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Call to Order and Qpeni ng Remar ks

DR. RUDORFER | am Dr. Matthew Rudorfer,
a research psychiatrist at the National Institute
of Mental Health, today wearing nmy hat as Chair of
the Advisory Conmittee

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

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

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

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

However, one of the benefits of an
advi sory conmttee nmeeting is that discussions take
place in an open and public forum To that end, we
request that nenbers of the comittees not engage
in off-record conversations on today's topic during
t he breaks and | unch.

Whenever there is an inportant topic to be
di scussed, there are a variety of opinions. One of
our goals today is for this 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
di sruptive to the neeting will be asked to | eave.

We are confident that everyone here is
sensitive to these issues and can appreciate that
these coments are intended as a gentle reninder
We |l ook forward to a productive and interesting
neeting.

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

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

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

I ntroductions

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

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

DR. LAUGHREN:. Tom Laughren, Psychopharm
Team Leader in the Neuropharm Divi si on.

DR. MJRPHY: Di anne Murphy, Ofice
Director, Ofice of Counterterrorismand Pediatric
Drug Devel oprent .

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

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

DR FUCHS: Susan Fuchs, nenber of the
Pedi atric Subconmittee of the Anti-Infective Drugs
Advi sory Commi ttee.

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

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

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

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

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

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

DR. GORVMAN: Rich Gornman, pediatrician in
private practice in Ellicott Cty and menber of the
Pedi atri c Advi sory Subconmttee.

DR. GLODE: Mary d ode, Professor of
Pedi atrics, Pediatric Infectious Di sease Speciali st
at Children's Hospital, University of Col orado at
Denver.

DR. HUDAK: Mark Hudak, neonatol ogi st and

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

DR MALONE: Richard Ml one, child
psychi atrist, Drexel University, College of
Medi ci ne, and | am a nmenber of the Psychopharm
Advi sory Commi ttee.

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

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

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

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

DR McGOUGH: Ji m McCGough, Associate
Prof essor in Child and Adol escent Psychiatry at
UCLA and menber of the Psychopharm Drugs Advisory
Conmi tt ee. DR.

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

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

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

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

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

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

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

MS. BRONSTEIN: Jean Bronstein, nurse with

Page 11 of 401

3/7/2005


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/4006T1.htm

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

12

a background in psychiatry, retired, and I amthe
Consumer Representative for Psychopharm

DR. EBERT: Steve Ebert, pharnacist and
i nfecti ous di seases, Professor of Pharnacy at the
Uni versity of Wsconsin/Madi son, menber of the
Pedi atric Subconmittee.

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

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

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

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

DR. RUDORFER

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

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

Qur goal is to gather information froma
vari ety of sources and perspectives to help us
understand this conplex situation and ultimately to
of fer the best possible recommendati ons to the FDA

I would like to thank the nany groups,

i ndividuals, and famlies that submtted witten
statements in advance of this neeting, many of
which were quite infornmative as well as noving

Much of today's neeting will be devoted to
a two-part open public hearing during which dozens
of people fromaround and even beyond the country
wi || have the opportunity to present their own
personal or professional experiences and ideas
about the relative risks and benefits of
ant i depressant nedi cations in children and
adol escent s.

Al t hough the necessary consideration of
the clock will pernmit 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 essential to our work that

all voices be heard.
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Maj or depression remains an
under di agnosed, understudi ed, and undertreated
serious and even l|ife-threatening nmental disorder
anong thousands of our nation's youth, leading to
consi derabl e dysfunction, disability, and
heartbreak in many fam i es.

I am hopeful that with a fair and
open-mi nded revi ew of the evidence in hand and that
still emerging, this advisory comittee can
constructively address the challenges we all share
to assure that interventions for this deadly
di sorder are available for those young peopl e who
desperately need them and that those treatnents
nmeet hi gh standards for both effectiveness and
safety.

Now, | will ask Anuja Patel, of the FDA
Center for Drug Eval uati on and Research, to review
sone of the ground rules for the open public
heari ng.

M5. PATEL: Good norning. As you know, we
have a very full open public hearing today and in
the interest of both fairness and efficiency, we
are running it by sone strict rules.

Due to the vast majority of requests by

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

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

I ndi vi dual presenters and fanmilies have
been allotted two minutes for their presentations.
The three conbi ned groups' presentations have been
allotted three minutes. W wll be using a tiner
and speakers who run over their time limt wll
find that the nicrophone is no | onger working.

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

I will now state the Conflict of Interest
Statement for the record

Conflict of Interest Statenent
The foll owi ng announcenent addresses the

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

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

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

The Food and Drug Administration has
granted general nmatter waivers to the Special
Gover nnent Enpl oyees participating in this neeting
who require a waiver under Title 18, United States
Code, Section 208.

A copy of the waiver statements nmay be
obtai ned by subnmitting a witten request to the

Agency's Freedom of Information Ofice, Room 12A-30
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of the Parklawn Buil di ng.

Because general topics inpact so many
entities, it is not prudent to recite all potenti al
conflict of interests as they apply to each nenber
and consul tant and guest speaker.

FDA acknow edges that there may be
potential conflicts of interest, but because of the
general nature of the discussion before the
comittee, these potential conflicts are mitigated.

Wth respect to FDA's invited industry
representatives, we would Iike to disclose that Dr.
Dilip Mehta and Dr. Saruel Ml 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.
Mal donado is enpl oyed by Johnson & Johnson.

In addition, FDA would also like to note
t hat one nenber of the Psychopharmacol ogi ¢ Drugs
Advi sory Committee, Andrew Leon, and an FDA
speaker, David Shaffer, were nmenbers of the
Aneri can Col | ege of Neuropsychophar macol ogy ACWP
Task Force that has recently issued a prelimnary
report on SSRIs and suicidal behavior in youth.

This task force reviewed published and

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

Based on their prelimnary review, they
concl uded that the avail abl e evidence does not
suggest that SSRIs increase the risk of suicidal
behavior in youth and with depression, however,

t hey acknow edge that their conclusions are
prelimnary and they recomrend that the pertinent
data avail able to pharnaceutical conpani es and FDA
be rapidly nmade avail able to ACVMP and ot hers, so
that they nmay be independently eval uated.

In the event that the discussions involve
any other products or firms not already on the
agenda for which FDA participants have a financi al
interest, the participants' involvenment and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenent with
any firmwhose product they may wi sh to conmment
upon.

Thank you.

DR. RUDORFER  Thank you.

To put the neeting in context, | would now

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

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

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

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

Thi s has been an issue of extrene
conplexity and we are here both to informyou of
our efforts to date to exanmi ne the question and our

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

We come to you at this tinme for severa
reasons. Under current |aw, the Agency is required
to present postmarketing adverse event data to the
Pedi atric Subcommttee for the first year of
mar keti ng for those drugs granted narket
exclusivity under the pediatric exclusivity
provi sions of the Act.

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

As you know, we nost recently becane aware
of a potential signal of concern during the review
of the controlled trial data for Paxil. 1In the
course of that review, we becane aware that the
sponsor had categorized sonme events that could have
represented suicidal behavior or suicidal thinking

using a description that seened sonmewhat
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i nappropri ate.

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

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

Qur continued review of these data,
however, convinced us that the data subnmitted from
t he vari ous conpani es invol ved may not have been
collected or reported to us in a formthat would
permt us to adequately evaluate the potential

relati onship between these drugs and suicida
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behavi or .

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

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

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

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

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

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

W are prinmarily interested in your views
about our proposed approaches to the data and are
eager to hear if you believe we shoul d request
addi tional data fromthe sponsors and whet her you
bel i eve we shoul d perform additional anal yses
beyond those we will describe to you later today.

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

W will also present the postnarketing
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adverse event data for the drugs in question, but
as you will hear, and for the reasons you will
hear, we do not believe that this data can
reasonably inform our judgnment about any
relati onship between these drugs and suicida
behavi or.

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

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

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

al l egedly represent suicidal behavior, and we are

Page 24 of 401

3/7/2005


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/4006T1.htm

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

25
convinced that the categorization of these events,
as perforned idiosyncratically by the individua
sponsors, is not entirely reliable.

Exanpl es of these categorizations will be
presented to you later today, and we are confi dent
that this conclusion will becone clear to you

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

W are, of course, aware that there is
great concern anong the famlies of children and
adol escents wi th depressi on about whether or not
t hese drugs can be used safely. For them | am
sure answering this question has already taken too
| ong.

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

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

W are firnmly convinced that we serve no
one's goal s or needs by rushing to a judgnent that
has not considered all reasonable sides to the
guestion. W are committed to, and fully expect
to, cone back to the conmittee in late sunmer with
the results of the analyses we will discuss today.

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

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

DR. RUDORFER  Thank you, Dr. Katz

W will now hear from Dr. Di anne Muirphy,
Director of FDA's O fice of Counterterrorism and
Drug Devel opnent, who will speak about the
Pedi atric Drug Devel oprment Program

Pedi atric Drug Devel opnent Program
DR. MJURPHY: Wl cone. Thank you very nuch

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

[Slide.]

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

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

O course, we will be reviewing FDA's
specific responsibilities during these activities.

[Slide.]

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

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

Remenber, before this, nost children, if
it was not a pediatric disease like otitis nedia,

t hese products were not being studied in children,
and each child was an n of 1 in which we did not

| earn anything, and that was not an approach we

t hought useful. That's FDANMA.

Best Pharmaceuticals for Children, renewa
of the legislation basically expanding not only the
| egi sl ati ve mandate to | ook at products that have
patents renmai ni ng where the incentive will work,
but a process whi ch mandates FDA and NIH to work
together to develop the sanme sort of data for
products that are ol der and woul d not benefit
because that was an area that was not being
devel oped.

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

the witten request in which FDA -- and this is

Page 28 of 401

3/7/2005


http://www.fda.gov/ohrms/dockets/ac/04/transcripts/4006T1.htm

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

29
di stinctive fromnost other drug devel opment -- FDA
det erm nes what the public health need is and
issues a witten request defining the studies that
they think need to be done, so that we can better
understand how to dose children or if it works in
children, or what are the distinctive adverse
events that occur in children, because as we all
know, the variability between a preenie and a
full back is tremendous, and we have that in
children, and evol vi ng devel opnental processes.

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

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

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

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

[Slide.]

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

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

[Slide.]

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

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

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

In 1994, FDA published a regul ation which
basically said we understand that there are tines
i n which you can extrapol ate efficacy only. If the
di sease is sinmlar enough, the pathophysiol ogy, and
t he expected response have been defined well
enough, that you mght be able to extrapol ate
efficacy, hoping to incentivize in a way the
interest in devel oping information and conducti ng
trials in children. Safety and dose finding were
still trials that you woul d need to conduct in
chil dren.

Agai n, mnimal response. So, bottomline,
the first incentive programwas the major push
The FDA published a regul ation, which was then
enjoined by a court saying we didn't have the
authority to require it, so Congress canme back in
2003 and said, yes, FDA, you do.

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

[Slide.]

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

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

The inmportant thing about exclusivity
determi nations, it neans that over 100 products
have been brought in with the studies that have
been requested, and you are di scussing sone of
t hose today, with the type of infornation that
hel ps us better understand.

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

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

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

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

[Slide.]

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

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

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

[Slide.]

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

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

[Slide.]

This is, quickly, and I am not going to go
over every one of these, but to give you an idea of

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

Actual Iy, Neuropharm the Division of
Neur ophar nacol ogi cal Drug Products, has brought a
nunber of these issues to the conmittee, including
how do we devel op pediatric products -- N M al so
participated in this nmeeting -- fromsuch issues as
-- also, this was another Neuropharm Advi sory
Comrittee neeting with the Pediatric Conmittee --
chronic hepatitis, reflux in infants, HV drugs,
how do you approach the whole field of devel oping a
product that nay be put in al nost every newborn who
devel ops hyperbilirubi nem a, tremendous issues,
Il ong term study issues.

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

[Slide.]

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

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

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

Adverse reactions that are
pedi atric-specific are being defined. Cearly,
growm h is one everybody woul d expect woul d be
defined, that we are finding that products, and
Prozac was an exanple of that, are having an effect
on growh. But there are nmany other products that
we are beginning to | ook now, and begi nning to I ook
in a nore systematic way, that we are finding that
they do have an effect on grow h.

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

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

today. We are learning. W take the best
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know edge we have, we get the best experts, we
i ssue the type of study we think will be the best,
and sonetimes somnet hi ng happens in the neantine,
nmore data becones avail able, we need to update
that, or what we thought we were going to be able
to evaluate didn't turn out to be as valuable as
sonet hing el se in the study.

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

[Slide.]

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

[Slide.]

This is where you can go onto the web.

There is a trenmendous anount of information posted
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on pediatric nunbers, stats, and studi es.

Thank you.

DR RUDCRFER: Thank you, Dr. Mirphy.

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

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

Pedi atric Depression and its Treatnent

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

[Slide.]

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

di sorder, and for that matter, other npod di sorders
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are very preval ent and recurrent, they have high
rates of norbidity and conorbidity, they are often
acconpani ed by very poor psychosocial outcones for
children and adol escents. They are associated with
high risk for suicide and al so for substance abuse.

[Slide.]

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

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

[Slide.]

Epi deni ol ogi cal |l y, we know that the
preval ence of major depressive disorder in children
who are prepubertal is approximately 2 percent, and
it increases in adolescents to a rate of between 4
and approximately 8 percent.

The male-to-female ratio for younger
peopl e, prepubertal children, is about equal, but

i n adol escents, fenmles outnunber nmal es who have
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maj or depression 2 to 1

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

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

[Slide.]

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

There are devel opnental variations in the
synpt ons and how they are manifest. There are
eti ol ogi cal variations of nood disorders that do
i nvol ve gene and environnental interactions, and

there is a question of whether some of these issues
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are actually spectrumrelated or categorica
di sorders.

Finally, the effects of nedical conditions
on the preval ence and i nci dence of major depression
and ot her nood di sorders needs to be considered.

[Slide.]

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

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

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

illness.
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[Slide.]

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

They express irritability with tenper
tantruns and behavi oral problenms, and the children
tend to have fewer del usions and fewer serious
sui cide attenpts, however, adol escents tend to show
nore sl eep and appetite disturbances, if they
occur, del usional thinking, greater degrees of
suicidal ideation and acts, and greater inpairnment
of functioning.

Conmpared to adults, however, adol escents
have nore behavi oral problens and fewer
neur oveget ati ve synpt ons.

[Slide.]

The diagnostic criteria for dysthym a
i nvol ves a persistent |ong-term change in nood
which is |less intense, but nmore chronic than major
depressive disorder. These children in adol escence
have extensive psychosocial inpairnent.

The depressed nood or irritability occurs
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nost of the time during the day for at |east one
year, and there are at |east two other synptons
that are associated in making the diagnosis. These
i ncl ude agai n changes in appetite, sleep, |owered
self-esteem problenms with concentration, problens
wi t h deci si onnmaki ng, changes in energy level, and a
sense of hopel essness.

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

[Slide.]

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

[Slide.]

There are a variety of variations that the
synpt ons of mmjor depressive disorder involve. For
exanpl e, psychotic depression, bipolar depressive
states, atypical depression, seasonal affective

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

[Slide.]

I will touch on some of these variants now
nmore specifically. Psychotic depression includes
maj or depressive disorder synptons that are
associ ated with npod-congruent or incongruent
hal | uci nati ons and/ or delusions, and unlike
adol escents, children tend to nanifest nore
hal | uci nati ons.

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

[Slide.]

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

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

[Slide.]

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

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

[Slide.]

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

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

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

[Slide.]

Treat ment-resi stant depression i s not
clearly defined for children and adol escents. It
occurs in approxinmately 6 to 10 percent of
depressed children and adol escents who suffer
chroni c depression.

In adults, treatnent resistance is defined
as patients who have had at least two trials with
two different classes of antidepressants which are
adm ni stered at approximately simlar doses for at
| east six weeks each.

[Slide.]

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

[Slide.]

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

approxi mately 20 to 50 percent of youth with major
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depr essi on.

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

Maj or depressive onset is usually after
the conorbid disorders except for substance abuse
in which maj or depression tends to antedate
subst ance abuse di sorders. Conduct problens nmay be
a conplication of najor depression and nay persi st
after the major depressive episode resol ves.

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

[Slide.]

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

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

[Slide.]

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

[Slide.]

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

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

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

[Slide.]

Ceneral nedical conditions rmay be anot her
conpl exity in understandi ng and di agnosi ng naj or
depressive disorder. These nedical conditions nay
be acconpani ed by synptons of depression. They may
al so i npact the course of nmjor depressive
di sorder.

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

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

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

Chronic fatigue syndrone is another
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di sorder that needs to be considered, but its
synptons are simlar to najor depression, but there
tends to be nore sonmatic synptons, |ess npod,
cognitive, and social synptons.

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

[Slide.]

Bereavenent is another issue that needs to
be consi dered because there are a sinilarity of
synptons with maj or depressive disorder. The
di agnosi s of mmj or depression can be made if the
bereaved child or adol escent has noderate or severe
functional inpairnment, psychosis, suicidal thoughts
or acts, and a prol onged course.

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

[Slide.]

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

chil dren and adol escents tends to be 7 to 9 nont hs,
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and in community sanples it has been reported to be
shorter, approximately 1 to 2 nonths.

Predictors of a longer course or duration
i nvol ve the severity of depression, the degree of
conorbidity, the presence of negative life events,
parental psychiatric disorders, and poor soci al
functi oni ng.

Rem ssi on of nmjor depression is defined
as a period of 2 weeks to 2 nonths in which there
is one clinically significant synptomonly. N nety
percent of children and adol escents with major
depression renmit in 1 to 2 years after the onset of
the maj or depressive episode.

[Slide.]

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

Forty to 60 percent of youth with najor

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

[Slide.]

Recurrences occur also, and this is an
energence of mmjor depressive synptons during a
peri od of recovery, which is an asynptonatic period
of nmore than two nonths. Cinical and non-clinica
sanpl es have a probability of recurrence of
approxinmately 20 to 60 percent within one or two
years after recovery, and 70 percent after five
years of recovery. So, this is a chronic disorder

Predictors of recurrence include the
earlier age of onset of mmjor depressive synptons,
i ncreased nunber of prior episodes of ngjor
depression, the severity of an initial episode, the
presence of psychosis, the degree of psychosocia
stressors, the presence of dysthymi a and ot her
conorbidities, and the [ack of conpliance with
t her apy.

[Slide.]

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

bi pol ar di sorder onset would be early onset of
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maj or depression, the presence of psychonotor
retardation, psychosis, a famly history of
psychoti c depression, a heavy famly | oading for
nmood di sorders, and psychopharnacol ogi cal | y-i nduced
hypomani a.

[Slide.]

O her factors that affect the clinical
course of mmjor depression is that the risk for
depression increases 2- to 4-fold after puberty, a
very inportant devel opnental issue, and that
various genetic, as well as environnental, factors
i nfl uence the pathogenesi s of najor depression

For exanple, shared fanily environnmenta
or not extra-environnental non-shared issues tend
to be very inmportant in affecting the course, as
wel | as those youngsters who have hi gh genetic risk
are nore sensitive to various environnental
stressors.

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

[Slide.]

The preval ence of children's first-degree
rel atives when children have nmmjor depression tends

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

[Slide.]

The clinical course of children with mgjor
depression is also associated with poor schoo
success, |ow parental satisfaction with the child,

a very inportant parent-child problem |earning
probl ens, other psychiatric disorders that
interfere with the child s |earning.

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

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

[Slide.]

The relation of dysthynmia in nmajor
depression is quite inportant because dysthyma is

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

Dyst hymi a has a nean epi sode of
approximately 3 to 4 years for both clinical and
non-clinical in conmunity sanples. A first mgjor
depressive episode usually occurs 2 to 3 years
after the onset of dysthym a, which may be
considered a gateway to the devel oping recurrent
mej or depressive di sorder

The risk for dysthymia is associated with
chaotic famlies, high family | oadi ng for nood
di sorders particularly dysthym a.

[Slide.]

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

At the tine of followup, children who had
maj or depression had a 74 percent rate of suicida
thi nking and a 28 percent rate of suicide attenpts.
Those who initially had dysthynma, also had a 78

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

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

Qur own followup study of 6 to 8 years
for prepubertal inpatients indicated that there is
a5times risk for suicide attenpt when the
prepubertal children reach adol escence if they had
a prepubertal nood di sorder.

[Slide.]

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

[Slide.]

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

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

[Slide.]

Sone general principles that clinicians
have t hought about is that psychotherapy nay be
considered for the nore nmild or noderate najor
depressive synptons. Enpirical effect of
psychot herapi es that we now know of i nclude
cognitive behavioral therapy and | TP, interpersona
psychot her apy.

Anti depressants may be used for youngsters
who have synptons of najor depressive disorder
nonrapid cycling by polar states, psychotic
depression, depression with severe synptons that
prevent effective psychotherapy or that fail to
respond to psychot her apy.

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

ef fective.
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[Slide.]

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

The SSRIs are thought to perhaps induce
mani a, hypomani a, behavioral activation, which
m ght i nclude inpul sive behavior, silly or agitated
daring, and there are no long-termstudies for the
treatment of maj or depression.

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

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

There is a need to clarify the indications
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