that
the doctor felt represented depression and started
her on sanples of Paxil. | trusted this decision
as a nother and based on ny nedi cal background as a
regi stered nurse.

Unfortunately, she did have an obvi ous
wor seni ng of synptons. Wre we aware that the
anti depressant could be the cause of this? No, we
were not. | am here because | agree that the FDA

needs to require further studies to be done to see
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if it is true that certain antidepressants increase
the risk of suicidality.

When | |earned that | woul d have the
opportunity to speak before this comrittee | wasn't
sure what | would say. So, | replayed an audi ot ape
of a confrontation with ny then 17 year-old
daughter during the tine she was taking these
antidepressants. W could not believe the changes
we saw i n our daughter in the very short time she
had started on the antidepressants. It was
unbel i evabl e--the rage, anger, the hostility she
exhibited that night. She ended the night by
cutting her wist. Now | amlearning that the
changes we saw i n our daughter, nore likely than
not, were the side effects of the antidepressant
she was taking at the tine.

Yes, we did report a worsening of synptons
shortly after she started the Paxil. The doctors
only changed her to another antidepressant, Zoloft.
She then continued to worsen and they continued to
i ncrease the dosage until she began to further harm

herself with self-nutilation, cutting, overdose,
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numerous things. W were fortunate to get her help
in the right environnent with counsel ors who spent
many hours with the children. She was taken off of
the strong antidepressants and, within a short tine
none of the staff could believe she had done while
she had been on Paxil and Zol oft. She continued
there, getting counseling, and returned as the
child we knew before she took these

anti depressants.

Wiy did we not know about these adverse
side effects that are now being reported in
children? Was it possible the drug conpani es may
have been aware of these adverse side effect? |If
we had known, | believe it is possible that maybe
my daughter and our famly would not have had to go
t hrough the agony and heartache we went through

My daughter is hearing inpaired and has a
cochlear inplant, and has worked hard all her life
to overconme the stigma of being hearing inpaired
and deaf. It has been hard but she has al ways had
a positive attitude. Now we are sad but also find

relief in telling her that what she went through
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coul d have been prevented if the drug conpani es had
made public these adverse side effects. Yes,
relief but, unfortunately, too late. She now has
to endure the stigm that nental illness brings to
those who suffer it. Luckily, she has shown her
determi nation to overcone this, as she did her
hearing loss. She is now a junior in college and
doing great. Her determ nation has brought her
t hrough many obstacles but this was one she shoul d
not have had to battle.

Qui delines for the use of antidepressants
in children should be reevaluated and studi es done
to determine which, if any, are safe for use in
children. Thank God, we were able to get ny
daughter help before it was too late. | amsure
there are many nore children who did not get that
hel p and may have succeeded in their suicide
attenpts. Thank you.

[ Appl ause]

DR. GOOCDMAN:  Thank you. Speaker 42
pl ease.

MR WTZCAK: My nanme is Chester Wtzcak
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I am a resident of York, Pennsylvania, and | have
no financial relationship with the FDA, drug
conpani es or any advocacy group. | am attending
this hearing at ny own expense.

On August 6th, 3002 ny ol dest son,

Ti mot hy, died of a Zol oft-induced suicide at age
37. He died after taking the drug a total of five
weeks. It was prescribed for insomia.

How did this happen? Zoloft was
prescribed of f-1abel and there was no information
regarding Zoloft's serious side effects with the
Zol of t sanples given to himby his physician. Wy
did this happen? Soon after SSRIs were introduced
the drug conpani es began a canpaign to establish
that they were effective treatnment for other
di seases al though there was no clinical basis for
this, and none of the serious side effects were
di scussed or highlighted in the literature or on
the | abel s.

Today these drugs are prescribed for a
long list of ills. Physicians and patients are

using it for just about anything except hangnails
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despite the fact that SSRIs are only approved to
treat a few conditions. |In 1997 FDA added a nmj or
weapon to the drug conpany arsenal,
direct-to-consuner advertising. FDA issued
gui delines that allowed drug conpanies to air
broadcasts and print advertisenents that contained
m nimal i nformation about a drug's possible side
effects. The United States is the only
i ndustrialized nation that allows
direct-to-consumer advertising to the public.
O her countries consider the practice to be
unet hi cal

How effective are these SSRI drugs really?
At present, drug conpanies not only plan and pay
for the trials of their own drugs, but also anal yze
and publish the results. This conflict of interest
has introduced a bias into the testing since drug
conpani es suppress test results they don't |ike
when drug conpani es show that the drug isn't nore
effective than a placebo, a sugar pill or, said
anot her way, better than nothing. That is a very

| ow hurdl e.
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What is needed? W need warnings for al
patients, not just juveniles being prescribed SSR
drugs, informng them of the serious side effects.
Fam | i es and spouses nust be warned as well to
all ow themto be aware and to watch for the signs
for these serious adverse reactions. W need this
now, not nore studies or hearings. W need to
elimnate the direct-to-consumer advertising. You
authorized it. Stop it now Elimnate the
of f -1 abel use of drugs.

If a drug is to be used for a particul ar
treatnment, require that it is nore effective than
existing treatnents, with real clinical tests not
based on a journal article hyped by the drug
conpani es. Establish a truly independent drug
testing agency. We can't go on with the fox in the
henhouse situation we currently enploy. Wthout
the positive actions | have indicated the FDA wll
continue to be a co-conspirator in the assault of
the public, with the SSRI drug-induced viol ence and

sui cide. Thank you

[ Appl ause]
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DR GOCDMAN:  Thank you. |s speaker 43

present? |f speaker 43 is not present, then

speaker 44.

M5. PARKER My nane is Nancy Parker, and

I ama nmother of a 12 year-old African-American

girl, Rebecca, whom | adopted at the age of three

weeks. | amalso a nenber of NAM, NYC Metro.

First of all, I want to say ny heart goes

out to everyone here who has lost a | oved one, but

| amhere to tell a very different story. MW

daughter has suffered from severe nmental illness

for the past seven years. Her present diagnosis is

depression with psychosis NOS. She is presently on

a reginmen of 800 ng of Seroquel, a nmilligram of

Hal dol and 225 ng of Wellbutrin.

At the age of five and a half, Rebecca had
her first episode. | was cleaning up a glass that

had suddenly broken when she ran in, appearing to

be in something of a trance, picked up what |
assuned was a small piece of glass and swal | owed
it--her first attenpt at trying to hurt herself.

She was then in therapy and had her first
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hospitalization where she was given a diagnosis of
bi pol ar di sorder.

So, alittle girl cones honme on depakote
and after a week she has another episode, and when
I think she may be gaining control she cones up
behi nd ne and cl ocks ne over the head with a big
toy hair dryer. W both wound up in the ER and
when the doctor asked her, "why did you hit your
mom over the head?" she replied flatly, "because
had to." At this point her doctors concurred it is
very likely that Rebecca is not bipolar. Now there
is no diagnosis so the doctors tell ne if she acts
up just give her Benadryl.

She left the hospital and was seeing a
therapist regularly, and in Septenber of 1999 she
began hearing voices. At this point, her therapist
and psychiatrist put her on the first of many
anti psychotics, Risperdal. Wile this was going on
her behavi or becane very self-injurious. One
i mpul se was she would wal k out in front of cars.
When | told her she could get killed, she answered,

"maybe | wanted to." She would bang her head on
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the wall and tell ne how she wanted to die and be
with her grandma in heaven.

For Rebecca, the tine between ages 5-12
meant five hospitalizations and one year in
resi dence. She has been on everything from
Ri sperdal, ol onzapine and BuSpar. Wile in the
hospital, they put her on lithiumand then took her
off for three days because she becane violently
ill. \Wien she was in residence they started
Rebecca on a | ow dose of Ri sperdal and Well butrin.
VWi |l e that hel ped somewhat, it was not the perfect
mx. Finally they tried Serecol [?] with
Wl lbutrin. There were some difficult tines there
but they had upped the Serecol and Wellbutrin to
her present dose.

Presently, she has been on Wellbutrin and
does not hear any voices. She has not had any
hospitalization and is relatively happier now and
there is no inpulse to hurt herself.

I just want to say that we have to have
clinical trials for these children. They nust be

started at a low dose and if there is any problem
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the doctors have to be told that these kids, if
they are not working out on these particul ar drugs,
have to be taken off the drugs. O, if it is a
cocktail, as in ny daughter's case, maybe the
cocktail has to be stopped. Finally..

DR GOCDVMAN: Thank you. Speaker 45,
pl ease.

MR. SCHNEEBERG. Yes, ny name is Richard
Schneeberg and | have a masters in counseling.
Bet ween 1997 and 2000 a person is given 14
different types of antidepressants on eight
hospital stays. During one of the stays he tries
to junp out of a hospital wi ndow. After another
hospital stay he is found wal king on the railroad
tracks, and when he is brought to the hospital he
is a catatonic zonbie. He can't speak and he is in
a fetal position, rubbing his knees together.
After another hospital stay the person has a
delusion of nurder. After yet another hospita
stay this very sane person nakes a threat to burn
down a hotel. He is brought to a hospital and

starts having hallucinations after being nmedicated
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agai n.

The common thread in all of these bizarre
actions, including suicide, is that none of them
ever occurred before this person was given
antidepressants. The focus of this conference is
on children, however, the person who | refer to is
not a child. It was me, a nman, then in his late
40s.

Engl and has banned all antidepressants for
ki ds except Prozac. Let's have an Anmerican
revol ution and ban anti depressants for everyone and
prevent many sui ci des.

Al'l of the above is docunmented in ny
aut obi ography, "Legally Drugged," being produced
and published soon, and will be produced as a
nmoti on picture.

Excerpts fromthe hospital reports will be in the
book, where the psychiatrists thenselves state they
were worsening ny condition. Counseling only, no
drugs. Antidepressants, weapons of mass

destruction.

[ Appl ause]
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DR. GOODMAN: Thank you. Speaker 46,

pl ease.
DR RISINGER. | am David Risinger and
this is ny wife, Sarah. | have no financial ties.
Next slide. This is ny 15 year-old son,
Josh.

Next five slides. Al these pictures were
taken about a year ago before Josh started
anti depressants.

Next slide. See that smile? Suicidal?
No way!

Next slide. Not that he didn't have
probl ems. He had been seeing a psychol ogi st who
t hought an anti depressant m ght hel p.

Next slide. This is Josh before Zol oft.
He was popular, athletic, had a girl friend, was
maki ng pl ans. He had hope and enjoyed life.

Next slide. Twelve tablets |later he was
gone.

Next slide. Three tines in those 12 days
| talked to his doctors to tell themthat he wasn't

doing well; to tell themthat he couldn't sleep at
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all; that he seened agitated. He cried out to us
that this medicine was maki ng hi mwrse. | was
told, "give it tinme; these take a couple of weeks
to work." Twelve days. None of us recognized the
danger he was in because none of us had adequately
been war ned.

Next slide. The first |I ever heard of
this controversy was this article that ran shortly
after Josh's funeral

Next slide. There is certainly no nention
of it in any of the product literature.

Next slide. The reason | cone to you
today is to caution don't rely only on the clinica
trials data to base your recommrendati ons.

Next slide. | would like to give an
exanple fromny practice, and that is x-ray
contrast nedia.

Next slide. Doctors and patients are
warned of the risks of these drugs.

Next slide. Specialized training and
preparation are required to use these drugs.

Next slide. And many l|ives have been
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saved to reactions that never happened in any of
the clinical trials, reactions that nost of ny
younger col | eagues have never seen and woul d never
believe until they saw their first case, and by
then it would be too |ate.

Next slide. But | know this happens. |
have seen it.

Next slide. | know this happens too. |
have seen it, and | amhere to tell you.

Next slide. Don't rely only on the
clinical trial data. | think what you are | ooking
for maybe too rare to find there.

Next slide. But just because it is rare
doesn't mean it isn't inportant. There are
m | lions of people on these drugs. Thousands of
lives literally are at risk. Wat do we do? |
would like to give an exanple frommy practice. To
i nterpret mammograns, every three years | have to
get 15 hours of CVE. Wiy can't we do sonething
like this with these drugs? Every prescriber
shoul d be required to periodically pass a mandatory

certification in psychopharmacol ogy. Surely this
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conmittee would find this tool useful for keeping
clinicians up to date, and the time is |ong overdue
for effective warnings on the drug | abel, in the
package insert, and in all advertisenents. This
can't wait any longer or it will be too |ate.

Next three slides. For Josh and many
others it is already too late. Thank you

[ Appl ause]

DR. GOCDVMAN:  Thank you very nuch.

Speaker 47, pl ease.

DR. HEALY: Ladies and gentlemen, | am
here and have paid all ny own costs to be here.
This nmeeting you are having is nmore than about a
crisis about one drug-induced side effect; this is
a crisis for evidence-based nedicine that has
enabl ed the FDA and the conpanies to state openly
and repeatedly that there is no credible evidence
that there is a link between SSRI's and suici de when
this is scientifically quite wong.

There have been 677 trials involving
SSRI's, and having hel ped review all of these, | can

| et you know that roughly only 1/4 suicidal acts
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that have happened in these trials have been
reported in the scientific articles that have comne
out of those trials. Nevertheless, when you
conbine all of the trials year on year, as of 1988,
the odds ratio that SSRIs are associated with
sui ci de over placebo over double the rate is there
from'88 onwards, and for each year onwards. The
odds ratio without risk of getting well in these
drugs is actually nmuch less. 1t is only half of
the odds ratio of picking up a suicide.

The original Paxil suicide figures that
SmithKline subnitted to the FDA, in '89, showed an
eight times greater risk of suicide on Paxil for
adults than for the sane suicidal acts on placebo.
Telling SmthKline that FDA believed concerns about
suicidality were a public relations first, Martin
Brecker, of FDA, invited themto resubmit their
figures. SmthKline did so and in the process
re-coded as pl acebo suicides and suicidal acts acts
that had not happened on placebo. They were only
doing what Lilly and Pfizer had al so done.

In contrast, FDA, when faced with
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debat abl e evi dence that the SSRIs worked, had a
compl etely different approach. Such as the vol une
of negative studies that people within the FDA
suggested to Bob Tenple that the | abel for these
drugs shoul d include some indication of how many
negative studies there were. Martin Brecker, in
the case of Zoloft, where two of the tree trials
back then when the drug canme to FDA first were
actually negative, and still are negative, said he
woul d be enbarrassed to be associated with this
portfolio. FDA, Dr. Tenple, chose not to wite
into the labeling the nunber of negative studies
there had been. In the light of what has happened
with Elliott Spitzer, who characterized such
behavior as close to fraud, it may be tine to
revisit this choice

Having said this, | think FDA made the
right choice to approve Zol oft and ot her SSRIs.
But there is a sauce for the goose and a sauce for
the gander issue here. The best estinmate we have
of suicide on these drugs is 2.4 tines greater. 1In

the Paxil OCD trials the best estinate we have..
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[ Appl ause]

DR. GOODMAN:  Thank you very much. |Is
speaker 48 here? You are speaker 49?

MS. WAI NSCOTT: Yes. | amchair of the
Nati onal Mental Health Association. | aman unpaid
volunteer and | amfam |y nenber.

Depression itself creates a significant
risk for suicide and we have known for a long tinme
that as a person energes fromthe bl ack hol e that
is severe depression, there is a risk that they
will marshall the strength to act on the suicida
t houghts that often acconpany this illness. | saw
this happen two tines to ny nother as she bravely
struggled with depression for alnost half a century
wi thout the benefit of today's treatnment advances.

Today, because the topic of suicide is
unconfortable for many, because insurance pl ans
limt visits and often flatly deny psychot herapy,
because practitioners are very tine pressed and
sometines they are wong, kids are often not
adequately nonitored after they receive nedication

and parents often are not told what to |l ook for to
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protect their children. There are heart-breaking
stories of the consequences.

But | cane to tell you a success story.
As a young child Jessica was sunny and cheerful,
Il oving, affectionate. Then, as she turned 11 it
was cl ear that sonething was very wong. She was
suddenly crabby, difficult to get along with. She
becane nobody and withdrawn. Jessica's father

approached her directly, "you have to tell us

what's the natter." She replied, "I have been
telling you." "No," he said, "you have just been
going away." After a long silence Jessica said, "I
don't know, Dad. It just seens like |I'mmad al

the time." As the words tunbled out and she
descri bed her pain he realized she needed
pr of essi onal hel p.

She was di agnhosed with depression and
together she, her famly, their pediatrician and a
consul ting psychiatrist devel oped a conprehensive
treatment plan that included SSRI nedication wth
cl ose nonitoring.

| am happy to tell you, and | want to show
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you a picture, that ny granddaughter is doing
extremely well. She is the tall one. She is an
out goi ng, happy 15 year-old, engaged in her famly,
successful at school. She has a lively group of
friends and is displaying a real talent for art.
She sticks to her treatnent reginme and she stil
takes medi cati on.

As | prepared this testinony | talked with
Jessie about it. She told nme, "Babi, tell them not
to do anything that will make people afraid to go
for help. Life is so nmuch better with treatment."
| asked her how it is better and she said, "I'm
just able to be nmyself. There are no invisible
strings pulling me down."

So, | ask you for Jessica and for the
mllions of kids |like her who do and will struggle
wi th depression bal ance the risk of medication with
the risks of untreated depression. Help tear down
the barriers to treatment. Don't erect new ones.
Address the issues in the broadest possible
context. Be mindful of the many children like

Jessie who benefit fromthese nedications and the
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hundreds of thousands who need treatnent and get
not hi ng.

The written testinony of the Nationa
Mental Heal th Associ ation, which you have, makes
speci fic recomendati ons. W support the call for
closer nonitoring of...

[ Appl ause]

DR. GOCDMAN:  Thank you very mnuch
Speaker 51, please conme to the podi um

M5. GRUDER My nane is Deborah G uder.
My husband, Scott, was never diagnosed, ever, with
depression but on March 30th, the norning of March
30th, after being on Paxil for 13 days--13 days
only--he went to Walmart at 7:16 a.m and bought a
shotgun and returned to his office and | ocked the
door and shot hi nsel f.

Neit her he nor | had any idea that there
was any need to beware. We were never told we
shoul d beware. W knew peopl e who had been on
Paxil or other SSRIs and we had seen many of them
benefit, and we had seen the nunerous television

commerci al s that showed people that were in very
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desperate psychol ogi cal trouble, after taking
SSRI's, all of a sudden they were dancing through
fields of flowers; they were | aughing; they were
happy. This is what we knew W didn't know there
was anything to be concerned about. Not once--not
once did we ever see in any of these
commerci al s--we never-ever saw a foll ow up of
anyone stepping off of a bridge into the icy waters
of ariver to their death. W never saw a wonan
| ock hersel f behind her bathroom doors and slice
herself up with scissors. W never saw anyone take
a gun and go behind cl osed doors and shoot
t hensel f.

My husband and | did not once hear about
t he subpopul ati on of people, which evidently he
bel onged to, that had a very adverse reaction to
Paxil and other SSRIs. Early this year |
understand, and for the past 10-15 years you have
been aware that there is a problemw th SSRI s.
Shame on you! Shame on you for being aware when
you shoul d be protecting us, the people, all these

people sitting behind ne! M story is not unlike
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theirs. You should be protecting us. \Were were
you? \Where have you been? Wy haven't you done
anyt hing about this? This is just a snall

percent age of people that have had a | oved one die
violently because you have not done your job...

[ Appl ause]

DR. GOODMAN: Thank you. Speaker 52,
pl ease.

M5. GUARDINO M nane is Mary Guardino
and | amthe founder and executive director of
Freedom from Fear, a national nental illness
advocacy organi zati on, and sormeone who suffers from
anxi ety and depression.

I want to thank the comm ttee and all
those who have participated in the process of
gathering and sharing information related to this
very inportant issue. As a nother and nental
heal th advocate for the past 20 years, nothing has
been nore inportant to ne than the health and
safety of our children.

My own depression and anxi ety began when |

was very young. Most tragically, it was not until
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I was 40 years old that | received a proper
di agnosi s and successful treatnent. | was one of
the lucky fol ks back in 1982 because ny treatnent
conbi ned nmedi cation and cognitive behavi or therapy.
That treatment brought me fromthe darkness of
despair into the sunshine of hope. | have never
forgotten those dark, long, painful days. They
continue to nmotivate me in ny work as an advocate
for those struggling with nental illnesses and the
famly and friends who | ove and care for them

VWhen ny own children showed signs of
anxi ety and depression, fortunately, | was better
prepared to find the treatnment they needed. |
truly believe that ny daughter would not have been
abl e to conplete | aw school nor ny son conplete a
masters in psychol ogical counseling if it were not
for the early intervention and successfu
treatnents of their illnesses.

What also is inportant is that their
positive experience with treatnent has taught them
to trust the nental health network and to utilize

it with confidence when it is needed. Their proper
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treatnent has increased their resilience and
enpowered themto hel p others.

In closing, | want to remnd the comm ttee
to never lose sight of the goal all of us here so
passionately strive for, that is, to inprove the
mental health status of all our citizens. To
achi eve that, we nust encourage people in need of
help to seek treatnent and provi de consumers and
providers with access to the latest scientifically
valid data and information on the best treatnent
options. If we fail in either of these endeavors,
we will not be achieving the goal we all aspire to.
Thank you.

DR. GOODMAN:  Thank you. Speaker 53,
pl ease.

M5. WLLIAMS: | am here representing
Jacob W lianms who died of Prozac-induced suicide,
Decenber 5th of 2000. | was here | ast February.
Therefore, | will give a brief synopsis of ny
previ ous statement and add a few additiona
comments that | feel are pertinent.

My son, Jacob WIliams, was born on
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Cctober 15th, 1986. On Cctober 11th of 2000,
Jacob's pediatrician prescribed himProzac. It was
to be increased to 20 ng if there were no side
effects. The doctor did not describe to us what
side effects we were to look for. | assuned the
prescription insert would indicate all side effects
related to this drug. | was wong. M husband
asked the doctor if Jacob's problemcould be
hormonal , and did Jacob have to be put on

medi cation. The doctor replied that this

medi cati on woul d hel p hi mbecause it is the nost
commonly prescribed drug for teenagers to help them
with their needs.

On Novenber 6th, 2000 Jacob was back in
the doctor's office for a followup visit. At this
time his dose was increased to 20 ng. This was
Jacob's last visit to the doctor. Shortly after
this visit | began to notice an aggressive behavi or
in Jacob which had not been there before. He also
showed a verbal aggression and short tenper that
had not been present before. Wien questioned about

this behavior he stated, "I don't know what's
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making ne do this." On Decenber 5th of 2000
found Jacob hanging fromthe rafter in our attic.
During the tine Jacob was on Prozac, he
went to a psychol ogi st on several occasions. The
psychol ogi st asked Jacob on these occasi ons whet her
he thought about suicide. He responded that he
woul d never do such a think because it was agai nst
his religion. M sole purpose in being here today
is to, hopefully, prevent other parents from having
to go through the pain and angui sh our famly has
gone through. Had I known suicide was a possible
side effect to this nedication | never woul d have
all owed nmy son to take it.

| appreciate the action that has been

taken since the |ast hearing. However, | am
concerned that many are still saying Prozac is a
safe SSRI. It is not safe. Since ny |ast

appearance before you | have heard statenents from
ot hers who survived their encounters with SSRI s,
specifically Prozac. M son cannot speak for

hi nsel f since he did not survive, and it is ny

responsibility as his nother to speak for him |t

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (395 of 461) [9/28/2004 12:31:12 PM]

395



file:////ITiffanie/C/Dummy/0913PSY C.TXT

396
is ny firmbelief that his death was a
Prozac-i nduced sui ci de.

I'n conclusion, Jacob trusted me. |
trusted the doctor and the doctor trusted the FDA
to nmake sure the drugs that are approved are safe
and have proper warning labels. | plead with you
to live up to the trust our society has placed in
you. Thank you.

[ Appl ause]

DR. GOODMAN:  Thank you very much. |Is
speaker 54 here? |f not, speaker 55, please cone
forward

MS. YORKE: Good afternoon. M nane is
Laurie Yorke and | am here on ny own accord.

Seven nmonths ago | stood in ny living room

and watched ny 16 year-old son slash his wists in

a full-blow Paxil-induced rage, screanming, "I was
born to die." | amone of the lucky ones. M son
is alive.

The process of weani ng and wi t hdr awal
began without the help of my son's prescribing

psychiatrist. He had refused to take ny son back
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as a patient after the suicide attenpt. It was an
I nternet nmessage for the Paxil survivors that
wal ked nme through the withdrawal process. Wth
each | owered dose, ny son experienced the anger,
aggression, brain zaps, visual disturbances and
insomia. H's withdrawal synptons foll owed
stunningly simlar patterns that others have
experienced. He took his |last dose of Paxil at the
end of April.

Prior to nmy son being prescribed Paxil for

a single panic attack | did the research on this

drug. As a nurse of 20 years, | amprobably in the
mnority because | do read drug inserts. | do read
the PDR | do ask questions. Wen | questioned

his psychiatrist about the use of an SSRI in a
child his age, | was reassured by this adol escent
psychi atri st that he has never had a problemwth
it before.

Paxil turned my child, in a period of 13
mont hs, froman A/ B student, social, outgoing
personality |ike you would not believe into an

angry, death-obsessed, anti-social recluse. MW
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son, now of f Paxil, is once again happy, outgoing,

socially active. Wat he nmust now deal with is the

| ack of concentration still existing after the
Paxil w thdrawal. | shudder to think of what the
long-termramfications of Paxil use will be in his
case.

The FDA's | ack of action on the evidence
presented years ago caused ny son to becone a
victimof Paxil. The FDA chose not to act on
i nformati on you received that docunmented these
reactions in clinical trials. d axoSmthKline
chose to hide clinical trial data to protect
profits instead or protecting our children
G axoSmithKline said on "World News Toni ght" that

they gave the infornmation to those who needed to

know. | amresponsible for ny child. | spend 24
hours a day with him | needed to know. | was not
tol d.

Del ayi ng banning of SSRI's for children
means nore children will die and the viol ent
behavior will continue. You have failed to protect

our children froma bad drug. | was under the
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i npression that FDA approval neant that drugs
actually went through a rigorous investigation
prior to their being approved for safety. | know
that the FDA approval now means nothing. Drug
compani es are allowed to pick and choose the
clinical trials that they like. You rubber-stanp
the approval and allow the children of the United
States to beconme the guinea pigs. | believe the
FDA has forgotten the Hippocratic oath, the basic
that we all nust adhere to, first do no harm

[ Appl ause]

DR. GOCDVMAN:  Thank you very nuch.
Speaker 56, please.

MR FRITZ: | told the story of my 15
year - ol d daughter, Stephanie, |ast February 2nd.
She was on Zol oft and hung herself on Novenber
11t h.

DR. GOCDVMAN: Can you start over and bring
the m crophone cl oser?

MR FRITZ: Sure. | told the story of ny
15 year-old daughter, Stephanie, on February 2nd

here. She was on Zol oft and hung herself on
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Novenber 11th. | attended the congressional
hearing | ast Thursday at which Dr. Wodcock
testified that the FDA had clinical information
that showed that these antidepressants were not
effective in treating children; that they caused an
increase in suicidal thoughts. Some of these
trials are years old so the FDA has had know edge
and decided not to share this information with
parents so that they could nmake i nforned decisions
on how to care for their children.

Dr. Wodcock said there is sonmething in
the law that kept the FDA from putting the
information out. She couldn't cite the law |
guess it never occurred to her to ask Congress to
change the law so that this information could get
out. Mybe the FDA was too stupid to ask themto
change the law but | don't think so. The FDA made
a conscious decision to hide this information from
the public because they say there is no other
treatment avail abl e, even though they knew the
drugs weren't effective and kids woul d be put at

hi gher risk for suicide.
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Doctors are charged with first doing no
harm just like Laurie said. But you, Drs. Tenple,
Laughren, Katz and Wodcock, have abused the public
trust. You have greatly mi sused the power of your
positions by keeping the information fromthe
public while protecting the drug conpani es'
profits.

I am asking that four of you resign as
soon as the congressional investigation is over so
that we can get people to work at the FDA that will
work to protect our children and not the drug
conpani es and their profits. You say that
depression is the cause of suicides that occur with
children on these drugs. Wll, you have known al
al ong, because of off-labeling, that kids have been
prescribed these drugs for illnesses other than
depression and still have conpl eted suicide or they
have attenpted suicide, and you can't explain away
t hese events on depression

Those that have survived these drugs talk
of violent thoughts and actions that went away and

haven't cone back since being off the drugs. You
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say the jury is still out on these drugs. But it
isn't out on you people. You need to go. W need
to get people who will fulfill their duty and
protect the people, not the drug conpanies. And,
these drugs need to go. Until the drug conpanies
can show that they work they shouldn't be
prescribed to children.

The FDA shoul d demand that the drug
conpani es open up their files, not just the
clinical data, on these drugs so we can see what
they thought and what they are sayi ng about these
drugs--if they haven't shredded them that is. |If
they have nothing to hide, they should do it right
away but | don't think they will. They have known
all along that these drugs don't work and were
potentially dangerous to children who took them

Dr. Cleary, fromPfizer, testified at the
congressional hearing on Thursday as well. She
testified in front of Congress that she wanted to
be open and | et peopl e know what was goi ng on.
Well, I call on themto open up their files now so

we know what is going on.
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[ Appl ause]

DR. GOODMAN:  Thank you. Speaker 57
pl ease.

DR VARON: | ama full-time child and
adol escent psychiatrist. | would like to thank the
North Baltinmore Center, which is a conmunity-based
health center treating the children of Baltinore
Cty. | would like to thank them for allow ng me
to cone down today. Although they didn't provide
financial support, they forfeited a day of billable
services to allow nme to speak to you today.

Each day | realize that sone of ny
patients may one day die fromthe depression | seek
to treat. Antidepressants in children and
adol escents do work. In many cases | have seen
depression inproved with the use of antidepressant
medi cation. |In cases where nedication has been
hel pful, the child has been involved in a
mul ti-disciplinary approach where individua
therapy, famly therapy, including parent
managenent training, has been utilized; the patient

had access to partial and/or inpatient
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hospi tal i zati on when needed; and educati ona
i ntervention was avail abl e when appropriate. As
wel |, medications were helpful only if the right
di agnosi s was nade. For instance, if we were
really treating bipolar disorder as opposed to a
depression the antidepressants, in fact, were not
hel pful. Al so, they were helpful if conorbidities
were al so treated

Second, discrimnation in obtaining nenta
health care can conpronise the patient's ability to
be nonitored appropriately for the dangerous side
effects that we are tal king about. And, shortages
of child and adol escent psychiatrists can al so
exacerbate this issue as these are the physicians
nmost fully trained in prescribing these
medi cati ons.

Wul d a potential |ife-saving cancer drug
with the risk of, say, aplastic anem a be taken off
the mar ket because of poor access to proper
physi ci an nonitoring, or due to denial of an
i mportant hospital adm ssion due to insurance

pur poses?
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Third, | believe that there is a
subpopul ati on of children that require | ower
starting doses, al nbst honeopat hic doses as it
were, and a longer titration periods of SSR
dosages. As such, these individuals my actually
be nore sensitive to the activation or
disinhibition that we are tal king about on the
SSRIs. Thus, if they are started on the higher
doses, they may be nore subject to the events that
we are tal king about today. Thus, | would like to
suggest that any future research take this
subpopul ati on in n nd.

Fourth, in my practice over the last ten
years | have seen one case of an antidepressant
causi ng suicidal ideation, as reported by the nom
prior to the child actually coming to ne. In that
case, no act, fortunately, was involved but the
child still needed to be put on an anti depressant
medi cati on and subsequently did well.

I would like to talk about a fenmale who
was successfully treated. She had recurrent

depression for many years on many nedi cati ons. She
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subsequently, over the last six nonths, has
resol ved on a conbi nation of high-dose Zol oft,
Ri sperdal and Wellbutrin and she is currently
I'iving without depression..

DR. GOODMAN: Thank you. Speaker 58,
pl ease.

M5. ZITO M nanme is Julie Zito. | am
Associ ate Professor of Pharmacy and Psychiatry at
the University of Maryland, in Baltinore. | ama
phar macoepi dem ol ogi st and | have been studying the
use of psychotropics in children for the past 12
years.

I am here, despite the |ate hour and our
exhaustion, to really ask the panel to consider
seriously a specific scientific nodel in addressing
the need for additional research on the benefits
and risks of SSRIs in treating youth. Namely, I
ask you to recommend conducting a very |large cohort
study on a systematic sanple of youths in
treatment, and to follow themfor a period of at
| east a year. This non-clinical trial |ongitudina

approach can address many of the currently
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unanswer ed questions that you are here to consider

The sanpl e shoul d include youths from both
primary care and psychiatry. Data suggest there
are about two million children a year getting an
SSRI prescription so there shouldn't be too nuch
trouble in identifying 100,000 7-17 year-ol ds who
can be systematically assessed on outcones at
periodic times across a year.

A cohort study would allow us to docunent
outcones in four treatnent groups, those who get
better and stop neds., those who get better and
continue neds., those that stop treatnent because
of a lack of inprovenment, and those that stop
because of adverse events. O course, in the case
of the | ast exanple, those rare serious events can
be fully descri bed.

The rationale is sinple. A signal of 1.78
fromretrospective trial data is really too weak to
be definitive. Randomi zed trials are typically too
small to address rare events. And, finally,
depression is, indeed, too serious a condition to

unwittingly deprive those use who woul d benefit
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fromtreatnment sinply because of |ack of data that
can di stingui sh between the SSRI at risk youth from
the SSRI i nprovers.

Federal sponsorship is necessary to assure
that the design and assessnent of such a study
woul d be adequate to address the clinical public
heal th questions that we are really after at this
point. W do need coll aboration anmong the numerous
disciplines that are involved around this question
We need the participation and support of youths and
their famlies, and we need support fromthe
treatnment settings in which they receive care,
particularly |large HM>s and | arge nental health
clinic settings.

There is no existing data source now t hat
is adequate to address the SSRI safety and even the
community effectiveness questions that you are here
to discuss. Sadly, it is the suffering of young
peopl e. ..

[ Appl ause]

DR. GOCDVMAN:  Thank you very much. |Is

speaker 59 here? |If not, will speaker 60 step
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f orwar d?

DR. ROBB: | am Dr. Adel ai de Robb and,
while | amthe psychiatric Iiaison to the Anerican
Acadeny of Pediatrics Conmittee on Drugs, | am here
speaking today as a child psychiatrist, practicing
at Children's National Medical Center in
Washi ngton, D.C.

I wanted to give you a bit of a different
perspective, that of sonebody who takes care of
ki ds who are sick every day with depression and
their suffering. | first became aware of
adol escent depression and suicide when | was 16 and
a classmate called me at two o' clock in the
nmor ni ng, saying he wanted to kill hinself. | spent
the next two hours tal king on the phone, trying to
thi nk of good reasons to stay alive, and the next
two weeks combing the obituaries in the "Buffalo
Eveni ng News" seeing if anybody under the age of 20
had died. | never found out who that classmate was
but it nade ne think a | ot nore about what | was
going to do when | went to nedical school, and

went off and did training in psychiatry.

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (409 of 461) [9/28/2004 12:31:12 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

I then went on to a fellowship at the
National Institute of Mental Health where | took
care of a lot of famlies with bipolar and nmajor
depression. Many of themwere bringing in their
ki ds who were five and six years old and suffering
from depressi on, and none of the doctors in
Washi ngton, D.C. wanted to treat depression in a
five year-old because it was dangerous, and scary,
and what kind of five year-old gets depressed?

So, | ended up going back to do additiona
training in child psychiatry and for the last ten
years as a Board certified child psychiatrist I
have admitted 3000 patients to our inpatient unit
at Children's, and 2000 of those kids were
suffering froma nood di sorder, and fromthose
2000, about 70 percent had maj or depression and
went on antidepressants. \While we have | ost
several patients fromour unit to things |ike
cancer and AIDS and other illnesses that can cause
death in the under 18 year-olds, we have not had a
singl e suicide out of those 3000 kids admtted.

want you to renenber that.
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I have also treated outpatients with mgjor
depressi on and have had about 500 kids that | have
taken care of in the last ten years who have gone
on antidepressants. Again, none of them has died.

A hundred have tone to coll ege; two have gone to

| aw school and two to nedical school. | don't
think any of that woul d have been possible for them
if they hadn't gotten treatment which consisted of
careful nonitoring, medicine when necessary, and
therapy and education about side effects. | tel
parents | want themto call ne if they have any
questions. | tell themthese nedicines, especially
in the beginning, may lead to suicide and if they
have any questions--none is too silly--1 wll

answer email; | will answer a phone call. | am
there to help the kids.

But | ama child psychiatrist and we spend
nore tine with our patients and we want to help
them |In addition, | have actually been a Pl in
ten of the trials that you guys are talking about.
We have had 63 patients random zed in those trials.

We have not had a single suicide in those trials
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ei ther, nor have we had increase in suicida
i deation. ..
DR. GOCDVMAN:  Thank you very nuch.
Speaker 61, please.

DR. REBARBER: Hello. M nane is Dr.
Steve Rebarber and | am an outpatient child and
adol escent psychiatrist. | have been working in
Bet hesda, Maryland since | conmpleted my child
psychiatry training in D.C. Children's Hospital in
1991.

| appreciate the opportunity to cone
before the committee to briefly share ny experience
concerning the safety and efficacy of SSRI usage in
children with depression, and urge the comrittee to
allow sufficient time for reliable research to be
done on this crucial matter before taking any
dramatic steps, such as prohibiting their usage.

In nmy practice | have had broad experience
in wrking with famlies whose children have tried
SSRIs. SSRIs are neither the panacea, as sone
proponents suggest, nor are they the scourge that

sonme opponents claim | have seen sone children
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who have becone agitated with SSRI's, sone rare
i nstances where perhaps they have becone suicidal,
but | have al so seen many children with beneficia
and sonetinmes |ife-saving reactions in responses to
SSRI s.

I have no doubt that if SSRI usage is
prohi bited before reliable scientific evidence
demonstrates that they are dangerous that many,
many children will suffer devastating untreated
depression, and many of themare likely to go on to
subst ance abuse or suicide.

I realize that the commttee has heard
dramati c exanpl es by caring and soneti nes
devastated famlies; that SSRIs have had terrible
effects on their children. |In sone cases the
fam lies may be correct in blamng the nedication
In sone cases, it seens to nme, given the conplexity
of children's lives, the famlies may be w ong.

You may be hearing fromfar fewer of the far
greater number of famlies for whom SSRI treatnent
has been beneficial. | can imagine the pressure

that the conmittee nay be feeling hearing these
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stories because at tinmes | also find nyself hearing

the plea of parents, urging me to do sonet hi ng,

anyt hing, and sonetinmes the nost difficult part of

my work is to tell parents that | don't yet have

enough i nformati on on which to act and that the

best thing to do is to gather nore information

bef ore acti ng.

| urge the conmittee to act, not in the
heat of the nmonent, but only after you have the
sound scientific informati on necessary for naking
good decisions. Thank you

DR. GOCDVMAN:  Thank you very nuch.

Speaker 62, pl ease.

DR. KRATOCHVIL: Good afternoon. M nane
is Chris Kratochvil and | ama child and adol escent
psychiatrist, fromthe University of Nebraska
Medi cal Center, in Omha, Nebraska. | receive
support from pharnaceutical conpani es but no
support for this testinony.

Thank you for providing me with this
opportunity to talk to the coomittee today. | cone

to you today as a clinician that treats children
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and adol escents with maj or depression and a
clinical researcher who studies the treatment of
pedi atric depression. | amthe principa
i nvestigator of the Nebraska side of the TADS
study, which you heard Dr. March tal k about earlier
t oday.

In nmy role as a clinician | work closely
with the children and adol escents suffering from
depression, as well as their famlies. These
youngst ers experience significant distress and
impairment as a result of the depression that
impacts their daily life at hone, school and with
their friends. Sadly, as you have al so heard,
depression can all too often lead to suicide.

In the context of a careful clinica
eval uation and close nmonitoring, | have seen many
yout hs make significant gains in their battle with
depressi on when anti depressants are included as a
part of a conprehensive treatnent plan. As a
clinician, | see antidepressants playing a critica
role in hel ping nany of these young peopl e.

That being said, | do agree with the
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current warnings in place on the use of
antidepressants. Close nonitoring is good nedicine
and i ncludes educating and including the fanmlies
in the nonitoring. In ny role as a clinica
researcher in the TADS study, | have had the
opportunity to systematically study the safety and
ef fectiveness of two specific treatnents for
adol escent depression. The results of the study,
as you heard, have shown a significant inportance
in depression in adol escents treated with
fl uoxetine conbined with cognitive behaviora
therapy. But these findings are just the
begi nni ng.

What about ot her pharnmacot herapi es, other
psychot her api es and ot her age groups? How do we
sel ect the best treatnment for a specific child who
comes to us with a unique story and a uni que set of
probl enms? Significant research remanins to be done
to help guide us in our efforts to help these young
persons and their famlies.

My recomendations to the commttee at

this time: Warnings for careful and systematic
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foll owup when anti depressants are used,
particularly during the initiation, titration and
di scontinuation. Additionally, further studies on
the safety, effectiveness and role of all
antidepressants that are used in the pediatric
popul ation need to occur. Thank you for your tine.

DR. GOODMAN:  Thank you. 1s speaker 63
here? Speaker 647?

MR SWAN. My nane is Eric Swan and | | ost
my brother-in-law, TimWtsack, to SSRI suicide.
H's story is told on the website we have created
for himat woodymatters.com | urge each and every
one of you to go there and study his story.

Al bert Einstein said it best when he
defined insanity, it is doing the same thing over
and over and expecting a different result. | am
here to sinply ask that you include adults in
safety action you recomend or take. | believe
that if the patterns taken in the past are repeated
we will be having a siml|ar hearing sooner than
|ater on adults on these sane issues. | believe

that no one here truly knows that the side effects
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of SSRIs are any | ess dangerous to a 19 year-old
than an adol escent. Adults matter too.

Every person sitting in this roomcan do
sonmething to help fix this tragedy. Menbers of the
devel op committee, please hear the stories of adult
victims of SSRI-induced suicide and include adults
in your recommendations to FDA. Pl ease also focus
on patients given antidepressants off-Iabel who are
not depressed who went on to conmit suicide out of
character.

Enmpl oyees of the FDA--Dr. Tenple, Katz,
Laughren, | assume that since FDA included adults
in the March warnings that you are al so | ooking at
the original safety and efficacy studies for adults
fromthe late '80s and early '90s. |If you truly
are part of the jury that is still out, please
deci de sooner than later. Lives are in the
bal ance. And, please investigate fromother angles
as well. W have sone ideas on this and will
followup with you.

To the pharmaceutical industry here, your

industry is inportant. Wth that, however, cones
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an awesone responsibility to your fell ow Americans
who take these drugs. The very minute a safety
issue is discovered it should be disclosed and
openly worked out. There is no excuse to ever put
one penny of profit over the life of a child,
husband, wife, nother, father, brother, sister or
friend. Please disclose all you know on this
matter so a solution can be found.

To the nmedia here, thank you for bringing
the stories into the spotlight. Please continue to
wite and tell the stories that need to be told.

On August 6th, 2003 | walked into a
ni ght mare when we found ny brother-in-1aw hangi ng,
at age 37. TimWtsack lived his life by the gauge
of doing the right thing. If we all apply that
same standard to the work before us today we have a
chance to end the patterns of the past and save
l'ives.

As an aside, Dr. Laughren, | heard you
mention earlier that you have not seen the sane
indications in adults. Please use Wody's story

and the adult stories behind me as your indication.
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Thank you all for your tine.

[ Appl ause]

DR GOCDVMAN: Thank you. Speaker 65,
pl ease.

M5. WEATHERS: M nane is Patricia
Weat hers. | ama New York nother and president and
co-founder of ablechild.org, a national grassroots
parent organi zati on representing over 900 menbers,
such as Ms. Vicky Dunkl e whose 10 year-old
daughter died in her nother's arms as a direct
result of the antidepressant prescribed her.

I amone of the lucky ones. M child is
still alive. M own story has been featured on
"Good Morning, America," "The Today Show, " A&E
investigative reports and "The New York Tines,"
just to nane a few | have testified before state
| egi sl atures and twi ce before Congress. W
activism began after ny son's school coerced ne to
place himon Ritalin, a drug that caused himto
becone extrenely withdrawmn. The schoo
psychol ogi st and psychiatrist then diagnosed him

with social anxiety disorder and reconmended Paxi
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as a, quote, wonder drug for Kids.

On Paxil, he began hearing voices in his
head, drew violent pictures and even attacked ne.

I could no | onger recogni ze ny own son. He pleaded
with me at one point, "Mom nmake it stop." |
finally realized that it was the Paxil that put him
in a drug-induced psychosis so, naturally,

renoved himfromthe drug. | was then charged with
medi cal negl ect when there was no proof that
anything was nmedically wong with him | soon

di scovered social anxiety disorder, |ike bipolar

di sorder and attention deficit disorder, are not
medi cal conditions. Parents are told that their
child has a chem cal inbal ance or a neurobiol ogi ca
illness. W risked our child's Ilife based on this
fundanental |ie.

I now know this is not true but, nore
inmportantly, so do you. The FDA is well aware that
there are no x-rays, biopsies, blood tests or brain
scans that verify these nental disorders as a
disease or illness. M point is sinple. The FDA

shoul d not be condoni ng or approving these drugs
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wi t hout evi dence of disease, illness or physica
abnormality that would justify risking our
children's lives with a harnful and potentially
| et hal drug.

We are gathered here today, discussing
warni ng | abels on anti depressant drugs. Wwy? The
FDA had enough evidence 14 years ago to issue these
war ni ng | abel s on these drugs and you know t his.
Now t he FDA must do nore. The FDA's own m ssion
statement says that it is responsible for helping
the public get accurate science-based information
It is failing. The FDA is risking our children's
|ives based on nothing nore than junk science. The
FDA is responsible for protecting the public
heal th, not vested interests. | renmind you that
children's lives are in your hands and | call..

[ Appl ause]

DR GOOCDMAN: Thank you. Speaker 66,
pl ease.

M5. STEUBING W are Celeste and Dan
Steubing. This is our daughter, Ann. On June 8th,

2003, our 18 year-old son, Mtthew, graduated from
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hi gh school with his whole |ife ahead of him Six
weeks later Matthew junped to his death fromthe
Cooper River Bridge in Charleston, South Carolina.
He had been taking the antidepressant Lexapro for
| ess than ten weeks. WMatthew was the youngest of
our six children. He was a happy and healthy child
with no prior history of depression. Mttt was a
normal teenage boy. He loved sports, |oud nusic,
pretty girls, cool cars and Seinfeld. He loved his
famly.

Matt hew had plans for college. He had
plans to join the Air Force ROTC program He did
not plan to die. Matthew was experienci ng sone
difficult life | essons. He began to withdraw from
his friends and his normal activities. He |ost
interest in school, work, his plans for coll ege,
even basketball, the thing he | oved nmost. W
sought the help of a counsel or who recommended a
conbi nation of therapy and nedication as the best
way to help Matthew s chemical inbalance. A famly
practice doctor prescribed Lexapro. Prior to

taki ng the nedication, Matthew was depressed; he
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was not suicidal. After beginning the Lexapro

things changed. In Matt's words, "it just got

wor se. "

He becanme nore withdrawn. He had trouble
sl eeping. He was anxi ous and restless as though he
couldn't stand to be in his own skin. He had
trenors in his hands and conpl ai ned several tines
that he felt like his heart was beating too fast.
He said things like, "I feel like I"'mhere but I'm
not here," and "it feels like ny head is
di sconnected fromny body." As for side effects,
we were told there could be things |Iike dizziness,
nausea and insommia. Never did the doctor discuss
the possibility that this drug could worsen ny
son's depression or cause a condition called
akat hisia, a condition we now recogni ze as being
present in Matthew

As parents, we have a right to make an
i nformed deci sion regarding our child's care. That
right was taken fromus when you elected to turn a
blind eye to the evidence that had been nmounting

agai nst these drugs for years. Had we known the
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truth about the potential dangers of this
medi cati on we woul d have been better arnmed to
protect our son. Matthew would be alive today.

| said before that we |ost our son. What
I truly believe is that our son was nurdered by
Forest Laboratories and the FDA has his bl ood on
its hands. How many nore children have to die?
How many nore fanmilies have to be torn apart before
you do the job you were charged to do? Wen you
err on the side of caution, it nust be in favor of
the innocent victims who put their faith, their
trust and their lives in your hands. W denmand
full disclosure. You owe us..

[ Appl ause]

DR. GOCDVMAN:  Thank you very much. |Is
speaker 67 here? |f not, speaker 68, Dr. Mann?

DR. MANN. My name is John Mann. | am
presi dent of the American Foundation of Suicide
Prevention, which represents fanmlies who are
survivors of suicide, and supports research into
the prevention and causes of suicide. | amalso a

psychi atrist at Col unbia University.
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First slide, please. | would like to make
several points. | know that some people have
bl aned the treatnent and ot her peopl e have bl aned
the condition for a series of tragic suicides that
we have heard about today. The point | would like
to nake is that depression is a real |etha
condition. You may not be able to take an x-ray
but it is definitely killing a | ot of people.
Principally, it is untreated depression that is the
maj or cause of suicide in the United States in both
adults and chil dren.

Next slide. Wen you do psychol ogi ca
autopsies and talk to the fanmlies who have | ost
their loved ones, it is clear that the principa
problemin these suicides is not that they have
been taking antidepressants that have killed them
The principal problemis that they have been taking
not hing. Modst of them have taken no
anti depressants and a small ninority have taken | ow
doses of antidepressants, and very few have had
adequat e treat nent

Next slide, please. Do antidepressants

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (426 of 461) [9/28/2004 12:31:13 PM]

426



file:////ITiffanie/C/Dummy/0913PSY C.TXT

427
work in children? Wat is of interest is that
fluoxetine, where three studi es have shown
efficacy, those three studies were not conducted by
t he pharnmaceutical industry; they were conducted by
academ cs. That probably suggests sonet hi ng about
desi gn and who shoul d be doing the studies.

Next slide, please. Non-SSRI's, however,
pretty unani nously do not seemto be effective.

Next slide. Now, what is remarkable is
that those individuals in the United States that
live in particular areas where the highest
prescription rates exist for SSRI's, in those
denogr aphi ¢ groups that have received the highest
prescription rates of antidepressants, in
particular SSRI's, have had the biggest fall in
suicide in the United States. This applies to both
adults and children and it is true around the
wor | d.

Next slide. The suicide rate rose 31
percent in the United States up to 1986 or prior to
SSRIs. Since 1987 there has been a steady fall in

the suicide rate. Wy?
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Next slide. The wonen, for exanple, who
have received roughly twice the prescription rate
of men, have had about double the drop in suicide
rates.

Next slide. Those areas of the United
States that have the highest prescription rates of
SSRI's, both in adults and children, have had the
bi ggest falls in suicide rates.

Next slide. 1In fact, if you calculate,
for every 10 percent increase in prescription
rates, there are approximately al nost a 1000
decreases in suicide..

DR. GOODMAN: Thank you. Speaker 69,
pl ease.

DR BRAIN: | am Lawrence Brain, child
psychi atri st practicing in Bethesda, Maryland and
president of the Child and Adol escent Psychiatric
Soci ety of Greater Washington.

Until two years ago and for over 20 years
| treated seriously ill children in psychiatric
hospitals, and for nobst of that tine was nedica

director of these large prograns. Therefore,
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have been involved in the treatnent of thousands of
significantly ill child patients and have had an
opportunity to observe the effectiveness of the
SSRI anti depressant group

I wish the conmittee to focus on anot her
clinical element. Until approximately ten years
ago seriously depressed children were adnmitted to
psychiatric hospitals for assessnment and treatnent.
Initially this required a conprehensi ve eval uati on
and the devel opment of an extensive treatnment plan.
| believe it is essential that in evaluating the
ef fectiveness and safety of the SSRI group it is
i nperative that this be placed within the context
of an adequate and conprehensi ve treatnent plan.

In the past, after evaluation, depressed
children were prescribed anti depressant
medi cations, frequently of the SSRI group
However, they remained hospitalized in a safe
t herapeutic environment where, in addition to
medi cati on, they received nunerous
psychot herapeutic services during which we had an

opportunity to observe the inpact of the medication
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so that if activation and escal ati on of suicida
i deation or impulsive and potentially dangerous
behavi or occurred, this was able to be contai ned.

As it is known that this activation
typically occurs within the first three weeks of
treatnment, the patients remained in the facility
until we observed a therapeutic response and a
pattern of safe behavior. Patients were then
di scharged to day treatnent where intensive daily
treatment was provided until safe discharge to
out pati ent care was achi eved.

Thi s process changed with the intrusion of
managed care, such that now significantly depressed
children are not hospitalized unless there is an
absol ute assessnment of being a danger to thensel ves
or others. Currently, it is typical for
hospitalization to be brief; assessment to be
superficial and if nedication prescribed, the
patient is discharged within 3-5 days. Managed
care reviewers have focused on the utterance of
sui cidal thoughts as the only determ nant of

pot enti al dangerousness.
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As a clinician, | have argued vociferously
on many occasions that, if not present, this does
not represent real change and that potential danger
exi sts. Gven the known duration before clinica
ef fecti veness can occur, it is evident the current
policies are exposing children unnecessarily to the
vicissitudes of their illness. It is nmy experience
that these nedications are safe and effective
provided they are used within the context of a
conprehensive treatnent plan, and | urge this
comrittee to | ook beyond the limtations of brief
studies, to provide guidance and direction as to
the totality of care as outlined in the practice
par aneters devel oped by the American Acadeny of
Child and Adol escent Psychiatry.

Wiile it is the responsibility of the

treating psychiatrist to ensure as much as

possi bl e. .

DR. GOODMAN:  Thank you. Speaker 70,
pl ease.

MR SHAPIRO M/ name is Mark Shapiro. |
am here from Duke University. | have no financia
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association with any drug nakers.
First of all, | know you are tired so
would Iike to thank you for listening to ne and

thank you for your thoughtful deliberations on this

difficult topic. | am speaking here as a nmenber of
the public. However, | amthe manager of child and
adol escent psychopharmacol ogy trials. | amalso a

past sufferer from maj or depression

In nmy early 20s | sought treatnent for

depression and, like many sufferers, it was not
until | was suicidal that | even recogni zed the
need for treatnment. |In ny case, paroxetine and

frequent session with a psychiatrist saved nmy life.
Al t hough | was skeptical of psychiatry before that
experience, therapy hel ped ne to understand and
overcone ny illness. However, w thout
anti depressant medi cation | could not have nade it
to this session and might not be standing before
you today.

I would like to conment on the DNDP and
ODS anal yses and to commend those invol ved for

their efforts to address the current issue in a
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fair and scientific manner. However, it should be
noted that the potential pitfalls of meta-analysis
are well docunented and grow as the heterogeneity
of the included studies grows. As Dr. Dubitsky
not ed, these analyses include nine drugs plus an
extended rel ease fornulation, five distinct
psychiatric disorders, varied treatnment durations
and both in- and outpatient settings. |n other
words, neta-analysis in this case may be better for
generating a hypothesis for a random zed,
controlled trial than actually making a policy
decision. Although there may be a weak signal, the
results are not conclusive either for the
i ndi vi dual drugs or in aggregate.

Way might this be? | believe that the
regulatory climate in which they were conducted
creates a situation that may have affected the
trial teans and sites. This stens fromthe fact
that many of the trials were ainmed at gaining
six-nmonth exclusivity. Froma financial
perspective, the six-nonth marketing exclusivity is

frequently worth a great deal more than a pediatric
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| abel change, particularly in cases where a drug is
al ready being used off-1abel. Wen planning a
trial conpanies may, therefore, view | abeling
changes of secondary inportance

In my own experience, study sponsors have
often set unrealistically aggressive tine lines for
these projects. Such pressures can lead to
questionabl e or at |east expeditious choices
regarding trial design and inplenentation and
subject recruitment. This may result in an
el evat ed pl acebo response, reduced trial power and
di storted safety profile.

In contrast, the publicly funded TADS
study offers meaningful and clinically usefu
i nformati on about how best to treat adol escent
depression. However, to address the risk/benefit
rati o of antidepressants and detect rare but,
nonet hel ess, significant adverse effects such as
increased suicidality, a large random zed and wel |
designed study is required. Faced with simlar
chal | enges, other areas of nedicine have

successful ly adopted practical clinical trials.
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The Child and Adol escent Psychiatry Trials Network
is an NIMH-funded initiative that has recruited
nmore than 200 child psychiatrists who are willing
to conduct this research in a real-world setting in
an attenpt. ..

DR. GOODMAN:  Thank you. Speaker 71, and
then our | ast speaker will be nunber 73, so three
mor e speakers.

M5. M LLING DOMI NG On January 10th
2004 our beautiful little girl, Candice, died by
hangi ng four days after ingesting 100 ng of Zol oft.
She was 12 years old. The autopsy report indicated
that Zol oft was present in her system W had no
warning that this would happen. This was not a
child who had ever been depressed or had suicida
i deation. She was a happy little girl and a friend
to everyone.

She had been prescribed Zoloft for
general i zed anxi ety disorder, by a qualified child
psychi atrist, which nmanifested in school anxiety.
We were nonitoring her diet, encouraging her

physi cal activates and had testing acconmodati ons

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (435 of 461) [9/28/2004 12:31:13 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

436
put in place at school. She had the full support
of a loving, caring, functional famly and a
nurturing school environnent. Her death not only
af fected us but rocked our community.

How coul d this have happened to such a
happy and | oving child? Wen Candice died her
school was closed for the day of her nenorial
service, a service that had to be held in the
school gymin order to seat the thousand or so
peopl e who attended. How ironic, Dr. Laughren
that your famly attended Candice's nenori al
service. Qur daughters had been in class together
since kindergarten. How devastating to us that
your daughter will graduate fromthe school that
they both attended for the past eight years and
that Candice will never have the opportunity to do
so.

Bi shop Chain wote to ne foll ow ng
Candi ce's service which he helped officiate. He
referred to Candice as a spiritually gifted child.
How fitting that he officiated at President

Reagan' s menorial service on June 11th, what would
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have been Candice's 13th birthday.

Candi ce's death was entirely avoi dabl e,
had we been given appropriate warnings and
i mplications of the possible effects of Zoloft. It
shoul d have been our choice to make and not yours.
We are not conforted by the insensitive coments of
a corrupt and uncaring FDA or pharnaceutica
benef actors such as Pfizer who sit in their ivory
towers, passing judgnents on the lives and deaths
of so many innocent children. The blood of these
children is on your hands. To continue to bl ane
the victimrather than the drug is wong. To nmake
such bl atant statenments that depressed children run
the risk of becom ng suicidal does not fit the
profile of our little girl.

W attended the public hearings held in
February three weeks after Candice died. W had a
very hard tinme | earning about the specifics of this
meeting as none of our calls to the FDA were ever
returned. | nmagine our shock as we sat and listened
to person after person describing their persona

pain and suffering at losing a child like us. How
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could we not have known? These warni ngs were not
an isolated case. W were never told of any danger
associated. | voiced concern and was told that
there was no probl em

After the hearings | again tried to
contact the FDA and again no one returned ny phone
calls. | wote a formal |etter conplaining about
Pfizer and was told it would be forwarded for a
reply. It is six nonths later and | amstil
waiting for nmy reply.

I want to know why. Wy you have done
these things to us, and why..

[ Appl ause]

DR. GOODMAN:  Thank you. Speaker 72

DR KAHN. My name is Dr. Peter Kahn. |
am a Board certified child and adol escent
psychiatrist, in practice for 25 years. | amone
of the medical directors of the Shepherd Pratt
Heal th System

DR. GOCDMAN: Pl ease bring the m crophone
cl oser.

DR KAHN: Okay. Do you want nme to start
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again? | amone of the nmedical directors of the
Shepherd Pratt Health System | amalso on the
clinical staff at the University of Maryland Schoo
of Medicine. Qur experience at Shepherd Pratt in
prescribing antidepressants to treat children and
adol escents with najor depressive disorders has
been overall positive, particularly when conbi ned
wi th psychot herapy. Too often our young patients
keep suicidal ideation and harnful behavior secret
fromtheir parents and, thus, parents nmay be
unawar e of how negatively severe depression
i nfluences their child's thinking and behavi or

When prescribing nmedication, it is good
practice to carefully evaluate patients for
conorbid conditions that m ght negatively influence
their response to antidepressants, and to probe for
hi story of suicidal and honicidal ideation and
hi story of harm

I nfornmed consent includes both
ri sk/benefits of antidepressant use and the
ri sk/benefits of not prescribing antidepressants.

As one college age patient said to nme |last week in
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t hi nki ng back about her adol escence, "w thout ny
antidepressants | woul d have been dead."

Psychi atrists have known for years that during the
initial phase of treatment the risk of suicide may
increase. Thus, it is good practice to carefully
educate patients and their parents, provide 24/7
energency phone coverage and assess outpatients at
| east weekly during the first weeks of

anti depressant treatnment, follow ng dose changes
and during discontinuation.

As all patients do not respond to a single
antidepressant, it may be necessary to switch an
anti depressant ineffective in one individual to
anot her, hopefully, nore effectiveness nedi cation.
To make these decisions we need unbi ased dat a.

| am aware that my experiences in
prescribing these nedications, while positive, are
retrospective and anecdotal. Cearly, we need nore
unbi ased clinical research not just on
anti depressants but on all nedications for
children. Towards that end, | support the

establishment of a mandatory clinical registry for
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all clinical trials. In the neantine, this process
has finally gotten the appropriate attention of
physi cians patients and their famlies.

The FDA' s warning nust be cl ear
Judi cious nmonitoring is necessary. | believe that
it is inperative that physicians be properly
educated and then have the option to prescribe
anti depressants for the child and adol escent
patients. Thank you.

DR. GOODMAN:  «Qur final speaker for this
eveni ng?

M5. MCG NN. Good afternoon. M nane is
Eileen MG nn. | have a master of public health
degree and | have several nenbers of ny famly who
have schi zophreni a, bipolar disorder, alcoholism

The current process for the approval of
drugs for the American market is scientifically
flawed. Science requires reliability and validity.
The trials for many psychotropic drugs are not
reliable nor are they valid. Reliability in
science requires that research be independently

replicated in different |abs by different
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researchers. |In the case of drug trials, the sane
firmproducing the drugs conducts all the trials.
This is an inevitable source of bias and a breach
of the scientific nethod.

In terms of validity, there are severa
problenms. First and nost inmportant, the sanples
are not representative. People in a research study
are supposed to represent the general popul ation
with the illness. Mst trials systematically
excl ude many people, especially those with severe
illness. The group study does not represent the
popul ation with the illness so we cannot generalize
the results.

Second, often the outcone nmeasures are not
clinical nmeasures. There is no blood test or brain
scan to mark the presence of psychiatric illness so
researchers use rating scales, sinmlar to
questionnaires, to neasure the severity of
synptons. On a scale of 1-20 clinicians nmay agree
that a score under 7 denonstrates wellness, while a
score over 7 shows that the personis ill. It

woul d seem | ogical to use the cut score of 7 to
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sort out the responders fromthe non-responders.
This simple, direct method is not used. Instead,
researchers use a mathematical fornula based on a
percent decrease in scores. A person nay decrease
from?20 to 10 but at 10 he is still quite ill. 1In
children the percent decrease is often 20-30
percent, not 50 percent.

The dropout rates for sone trials approach
50 percent, a dropout rate that biases the results
and calls into question any concl usions of the
trial. The information fromthe dropouts, |ike
adverse events or non-response, is rarely anal yzed
or reported. Scientific nethods exist to deal with
the dropout data but they are rarely reported in
the trial results.

Trials are short and small. Small size
means that | ess comon adverse events are not
captured. Short duration neans that del ayed
harnful events are not known by the end of the
trial.

Fifth, trials are not valid because the

doubl e-bl i nd. .
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Sunmary by the Conmittee Chair
DR. GOCDMAN:  Thanks to you and to

everybody el se who has taken out the tine and

poured our their hearts today. It has been a |ong

day. | appreciate your attentiveness and your

patience. |, for one, feel exhausted not only

because of the |late hour but because of some of the

heart-rending stories that | have heard today.

On your agenda, the next itemis for nme to

take a stab at a sumtmmary of what we heard today.

W could take a break before that. | will leave it
up tot he commttee. M preference would be just

togointoit so that we can | eave, hopefully, by

6: 15 as originally planned.

What | would like to do then, as | see no

obj ection, is to summari ze sone of what we heard
today, touching on sone of the salient points.
don't nean this to be a conprehensive sunmmary by
any neans.

First let ne begin with where we stood
going into this neeting. W learned at our |ast

nmeeting that there was a suicidality signal in
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several of the studies that were subnmitted in
pedi atric depression, neaning that there was nore
sui ci dal behavior or ideation reported in the drug
versus the placebo group--not the expected finding.
It is opposite, in fact, to what you woul d expect
since suicidality is one of the synptons of the
underlying condition. |In fact, the only drug for
which there was no suicidality signal at all were
the trials submtted for fluoxetine.

Coupled with this, we learned that three
out of the 15 studies in pediatric nmajor depression
were positive so that the majority of the studies
were either failed or negative. So, in addition to
adverse effects that were of concern, we had
question about the overall benefit of this class of
agents, raising then naturally questions about
benefit/risk ratio.

Finally, we heard public testinonies |ast
time as well, and many of those, like the ones we
heard today, were passionate and plausible. Wen
listened to themlast tine, as | did today, | was

| ooking for a pattern. Certainly they don't

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (445 of 461) [9/28/2004 12:31:13 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

446
necessarily fit into a pattern but several of the
cases--1 didn't exactly count but quite a few of
the cases seened to suggest that suicides or the
sui ci dal behavior that was reported by the public
testinmony occurred relatively early after the
initiation of nedication.

That observation | think resonated, at
|l east with my own clinical experience and that of
many ot her clinicians, as sonething that we have
known for a long tine, both in children and adults,
that there are some patients who are susceptible to
a behavioral toxicity. W know for sure that
patients with bipolar diathesis seemto be
particularly prone to devel opi ng a syndrone that
may represent induction of mania after the exposure
to antidepressants. W also know fromchild
psychiatrists that they are particularly alert,
even before the warnings were issued--they have
been alert all along as part of their training that
there are some patients, sone kids who are
exquisitely sensitive to these nedications and then

they adjust the dose, the titration and the

file:////[Tiffanie/C/Dummy/0913PSYC.TXT (446 of 461) [9/28/2004 12:31:13 PM]



file:////ITiffanie/C/Dummy/0913PSY C.TXT

447
observation accordingly.

There is also an inpression, despite the
|l ack of efficacy in nbpst of these trials that were
subnmitted--a strong conventional w sdom anong
clinicians that there are many children out there
who have benefited fromthe use of antidepressant
medi cati ons. However, the data supporting that
observation is rather elusive.

We al so heard from John Mann today during
the public testinobny that untreated depression is
the maj or cause of suicide in youth.

Now, based upon what we heard | ast tine,
we did not conclude that there was sufficient
evidence to articulate a direct |ink between
adm nistration of the antidepressants and the
sui ci dal behavior. However, | think we heard
enough to suggest that there was a potential risk;
that we needed to do sonething quickly to nitigate
that risk. | think what we gravitated to was a
hypot hesi s that many of these cases, from what we
heard both in the public testinmony as well as what

we saw in the clinical trials, can be attributed to
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behavioral toxicity, particularly something that
occurs early in treatment and perhaps--and this is
only perhaps, it is a hypothesis--if one is nore
vigilant, if the prescriber, and the famly nmenbers
and the patients are nore vigilant about nonitoring
for side effects such as activation, things that
have been referred to as akathisia and i nsomi a,
that those synptoms or signs nay represent a
precursor to the synptom we nost fear, that of
suicide intent.

We reconvened this tine with the intention
of going back to the data after a reclassification
of the events and al so the opportunity to | ook at
any additional data that emerged in the interim
So, reviewi ng what we heard today, first we heard
fromDr. Laughren who brought us up to speed and
revi ewed sonme of the history of the clinica
trials, the FDA steps that have been taken, and he
al so rem nded us of sonething that | wish to
revisit tonorrow

So, in part | amgiving the summary as

ki nd of a demarcation between today and tonorrow,
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and also to try to set the stage for sonme of our

di scussions. | rem nded us that a nunber of these
studi es were conducted under the conditions in

whi ch the sponsor could be granted six nonths
exclusivity if they submtted a trial in pediatric
depression. | think this was certainly

wel | - neani ng.

There had been an outcry previously that
these drugs were being | ooked at of f-|abel but
there weren't sufficient studies. But the question
that | think is on all our mnds is whether this
wel | -meani ng action could have led to sone
uni nt ended consequences. Although we haven't
exactly articul ated what those might be, that is
certainly what cones to ny mnd--could the sponsors
have used nmargi nal estimates of power? |If their
goal was to have a positive study, not just a tria
submitted but a positive outcone, would they have
set the sanple size higher? Wuld we have had a
different outcome? | will turn to the
statisticians tonorrow perhaps to say whether there

is any evidence of that. There is though, from
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what | can tell, a powerful effect size so | am not
sure that that is the case. Nevertheless, | think
we shoul d tal k about that nore tonorrow.

One of the other speakers al so nmentioned
the possibility that there mi ght have been sone
i ncentives or encouragenent towards rapid
enrol I nment, and could sone of that process to speed
it up since the compani es were going to receive
si x-nonth exclusivity--could that have led to sone
contamination in the data set? That is al
specul ation but | think we should turn to a
di scussi on of those possibilities tonorrow.

Dr. Wsowski then turned to other sources
of data that m ght have bearing on our discussions,
i ncludi ng ecol ogi cal studies, and nentioned work,
publi shed by Dr. Schaefer at Col unbia, show ng an
i nverse rel ationship between the use of
anti depressants and the decrease of suicide in our
yout h, and pointed out that correl ation does not
equal causality and that there were other factors,

i ntervening variables that could explain that

pattern over tine. Dr. Schaefer did have an
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opportunity to rebut during the open presentations
| ater.

What was al so presented were sone
patient-1evel controlled observational studies,
including a study by Jick that was published in
JAMA. This was a study that conpared severa
different antidepressants to each other with
respect to suicide risk. It was pointed out that
our ability to infer the suicide risk contributed
by the drugs is limted since there was no
unexposed group as one of the controls.

Interestingly, however, what was found
significant was a relationship between tinme of
onset of nedication and reports of suicida
behavi or, such that the patients who had started
anti depressant nedication in the past nine days
showed a significantly higher rate of suicida
behavi or than those who had been on anti depressants
for six nonths or nore. That finding certainly did
fit wth one of the hypotheses that | think has
been on our minds and that led to sone of the

warnings in the interim that the adverse effects
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coul d be something that will occur early in the
course of treatnment.

Dr. March then presented results fromthe
TADS study. This is in contrast to the other
studi es we have | ooked at, sponsored by NIMH It
was a trial that had four arms that included
cognitive behavioral therapy. Qur focus on this
study though was not on the cognitive behaviora
therapy so the nost germane conponent of that study
is the conparison between fluoxetine and pl acebo.
Furthernmore, those are the two studies that were
conducted in a doubl e-blind fashion

What we learned is that on several but not
all neasures fluoxetine was superior to placebo.
As | understand it fromthe presentation and
reading the article, talking about benefit,
fluoxetine was not significantly superior to
pl acebo on changes in nean scores on the Children's
Depression Rating Scale, although it nearly net
statistical significance. Wth regard to
suicidality, reported rates of suicidal ideation

decreased in all the treatnent groups.
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Dr. Dubitsky gave us a sumary of the data
and a handout that | think will be extrenely usefu
tonmorrow as a reference, and rem nded us that only
three of the 15 studies in najor depression were
positive.

Dr. Posner, from Col unbia, then revi ewed
t he met hodol ogy and how it was inplenented to
reclassify the data fromthe clinical trials. The
presentation struck ne as being very rigorous and
conprehensive, and it was validated by Dr. lyasu,
fromthe FDA who | ooked at a sanple using the same
strategy that was used by Col unbia and cane out
with very good agreenent between their results and
the reclassification as ascertained by the Col unbi a
group.

Then we noved into what | would see as the
cornerstone of the data that was presented today,
the new data that we had been anticipating and that
I think we will continue to exanmine tonorrow. Dr.
Hammad presented the reanal ysis that was conducted
by the FDA based upon the reclassification of

suicidality. | wll not, in the interest of tinme,
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attenpt to review all the findings, but suffice it
to say it is ny inpression at this juncture that
that reanalysis reinforced the exi stence of
associ ati on between drug and suicidality.

He al so introduced another nmetric to us,
that of risk difference, sonething that | think
hel ps translate the risk into sonething we can
understand nore at the patient level, and said that
overall the risk difference was conputed to be 2.3
percent, nmeaning that two to three out of 100
patients mght incur an increase in suicidality
during exposure to one of these anti depressants.

There was al so a tine-to-event analysis
that | would like to revisit tonorrow. My
under st andi ng was that Dr. Hammad did not find any
evi dence for relationship between tinme of exposure
to drug and suicidality. This is certainly
di sappointing to ne. It certainly deviates fromny
wor ki ng hypothesis but | think | would like to
understand it a little better. | know there was a
statistical discussion around the table but | had a

little trouble following it so | hope that tonorrow
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maybe we can revisit it so | can at |east convince
mysel f that there was no evidence base for earlier,
rather than later, suicidality.

The reason that is inportant, of course,
inmy mnd, in addition to a failing hypothesis
that matches your own clinical experience, is that
it does give you hope that by nerely--not nerely
but by introducing increased vigilance about the
early phases of treatnment one can abort of prevent
suicidality if, in fact, the risk is evenly spread
over the course of treatnment, or the strategy that
we have adopted is going to be |less effective.

Dr. Moshol der then conpared the analysis
he conducted with the subsequent anal ysis based on
the reclassification of the data. Although there
were sone individual differences, for the nost part
the findings were in the same range.

Also, a netric that he canme up with that |
t hought was hel pful is in giving some sense of the
magni tude of the suicidality signal. As he said,
there woul d be one suicide event every 12

patient-years of drug exposure.
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During the presentations by industry, one
of the presenters argued not to consider the
medi cations as a class. That is one of the
questions before us tonorrow. He pointed out that
we need to attend to the differences in their
phar macodynam ¢ as well as their pharnacokinetic
properties.

Anot her presenter pointed out the
limtations of the data based upon the clinica
trials with regard to understanding the risk of
suicidality, indicating that these studies were not
designed to test the suicidality. So, this is a
post hoc analysis, and | think we did our best with
the existing data set but there are certainly
limtations based upon how those studies were
designed and the instrunments that were used. There
is also no direct drug-drug conparison

In the public hearing we once again heard
passi onate and novi ng testinony, and nmany cases
that, again, seemquite plausible to ne that in
sonme way inplicated a role of antidepressants in

suicide. It was pointed out by other speakers, as
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well as nyself earlier today, that in the process
we cannot forget about all the other individuals
that we think are out there with depression who
have been protected agai nst suicide because of
their treatnent.

What didn't we learn today? W didn't
| earn much about the long-termefficacy of the
anti depressant medications. | think nost of the
conventional wi sdomand clinical |ore about their
ef fectiveness is not so nmuch based upon the results
of an acute trial but the inpression of what
happens over a longer period of tine. The
avai l abl e data presented here or that | have | ooked
through do not give us an answer to this very
i mportant question. There is an overall dearth of
prospective data on the question of efficacy of
antidepressants in the pediatric popul ation.

We al so don't have enough information to
know whet her sone of the events that we m ght
classify as a result of behavioral toxicity
represent an interaction with an underlying

vul nerability of that individual. Wat comes to
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mind in particular is an individual that mght be
bi pol ar or have a bipolar diathesis. O, maybe
there are other factors that are patient specific,
even the way they netabolize the drug, that may
make them nore vul nerable to that behaviora
toxicity.

So, | think the work is cut out for us
tomorrow. What | would ask you to do this evening
in preparation for tonorrow is review the questions
that the FDA has asked us to address. Sone of
those will cone to a vote. | don't think we have
deci ded whi ch ones yet but | think some of them
will come to a vote, and certainly nost wll
i nvol ve consi derabl e di scussi on

One of the decisions | think we are going
to make is in answering the over-arching question,
have we done enough yet. Has it been enough to
i ssue warnings to nake everyone nore vigilant about
possi bl e adverse effects that could | ead to suicide
or suicidality?

I's there anything anybody fromthe

conmittee would like to add at this point?
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DR FOST: Just one coment that | woul d
like to have on the record for today's meeting.
Many of the families who spoke in their grief and
anger, understandably, felt a need to find blane or
cause of the tragedies that have befallen them and
Bob Tenpl e, Tom Laughren and ot hers were soneti nes
identified by name and, by inplication, others in
t he FDA.

I think it needs to be said that these are
all people who work very hard, with great
integrity, to try to find out what the right thing
to dois. | have no ties, by the way, to any
conpani es involved in any of these issues. Bob
Temple, in particular, is | think one of the nost
i mportant public servants we have had in this
country in the last 25 years. | would guess
conservatively that he has saved tens of thousands
of lives, probably hundreds of thousands, by
setting very high standards for the agency to
ensure that drugs that are dangerous do not get
into the marketplace. So, the notion that he would

be soft on dangerous drugs is just not plausible.
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So, | understand the grief and the anger and the
need to place blane, but |I think these are not the
people to assign it to.

DR GOCDMAN:  Thank you. Anyone el se that
woul d I'ike to comrent before |I give you a few
ground rul es?

[ No response]

So, before adjourning, | will ask the
nmenbers of the conmittee to take the materials with
them including the statenents received fromthe
public. War your name tags tonmorrow. | guess
that has been added because sonme of you haven't
been doing that. W ask all the FDA presenters to
be prepared with their backup slides--1 am sure
they will be--for tonorrow s discussion. Once
again, | wish to remnd the conmttee to refrain
from speaking to each other about the nmeeting. |If
| see you together, | assune you are tal king about
sports or the weat her.

I wish to informthe public that they can
submit their witten statenents to the FDA through

Dockets Managenent. The fliers on the information
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desk outside the ballroomw |l explain the
pr ocedur e.

Finally, to remnd the coomittee and the
public that the neeting is scheduled to begin
pronptly at 8:00 a.m tonorrow. W plan to end at
5:00 p.m but may or may not end early. Thank you
very much for your attention.

[ Wher eupon, at 6:10 p.m the proceedi ngs
were adj ourned, to be resuned at 8:00 a.m, on

Tuesday, Septenber 14, 2004.]
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