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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

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 17 of 461

17
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

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 52 of 461

52
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.
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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

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 65 of 461

65
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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