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PROCEEDI NGS
Call to Order and Openi ng Remar ks

DR. GOODMAN: | wish to welcone you to
this two-day joint session of the
Psychophar nacol ogi ¢ Drugs Advi sory Committee and
the Pediatric Advisory Conmittee, being held on
Septenber 13th and 14th here, at the Holiday Inn in
Bet hesda, Maryl and.

| am Wayne Goodnan, Professor of
Psychiatry at the University of Florida, today
wearing ny hat as chair of the advisory conmttee.
As you settle in, please take this opportunity to
put into silent node your cell phones and any ot her
devices that emt sounds in the audible range of
human bei ngs.

Some of you nay be surprised not to see
Matt Rudorfer in this seat but we armwestled for
t he position and he won.

[ Laught er]

In all seriousness, his termhas ended but
we are fortunate to see himreturn as a voting

consultant to the committee
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| have sone official |anguage to read to
you. Al comittee nmenbers and consul tants 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 materials have been posted on the FDA
website. Copies of all these naterials 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. W 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 conmittee to
provide the best possible scientific advice
avail abl e to assist us in the discussion of conplex
topics. W understand that issues raised during
the nmeeting may well lead to conversations over

breaks or during lunch. However, one of the
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benefits of an advisory comittee neeting is that
t he di scussions take place in an open and public
forum To that end, we request that nenbers of the
comrittee 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 i ssues so understand that these
conments are as a gentle rem nder

We | ook forward to a productive and
interesting meeting. This is an unusual neeting in
that we have two advi sory conmittees represented
here, Psychopharmacol ogi cal Drugs Advisory
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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comittee introduce thensel ves, starting on ny
right. Please indicate your expertise and
affiliation. W wll start in that corner, over
t here.
I ntroductions

DR. TEMPLE: Bob Tenmple. | amthe Ofice
Director, CDE I.

DR KATZ: Russ Katz, Division Director
Di vi si on of Neuropharnacol ogi cal Drug Products,
FDA.

DR. LAUGHREN. Tom Laughren, phychopharm
team | eader, in the Neuropharnacol ogi cal D vision

DR. MJURPHY: Di anne 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. M
expertise i s neonatol ogy and bi ochem stry.

DR PFEFFER: Cynthia Pfeffer. | ama
child psychiatrist at Will 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 hics 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 Ml one, Drexel
Uni versity College of Medicine, and ny area is
child psychiatry.

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

DR. PERRIN: Jim Perrin, Professor of
Pedi atrics, Harvard Medical School and Head of the
Di vi sion of General Pediatrics at the Mass. General
Hospital. | have shortened ny expertise as being
in general pediatrics.

DR GRADY- VEELI KY: Tana G ady-Weli ky,

Associ ate Professor of Psychiatry at the University
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of Rochester School of Medicine and Dentistry. M
expertise is in nood disorders and wonmen across the
reproductive life cycle and nedical education

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

DR d 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 intranural research program | ama
clinical child psychiatrist.

M5. BRONSTEIN: Jean Bronstein,
psychiatric nurse, Stanford University Hospital
t he consuner representative

DR RUDCRFER: Matthew Rudorfer, Nationa
Institute of Mental Health. My areas of expertise
are nood di sorders and psychophar nacol ogy.

MS. PATEL: Anuja Patel, Advisors and

Consultants Staff, Executive Secretary for the
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Psychophar nacol 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 nacol ogy.

M5. CRIFFITH M nane is Gil 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
prof essional; | ama consunmer. | have suffered
frommaj or depression since | was a teen. Second,
| have a son who suffers from mgjor depression and
three years ago, at age 17, after he was di agnosed
and placed on a regi nen 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 maceutical conmpany, nor do | hold any
i nvestmments in pharnmaceutical nmanufacturers. M
sole responsibility is to ensure that the interests
of concerned parents and fanmilies are represented
at this neeting.

DR MARANGELL: Lauren Marangell, Bayl or
Col l ege of Medicine. | specialize in adult
i nterventions in nmood 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. | ama
behavi oral devel opnental pediatrician at Children's
Hospital, San Diego and my area of expertise is in
children's nmental health services research

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

California, San Francisco. | amin charge of the
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Di vi si on 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. NEWMAN: | am Thomas Newman. | ama
prof essor of epidem ol ogy and biostatistics in
pediatrics at the University of California, San
Franci sco, and a general pediatrician

DR WELLS: | amBarbara Wlls. | ama
prof essor and Dean of the School of Pharnmacy at the
University of Mssissippi. M expertise is in
psychi atric pharmacot her apy.

DR POLLOCK: | am Bruce Pollock. | ama
prof essor of psychiatry, pharmacol ogy and
phar maceutical 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, Emeritus
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 henat ol ogi st/ oncol ogi st
at St. Jude's Children's Research Hospital in
Menmphi s, Tennessee.

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

DR GORMAN: Richard Gornan, a practicing
pedi atrician for 20 years in the Baltinore suburbs,
Chair of the Anerican 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 opnent at Johnson & Johnson. |
amone of the industry representatives to this
conmittee.

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

DR. GOODMAN: Thank you, all, for being
with us these two days. Qur session today is the
second of two planned advi sory committee neetings,
convened to address recent concerns about reports
of suicidal ideation and behavi or devel oping in
sonme children and adol escents during treatnent 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
recomendati ons to the FDA

I would like to thank the nany groups,

i ndividuals and fanilies that submtted witten
statenents in advance of the neeting, many of which
were quite informative as well as noving. A major
portion of today's neeting will be devoted to a

f our - hour open public hearing during which dozens

of people from around, and even beyond, the country
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wi || 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. Although the necessary consideration
of the clock will permt only a short tine at the
nm crophone for each speaker, | can assure you that
the conmittee wel comes and val ues input from al
viewpoints 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 submtted to the FDA
W are faced, instead, with assessing efficacy and
safety for nine drugs that represent nore than one
chemical 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 fromrandoni zed clinica
trials subnitted to the FDA this time, following a

reclassification of the adverse events, we find
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ourselves turning to information froma w de
variety of sources, in particular to inform
our sel ves about the drugs' possible benefits in
this popul ation. However, once we open our m nds
to consideration of data originating outside
randoni 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 nmerits of the source.

For me, the difficulty in assessing the
bal ance between benefit and risk is nultiplied by
the nature of the adverse events under scrutiny.
Psychi atrists grapple, for the nost part, with
ill nesses that produce significant norbidity and
nore rarely nortality except from suicide. Nothing
in my experience is nore tragic than the loss of a
child to suicide. To think that | m ght prescribe
an agent that contributed to that outcone is
unbearable. Equally unbearable is to think that I
did not do enough to prevent it. This is the
essence of the dilenma before us.

W may not have all the data we woul d
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like, especially to assess long-termbenefit. W
can nake recommendati ons about what research shoul d
be conducted, but we will be faced at the
concl usi on of business tonorrow to make
recomendat i ons based upon what we know at this
cross-section in tinme. |In deliberating on the
safety of antidepressant treatnment 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 nmany thousands of our
nation's youth, leading to considerable suffering,
disability and heartbreak in many famlies.

| 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-mi nded review 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 comrittee, to review
some of the ground rules for this committee and the
public heari ng.

Conflict of Interest Statenent

MS. PATEL: Good norning. Before
continue, | would like to notify you of a
correction on the roster attached to the agenda.
The followi ng consultants, Dr. Robert G bbons, Dr.
Mat t hew Rudorfer, Dr. Richard Malone, Dr. Tana
Grady-Weliky and Dr. Irene Otiz will be added to
the roster. Anmended copies of the roster will be
available later this norning 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
nore efficient, all speakers will be using the

nm 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 nearby
next speaker chair. |Individual 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
ti mer and speakers who run over their tinme wll
find that the nmicrophone 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 nmany people as
possi bl e an opportunity to participate.

The public may submit conments after this
nmeeting directly to the FDA's Division of Dockets
Managenment. Instructions for submitting electronic
and witten statements are available at the
regi stration desk outside this room The docket
wWill remain open until July 29, 2005. Thank you
for your cooperation.

I would like 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 conmttee in
which a particular conpany's product is discussed,
i ssues of broader applicability involve nmany
i ndustrial sponsors and products.

Al'l special governnent enployees and
i nvited guests have been screened for their
financial interests as they may apply to the
general topics at hand. The Food and Drug
Adnmi ni stration has granted particular matters of
general applicability waivers under 18 USC
208(b)(3) to the follow ng special governnent
enpl oyees, which pernits themto participate fully
in today's discussion and vote: Jean Bronstein,
Dr. Joan Chesney, Dr. \Wayne Goodman, Dr. Lauren
Mar angel I, Dr. James McGough, Dr. Janes Perrin, Dr.
Bruce Pollock. In addition, Dr. Philip Wang has
been granted a limted waiver that pernmits 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 subnmitting a witten request to the
agency's Freedom of Infection Ofice, Room 12A-30
of the Parklawn 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 inmpact so nmany
entities, it is not practical to recite al
potential conflicts of interest as they nmay 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
t he di scussion before the commttee, these
potential conflicts are nitigated.

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

i ndustry. Dr. Mehta is retired from Pfizer and Dr.
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Mal donado is enpl oyed by Johnson & Johnson.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenent with
any firmwhose product they may w sh to conment
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-minute di scussion
before lunch. In the interest of tine, | would
like to ask ny fellow conmittee nenbers 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 tonorrow there will be a great deal of
time for discussion and consideration of the
guestions before us. So, please, if you have
guestions about clarification, you can ask t hem
after each presentation but restrict it to those
ki nds of issues.

Wth that, | would like to introduce Dr.

Di anne Murphy, of the FDA, who will be foll owed 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 inportant deliberations, | would ask us to
step back and see the broader context in which this
meeting is occurring. | amgoing to spend a few
mnutes trying to describe that for you

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

Second, because of new | egi sl ation and
regul ati ons since 1998, FDA has seen an increase in
products that are used in children being studied in
chil dren.

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
t herapies 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 atri cs and nany other 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 some of
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this informati on has been brought to you, in the
| ast decade we have nade trenendous progress. In
1994 t he agency published an approach that it hoped
woul d hel p foster and encourage devel opnment of
t herapi es that we be used in children. Congress
passed | 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
sane di sease occurs in children, or condition, that
product in nost circunstances and certain
conditions would be required to be studi ed.

We are going to go nore into the 2001
adopti on 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
in that, 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 confirnmed FDA's authority to require
studies in children in certain circunstances.

In the last 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 submitted to us over 110
products, involving over 220 studies in children
and have now nore than 76 new | abel s that have new
pediatric infornmation fromthese studies.

The maj or depressive disorders were
included in the witten requests that were issued,
and witten 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 programs 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
nostly on the drugs conmponent 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 Conmmittee and Subpart D referrals in a
m nute. You just heard about the exclusivity
process which has been inportant in naking sure
that trials do get conducted. | wll spend a few
nonents at the end tal ki ng about discl osure
requi renents 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 Subcommi ttee has had, including today's

nmeeting, over ten neetings that have addressed over
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ten scientific issues, three ethical issues and, in
addition, starting |last 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
some of them

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

The first Subpart D ethics panel net this
past Friday and will report to this comittee on
Wednesday. | will tell you alittle bit nore about
t hat .

It is inmportant to understand that Subpart

D, which is part of the Conmon 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 Commobn Rul e.

Subpart D is fundamentally a referra
process. There is nuch nore to it but it is a
process for | RBs when they are unsure they can
approve or under which regul ation 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 sclosure of the studies that are
conducted in children is distinct for studies that
are conducted in children under the exclusivity
provisions 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, again under BPCA, a requirenent that
wi thin 180 days of submnission of a pediatric study

a public sumary of the nmedical and clinica
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pharmacol ogy reviews will be posted. There are now
41 pediatric summaries posted at this website.

Basi cally, you can go to the FDA page and get there
by going to the Center for Drugs or pediatric
sunmar y\ sunmary revi ew

The summaries of Effexor, Paxil, Serzone,
Cel exa, Zol oft and Reneron are avail able 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 pediatric data has taught us that
our know edge of pediatric therapeutics is inits
i nfancy; that we must study children if we are to
under stand pedi atric-specific adverse events and
reactions or if a product is going to work in
children. The pharmacokinetics in children has
proven to be nore variable than anticipated. The
submtted 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 t o conduct these trials, and that we will need
to change sonme 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 nuch know edge i s gai ned.

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

DR. MARANGELL: Dr. Mirphy, a quick

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

DR. MJURPHY: \Wen FDA requests a study we
do put in that witten request the trial design
t he 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. Goodnan, and
good norning. | would like to welconme you to this

joint neeting of the Psychopharnacol ogi ¢ Drugs
Advi sory Conmittee and the Pedi atric Advisory
Conmittee.

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
neeting is in followup to the neeting of these two

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

At this point I 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
statenent recomendi 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 resubnmit the rel evant data
fromcontrolled studies with their drugs in
pedi atric patients.

Based on our review of this data, we
i ssued a statenent infornming prescribers that there

was a potential relationship between all of these
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drugs and sui cidal behavior, and that these drugs
shoul d be used with caution in these patients.

However, at that time we also noticed that
the data subnitted to us fromthe various conpani es
was not reported to us in a formthat would permt
definitive anal yses. Specifically, each conpany
classified various behaviors as being
sui cide-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 assessnment of these possible events by
experts in suicidol ogy would be the npst
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
pedi atric patients. Let nme just add that by
definitive anal yses | nean anal yses that make the
best possible use of the avail abl e data.

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

The committee al so recomended, based in
part on the data in hand but also, | believe
importantly, on the basis of testinony from nenbers
of the public who had suffered the tragedy of |oved
ones who had conmmitted suicide while taking these
drugs, that the agency should ask sponsors of these
products to warn prescribers that patients being
treated with these drugs, especially at the
begi nni ng of treatnent, should be closely watched
for the energence of signs and synptons that ni ght
suggest a worsening in their clinical state.

Since that February neeting a nunber 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
significant 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 infornmed of these changes.

Critically, this warning rmade 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
t he 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 fanilies that
changes in behavior could occur with the onset of
treatment.

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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prom 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
tonorrow s session. First Dr. Tom Laughren, of the
Neur ophar macol ogy Division, will provide you with a
nore detail ed account of the regulatory history and
events that have brought us here this norning. He
will be followed by Dr. Diane Wsowski, of the
agency's O fice of Drug Safety, who will briefly
present the results of sone recently published
epi dem ol ogi ¢ studies relevant to this question.

We have provided the committees with copies of
these published nmaterials. Although, of course, we
consi der our reanalyses of the controlled data to
be the prinmary source of data on which your

di scussi ons and recommendati ons will be based, we
thought it inportant to present at |east 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 nmamke an inportant contribution to our overal
assessnment 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
whi ch the data for our anal yses were derived. This
exploration is inportant because simlarities and
di fferences in design el enents anong these trials
can have inportant inplications for whether or not
t hese data can be exam ned as a whol e, or whether
t hey must be consi dered separately.

Then, Dr. Kelly Posner, of Col unbia
University and the primary person responsible for
coordinating 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 reclassification 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 prinary data, we felt
strongly that it was appropriate to ensure that the
net hodol ogy used by the Col unbia group could
reliably and reproducibly yield simlar results
when applied by an independent group. For this
reason, agency scientists perforned such an
i ndependent recl assification of a percentage of
t hese cases, utilizing the Colunbia classification
schema, and Dr. Sol onbn |yasu, of the agency's
pediatric group, will present the results of this
i ndependent audit of the Col unbia process.

At that point, Dr. Tarek Hanmad, 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 analyses | 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 committee
subsequent di scussions will be based.

Finally, the last fornmal agency
presentation will be given by Dr. Andrew Mshol der
of the Ofice of Drug Safety. Dr. Mshol der's nane
is undoubtedly famliar to you. Dr. Moshol der was
t he agency reviewer who had, prior to the February
advi sory comittee neeting, perforned anal yses on
the cases as subnmitted, 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. Mshol der did not present his
concl usions at the February neeting, although the
data on whi ch his anal yses were based were
presented and we noted at that tine that sone in
t he agency had al ready 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

gi ven 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 tine of the
February meeting the data had not been subnmitted in
a formin which we could reliably agree that the
events described as representing suicide-rel ated
behavior did, in fact, represent such behavior
W, therefore, felt that concl usions 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
t he drugs were dangerous when they really were not,
or resulted in a conclusion that the drugs were
safe when they were not. A mstake of either kind
coul d have, in our view disastrous consequences.
For this reason it was, and renmains, our view that

t hese deci sions nust 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
will present his own anal yses and concl usions, wth
particular attention to a conparison between his
results and Dr. Hamuad's.

Fol I owi ng lunch we will hear brief
comments from several of the pharnaceuti cal
conpani 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 make statenents. As you
have heard and as in the February neeting, we wll
again need to linmt the statenents fromthe public,
this time to three mnutes per individual. W
recogni ze that this is not nmuch tinme and we
apol ogi ze for the limt but it would be inpossible
for all those who wish to make statements to do so
wi thout inposing this linmtation. W appreciate
your understanding on this point and, as you have
heard, anyone who wi shes may subnit written
testinmony 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
views on our approach to the reclassification
effort and, critically, whether you believe that
t he 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 inmediately
obvious. They raise difficult questions, not only
about the fundanental neaning of the results of the
anal yses for each drug, but also about the
conparability of the various treatnments and,
therefore, whether it is appropriate to consider

the drugs as a class for which any concl usi on
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reached should gl obally apply or whether the drugs
nmust be considered individually. Further, the
guestion of any further regulatory action is also a
thorny one and nust take into account the
consi deration of the lack of available
ef fectiveness data for all of the drugs, except
fluoxetine, although the absence of this
ef fectiveness data is not easily interpreted
ei t her.

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

DR. GOODMAN:  Thank you, Dr. Katz.
would like to invite Dr. Tom Laughren to cone to
t he podi um

Regul atory Hi story and Background

DR LAUGHREN. Thank you, and | would al so

like to wel cone 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 nmeeting. | amthen
going to tal k about the key elenments in the
division's exploration and analysis of the
pediatrics suicidality data. | wll then spend a
little time talking about our March 22nd public
heal th advi sory and the subsequent | abeling changes
t hat have now been inplenented. Then | amgoing to
spend a little time tal king about the effectiveness
data. | did this at the last neeting; | will do
this again because | think it is inportant to have
these data in nind since they are an inportant 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 tomorrow. | think it is
i mportant that you have these questions in mind as
you hear the tal ks this norning.

This slide lists a nunber 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
ot of effort into trying to understand these data.

You heard earlier about the two | aws,
FDAVA and BPCA, that give FDA authority to grant
addi tional nmarket exclusivity for conpani es which
do pediatric studies. The point of this slide is
that nost of the data that we are dealing with this
norni ng cone fromthese types of studies, in other
words, studies that were done to obtain additiona
mar keting exclusivity. However, we have al so
i ncluded 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
nore detail later in the norning from John March
from Duke.

As Dr. Katz pointed out, this issue first
came 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
"enptional lability." This led FDA to issue a
request to the sponsor, GSK, to explain this coding
practice. Utimately, that resulted in a report to
FDA, in May of last year, on pediatric suicidality
with Paxil. As Dr. Katz pointed out, that report
di d 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 qui ckly run through subsequent events that |ed
us up to the February advisory committee neeting.
So, in June of last year we issued a public
stat enent cauti oni ng about the use of Paxil in
pediatric patients with depression. |In July we
i ssued requests to sponsors of eight other
ant i depressant products to ask themto give us the
sane kind of summary data that GSK had provided for
Paxi | .

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

of this was to brief upper managenent about this
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signal. The two points that | took away fromthat
nmeeting 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
important to do a rational classification
Secondly, there was sentinment that we ought to try
and obtain patient-level data information, beyond
the sunmary information, in order to try and
explain differences anong trials and between
pr ogr amns.

I n Septenber and Cct ober we began to get
responses to our July requests. Also, in QOctober
we issued requests to sponsors for the
patient-level data sets that | nentioned earlier
Also in Cctober, we decided to go outside of FDA to
get a classification of these cases acconpli shed.
Then, again as Dr. Katz nmentioned, in Cctober we
i ssued a second public health advisory, this tine
extendi ng 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 sunmary 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
conmittee that we held. At that neeting you
advised us to basically continue with our analysis
of the data but, in the nmeantine, to go ahead and
make sone | abeling changes. |In 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
conpl eted our analysis of the pediatric suicidality
dat a.

In this slide what | amdoing is basically
sunmari 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 terms of
devel opi ng a standard approach to classifying these
ki nds of data, and also will lead to guidance
document that, hopefully, will inprove
ascertainment for suicidality, which was a very
significant problemin these trials.

Finally, the third effort that we were
i nvol ved in was, again, in obtaining the
patient-level data sets that allowed us to try and
explore for confounding and effect nodification, in
essence, to try to explain some of the striking
di fferences we were seeing in the signal across

trials within progranms and across prograns.
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As mentioned, at the February advisory
conmittee you advised us to go ahead and strengthen
| abeling, in particular for nonitoring for
suicidality, while we were conpleting our anal ysis.
W did this and we announced the request that we
were nmaking 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 t he standard | anguage to al
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.

What | want to do in this slide is to very
qui ckly go over the |abeling changes that have been
i npl enented 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 foll ows,
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first of all, we are asking clinicians to closely
observe patients who are being treated with
antidepressants for clinical worsening and for the
energence of suicidality, especially at the
begi nni ng of therapy but also at tinmes 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 emergence of other synptons as
wel I, 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 nmany of these events
may represent precursors to emerging suicidality.
So, we are also asking clinicians to be alert to

t hese synptons.
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This slide focuses on advice for famlies
and caregivers that also is included in |abeling.
We are asking those folks to also be alert to the
energence of these sanme synptons and to report
those synptons 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 prinmary
outcones 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 | am not going
to be tal king about the TADS efficacy data, you
wi || 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 progranms. There were seven prograns.

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 56 of 461

56

Par oxetine had three trials. The rest all had two
trials. The colum to look at is the far columm
where | have sumari zed the results on the prinmary
endpoi nt .

Basically | have characterized the results
as follows: Wuere the p value on drug versus
pl acebo on the prinmary endpoint was |ess than 0.05,
| 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 I want to make on this
slide is that this represents FDA' s view and
think it is a reasonable 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
argunment being that although it failed on the
primary endpoint it succeeded on all the secondary
endpoi nts. So, the authors of that paper
considered it a positive trial and many in the
comunity al so considered that a positive study.

Secondly, 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 conmunity 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 sane 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
tinme those trials fail. If that failure rate can be
extrapolated to the pediatric popul ation, the
expectation in two study progranms and nost of these
prograns were two study progranms--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 nany of these
progranms 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

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

Anot her factor to think about is the
sonewhat unusual regulatory context in which these
studi es 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. | 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
routi nely 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 sone of
these trials.

In any case, the bottomline in ternms of

efficacy is that |I think there are plausible
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reasons for failure to find efficacy other than the
obvi ous one that naybe 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 meet FDA's standard for approval, this is not
the sane 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 energing
suicidality. So, the burden is clearly on those
who believe that these drugs do have benefit to
show t hat benefit. Tonorrow | amgoing to talk a
little bit about some possible designs for |ooking
at longer-termbenefits with these drugs.

Now what | would like to do is quickly
nove t hrough the questions that we are going to be
asking you to discuss and conment 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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conment 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
t hese ni ne 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 should
this information be reflected in the |abeling for
each of these products? What, 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 nmight 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 GOODMAN:  Thank you, Tom | inagine
peopl e have questions but | want to try to catch up
this norning to make sure that we have tine for al
the presentations. So, | will ask you to hold your
guestions and | would like to invite the next
speaker, Dr. Diane Wsowski, who will be | ooking at
data fromdifferent sources other than clinica
trials.

Recent Cbservational Studies of Antidepressants
and Sui ci dal Behavi or

DR WYSOABKI: CGood norning. In this
presentation | will be review ng recent studies of
ant i depressants and suicidal behavior and briefly
di scuss their nethods, results and linmitations.

| reviewed two types of studies,
ecol ogi cal and patient-1evel controlled,
observational studies. Ecological studies show
i ncreasing anti depressant use and si nmul 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
coi nci dental. Nunerous factors such as changes in
risk factors, social and econonmi ¢ changes, nore
avai l abl e counsel i ng, changes in gun access and
choice of a less lethal nmeans of suicide in
children and adol escents nay 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.
Furthernore, an increased relative risk of suicide
with antidepressants in children and adol escents
may coexist with a decreased suicide rate. To
better exam ne causality, we turned to
patient-level controlled studies, such as
observational studies, in clinical trials.

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

control design based on patient prescriptions and
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di agnoses obtained fromthe United Ki ngdom s GPRD
the General Practice Research Database, for the
period 1993-1999. The GPRD is a database of
medi cal records fromgeneral 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
amitriptyline, fluoxetine, paroxetine and
dot hi epin. 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 t he 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
t he non-suicidal controls for initiation of each
ant i depressant.

Controlling for age, sex, calendar tine

and time 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.

Similar 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 antidepressant and nonfatal suicidal behavior

The relative 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 same 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 linmtations 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 nnent and
m scl assification of patients, and possible
uncontrol l ed bi ases anpbng t he anti depressant drugs,
such as selection 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
antidepressant risks are only in reference to the
dot hi epi n group.

FDA asked Dr. Jick and coll 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 commttee. |If
the conmittee wi shes to see these suppl enent al
analyses | will be glad to present themin the

guestion and answer peri od.
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Oher limtations of the study include the
fact that suicidal ideation is a nore 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 linted
i nformation on children and adol escents.

Finally, the investigators excluded
patients with a history of 11 other
neuropsychi atri c di agnoses, 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 antidepressants
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 Cut cones Research neeting,
this past May.

It is a retrospective cohort study of paid
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nedi cal clains data fromthe Pharmetrics
I nt egrat ed Qutcones Dat abase of 70 managed heal th
pl ans for the period 1995 through March, 2003.
Pai d clains data include health care provided in
whi ch costs are incurred, such as for
prescriptions, doctor visits, energency roomvisits
and hospitalizations.

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

The researchers used a Cox proportiona
hazards regression analysis to control for sone 14
covariates and to examine the nultivariate
rel ati onship between antidepressant use and tinme to

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

The investigators concluded that
anti depressant treatnment with any class of drugs
did not increase the risk of suicide attenpt.
Anti depressant use for |ess than 6 nonths, conpared
with use for 6 nonths or nore, was associated with
a statistically significant 3-fold increased risk
of suicide attenpt. Ferales, those who received
psychot herapy within 90 days of mmjor depressive
di agnosi s, patients with substance abuse,
schi zophreni a or another nmental 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 adjustnent 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 sane proportion as in their snaller

st udy.

In this expanded study the hazards ratio
for SSRIs conpared to no treatnment was 1.58, not
statistically significant. The hazards ratio for
tricyclics was not estinmable due to snmall 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 nmonths of use had a statistically
significant decline in the risk of suicide attenpt.

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 nnent and mni scl assification of
patients, and possible uncontrolled sel ection
bi ases by antidepressant group. There were no
interviews of patients so we don't have
systematically collected i nformati on on nedi cation
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 infornmation on
sui ci des. Also, there is no information on
i ndi vi dual antidepressants. There were differences
in study results between the poster and the
expanded study, although this is probably due to
the | arger size of the expanded study.

I n conclusion, although nost of the
results for the individual antidepressants or
cl asses of antidepressants were not statistically
significantly associated w th suicidal behavior, I
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 anti depressants or whose
illness worsened with them The studies had actua
or potential nethodological linitations.

I conclude that nore definitive studies
per haps | arge randoni zed, controlled trials of
sufficient length, are needed concerning the risk
of suicidal behavior and suicide as related to
antidepressant 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 whi ch therapi es and which
i ndi vi dual s work best for treatnent of depression
Thank you.

DR. GOODMAN:  Thank you very nuch, Diane
My preference woul d be that you present those
additional Jick data tonmorrow. | don't think we
have tine 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 tonorrow to us. There is one question
yes, we will allow that.

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 treatnent group. Did that
confidence interval exclude 1? | nean, | saw that
you gave |l ess than 8 weeks versus prol onged
treatnment but | didn't see an odds ratio for |ess

than 8 weeks versus no treatnent.

DR WYSOABKI: | 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. GOODMAN: Dr. Fost, you had a question
al so?

DR. FOST: One of the theories of why

sui ci de behavi or might 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. |If 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. WYSOWBKI: | believe the Jick study
did look 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. GOODMAN: | think that was an
excel l ent question. Now | would like to invite Dr.
John March, from Duke University, to present
results fromthe TADS tri al

Brief 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 commttee 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 nportance.

The TADS trial, the Treatnent for
Adol escents with Depression Study, is an
NI VH f unded conparative treatment 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.
W have a detailed safety paper in preparation. W
have a net hods paper which has been published and a
basel i ne paper which | ooks at the sanple
conmposition in press, and those of you who are
interested in the TADS trial are referred to these
papers for further information.

As | mentioned, this is a study funded by
the NI WH, coordi nated by the Departnent of
Psychi atry at Duke University and the Duke Cinica
Research Institute, the DCRI. It has had the
benefit of oversight and consultation from numerous

consul tants, a scientific advisory board. The
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NI WH, DSMB participants included 12 sites from
around the United States. Lilly provided
fl uoxeti ne under an i ndependent educational grant
to Duke University, had no input into the design of
t he study, the conduct of the study, the analysis
of the data or the preparation of the nanuscript.
My sense is that the mpjor 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 nedication and
cognitive behavi oral psychotherapy alone and in
conbination for the acute and | ong-termtreatnent
for adol escents with DSM 1V di agnosis of major
depression. The design of the trial was a
bal anced, random zed, 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 followup and we have recently
been funded to follow these youngsters out into
young adul thood. That data will not be discussed
t oday.

Now, it is inportant, in understanding the
generalizability of the data, to know a little bit
about the sanple conposition. The inclusion
criteria included outpatients, both boys and girls
age 12-17, with a DSM 1V di agnosi s of major
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 opnental di sorders, thought disorder, bipolar
di sorder, or history of suicidality or honmicidality
were excluded fromthe trial

Because suicidality is the question at
i ssue today, | thought it inportant to say a little
bit nore 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 risk, which neant a suicidal event of sone
sort within the past 6 nonths, the presence of
active intent or plan, or if they had suicida
ideation in the context of a fanmly which was so
di sorgani zed that we felt that even with the
i ntensive nonitoring in the TADS trial franmework
that it would not be reasonable to enter theminto
a random zed, controlled research study.

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

clinical sanmples. This was the first mjor
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depressi ve epi sode for about 90 percent of the
sanmple. Ten percent of the sanple had had nore
t han one depressive episode. The nean duration of
mej or depression was 42 weeks. Again, over 50
percent of the sanple was conorbid for another
nment 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 sanple is largely representative of patients
who are treated in clinical practice with najor
depressive disorder. As you mght expect, given
the severity of illness and the pattern of
conorbidity, these youngsters suffered significant
functional inpairment. This is the children's CGAS
rating and you can see that the nmean CGAS score was
bet ween 40-50, so significant functional inpairnent
associated with nental illness in this patient
popul ati on.

Wiat did we learn in the trial? This is a

t ake- home efficacy nessage. Four groups, again,
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began at a CDRS raw score of 60. These are random
regressi on anal yses | ooking at the adjusted or
predi cted neans at baseline, week 6 and week 12 of
treatment. Actually, all 4 treatnents showed
significant inprovenment, a characteristic of nmmjor
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 behavioral
psychot herapy, either in the slope termor at the
end poi nt, over receiving placebo. There was
significant benefit from fluoxetine alone, and the
| argest effect was associated with the comnbi nation
condition. The conbination condition beat the CBT
condition and the placebo condition on all 4
ef ficacy neasures. Fluoxetine beat these CBT on
all 4 measures and placebo and pl acebo on 3 of the
4 neasures.

If we ook at the inpact of treatnent
using effect size calculations, the nean of the
control condition mnus the nean 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 noderate to |large
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 much inproved or very nuch
i mproved, 71 percent of the conbination kids
i mproved; 61 percent of the fluoxetine-treated
patients inproved; 43 percent of the cognitive
behavi oral psychot herapy treated patients and 35
percent of the placebo-treated patients inproved.
Conmbi nation statistically was no different than
fluoxetine. CBT was no different than pl acebo.
The two drug-containing conditions were superior to
the two non-drug-containing conditions on responder
anal ysi s.

If we look at the effect size calcul ated
as a derivative of the odds ratio of inprovenent

for the active treatnments relative to placebo for
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t he responder anal yses, the results parallel the
anal yses on a scale or outcone variable, the
Children's Depression Rating Scale. The effect
size for conbination was 0.8, alnost 0.6 for
fluoxetine, and about 0.2 for cognitive behaviora
psychot herapy. So, again, clear superiority for
t he drug-containing conditions, with the |argest
effect reserved for the conbination of nedication
managenent and CBT.

Now, of interest here are the safety
outcones fromthe TADS trial. Although we spent an
enormous anmount of time and energy on neasuring
adverse events, particularly nmeasuring the inpact
of the treatnents on the potential for harm |
think it is inmportant to point out that the study
did not have safety as a prinmary outcone. Wth 439
subj ects randoni zed to 4 conditions, it is easy to
see that for these outcones the study is clearly
under - power ed.

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

had significant suicidal ideation in the TADS
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sanple. This is | ooking 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
item13 criteria for severe suicidal ideation. On
the suicidal ideation questionnaire 2 nmeasures, the
SIQflag 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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sui cidal ideation at baseline. It cane down at
week 6 and was significantly reduced overall at
week 12. This is the aggregated data across all 4
treatment groups.

Random r egressi on anal yses | ooki ng at
bet ween group differences on the SIQ although it
| ooks like these groups might be different at
baseline, in fact there were no statistically
significant differences on the SIQin all 4
treatnments

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
conmbi nati on. The take-honme nessages here are
three. First, as we saw in the previous slide,
sui ci dal ideation inproves with treatnent
i rrespective of which treatnment one gets. Second,
fl uoxetine 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
offers a significant advantage over nedication
nonot 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. Harmrel ated events,
t he broadest category, were defined as harmto
self. This could involve no suicidal ideation
i deation or attenmpt. O, harmto others which
requi red aggressive ideation or actual behavior
i nvol vi ng harni 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
suicide attenpts thenselves. Wat differentiates
harmrel ated events from suicide-related events is
primarily one subject with aggression and 7

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

These are the actual rates of harmrel ated
and suicide-related 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 conbination group is intermediate
between harmrel ated and suicide-related events,

i nternedi 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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t hrough this discussion to understand that the base
rates of these events are extrenely low relative to
the rates that we see for benefit.

If we | ook at the odds ratios cal cul at ed
fromthe actual rate data, the relative risk is 1.5
for conbination, 2 for fluoxetine, less than 1 for
CBT. Those is calculated relative to placebo. For
the col | apsed category of fluoxetine and
combination 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 Iess than 2
percent of the sanple, Two fluoxetine-treated
ki ds, 4 conbination-treated kids, 1 CBT and no
pl acebo-treated patients nade a suicide attenpt.
There probably is an inbal ance in randomni zation
which may in part be responsible for this. There
were nmore kids with an elevated SIQ flag randoni zed
to the drug-containing than the non-drug-contai ni ng
conditions so it is not clear what to nake of this
dat a.

Here | think is where the take-hone
nmessage 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
What we see here is fluoxetine conpared to placebo,
in the first colum; conbination conpared to
pl acebo; and the coll apsed category, SSRI versus no
SSRI. The absolute benefit increase is calcul 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 treatnent. The
absolute risk increase is calcul ated, again, as the
experinental event rate minus the control event
rate, that is, the risk increase attributable to
the treatnent over the placebo condition in
absol ut e nunbers.

The NNT and the NNH are the reciprocal of
t he 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 would be harned
over treatment with the control condition. So, it
is anice nmetric that conbi nes both the absolute
rate and the nagnitude of the effect.

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

with an NNT of 4 which is a large effect; 27
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percent of patients benefit fromtreatnent with
conmbination, 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 suicida
event with respect to fluoxetine is 4.7 percent as
conpared to placebo; 2 percent for conbination over
pl acebo; and 3 percent for the conbi ned category.
NNH i s number of patients that you would need to
treat with the active treatnent to find one patient
who woul d be harned 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
pati ents 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 snmall and so
unconmon that one could not possibly pick out
pati ents who woul d be harned by the nedication

versus patients who would comit these

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 91 of 461

91
sui ci de-rel ated event behaviors w th placebo
treatment. If you calculate the NNT to NNH ratio
| ooki ng at benefit to risk, one sees clearly here
that the benefit tilts in favor of the treatnent,
and particularly the conbination treatnent.

So, we conclude that the conbination of
fluoxetine and CBT is the nost effective treatnment
for adol escents with major depression. Fluoxetine
alone is effective but not as effective as the
conbi nation of the two treatnents. 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 mmj or depression
and, in fact, is essential for |ooking at the
adverse event outcones, at |least in this study.
Suicidality decreases substantially with treatnent.
The inmprovenent in suicidality is greatest with the
conmbi nation and | east for fluoxetine al one.

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

may occur nore often in fluoxetine-treated
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patients. CBT nay protect agai nst suicide-rel ated
adverse events in fluoxetine-treated patients
Taki ng both risk and benefit into account, the
conmbi nation of fluoxetine and CBT appears superi or
as a short-termtreatnment for najor depression in
adol escent s.

Now, the nost practical clinical trialist,
the kind of trial nodels that are used in other
areas of nedici ne--cardi ol ogy, oncol ogy, infectious
di sease for exanple, would nuch prefer a large
sinple or practical clinical trial in 2000 subjects
to a nmeta-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 treatment 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 consuners of this
i nformati on, nmuch benefit froma
pl acebo-control | 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. M first
gquestion is will you be here tonorrow?

DR. MARCH  No.

DR. GOODVMAN:  Oh, you won't? That nmay

af fect nmy subsequent questions because | am sure,

besi des mysel f, there will be a number of questions
for you. | don't know if we have tine to take them
all right now | wonder if there is any other

option, Anuja. What time do you | eave today, Dr.
Mar ch?

DR. MARCH  Noon.

Conmmi ttee Di scussion on TADS Tri al

DR. GOODMAN: | amgoing to ask a
guestion. M understanding in |ooking at your
results is that on the categorical neasures of
response fluoxetine is superior to placebo.
However, if you look at a conparison of the nmean

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 subnmitted 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 prinary
endpoi nt, the slope term

DR. GOODMAN: Do you have any conments
about the nethodol ogy or outcone neasures we are
usi ng and whet her we are using the nost appropriate
ones in your opinion?

DR. MARCH: Well, | think it is actually a
very inportant question. [If you |look at the
fl uoxetine outcomes on the predicted endpoint, the
week 12 endpoint on the CDRS predicted by the CDRS

sl ope, on the clinical global inprovenent nmeasure
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di chotoni zed and on t he Reynol ds Adol escent
Depression Scal e fluoxetine was statistically
better than placebo. It was sinply a near mss on
the slope term which probably relates to the way
t he 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 nistake 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 GOOCDMAN. Dr. Perrin?

DR. PERRIN. On the other side of the
equati on, you nade comments that the sanple was
somewhat different fromsonme 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 mi ght have affected the results,
and what are the inplications for neta-anal yses of

t hese studi es?
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DR MARCH: | think it is a very inportant
guestion, 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 sone detail and conpares the TADS sanple to
epi dem ol ogi ¢ sanples and to treatnent sanples,
both on the pharmacot herapy side, primarily the
i ndustry data sets, and al so 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 denmi ol ogi ¢ or the treatnent seeking sanpl es,
with the caveat that we are slightly sicker and
slightly nore conorbid, particularly relative to
t he CBT sanpl es.

So, given that the range of depression
goes frommnild to severe and half the sanple is
conorbid, there are plenty of patients in the data
set who resenble the mildly ill patient all the way
up to the severely ill, nmultiply 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 al
t hese 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 nore conplicated and clinically ill patients.

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

DR. NEWWVAN: Nornmally when you use a
conti nuous outcone you have greater power than when
you dichotom ze. | assunme that is why you
specified that as the endpoint at the beginning of
the trial. A reason why you mght not is that the
nmedi cati on hel ps maybe a majority but actually
harnms a minority 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 nean may not be
significantly greater because there are sone people
who are harned and they drag the mean down, whereas

they have no effect on the dichotom zed vari abl e.
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Did you ook to see whether there was evidence that
the variation in the standard deviation in the
ef fect size differed between the two groups and
m ght have been greater with fluoxetine?

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

DR. NEWVAN: 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 dinnishes 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 judgnent about harm because there is a
fair anpbunt 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 I am not

confident enough in to have wanted to present
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today. We 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 how it 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
guesti ons.

DR. GOODVAN: 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 treatnents. 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. Al though I
didn't present the data, if we | ook at observed
cases anal yses, those who were still on their
assigned arm at any given assessnent point or
conpl eter analysis, the results are exactly the
same. About 10 percent of the kids in each

treatment overall dropped before the week-12 data

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 100 of 461

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

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 term nated and received
another 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 some nethod
vari ance in there which accounts for the

di fferences between the two findings.
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DR. GOODMAN:  Dr. CGornman?

DR. GORVAN: Does anal ysis of your data
set allow interpretation of the tine of onset of
treatment 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 GOODMAN:  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 tine?

DR. GOODMAN: Yes, in ternms of the early
events.

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

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

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

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

DR. MARCH Sure, it is a very good
question. That is, the exclusion criteria included
requi renents 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 ext s--home, peers in school --which, of course,
are not required in the DSMIV criteria. This was

done in part to mininize the chance of a placebo
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response and to ensure that we had a sick patient
popul ati on that would be both ethical to random ze
and woul d of fer some opportunity for the
conmbi nation treatnment to separate fromthe two
nonot her apy condi ti ons.

I think we actually designed a very good
experiment, 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
per haps than what is seen in the industry data sets
and certainly sicker than what is seen in the CBT
data sets on average

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

DR PINE: | want to return to the first
qguestion fromDr. Goodman as far as how this study
woul d be eval uated from an FDA perspective. M
sense fromreading the paper is that there were two
primary outcome neasures and three anal yses, and
two of the three were positive so that the Cd

anal ysis 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
nmeasure, that was not positive.

So, ny take on that from an FDA standpoi nt
of , you know, do the primary outcone nmeasures nake
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 sl ope analysis, and whether that is
positive or negative depends on whether you treat
the intercept termas random | nean, there is a
fair anount of method 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 endpoi nt
anal ysi s based on the predicted or nargi nal mean
There is a categorical analysis, logistic
regression, and there is a self-report scal e which
was i ncluded, 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 measures, all but the CDRS

sl ope analysis, 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-honme nessage is
actually in the effect sizes, not in whether you
are looking at p values or not. Cearly,
conmbi nation and fl uoxetine have | arger effect
sizes, meaningful effect sizes relative to placebo
as contrasted to CBT.

DR. FANT: For the sake of the study I
know it was necessary to exclude certain patients
to optimze the conditions for the study, but I
think in real-world practice a lot of the patients
who were excluded woul d be patients who woul d be
prescri bed medi cati on under various conditions. Is
there any reason, from your standpoint or
perspective, to think that that popul ation 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 treatnment 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
sanple. | do think it is quite clear fromthe
treatment and epidemiologic literature that they
woul d be at higher risk for adverse harmrel at ed
out cones but whether they would be nore at risk
t han, say, the TADS sanple patient | don't think we
know. M guess as a clinician is probably not.

We are actually doing an N MHfunded study
call ed the Treatment of Adol escent Suicide
Attenpter Study, in which we are comparing a
nmedi cation algorithmto cognitive behaviora
psychot herapy to the conbi nati on--no untreated
control condition obviously in this sanple--to try
to understand sonethi ng about treatnment for this

particul ar patient popul ation 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 GOODMAN.  Thank you very nuch, John.
The final question that | will take the chairnman's
privilege to ask is do you have data that you
haven't presented yet on |ong-term outcone 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 time next year.

DR. GOODMAN:  Thank you very nuch, John.

DR. MARCH: Thank you

DR GOODMAN: | would like to ask our next
speaker to cone forward, Dr. G eg 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 summarize the other
studies that were included in the FDA's primary
anal ysis of suicidality.

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

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

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

pl acebo-controlled. They utilized a parallel group
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design and a flexible dosing reginmen.

| did prepare a handout to go with this
tal k whi ch should be in your packets, at |east for
the advisory commttee nenbers. It consists of two
tabl es which summari ze sone of the design
characteristics of these 23 studies. Table 1 has
sone basic study information, to include the
di agnostic indication, the age range that was
studi ed, nunber of patients by treatnment group, the
durati on of double-blind treatnent, and the dose
range that was used in the particular study.

I would like to point out though that |
don't intend for everybody to read this and
menorize it; this is really for reference for later
thi s morni ng when you hear about the anal ysis of
these trials.

The second table in the handout includes
sone information on screening and excl usi onary
criteria. Some 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
resi stance, current suicide risk, history of a
sui ci de attenpt, bipolar disorder, or fanily
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 rel evant ones but in ny review
that is on the Internet | do descri be sone 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 cida
risk or the presence of psychotic synptons.

There were a few notabl e differences
bet ween these studies that | would like to point
out. One study with Prozac, HCCJ, was a very snall
study. It was the snallest of the 23 studies, with
only about 40 patients and it was terminated 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
i mi pram ne 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 Wl I 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 ot her difference involves the
treatnment options after patients conpleted the
acute phase of double-blind treatnent. This was
quite variable across the trials. In 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 treatnent. 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 variable
within trials. For instance, in Paxil 329
responders coul d conti nue doubl e-blind treatnent
but non-responders were tapered off treatnent.
This variability in the foll owup treatnent
followi ng the acute phase made it very difficult to
do any analysis of suicidality-related events post
doubl e-blind treatnment.

I would like to point out that none of
t hese studi es was specifically designed to assess
suicidality. Suicide attenpts and ideation were
detected only through routine safety nonitoring,
that is, through treatnment energent adverse events
and through suicide-related itens on various
depression scal es, such as the HAM D and the CDRS
One problemwith this is that often descriptions of
possi bly suicide-related events were rather vague
or inconplete and often nade 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
later this norning by ny coll eague, Dr. Hanmad.

So, that is all | have.

DR. GOODMAN:  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 nmany were subnitted
in response to the pediatric exclusivity rule?

DR, DUBITSKY: | don't have the exact
nunber. | believe nost of them were but sone of
them were submitted well before pediatric
exclusivity took place or cane into effect. |
don't have the exact nunmber off the top of ny head.

DR GOODMAN:  Dr. O Fallon?

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

DR DUBI TSKY: Well, to ny know edge,
there was one study that had not been subnitted as
part of an efficacy suppl enent or an approva
package. The other ones, | believe, were. Dr.
Hamad actual ly requested data sets for all these
studies. Correct ne if | amwong, but | believe
we had relatively conplete data sets to allow
reasonabl e analysis for all these studies.

DR. O FALLON: But | am aski ng whet her
there are, as sone are claining, studies that were
done but were never submitted 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 nly open-Ilabel continuation studies of the acute

studies. Al so, there were a nunber 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. GOODMAN.  Dr. Laughren, do you al so
want to respond to the question?

DR, LAUGHREN. | think I can respond to
that. The vast mpjority of these prograns were
submi tted under pediatric exclusivity so the
conmpani es were required to subnmit every scrap of
data they had as part of those supplenents. The
only trial here that was not submitted as part of
an application, in terns of a conmpany 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 subnmitted as part of an
application.

DR. GOODMAN.  Dr. Marangel | ?

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

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

DR. MARANGELL: Thank you

DR. GOCDVAN:  Dr. Perrin?

DR. PERRIN: You are saying basically that
t he extensive diagnostic screening occurred only in
three studies, | believe. |Is that right?

DR. DUBI TSKY: | amsorry?

DR. PERRIN. The extensive diagnostic
screening occurred only I think in three
st udi es--one of the points that you made. Does
that give us sone information about the potenti al
di agnostic heterogeneity and al so rai se questions
about whether entrance into these studies of
children, ages 7-17, might not have had MDD in the
MDD studies? M last related question is, since
amnot 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
di agnostic criteria. | believe that it certainly
is possible that we m ght have nore confi dence that
those patients did actually have the diagnosis
under consideration. Wether that is actually true
or not, I 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. GOODMAN:  Thank you again. | would
like to ask Dr. Kelly Posner to cone up to the
podiumto present. Dr. Posner is from Col unbi a
University 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 t hat
i ncl uded 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. OQur 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 common | anguage to
refer to suicidal behavior, and this was reflected
in the lack of standardi zed | anguage used in the 25
trials in question. That is why there was
difficulty in interpreting the neaning of all of
t hese reported adverse events that occurred in
these trials. So, AEs that should have been called
sui ci dal nmay have been missed and there may have
been AEs that were inappropriately classified as
sui ci dal

Here are sone illustrative exanples of the
difficulties in adverse event |abeling in the
field. | want to make sure to note that these
| abel s have nothing to do with the labels the
sponsor gave these events, but just origina
i nvestigators at the site. Again, they are extrene
exanpl es just to reflect the problem

You see the first one, it says patient
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attenpted to hang hinself 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 episode of auto-mutilation 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 nedication error

So, how do we address this problen? Well,
a common 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 mi ssed.

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

Wiy did we need experts in suicide? Well,
you all heard about the Iimted infornmation
provided in the narratives, particularly frequent
| ack of stated suicidal intent. So, only experts
in suicide would have allowed for inference based
on details of behaviors and related clinica
i nformati on.

This is the list of our very distinguished
i nternational panel of experts. | will just read
their names very quickly, Drs. Bautrais, Brent,
Brown, Van Herringen, King, Mazark, O Carroll
Rudd, Spirido and M I er

So, what was the Col unbi a cl assification?

I want to nove to this slide because it goes
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t hrough the definitions which I will just go
through briefly. Suicide attenpt, of course, which
is defined as a self-injurious behavior associated
with some 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 nmaking it to a suicide
attenpt.

Then we had self-injury behavior, intent
unknown. These are cases where we know there was
some 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-harm but there
was no intent to die so behavior is intended to

affect other things. This is what we think of
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self-nutilation 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 sel f-harm or sonething suicidal. That
could include accidents, psychiatric events or

nmedi cal events.

Finally, we had not enough information
whi ch nmeant that there was insufficient information
for arater to be able to say whether or not there
was sone deliberate self-harm or sonething
sui ci dal

The schene is laid out conceptually here
for you. | think it helps nmake a little nore sense
of it. The blue boxes refer to what you will hear
later as the FDA's primary outcone. These are
ratings that are considered definitively suicidal
sui ci dal behavior 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
nmet hodol ogy i nvol ved, of course, choosing the
expert panel who had expertise in adol escent
sui cide and suicide assessnent, based on reputation
and publications. They had no invol venent 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 tel econference to review
classification parameters, then training
reliability exercise to ensure appropriate
application of classifications. Al case
narratives were blinded to any potentially biasing
information, and | will review that 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- agr eement cases. Consensus tel econferences
were held for any di sagreenment 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 mous
agreenent, then a consensus di scussion 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 agreenent. |If 100 percent agreenent could
not be reached, the case then becane indeterm nate.
Sonetines the original majority opinion did not
al ways end up as the final consensed
classification. |In 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,
conpany sponsor name, patient identification
nunbers, whether they were on an active or placebo
arm and any and all nedication nanes and types
because there coul d be associated treatnents that
m ght bias sonebody or tip themoff as to what drug
was being tal ked about and, of course, prinmary
di agnosis. W also did sone additional blinding of
potentially biasing informati on 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 scheme 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 cormit 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 sonething was clinically
i mpressive, and | amgoing to give you an exanple
of that in a nonent, 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-mutilation; 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 tinme you are
actual ly seeing one of these real narratives. In
this case clinical inpressiveness actually
overruled stated intent, so you see the subject
attenpted suicide by inmolation. Her siblings
doused the flanes i mediately. She was left with

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

Here are nore exanples. This is another
exanpl e actually of clinically inpressive
circunst ances 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
t hese 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 nmother. The patient
i nforned her nother. The nother brought her to the
ER. The patient reported feeling shaky. Emergency
room physici an said she was slightly tachycardic
with a pulse of 100. The tox. screen was negative
but the patient did have sone illness and she
stayed in the ER until she was asynptonatic, and

then was later admtted to the psych. unit.
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Anot her exanple of a suicide attenpt, a
pati ent age 17 took an overdose of 20 tablets. In
the father's opinion the overdose was 5 tablets.
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 exanple 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
wrist 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
sone 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
i nfornati on that was there essentially.

Patient, aged 14, ingested or simnulated
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i ngestion 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 snmall anount of
after-shave lotion while angry. It is hard to know
what to nake of those w thout information

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
conmanded himto junp fromthe roof. Although he
went up, he did not junp. Next one, age 10, held a
ki tchen knife to her neck while alone 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 sui cide note.

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

the patient stated there was increased fanmly
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tensi on. She nade superficial cuts on her wist
with an Exacto knife. The patient and nother
reported the cuts weren't deep and they | ooked Iike
cat scratches. Patient adamantly deni ed any
sui ci dal 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 tine she cut herself was age 16. She
stated she did it for attention. Today her cutting
was nore spontaneous. She reported that cutting
gives 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 sane severity hierarchy
that the FDA used. So, we just took the nost
severe event for cases that had multiple events.

Expert rater consensus--only two of 427

cases had no agreenment anong the three raters. So,
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each rater had a different rating in only two
cases. Fifty-nine cases had agreenment 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
option.

Now, di scordant cases between the sponsor
and Col unbi a classifications, there were 40 out of
the 427 cases in which the sponsor and the Col unbi a
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 wthout
sui ci dal intent that had been | abel ed son®ething
ot her than deliberate self-harm and 12 cases were
originally called possibly suicidal and were
changed to sonet hing 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

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 132 of 461

132
acts; and seven were not enough information to say
whet her there was deliberate self-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
wrist and threatened to harmhinself. 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 suici da
to somet hing 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 fanous exanple, a patient
reported to have engaged in an epi sode of
auto-mutilati on where she sl apped herself in the
face. The event resolved the sane day w thout any
i ntervention.

These are actually the kappa, the

agreement between the sponsor and Col unbia. So,
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Col unmbi a' s classification of possibly
sui cide-related and the sponsor's classification of
possi bly suicide-related, the kappa was 0.77. You
see inthe 2 X 2 table that the nunbers correspond
to the nunbers that | just went through with you

Now, if you want to | ook sonewhat nore
specifically or at |east what we think is nore
specific, we did a conparison of what Col unbia 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
pri mary outcone vari ables, you can see the nunbers
here, suicide attenpts is 0.81; preparatory
actions, 0.89; suicidal ideation, 0.97.

Where do we go fromhere? W need to
i mprove our adverse event reporting for
sui cide-rel ated events by devel opi ng consi st ent
t erm nol ogy; devel opi ng gui del i nes for
classification of suicidality so that adequate

information is provided by the clinician
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utilization of research assessnment tools, what
guestions to ask, how to ask, and what neasures aid
this; finally, hopefully, that will lead to
i nproved, nore valid identification and
docunent ati on of suicidality.

DR. GOODVMAN:  Thank you very nuch. Dr.
Chesney?

DR CHESNEY: Thank you. This is alittle
bit of thinking outside the box, but we heard at
t he February meeting a nunber of exanpl es 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. It doesn't mean 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
qguestion, | just wonder in the bigger question
hom ci dal behavi or outconme 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 GOODMAN:  Dr. Robi nson?

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

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

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

DR. POSNER: It is inmportant to know that
we were very narrowly 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. GOODVAN: Dr. Wang?

DR. WANG | have a question. Do you know
how many of the sponsors originally subnmtted
reports that were categorized as serious? The
reason | amasking is to get a sense of how many
cases nmay not have been originally reported.
know you had t hese 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 nany 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, | think it is probably sonewhere in the

vicinity of maybe 65-70 percent. But you have to
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understand that a designation of serious is a
judgrment that is made by the sponsor fairly
subj ectively. | nmean, there are criteria for
regul atory serious. It is fatal, |ife-threatening,
seriously disabling, |eading to inpatient
hospitalization. But even though, you know, that
on face appears to be fairly definitive, sponsors
in many cases, in ny view, nade the judgnent 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 comobn sense notion, as a serious event.
But the point is that that designation--how that
j udgnent was nmade varied from sponsor to sponsor
So, you know, sonme of themclassified nany 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 GOODMAN  Ms. Giffith?
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M5. GRIFFITH | have a question about
cutting specifically. It seenms 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 nethod that is used both in suicida
behavi or and sel f-injurious behavior without
suicidal intent. |f you renenber the conceptua
schenme, 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 conme up with a category just to
categorize and deal with that issue. The FDA will
point out that the included that in the sensitivity

anal ysis 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
absol utely were. These were not by any sense
conpl ete descriptions. ldeally, many nore
guesti ons 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
i ncluded for the vast majority of these.

DR. POSNER. Wich 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 nmany
cases.

DR. GOODMAN:  Thank you, Dr. Posner. |
would Iike to welcone Dr. Solonon Iyasu, 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 Apprai sal of Col unbi a
O assification Methodol ogy

DR. | YASU. Good norning. | amgoing to
be speaki ng about the appraisal that we did
regardi ng the classification scheme of Col unbia
Uni versity.

In nmy discussion today | will give you a
bri ef 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 nethodol ogy and gi ve sone concl usi ons
regardi ng our appr ai sal

| just want to make clear that the
obj ective of the FDA appraisal of the Col unbia
nmet hodol ogy was really to assess how reproduci bl e
or reliable the nmethodology 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 audi ence
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understand that this is really to assess
reliability.

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

I n our methodol ogy we grouped the event
narratives that were subnmitted into four predefined
strata, and then we sel ected event narratives from
the various strata via a stratified sinple random
sanmpling scheme. W over-sanpled for difficult to
classify and reclassified events.

Stratum 1 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 Col unbia 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
stratum was events that are the straightforward
cases that were concordant anong all reviewers in
the Col unbi a rating.

W 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 stratum 1. 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 opnent and the Division of
Neur ophar macol ogi ¢ Drug Products, and then the
Ofice of New Drugs. ddinical reviewrs who served
as i ndependent reviewers of the case narratives
i ncl uded 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.
W had a consensus process, simlar to what
Colunbia did, that was facilitated by a
psychi atrist who was al so not previously involved
in any of the reviews.

Basically, we wanted to replicate the
training that was given to the Colunbia 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 random y assi gned
to three of four reviewers for independent and
bl i nded review. Therefore, each reviewer had 48
events to review, and we received a total of 192
reviews fromthe four reviewers that we had.
Reviewers were sinmlarly blinded to treatnent
assi gnment, sponsor, diagnosis and also to the
final Colunbia ratings.

The pl anning group al so wote a neno
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outlining the procedures of the reviewto all and
provided this to the audit team nmenbers. Reviewers
were not allowed to discuss the events anong
thensel ves or with col |l 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 with Col unbia
during the review process. For recording the
ratings, we used a nodified and pre-coded rating
formwhich is shown 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 unbi a.

The reviewers and the rating scores were
returned to ne in seal ed envel opes and t hese 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 neeting 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
revi ew of these records, as | nentioned before.

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

How di d we assess the concordance of
rati ngs among 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 wth

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 rati ng.

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 sanpled events, then we
conpared themto the final Colunbia ratings and 57
out of the 64 were concordant, which gives us an
agreenent rate of about 89 percent, with a kappa of
0.84. W did look at the discordant ratings, which
were number 7. W assessed severity hierarchy to
sort of analyze where the ratings differed. 1In
general, conpared to Col unbia, the FDA audit team
classified six out of the seven events with a

hi gher severity score than Col unbia, and one event
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was a | ower severity. | nust point out that three
of the six that were rated higher 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. In
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 unbi a cl assification nmethod was not assessed as
this was not the objective, and there is also no
gold 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 line
that we had for training and review, and finally,
nore inportantly, intentionally over-sanpling is
difficult to classify events for review, we
achieved a very high level of concordance between
t he reviewers.

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

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

DR. GOODMAN:  Thank you very nuch.
woul d now li ke to take a short break. | amsorry,
I m ssed sonebody 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 nmi ght have been highly represented anong
the cases that were considered cutting in the |ast
presentation, or were ones that were reclassified
by Col unbi a as non-suicidal fromthe origina
i ndustry reports.

DR | YASU. Well, there were seven
di scordant ratings, as | nentioned 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 nformation; not sure whether there is deliberate
self-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 infornmation
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
Colunmbia. 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 making
a statenent 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. GOODMAN: Thank you. | wish to renind
the conmittee nenbers not to discuss any el ements
of today's presentations anong yoursel ves during
the break. We will reconvene pronptly at el even
o' clock so that doesn't give you much tinme to get
back here for a very inportant presentation by Dr.

Hanmad.
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[Brief recess]

DR. GOODMAN:  Anuj a Patel has sone
clarification points for tonorrow s agenda.

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

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

I 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
norning, involving a reanalysis of the clinica
trials data followi ng the recl assification 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 elenents that |
will cover in nmy presentation. After a brief
statement of our objective, | will describe the
data that we requested and then I will give you the
hi ghli ghts of the findings before I go over sone of
the linmtations of the current investigation. Then
I will give you an overall sunmary 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

depression questionnaires. So, it is inportant to
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keep in mind that we will be dealing with two
different sets of outconmes, and | wll draw your
attention to that again at the transition

First, our data cane from25 clinica
trials in nine drug devel opment prograns, 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 majority 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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in the late '90s and TADS was, of course, in '04.
The duration of treatnment 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. | wll go over
themin detail. Then, the ones that were based on
the suicidality scores.

That is the first set of outconmes. These
are four outcones that we exam ned; these are the
mai n outcones we exam ned. The first outcone we
cal I ed suicidal behavior and it included cause 1
and 2 fromthe Colunbia classification. You can
see here the details of what 1 neans 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 everythi ng neans.

The second outcone was suicidal ideation
It includes code 6. You have 33 events here and 45
events here. Putting themtogether, we canme up
wi th outcone 3, which was the primary focus of the
analysis. This is sinply the conbi nati on 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 neant suicida
injury with intent unknown, and code 10 neant there
was sonme injury but there was no information to
hel p deternmine 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 outcone. The reason we chose this as a
primary outcone--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. W 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 magnitude of the nunber. 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 uni que
pati ents because many patients had nore than one
event. Anmong 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 particular patient wuld be | abel ed
with the nost severe event.

Anong those, we ended up with 21 that were
not eligible. The eligibility here is deternined
by when the event occurred. |If it occurred within
t he 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 m ssing
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
analysis. W ended up with 109. You notice a few

di screpanci es between sonme of the numbers because
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it depends on if we are looking in the w ndow or
out side the wi ndow. 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 sane events that the sponsor
reported initially. So, in this light, I will walk
you t hrough the disposition of the sponsor original
events. W started with 115 possibly
sui cide-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. Sone of themwere suicidal but
they were not within the doubl e-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 Iike 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 outconmes, conplicated by
havi ng many sub-anal yses. So, keep in nmind 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
i ndividual trials and the differences in the
dat abases anong the trials, which is the point |
mentioned earlier for each drug. So, it will
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 nment of events and conpl et eness of
narratives between trials or between devel opnent
prograns. 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 exami ning the effect
nodi fication and confounding in the variabl es that
we asked for. First, the effect nodification--this
was slightly harder to do but by nodification |
nmean that the effect of the drug is actually
nodi fi ed by another variable. For exanple, if the
drug was nore risky anong the nal 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 inagine, we have very
smal |l nunbers of events. But that is in this
particul ar outcone. O her outcomes 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 estimtes so there was no effect
nodi fication to report so | amnot reporting any.

In exam ni ng the confounding we were
concer ned about the possibility of perhaps sone
random zation failure at baseline. So, there night
be sone randonization failure that mght be
responsi ble for the observati on we have because we
have very few events. So, if this was true, then
adj usting for these inbal ances woul d have nmade a
difference in the risk estimte.

We exami ned several variables, at |east 17
vari abl es, but the exact number of variables
differed between trials because sone trials had
m ssing i nformati on about sone variables so it was
not exactly the sane nunber of variables for al
trials. Again, none was found to nmeaningfully
i mpact 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 behavior or ideation which, again, are
codes 1, 2 and 6, by drug. | will do it drug by
drug. Then, at the end of that section | will give
you a sunmary 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 mnute to
orient you with the graph. First, this section
wi || have the nanme of the outcone that we are
trying to evaluate. In this case it is suicida
behavi or or ideation. |In 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 nanme. 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 neta-anal ysis,
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 nformation.

Notice that the relative risk is nore than
1. For those who are not famliar 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 left-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 same in
other trials. So you can see immedi ately the
di vergent results.

Now, one last thing to keep in mind is
that this is just an estimate and that is why we
provide the confidence interval. It sort of
reflects the anmount of information we have and
sinmply neans 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 sonewhere
bet ween these two extrenes. So, it is inportant to
put keep in mnd that this is just an estinate.

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

is just at 1, the lower linmt. 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 docunent. 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, I amonly using two arnms of the four
arns 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
t hat based on these nunbers 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 inagine, 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 inagi ne, 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 estinate 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.
This colum has the brand nanme al phabetically. The
first group is SSRI. The first colum here shows
you the results in the depression trials and the

| ast col unm shows you the results in al
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indications in all trials, regardl ess of
i ndi cation.

For exanple, let's take Celexa. You will
noti ce that the nunbers here and there are the
sane. That is because Celexa only had two
depression trials. 1t 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 much
Prozac did not change much whet her you | ook at
depressi on al one or depression and ot her
i ndi cations. Zoloft, as |I 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 al
relative risks were nore than 1 but, of course, as
I nentioned earlier, there is always the
possibility for a chance findi ng because, as you
can see, the mpjority 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 same devel opnent program So, we
tried to exam ne sone of the trial design
attributes to try to understand where these
di fferences 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
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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, |ike
how rigorously the trial was actually inplenented
and how closely the investigators were actually
following 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
all outcomes 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
nane. Here is the relative risk of the suicida
behavi or al one; then suicidal ideation alone; and
then |I repeated again the conbination for ease of

conparison. |If you notice, for exanple, wth
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Cel exa t he 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 conbination you find that there is a slightly
di m ni shed signal if you conpare it to the first
outcone, which is the suicidal behavior. It is
slightly nore when you |l ook at ideation. So, it
really depends on what outcone you really can trust
nmore. Perhaps you can say that behavior is nore
readi ly captured and that ideation is something
that mght be nmissed. 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 findi ngs because everything is
actual ly overlapping but | thought you might be
interested in knowi ng what exactly is going on
behi nd the scenes of a conbi ned outcone.

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

t he 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, al
trials, all indications and just SSRIs in
depression trials. As you can see, there is not
much di fference 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
nmeani ngful Iy change our perception that there is
ri sk going on.

This is a different way to | ook at the
risk estinmates. W actually also did an anal ysis
by the risk difference that is different fromthe
way we just presented. The analysis of risk
di fference estimtes the absolute increase in the
risk of the event of interest due to treatnment. It
is sinply the risk in that group minus the risk in
t he placebo group. The overall risk difference for
SSRIs in the patient trials ranged from2-3
percent, actually 2 percent for outconme 3 and 3
percent for outcome 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
treat ment because what we have is just a short-term
treatment, and that is beyond the risk that occurs
wi th the di sease being treated.

Now, this is a different section now. W
are nmoving to the outcones based on the suicidality
scores, which is totally different fromthe one
that | just presented so far. There were two
outcones. 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. Energence was defined the sane,
except that the patient had a nornal baseline
score.

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

For worsening, again, the sanme 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 Iy inpact the risk estimate.

Thi s graph shows you all the trials that
we have, and sinply shows that there is not nuch
going on overall. It is alnost 1, the relative
risk. There are only 3 trials that have sone
suggestion that there mght be sone 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 normal at baseline. Again,
ef fect nodification and confoundi ng were exani ned
but none was found to neaningfully inpact the
estimat es.

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 show the signal in

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

| did many ot her anal yses, as you can see
in ny briefing docunent. But in the interest of
time | amnot including themin my 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 I 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 | |l ooked at the signal within those that
di sconti nued and conpared that to those that
conpl eted the study.

Also, | did the tinme-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
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ri sk and chances that their finding was confounded
by i ndi cati on.

| also did sone prelininary |ook at the
so-cal l ed activation syndronme. 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 limtations, 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
thensel ves are no a limtation but our ability to
tease out where these differences come fromis the
l[imtation. They can be due to chance findi ngs

because nost of the confidence intervals actually

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 175 of 461

175
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 |evel of ascertainnent
of events and conpl eteness of narratives. As |
mentioned earlier, the sponsors put together the
narratives so there mght be sone differences
there. Also, there might be sonme differences in
the trial design attributes that we were not able
to capture or quantify.

Now, just a quick remi 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 mght decrease. It is very
difficult to extrapol ate.

Medi cati on non-conpliance ni ght have
i nfl uenced the occurrence of the events of
interest. However, the determ nation of
non- conpl i ance was suboptinal 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 might not reflect the actual rates
anong patients in the general population. 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
dosing schene, elinmnating our ability to exam ne
the dose effect. So, none was exam ned.

Now to give you an overall sunmary of the
findi ngs, the broader search for adverse events in
various drug devel opment progranms and the blinded
classification process identified nany 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 statistical
significance, because of the caveats | mentioned,
as nmuch as the consistency. You can see nost of
the trials falling on your right-hand side of the
graph, which neans that there is sone suggestion of
signal comng frommany trials even though none of
themwas really significant perhaps.

The next point is that the sensitivity
anal yses did not yield a neaningful difference in
the evaluation of the estimated risk. This gives
nore confidence in the finding that we night really
be dealing with sonme real finding.

None of the exam 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 nmight be some slight inbalance but the sanple
size is not large enough to really detect it or
detect its effect.

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

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

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

DR. GOODMAN:  Thank you, Dr. Hammad. | am
sure you will be here tonorrow so | would ask the
conmittee 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 nind, Dr. Marangell?

DR. MARANGELL: 1t doesn't appear that you
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i ncluded fanmily history of bipolar disorders.

DR. HAMVAD: No

DR. MARANGELL: How come?

DR HAMVAD: 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 f ferences anyway. So, the non-inclusion was
because they were not patient-|evel data; they were
trial-level data, and it really did not make nuch
difference. You can see that sonme excluded and had
a signal and sone did not exclude and still had
si gnal

DR GOOCDVMAN. Dr. Leslie?

DR LESLIE: | just wanted to make 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
nmedi cations, | just want to make sure we can do
t hat .

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

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

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

DR. G BBONS: First, |I think you have done
a great job. Apparently getting four degrees in
your lifetinme was a good benefit! | have a couple
of general questions and |ots of specific questions
which I will hold for tonorrow. 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-level data and using patient-Ieve

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

DR. HAMVAD: The first thing was to
actually make sure if there was any inbal ance in
t he exposure time between trials, and | did not
find much difference in the actual tine for every
trial between placebo and intervention. |In spite
of that, | realized that the tine-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

|l ess sim | ar concl usi ons. | didn't see that there
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was that nuch difference in conclusions whether we
| ooked at it as relative risk or as time-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 opnent of new suicidal effects or worseni ng of
sui ci dal 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. HAMVAD: | 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 m ght expect the drug to be--1 don't want to be
nore 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. Sonetines it is nore in those patients
sonetines it goes the other way. So, | don't think
actually there was much neani ngful --that is why I
used, if you noticed, the word "neaningful"
difference. | don't think this particular
covariate, which | believe is the single nost
i mportant risk factor, plays nmuch of a role in
nmodi fying the risk estinates.

DR d BBONS: Thank you.

DR GOODMAN:  Dr. O Fallon?

DR O FALLON: | aminterested in the
nm ssing data essentially. That is the thing that
is bothering ne 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, mssing followup? | nean, they
di sappeared fromthe study and, therefore, they
coul d have had an event that was never observed or
recorded. What percentage of mssing 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 mnmy anal yses.

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

di scontinuation, those that end up as di sconti nui ng
wi thout us really capturing them you would expect
that anong those who di sconti nued, because we know
t hey di sconti nued--anong those the signal would be
greatly dimnished. They would look 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 majority of trials to observe a signal anong
t hose that discontinued, which sinmply sort of neans
that those that have events usually discontinue but
it sort of allayed anxiety about the fact that we
m ght be | osing or mssing information.

DR O FALLON: Yes, but | amstill worried

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

DR. HAMVAD: Sure.

DR. O FALLON: The other part of it was
that | am concerned about the timng of events with
respect to dose changes. | realize, again, wth
the retrospective analysis you may not have the
i nfornmati on in your database, but that is one of
the issues 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
t he non-conpliance, 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. GOODMAN:  Dr. Robi nson?

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

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

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

DR. GOODMAN:  Coul d you repeat the
qguestion, please?

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

DR HAMVAD: | did not do a fornmal
conmparison 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. GOCDVMAN:  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 outconmes in adults are the
relative risks for these outcones the sanme when
these drugs are used, or is this a universe that is
particular to pediatrics, based on the data that
you know of ?

DR. HAMVAD: No, | am not aware of any
data that actually |ooked at this particul ar
guesti on anong adul ts.

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

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

DR. GOODMAN: Is there sonebody fromthe
FDA who can respond to that question? Ton?

DR. LAUGHREN: Yes, the adult data have
not been | ooked at with the same |evel of scrutiny.
But there are a couple of things |I can tell you.
First of all, this issue first cane 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
conpany 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 itemscores, 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, al
subsequent NDAs for all antidepressants were | ooked
at in the sane 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 nuch
| ar ger dat abase for conpleted suicides in adult
data that we are currently |looking at. Based on
t he 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. | nean, this conprises
I think 240 trials, over 40,000 patients. But,
again, none of these data in terns of event data,
short of conpl eted suicide, have been | ooked at
with the sanme | evel of scrutiny for adults.

DR. GOODVMAN: Tom let me followup to
t hat question. When 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 denom 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 ki ng about anywhere
from probably 4-10 trials per drug. So, it has
been | ooked at within individual programs. It may,
in fact, be larger than that if you include trials
for indications other than depression. You know, |

am just giving rough estinates here. So, it has
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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. GOODMAN:  One final follow up
qguestion, fromne at |least, on these data, | don't
i mgi 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
t he 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 GOODVMAN:  Dr. Pol | 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 American Journal of Psychiatry, 2003, or has
thi s been published?

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

t hat 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
si gnal

DR POLLOCK: Thank you

DR GOODMAN:  Dr. Rudorfer?

DR. RUDCRFER  Yes, | have a
qguesti on/ comment 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
rel ationship 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 tonmorrow -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 nmaybe 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 GOODMAN  Was that rhetorical ?

DR. RUDCRFER  That was the comment.

DR. GOODMAN:  Well, thank you very much
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. NEWWVAN. While he is getting that,

could I make a comrent ?
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DR. GOODVAN:  Ckay.

DR. NEWVAN: \When you have randomni zed
doubl e-blind trials the main thing that you worry
about is lack of power. Mbst of the errors will
| 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
t hese estinmates when you pool all the trials
together. That is what | was just doing with ny
spreadsheet. | don't know if 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 findings
is very, very low. The confidence intervals are
far from1l, at least for the outcone that is nost
i mpressive.

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 esti mates.

DR. HAMVAD: No

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

DR. HAMVAD: No, | didn't do that.
t hought the confidence interval gives you nore
i nformation.

DR. NEWVAN:. Yes, well, | disagree. |
think if you are tal king about chances and
expl anation, howlowthe p value is, is actually
very rel evant and somnet hi ng that nost people around
the tabl e can understand, and they are very | ow

DR. HAMVAD: But they are not equival ent
to each other actually. So, you might 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
assum ng an incidence of 1 percent in the placebo
group and the blue is assuning 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 many events would 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. GOCDVAN:  Dr. Pine and then Dr.
Gorman, 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

pati ents as opposed to a bunch of individua
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studies, | just wanted to confirmthat | understood
that correctly, that you were tal ki ng about a
gl obal neta-anal ysis, nunber one.

Then, nunber two, | notice that you
started your comment by stating that those studies
have not been | ooked at with the sane | evel of
detail as the studies and anal yses that have j ust
been presented, oon the one hand. On the other
hand, | wondered if the | evel 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. Was that
net a- anal ysis conparable to the initial pediatric
one or not?

DR. LAUGHREN: Let me again distinguish
bet ween the anal ysis that is focusing on conpleted
suicides in adults. That is a very different
matter fromthe anal yses that the individual
conpani es did, |ooking at either event data or item
data. | would say, in answer to one of your
guestions, 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 sone validity,
the fact that we never saw anything in any of those
trials.

The adult conpl eted suici de data--Tarek
can speak nmore to that than | can, but that is a
conpletely different thing. That is sonething that
we have done based on data that we have obtai ned
from conpanies and a relatively snall nunber of
conpl eted suicides. | think the total nunber of
conpl eted suicides in that 40,000 patient database
i s only about--what ?--30, Tarek?

DR. HAMVAD: Around 30, yes.

DR. LAUGHREN: Wyuld you characterize that
as a neta-anal ysi s?

DR HAMVAD: Yes, it is because we had a
coupl e of hundred trials that were all pool ed

toget her, 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 themw 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. GOODVMAN:  Dr. CGornman?

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

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

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

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

DR. GORVAN.  Thank you

DR. GOODMAN:  Thank you, Dr. Hanmmad. 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. GOODMAN:  Now | am pleased 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 brief
conpari son of the original analysis done in the
O fice of Drug Safety with the current anal ysis
that Dr. Hammad just presented. | wll present
that and then I will touch on two or three
addi ti onal 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 I will refer to the ODS analysis as the
original one that | conpleted, and then the
Di vi si on of Neuropharmacol 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
analysis, with the inportant exception that the
TADS data has been added to the DNDP anal ysis. The
events were determ ned 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 axoSm thKline had done for
their Paxil pediatric trials. This involved
basically two conponents. One was an electronic
search of specific terns in the adverse event
dat abases for those trials, then foll owed 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 enphasi ze the sponsor
identified suicide-related events, that were
identified by the neans | 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
nmet hods. This just gives a brief sunmary. 1In the
ODS anal ysis person-tine was used as the
denom nator rather than the nunber of patients.
The post-treatnent wi ndow for including events was
30 days versus 1 day in the DNDP anal ysis. Events
during down-titration |I included in the ODS
analysis. Also, in the Mantel -Henzel calcul ations
Dr. Hammad' s anal ysis enpl oyed a correction for
zero cells, whereas ny nethod 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, alnost 350
patient-years for placebo. Just to rem nd people,
patient-year is a unit of exposure. It is a
cunmul ative nmeasure so that it could be represented

by one patient receiving the drug for a year; two

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 203 of 461

203
patients receiving a drug for six nonths; 12
patients for a nonth, and so forth.

As we have heard, one of the linitations
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
treatment group were there any conpl eted sui ci des.
Then, there was a total of 74 sponsor-defined
suicide-related 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
nmorni 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 regul ations. Now, in this case the events
woul d fall under these two categories since there
weren't any conpl eted suicides, as has been
nmentioned, and the other two categories aren't

rel evant.

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 204 of 461

204

Each sponsor determ ned whet her 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
hersel f. Cases like those were not part of the
serious events by and | arge.

So, this gives the conparison for those
two categories. For the ODS serious
suicide-rel ated 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 remaining 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 tine foll owing double-blind treatnent so that
this is a sonewhat hi gher nunber because events
occurring after treatment 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 al gorithmthat you head about
earlier. Then, there were 16 sponsor-defined
sui cide-rel ated 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 unbia University team

First | 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 logarithm c scal e because sone
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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 analysis 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 limts of the previous
results. So, fromthat standpoint there is
agreenent. Then, if you look at particul ar cases,
sone are simlar; sone 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 afaxine 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 newrelative 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 value
here, 1.9; the new analysis, 1.4. The confidence
[imt 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
[imt excludes 1.

That concludes a brief overview of
conmpari son of the two analyses. | just wanted to
touch on three additional topics. First is the
i nci dence 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 |onger than the
short-termtrials. Here | have highlighted zero
because, as you realize, a val ue above zero would
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 nethod. This is a
sinple totaling of the data for each drug's
clinical trial database.

But with those things in nmind, 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 ndi cating an excess rate on drug conpared to

pl acebo. For fluoxetine |I 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
fluvoxam ne there were no events. Unlike the DNDP
anal ysis, there was one event for nefazodone,

giving us a positive val ue.
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So, for the individual drugs, those you
see, the confidence linits 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 |lower. Taking this one as the worst
case, that translates to one excess serious
sui cide-rel ated event for about every 12
person-years of treatnment with the drug. In
summary, this is just a slightly different way to
| ook at the same data set.

This is a sunmary of the analysis that
d axoSmithKline did in which they applied the sane
search algorithmto their adult clinical trial
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 sinmply 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 look at the

pl acebo rates we see, first of all, that in nmajor
depressive disorder conpared to all indications the

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 210 of 461

210
rate is a bit higher, and that is true for the
pedi atric group as well. That is not unexpected,
gi ven the association of suicidality with najor
depressive di sorder 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
actual ly rather conparable, simlarly for the MDD
trials, not too dissimlar.

Third, we notice that for the adult trials
the rates between drug and placebo are really not
that discrepant. That could, of course, nean that
some drug-treated patients are getting worse and
others are getting better but there is no net
i mbal ance. Al'so, | 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 may, 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 ne, that
there could be a difference between the pattern of
these events for pediatric patients and adults.

Finally, this is just to |look at the
possibility that drug discontinuation plays a role.
These are going back to the serious suicide-rel ated
events now. This is all trials, all indications.
As you recall, in the DNDP anal ysis events were
i ncluded 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 treatnment 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 much 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 nmay be
sonme phenonenon happening early in the period after
treat ment di scontinuation.

In conclusion, both the original ODS
anal ysis and the current DNDP anal ysis indicate an
associ ati on of suicidal adverse events with
antidepressant drug treatment in this set of
short-term pl acebo-controlled clinical trials.
Thank you.

DR. GOODVMAN:  Thank you very nuch. 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 sonme of the trials adherence
coul d have been a problem and I 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 sone cases
pati ents were discontinued by the investigator if
they admitted to not having taken their nedication
in several days, but that might not always be the
case. So, it is very hard, at least in the data
| ooked at, to really get a sense. It was mnuch
easier to | ook at what happened when doubl e-bli nd
treatment was known to have been di scontinued.

DR. RUDORFER Right. Just as a
followup, I amwondering if that could play a role
in the difference you noted between the pediatric
and the adult data for paroxetine, that is, if
nmedi cation use is nore continuous in the adult
sanmpl es 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
t hi nk peopl e suspect that but | know if that has
been docunent ed.

DR. GOODVAN: Dr. Fant?

DR. FANT: Yes, | was struck by your
fl uoxeti ne data when you included the TADS tri al
you know, showi ng nore concern than the previous
trials had shown, and it really nmakes nme wonder,
with the inclusion of children with other
coexisting conorbidities and ot her nedications on
board, whether or not this may be pointing to a
subset of kids, maybe in a distinct mnority but
who nay 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
gi ven the drug alone or given the drug plus CBT?

DR. MOSHOLDER: | think | have to defer
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this to Dr. Hanmad who gave ne those results so |
could 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. | only included the blinded ones.

DR. GOODMAN:  Dr. Tenpl e?

DR. TEMPLE: | was just going to mention
that before the TADS data cane 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 sane direction, the
di sconti nuation hypot hesis seens | ess strong.

DR. GOODMAN: Dr. G bbons?

DR. G BBONS: In your person-tinme 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 GOODMAN:  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? In 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
conpl 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 |l ength of treatnent. | believe it is a
m xture of both but | can get you those nunbers.

DR. GOODVAN: Last question?
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DR PINE Yes, | found the direct
conpari son of the data for paroxetine in the adults
and children very hel pful, and I was wondering if
that was vol unteered by the conpany 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 answeri ng,
| can say it is included in ny March nenorandum and
it was a submission that actually |I believe went to
anot her regul atory agency whi ch FDA was copi ed on
As far as whet her neuropharm is asking other
sponsors, | will defer to one of the people from
neuropharm for that.

DR. LAUGHREN:. Yes, we don't have any
current plans to do this in ternms of adult data.
Since we have this fairly |arge database wth
conpl et ed suicides which, after all, is the event
that is of greater interest right now we are
focusi ng on that.

DR GOODMAN  Monentarily we will break
for lunch. Before we do so, this is the last cal

for regi stered 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 comittee nenbers sitting around
the table, there are reserved places for you at
lunch in the restaurant in the |Iobby. A fina
rem nder once again, we are not to discuss matters
that are gernane to our deliberations during our
br eak.

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

were adjourned for lunch, to reconvene at 1:15

p. m]
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AFTERNOON PROCEEDI NGS

DR. GOODVAN: W 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
t oday based on our three studies of pediatric najor
depression. Two of these studies you have al ready
seen involving cital opram Another involves a
recently conpleted study of escital opram the
S-isomer of cital opram which we believe to be the
active conponent, also in pediatric ngjor

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 whi ch 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, | will be
concluding with sone exploratory anal yses, | ooking
at sone alternative explanations for SREs, in
particular, an exanination of activating adverse
events and a | ook at responder anal yses of patients
with and wi thout serious suicide-related activities
and events.

As | mentioned, there are three conpleted
pl acebo-control |l ed studies in pediatric najor
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 nobst 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, sonetinme in June, and
then subnmitted 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 Colunbia group

The escital opram study was an 8- week,
doubl e-bli nd, flex-dose study, basically
conventional design. It studied patients with
DSM |V maj or depressive disorder. O note,
pati ents 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 MD-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
t hree studi es conbined. The m ddle row shows you
the data for MD-15 which is the recently conpl eted
study in escitalopram W analyzed the study using
t he FDA-provided algorithnms that were used in the
ot her studies for the anal yses we have been
di scussing today. |In the study there were three
SREs, two in placebo and one in escital opram None
of these was categorized as SAEs.

As you can see here, for both the U S.

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 conparable 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 study.

Dr. Hammad, in his report, did coment
that in nbost 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 sonme of the mgjor
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di fferences. For exanple, inpatients could be
enrolled in the E.U study. | should point out
that nost of these inpatients were conplex
psychi atric cases with many psychosocial stressors,
many com ng from dysfunctional famlies, nany on
nmultiple nmedications. In 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
i npatients. 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 conplex nature of the inpatients nay have nade
it hard to have successful randonization bal ance in
these studies. 1In particular however, we think the
features of including inpatients and patients with
significant psychiatric hospitalizations nmay have

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

We, therefore, did a somewhat
strai ghtforward anal ysis and sinply | ooked at
relative risk in 94404, excluding the patients who
had a history of hospitalization or who were
i npatients 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
nmedi cation nmay not be the only factor or a factor
i n inducing SREs, one must | ook for other
expl anations. One comon 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, |I would
says, that patients sonetines have to get worse to
get better, and that is, patients who are
responding to treatnent undergo an energi zi ng
effect that may be confused or may be heral ded as
an activating adverse event--so-called getting
worse to get better.

Regar dl 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 looking at AEs in our
studies in order to make sure that we basically
subsuned any adverse event that m ght be consi dered
to be activating.

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

W al so conduct ed 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 large
majority of patients who have AAEs 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 preferential
rel ati onship between AAEs and medi cation therapy.

This slide shows the relative risk for
devel opi ng AEs in drug versus placebo. As you can
see, inthe 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 U S.
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 would expect if
one thought that SREsS 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 explanation for SREs,
that is that patients who devel op SREs are sinply
pati ents who are not responding to therapy, whether
they are being treated with drug or placebo. W
hypot hesi zed that SREs were sinply associated with
t he course of depression, exacerbation of
depression or clinical deterioration rather than
associ ated 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 neasure. the K- SADS

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

point that if you plot this with the OC anal ysis
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the curves are virtually the same. Approximtely
50 percent of these patients went on to conpletion
i kely, 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 may be
responsi ble for the devel opment of SREs, regardl ess
of treatnment group, rather than a distinct effect
of medi cati on.

We have done a nunber of other anal yses
| ooking at this theory and sonme of themare stil
i n 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
pati ents 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, regardless 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.

W 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 whether
they received placebo or active drug. Thank you
very nuch.

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 questioni ng?

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 terms
in the studies.

DR MCGOUGH  How about in the U S
studi es? 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. GOODVMAN:  Dr. Fant?

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

altered chem stry m ght predi spose certain
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behaviors in those particular patients?

DR. JONAS: W | ooked to see--

DR. FANT: --which nmay coexist with
non-respondi ng i n general .

DR JONAS: W | ooked to see, when we did
t hese anal yses and, as | say, sone of these are
still ongoing, 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
simply | ooked as though this was a pattern that was
conmon to patients whether they received placebo or
drug. So, we had no clue, for exanple, of any
prognostic factors that might herald this. if I am
answering your question.

DR. GOODMAN:  Thank you very nuch, Dr.
Jonas. Qur next speaker will be representing
Pfizer Pharmaceutical s.

Sertraline Use in Product Popul ation:

A Ri sk/Benefit Discussion, Pfizer, Inc.

DR. ROMANO Thank you very much. M/ name
is Steve Ronmano. | amthe therapeutic head for

psychiatry in our worldw de nedical organization.
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That is not the name you see on your agenda.
Charlotte Kremer is a colleague of mne. The title
there though is mne.

What | am going to be tal king about today
briefly is sertraline use in the pediatric
popul ation and | amgoing to talk a bit about a
ri sk/ benefit discussion. O course, | also want to
say that | appreciate the opportunity to address
this joint comittee.

There are sonme critical points | think
that are worthwhile considering in the assessnent
of risk/benefit for any antidepressant for use in
pedi atric patients and adol escent patients with
MDD. Cearly, MDD is a very serious illness. It
af fects many children and adol escents in the U S.
and i s associated with suicidal behavior
Unfortunately though, physicians have linited
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
chemical structure, pharmacol ogi cal profile,
phar macoki netics, adverse events and
di scontinuati on synptom profiles, and | think that
all of themmy 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. W believe that approaching this
i ssue as a class effect might jeopardize or at
| east fail to highlight potential beneficial
treatnents for children or for sone children and
adol escents w th MDD

The suicide-related behavior in MDD in the
pedi atric population is a huge nedical 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

di sorder itself and that is clearly captured in our
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di agnosti ¢ nonencl ature, DSM |V for instance.

In one study, it is inportant to note that
suicidality in depressed children and adol escents,
at the tinme 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.

W 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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revi ew today, or have reviewed to this date.

The | ast 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 MH 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 conmuni cati on from John March, and
this is personal communication, that there were no
events in any of the arns 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 conpleteness.

The mai n di scussion today, obviously is in
MDD but | do want to show you that, in fact, we
have nmet 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
| TT anal ysis, LOCF, change from baseline to
endpoint. W did show a robust difference, a
statistically significant difference between drug
and pl acebo 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 outcone neasure and the primary efficacy
anal ysis was a change on scores from baseline 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 alt hough, as Dr. Laughren

pointed out this morning in his summary of all the
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trials, study 1001 on the primary analysis 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 ysi s of
those two identically designed trials, and that was
al so reported in an article by Wagner in JAMA about
a year ago. In that particular pooled analysis, in
fact, we showed separation from placebo on both the
pri mary outcone 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 endpoi nt.

Now, | think the interesting point to
highlight is really when we | ook at this data, why
is it that we are not seeing a nore robust or
significant difference between drug and placebo 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 night be contributing to that.

This is |looking at the placebo-controlled
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pediatric MDD studies with sertraline, but at this
case we are |looking at the CDRS responder rate, the
categorical analysis. | have it divided, on the
left for children and on the right for adol escents.
| 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 significant
i mprovenent on both subgroups.

Just for conpl eteness, you saw t he
presentation of the item 13 score this norning in
previous presentations, this is just to highlight
that item 13 of the CDRS, which is suicida
i deation score, did inprove in patients w th 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
bet ween active treatnent, in this case sertraline,
and pl acebo but both groups showed i nprovenent 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 nove 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 docunments and was included in the
anal ysis that the FDA and Col unbi a have done. |
think it is also inmportant 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.

VWhat | 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. In 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 comon 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 conbined. 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 pool ed
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 trial s.

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
bei ng very inportant to consider is, is there a
tenporal association between the onset of a
particul ar 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 colunnm, day of event, the day of
doubl e-blind therapy, in fact in sertraline-exposed
pati ents 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 half, 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 tine of event. It was fairly random
There was no associ ation between tinme of event and
dose increases. | think nore inportantly as well,

when we get down to the narrative | evel npst of
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t hese 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 anal ysis of the sertraline clinical studies
in pediatric MDD did denpbnstrate a statistically
significant effect on the CDRS but, adnittedly, 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 ation, 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 inportantly, no
tempor al associ ati on was seen between onset of
doubl e-blind therapy or dose increases and
suicide-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
physi cians really do have |inited approved
treatment options for the treatment 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 | nentioned earlier. Again,
think it is worth underlining that approaching this
i ssue as a class effect nmight jeopardize or at
least limt the likelihood of clarifying sonme
benefit in sone 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 nonitoring during treatnent with
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anti depressants 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 treatnent 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.

W 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 behavi or 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
i 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 sonme patients treated with

sertraline. Thank you.
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DR. GOODMAN:  Thank you, Dr. Ronmano
Questions fromthe committee? |If not, | would |ike
to proceed with our next speaker who will be
representi ng Weth Pharnaceuti cal s.

Wet h Pharmaceuti cal s

DR CAMARDO Good afternoon. | amDr.
Joseph Camardo. | am head of nedical affairs for
Wet h, 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 conmttee.

As we have heard today, nental illness,
i ncl udi ng depression in pediatric patients, is a
conpl ex medi cal condition and it is associated with
the risk of suicide. Mre than two mllion
children and adol escents in this country suffer
from depression in one formor another. Physicians
need to treat individual children and they have
cautiously used the newer antidepressants,
i ncl udi 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
antidepressants 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 commtted suicide in any of these studies.
It is inportant that we | earned about these effects
and now we need to nmake use of this information
that is the subject of this neeting. | want to
take just a few mnutes to describe Weth's point
of view The first is that we shoul d nake use of
this information that was gl eaned fromthese
studi es and provide this information to physicians.
In our pediatric clinical studies there were

i ncreased reports of hostility and suicide-rel ated
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events, such as ideation and self-harm W, at
Wet h, updated our |abel and we provi ded our
pediatric safety information to over 450, 000
heal thcare 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 simlar adverse
events. As an industry, we should continue to
provi de safety information broadly and in a
consi stent way to physicians, and the infornation
should be simlar for all antidepressants.

Second, al though the FDA's and the
Col umbi 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 from Dr. Hamrad al ready. The
revi ews, by necessity, included post hoc anal yses
with nultiple outcomes and no statistica

corrections. They are conplicated by the |ack 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 usions about the true
relative risk of these events.

Al so, these trials were designed for
efficacy and were not sufficiently large to detect
differences in the less frequently reported events.
Mor eover, the studies did not include a direct
conpari son of one antidepressant with anot her.
There was insufficient commonality anong the
studies to nmake valid conparisons. For exanple,
the studies we venl af axi ne did not exclude patients
with treatnment resistance, history of suicide
attenpt or homicidal risk, but sone of the trials
wi th other nedications did exclude these patients.
Therefore, while we recognize that there were
larger risk ratios reported for venl af axi ne than
for sone other products, we do not, on the basis of
t hese 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 capable of identifying and nmanagi ng
sui ci dal thoughts, hostile behavior and suicide
attenpts. The parents should be well inforned of
these risks as well in order to recogni ze the
energence of these synptons.

Let nme summari ze our point of view.
First, we should continue to provide information to
physi ci ans about what we have |earned in our
st udi es about suicidal thoughts, suicide attenpts,
and we need to enphasize the need to be vigilant.

Second, the information we provide shoul d
be consistent for all of the antidepressants since
the data do not allow us to distinguish anong 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 may be extrenely difficult to treat.

I want to thank you for giving Weth the
opportunity to present our position

DR GOODMAN:  Thank you very nuch. Any
questions? Yes?

MS5. GRIFFITH | appreciate the tinme you
took, and | don't mean to pose a hostile question
to you but as a parent, |ooking at the data that
Dr. Hammad gave us, it is so dramatically
different, the presentation for effects and the
overal |l risks of suicidal behavior and ideation. |
nmean, 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
alarmnme as a parent and | don't quite understand
how you excuse a result that is so dramatic.

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 msinterpreted as not
bei ng forthcom ng about the risk and the
differential risk observed. | just am reconmmendi ng
that we be cautious about treating one drug as so
dramatically different from another that you coul d
apply a warning or precaution in one case and not
i n another case when we have seen that one trial
can be different another; one condition, such as
anxiety, could be different from depression; and
sonmetines 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
beli eving that we have distingui shed between the
drugs on the basis of nagnitudes of effect that
nm ght be suspici ous when you | ook at them
careful ly.

DR. GOODVMAN:  Dr. Fant?
DR. FANT: Could you just reiterate the

coment you nmade about differences in exclusion
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criteria in your studies and sone of the other
studies with the other drugs? |If |I amrenenbering
your comment correctly, and validate this for ne,
think you said you included kids who potentially
had nmore 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. Hanmad outlined in his
revi ew some differences between different studies,
and that information is only available to ne from
that review. But having said that, we did include,
for exanple, children who had not responded to
ot her 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 consi dered
to be a high risk of suicide. So, | only know a
l[ittle 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 CAMARDO | don't know the answer to
that question. It is a very good question but |
can't answer it.

DR. GOODVMAN:  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 m crophone over to
Anuj a Patel.

M5. PATEL: | would like at this tine 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 commttee's |eft-hand side,
just to help us be nore efficient in recognizing
the regi stered speakers. Thank you

[Brief recess]

Open Public Hearing
DR GOODMAN: W are about to begin. |

woul d I'i ke everybody to find their seats. For the
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next four hours we will be holding the open public
presentation portion of the neeting. Let me begin
by maki ng a statenent. Bot h the Food and Drug
Adm ni stration and the public believe in a
transparent process for information gathering and
deci si on-nmaki ng. To ensure such transparency at
t he open public hearing session of the advisory
conmittee nmeeting, FDA believes that it is
i nportant to understand the context of an
i ndividual's presentation. For this reason, FDA
encour ages you, the open public hearing speaker, at
t he begi nning of your witten or oral statement, to
advise the coimmittee 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
neeting. For exanple, the financial information
may i nclude a company's or a group's paynment 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 statenent to advise the committee if you do

not have such financial relationships. |If 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 speaki ng.

We have approximtely 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
nm crophone to I gor Cerney, who is the Director of
the Center for Drug Eval uation and Research
Advi sors and Consultant Staff.

DR. CERNEY: As Dr. Goodman has said,
everyone will have three mnutes, except for one
group that has a consolidated presentation which
will be allowed five mnutes. Wen you have 30
seconds |l eft the green light which has been on your
timer will turn yellow and that is your w ap-up
time of 30 seconds. Then, when you are out of tinme
the light will turn red. It will flash, it wll
beep, and will cut the sound off 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 may seem
insensitive to cut off the sound but we have to
achi eve the right bal ance between giving an
i ndi vi dual 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 nmke is
turned off.

I al so apol ogi ze in advance for addressing
each of you by a nunmber. The data | have here, at
| east the nost valid data, just gives ne a nunber
of each speaker presentation and then | ask you
when you get to the podium to introduce yourself.
No surprises here, we are going to be starting with
speaker nunmber one. | would appreciate it if you
woul d stand up to the m crophone.

DR. DUCKWORTH: Good afternoon. M nane
is Ken Duckworth and | ama Board certified child

and adol escent psychiatrist. | work part-time as
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the medi cal advisor to the National Alliance for
the Mentally IIl, also known as NAM. NAM has
220, 000 peopl e who have serious nmental illness or
have people in their famlies who have serious
mental illness. Because | work for NAM, they have
paid for nmy trip here but I do no work for the
i ndustry of any kind and | get ny incone 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
i ncredi 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 nany aspects of the risk/benefit assessnent

that parents and doctors need to make when they
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make deci si ons about whether to start a conpound, a
medi cati on or psychotherapy 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 nme, this is enblematic of the probl em of
suicidality that is endenmic to the condition of
adol escent depression.

I just want to also say that the
President's Freedom Commi ssion has told us that the
mental health systemis a shanbles. That is
i nportant because if you think cognitive behavi or
t herapy and thoughtfully applied nedications, with
good nonitoring, is going to happen on a routine
basis, there is not nuch evidence to suggest that
the systemis set up for that, and that is
somet hing that NAM wants to acknow edge, that you
know t hat the work force issues around getting good
care for people is a major problemthat relates to
t hi s.

Monitoring--nonitoring is a very inportant

pi ece of this whole conversation and I would like
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you to reflect on your success with nonitoring
cl ozapi ne for people with treatnent-resistant
psychoses. People with treatnent-resistant
psychoses have a 10 percent chance of killing
themsel ves. This is people with schizophrenia.
Your system for nonitoring clozapine enables ne to
gi ve people a nedicine which is risky, may save
their life and may cause the rare chance of a
catastrophe. Your systemfor nonitoring for this
rare thing enables nme to prescribe this, give good
i nforned consent, and the patients and the famlies
make good deci si ons.

We al so need to renmenber that as you are
constructing whatever risk/benefit information you
are giving to people everybody should 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
comuni cate to them that untreated depression al so
kills people. Thank you

DR. GOODMAN:  Thank you very nuch, and

wel cone our next speaker, nunber two.
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M5. TOTTEN. Hello. MW nane is Julie
Totten, and | amthe president and founder of
Fam | i es for Depression Awareness. Regarding
financial disclosure, there is no industry noney;
we just took it out of our operating dollars for
conm ng here today.

Fam lies for Depression Awareness--1 would
like to speak on behalf of our nenbers who are
famlies coping with depressive disorders, our
board of directors and our advisory board. Mny of
us have lost a famly nmenber 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 nmonitoring treatnment. Nunber two,
monitoring is the key issue and, nunber three, nore
nonitoring advice is needed, first, regarding
fam |y care-givers. Families for Depression

Awar eness is very pleased and enthusiastic that you

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 263 of 461

263
have put out a warning that famlies, patients and
clinicians all need to nonitor depression treatnment
and we are so glad that you have included fanily
care-givers, people like me who are in a position
to hel p when patients are not capable and doctors
are too busy, which is nost of the tine. Please
make sure to include famly care-givers. They are
t he ones who can nake a difference.

Six nmonths after nmy brother took his life
| helped my father get diagnosed and treated for
maj or depression. | ama fanily care-giver and
am proof that famly care-givers can nake a
difference if we are given a chance.

The second issue is that nonitoring needs
to be the main issue here. People with depression
need nedical treatnent 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

treatment. So, families need nore explicit
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nonitoring advice. They don't even know how often
to make a doctor's appoi ntment.

Fam lies for Depression Awareness is
devel opi ng a depression treatnment nonitoring too
for medi cation, psychotherapy or both to help
fam lies and patients track their synptons, side
effects and treatnment, and we woul d wel cone
col l aboration. W can only do so nmuch and we need
your help. Please focus on famly care-givers nmake
nmoni toring an issue right now, imediately, and
hel p us devel op nore specific nonitoring advice.
Thank you.

DR GOODMAN:  Thank you very nuch. |
would Iike to invite our next speaker, numnber
t hr ee.

MR WLKINS: Hello. | am Ronnie WIKkins,
with the ACNP. Depression in youth, as you have
tal ked about today, is a serious disorder. It
affects every aspect of a child s Iife and
i ncreases the risk of nore drug, alcohol use, adult
depression and suicide. Allowing to go untreated

del ays inprovenent and it increases the |ikelihood
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of long-term negative outcones.

Controlled trials have shown that
fluoxetine is effective in the treatnment of
depression, and the recent data fromthe
NI WH 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 sone evi dence
that both CBT and pl acebo were inferior to
treatment with fluoxetine al one.

The ACNP strongly supports nore research
conpari ng psychol ogi cal and nedi cati on treatnment
for depression in children and adol escents, nore
nmet hodol ogi cal Iy 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 treatment on an SSRI.

Depression as a significant risk factor
for suicide is sonmething to be concerned about as
well. Treatnent of depressionis likely to

decrease overall suicide rates. Epideniologica

http://www.fda gov/ohrms/dockets/ac/04/transcripts/2004-4065T 1.htm 3/7/2005

_——grr e M ey Ny T _—_—_—r == Y e Y


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/2004-4065T1.htm

1 Page 266 of 461

266
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 nay be an increase in
sui ci dal 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 treatnent with al
nmedi cation treatnments. These uncontroll ed
observations need additional rigorous study in
depressed children and adol escents before we wll
have a final understanding of these issues.

The ACNP supports the FDA recomendati on
that clinicians carefully nonitor all patients
treated with anti depressants for worseni ng of
synpt ons 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 labeling is highly justified.

The TADS study al so shows that overall the

i npact of treatnent on depression significantly
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