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PROCEEDI NGS
Call to Order, Introductions

DR CHESNEY: Good norning. | think we
are ready to get started. | would |ike to wel cone
everybody to this nmeeting which, for those in the
room who don't know, and Dr. Murphy will el aborate
on this, this is the last neeting for this group of
the Pediatric Subconmittee as currently
constituted. | would like to also nmention that Dr.
Mm Gode will not be with us because her father
becane ill on Sunday and she had to cancel at the
| ast minute.

Tom has just told ne that traffic is going
to beconme very bad this afternoon because of
Presi dent Reagan's funeral so we want to keep that
in mnd as we nove on throughout the day. So,
think we will start with introductions and, Dr.
Mal donado, would you like to start?

DR MALDONADO.  Sam Mal donado, from
Johnson & Johnson, the industry representative on
this conmittee.

DR. FUCHS: Susan Fuchs, pediatric
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1 emergency nedicine physician fromChildren's
2 Menori al Hospital in Chicago.
3 DR O FALLON: Judith O Fall on,
4 statistics, retired fromthe Mayo dinic.
5 DR. SANTANA: Victor Santana, pediatric
6 hemat ol ogi st/ oncol ogi st from St. Jude's Children's
7 Research Hospital in Menphis, Tennessee.
8 DR. GORMAN:  Rich Gornman, pediatric
9 private practice in Ellicott Cty, Mryland.
10 DR. EBERT: Steve Ebert, pharnaci st,
11 i nfectious diseases, Meriter Hospital and
12 Uni versity of Wsconsin, Mdison.
13 DR PEREZ: Tom Perez, executive secretary
14 to this conmttee neeting.
15 DR. CHESNEY: Joan Chesney, pediatric
16 i nfectious disease at the University of Tennessee
17 in Menphis, and also St. Jude's Children's Research
18 Hospital .
19 DR. HUDAK: Mark Hudak, neonat ol ogi st,
20 Uni versity of Florida, Jacksonville.
21 DR. DANFORD: Dave Danford, pediatric

22 cardiology, University of Nebraska Medical Center,
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1 Oraha.

2 DR. NELSON: Robert Nel son, pediatric
3 critical care nedicine, Children's Hospital,

4 Phi | adel phia and University of Pennsyl vani a.

5 DR. | YASU:. Sol onon |yasu, |ead medical

6 officer in pediatrics, FDA

7 DR CUMM NS: Susan Cunm ns, |ead nedical

8 of ficer, pediatrics, FDA

9 DR S. MJRPHY: Shirley Mirphy, D vision

10 Director, Division of Pediatric Drug Devel opnent,
11 FDA.

12 DR. D. MJURPHY: Dianne Mirphy, Ofice

13 Director, Ofice of Counter-terrorismand Pediatric

14 Drug Devel oprent, in the Office of Pediatric

15 Ther apeuti cs.

16 DR. CHESNEY: Thank you. Now Tom Perez
17 will read the neeting statenent.

18 Meeting Statenent

19 DR PEREZ: Thank you and good nor ning.

20 The foll owi ng announcenent addresses the issue of
21 conflict of interest with regard to the adverse

22 event reporting session and is nmade part of the
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record to preclude even the appearance of such at
this meeting.

Based on the subnmitted agenda for the
meeting and all financial interests reported by the
comrmittee participants, it has been determ ned that
all interests in firnms regulated by the Center for
Drug Eval uation and Research present no potentia
for an appearance of a conflict of interest at this
meeting, with the foll ow ng exceptions:

In accordance with 18 USC 208(b)(3), ful
wai vers have been granted to the foll ow ng
participants, Dr. Richard Gornman for ownership of
stock in a conmpany with a product at issue, val ued
bet ween $50,001 to $100,000; Dr. Judith O Fallon
for her and her sponsor's ownership of stock in a
conpany with a product at issue, between $5,001 and
$25,000; Dr. Katherine Wsner, for her speaker's
bureau activities for a conpany with a product at
i ssue for which she receives |less than $10, 001 per
year; Dr. Patricia Chesney for her spouse's
ownership of stock in a conpany with a product at

i ssue, valued from $5, 001 to $25, 000 and unrel at ed
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consultant earnings |ess than $10,001 per year. In
addition, Dr. Chesney's spouse owns stock in a
conpany with a product at issue, worth |ess than
$5,001. Because this stock interest falls bel ow
the minims exception allowed under 5 CFR
2640. 202(b) (2), a wai ver under 18 USC 208 is not
required. Further, Dr. Chesney is recused from
participating fromthe subconmttee's di scussion
regardi ng Duragesic due to a conflict of interest.
A copy of the waiver statements may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information O fice, Room 12A-30
of the Parklawn Building. 1In the event that the
di scussi ons invol ve any ot her products or firms not
al ready on the agenda for which an FDA partici pant
has a financial interest, the participants are
aware of the need to exclude thensel ves from such
i nvol venent and their exclusion will be noted for
the record.
W would also like to note that Dr. Samue
Mal donado has been invited to participate as an

i ndustry representative, acting on behal f of
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regul ated industry. Dr. Ml 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 financia
i nvol venent with any firm whose product they may
wi sh to coment upon. Thank you.

DR CHESNEY: Thank you. Qur first
speaker for the morning will be Dr. Dianne Mirphy,
Director of the Counter-terrorismand Pediatric
Drug Devel opnent O fi ce.

Wl come

DR, D. MJURPHY: And just as you al
under stand how t hose two got to be conbi ned, we
have come to the end of an era. That was really
t he substance of ny opening comments this norning
and | amgoing to talk nore about this later in the
day, that this is a m|lestone.

But | wanted to take this norning to focus
on the inportance of the activity of this comittee
in the review of the safety or adverse events that
occur after a product has been granted exclusivity.

It has been clearly |legislatively nandated that
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this is going to occur and that task has cone to
this comm ttee.

I wanted to make sure that you al
realized how much you have contributed to this
process. W have received feedback from you during
the time about what was useful and have tried to
mai ntain a course, as we have to, that obeys the
|l egislative intent and, yet, makes it nore
scientifically interesting within the constraints
that we have. | think probably years from now we
could come and ask you all what are the problens
with the AERS data reporting system So, you have
been mandated to participate in a process in which
you were told every neeting that you cone here that
the limtations are nunmerous with passive
reporting; that when we do get reporting it is
either poor or linmted in nature; that there is
little ability to go back and reconstruct in detai
any of that information; and it basically doesn't
have the same quality as a prospective surveillance
or active process. Yet, during this tinme | think

we have evolved a process, again with your feedback
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1 and assistance, that has allowed us to make it
2 val uabl e.

3 I would Iike to say that | think that

nore

what

4 we have been able to identify over the past year or

5 so has been the benefits of this system and th
6 is that it ensures that attention is focused on
7 what i s happeni ng postmarketing to these produc

8 that the government initiates and rewards for

at

ts

9 studi es bei ng conducted. As npbst of you are aware,

10 one of the largest safety databases that occurs
11 with any product is the postmarketing activitie
12 That is where you find your rare serious events
13 And, this process has been critical for this

14 committee and this has been a very inportant

15 activity that | do think has focused and ensure
16 that products that are marketed for children ar
17 | ooked at in a studied way, a reliable way, a
18 predictable way, and | think that that is

19 i mportant.

20 Now, why is it inportant? Because

21 know how many tinmes you have sat through these

22 meetings where we said, "well, here are the

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (12 of 367) [6/21/2004 12:08:52 PM]

S.

d

e

don't

12



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

probl enms and we didn't see anything. Okay?" But
that is good news. W would hope that the mpjority
by far, if not 100 percent of these products that
are studi ed and nmarketed don't have serious hidden
adverse events. So, in a say, it is like
prophylaxis. W hope we don't find najor issues.

But | think the other thing that this
process has done that | wanted you all to know
about that was inportant is that it has the effect
on the agency of re-prioritizing pediatric safety
assessnents. As everyone knows, there are many
deadl i nes the agency has to neet and it is hard
often to see the plate for all the things that are
onit. But clearly the |egislation, your
participation and our comng to you says we are
having a public neeting and a discussion and it
re-prioritizes this activity for the agency, as
said, and ensures that attention occurs.

We are going to hear today about sone
activities that have evol ved during this process,
sonme questions that we want to bring to you because

of information that, in essence, was npved forward
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alittle faster because of this process, not that
it was being neglected but because we basically
made sure that we facilitated the assessnents of
sonme of these products and sonme of the issues. In
the past, as you know, we have had sone revi ews of
the SSRIs and this whol e process has been inportant
in helping facilitate nmoving that activity forward
al so.

I wanted to just thank you for your
scientific input, your thoughtful ness and your
f eedback which we still would like to receive about
the process on adverse event reporting, know ng
that we have to work within the constraints of the
systens that we presently have. Wth that, | wll
speak a little nore about the contributions of this
committee and where we are going in the future
| ater today. Thank you very rmnuch.

DR. CHESNEY: Thank you, Dr. Mirphy. Cur
second speaker this nmorning, Dr. Solonon lyasu, is
going to talk to us about adverse event reports,
per Section 17 of the Best Pharnmaceuticals for

Children Act. Dr. lyasu is a pediatrician, a
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medi cal epi deni ol ogi st who has fellowship training
with the EI'S of the CDC and residency training in
preventive nedicine at the CDC. Prior to joining
the FDA, just in 2002, he worked for 13 years as a
medi cal epidem ol ogist at the CDC, in Atlanta,
where he | ed research and progranmatic prograns in
infant health. He also served as the CDC |i ai son
to the Conmittee on the Fetus and Newborn of the
Ameri can Acadeny Pediatrics for nany years, and has
served on several HHS conmittees and inter-agency
wor ki ng groups, including the National Children's
Study. Hi s research papers have invol ved materna
and child health issues. |In his current position
at the FDA he serves as a nedical team/leader in
the Division of Pediatric Drug Devel opnent and al so
serves as the lead medical officer for safety in
the O fice of Pediatric Therapeutics, which has
becone- - al ways was but has become a particularly
important office in function. Dr. Iyasu?

Adverse Event Reports per Section 17 of Best
Phar maceuticals for Children Act

DR | YASU. Thank you very much, Dr.
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Chesney, for that kind introduction. Good norning.

In the next fewnmnutes | will provide you
with an overvi ew of today's agenda. The thene for
today is safety, safety of pediatric drugs. A
series of presentations will discuss postmarketing
reviews of adverse events for drugs that have been
granted exclusivity.

The revi ew of the post exclusivity adverse
events is acconplished through the coll aboration
with the Ofice of Drug Safety, Ofice of Pediatric
Ther apeutics and Division of Pediatric Drug
Devel opnent. Therefore, at first | would like to
acknow edge the contribution of the staff in the
Ofice of Drug Safety for these revi ews.

In the norning you will hear adverse event
reviews for eight drug products that were granted
pediatric exclusivity. These reviews will be
presented by nmedical officers within the Division
of Pediatric Drug Devel opment. Several of these
presentations are informational while a few di scuss
i mportant issues, ranging froma | ack of

age-appropriate pediatric formul ations for
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fosinopril to a preventable safety signa
associated with the use of fentanyl transderma
systemor Duragesic. You wll be asked to discuss
a question of risk nanagenent strategies in
relation to fentanyl. The nmorning will also
include a tine for open public hearing, followed by
a short pediatric update by Dr. Di anne Muirphy.

We are doing the adverse event review a
little differently than before. In addition to the
usual format which you are famliar with, we have
i ncorporated sone of the clinical trial data
available in the public domain into these reviews.
You are not going to see this conponent for all the
drugs because the trial data are not yet in the
public domain for sone of the drug products that we
wi || be discussing.

This is a pediatric page on the externa
FDA website where you will find all the publicly
avai |l abl e sunmari es of medical and clinica
phar macol ogy of these pediatric studies for
exclusivity. The process of making these revi ews

available in the public domain is evolving,
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1 therefore, sone of the reviews that | nentioned

2 before may not be yet available on this website.
3 Nevertheless, | invite you to use it as a resource

4 and urge you to spread the word about this site.

5 In the afternoon we will discuss two

6 pedi atric safety issues regarding the use of SSRIs

7 and SNRIs during pregnancy. As you recall, we
8 di scussed several case reports of neonata

9 wi t hdrawal syndrome related to the use of Paxi

10 Cel exa during the nmeeting of this committee | ast

11 February. At that tinme you requested nore

12 informati on on the syndrone and FDA's efforts to

13 address it.

14 To address this issue, we have lined up

15 three presentations for you. Kate Phelan, fromthe

16 Ofice of Drug Safety, will present the

17 post mar keti ng adverse event review for this class

18 of drugs. Dr. Bob Levin, fromthe Division of

19 Neur ophar maceuti cal Drug Products, will speak on

20 the new cl ass | abel i ng regardi ng neonat a

21 withdrawal toxicity and its rationale. Dr. Kathy

22 Wsner will address the risk/benefit of treatnent
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in child depression, a critical issue for both the
practitioner and the patient. At the end of this
update you will be asked to discuss two questions.

Next, | will present an update on
congenital eye malformations, again, as a fallout
to the February neeting when we reported a case
report about possible congenital eye nal formation
related to the use of Cel exa during pregnancy.
This update will review all postmarketing reports
of congenital eye nalformations for Cel exa and sone
newer anti-depressants.

Bef ore we present the specific adverse
events, | will briefly reviewthe data sources used
inthis reviewand their limtations. The Adverse
Event Reporting Systemis a spontaneous and
voluntary system Because it is a passive system
it suffers froma nunber of limtations, listed
here on this slide, that you are already famliar
with and we have di scussed several tines during
previ ous presentations.

Again the drug use data source and their

limtations have al so been presented before and are
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not newto you. |MS National Prescription Audit
Plus is used to estimte the nunber of outpatient
prescriptions but | acks denpgraphic infornmation

The National Di sease and Therapeutic |ndex can
estimate drug nentions during office-based
physician visits but pediatric use estinmtes can be
unstable for less frequently used nedi cations.

Anot her outpatient data source is the I M5
Nati onal Sal es Perspectives which provides
estimates of units sold from manufacturers to
various channels of distribution and, therefore,
may be a possible surrogate neasure for drug use.
An inportant linitation of this data source is
absence of denographic information such as age and
gender.

I mportant drug use data sources and their
limtations are well-known to you. To refresh your
menory, these are described in this slide and the
next slide. The main linmitation with all the
i npati ent data sources, except for Premer, is the
inability to make national projections of drug use.

However, national estimates from Prem er are
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avai l abl e but are selective. Furthernore, drug use
cannot be linked to diagnosis or procedure and drug
use in hospital or outpatient clinics is not
captured in this data system Data from CHCA are
limted to 29 children hospitals and cannot be

proj ected nationally.

Thi s concludes my remarks and now |l et ne
turn to the presentations for this norning by
introducing the first speaker. But before |I do
that, I do want to recogni ze two individuals who
have tirel essly worked behind the scenes to nake
this neeting possible. Please stand up and be
recogni zed, M ss Christine Phucas and Rosenary
Addy.

[ Appl ause]

Thank you. Now the next speaker, Dr.
Filie is a general pediatrician and pediatric
rheumat ol ogi st. She conducted research on
mol ecul ar bi ol ogy, connective tissue disorders and
genetics at NIH for many years before going into
private practice. She joined the FDA fromprivate

practice about a year ago. She will discuss
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adverse event reports for fexofenodine. Dr. Filie?
Fexof enodi ne

DR FILIE: Good norning, everyone. |
will proceed with the adverse event review for
f exof enodi ne during the one-year post-exclusivity
peri od.

Fexof enodi ne, trade name Allegra, is an
anti hi stam ne by Aventis Pharmaceuticals. The
indications for adults and children are relief of
synptons associated with seasonal allergic rhinitis
and non-conplicated skin manifestations of chronic
idiopathic urticaria. 1t was originally approved
in July, 1996 and pediatric exclusivity was granted
in January, 2003.

In order to fulfill the requirenents for
exclusivity, 3 pivotal studies were conducted and
415 children, 6 months to 6 years of age, were
treated for allergic rhinitis. One study was a
Phase 1 pharmacokinetic study characterizing the
dose for children 6 nmonths to 2 years of age
Anot her study was a Phase 3 study assessing safety

and tolerability in 2 groups, 6 nonths to 2 years
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of age, weighing under 10.5 kg and wei ghi ng over
10.5 kg.

A previous safety and tolerability study
on children 2-6 years of age was al so subnitted
The adverse events occurred at sinmlar frequencies
as for placebo, and no new safety signals were
observed.

Ef fi cacy studies were not conducted due to
the fact that the di sease course and
pat hophysi ol ogy of allergic rhinitis and chronic
idiopathic urticaria, as well as the drug' s effect,
are simlar in children and adult patients. The
studi es conducted on children 6 nonths to 6 years
of age utilized fexofenodi ne powder m xed with
appl e sauce or rice cereal. There is no marketable
age-appropriate fornulation for children 6 nonths
to 6 years of age.

Drug use trends for
f exof enodi ne--currently, fexofenodine is the
| eadi ng prescription for non-sedating antihi stam ne
on the market since |oratadi ne becane

over-the-counter in 2002. The total nunber of
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1 f exof enodi ne product di spensed increased from

2 approximately 20.9 mllion in 2000 to 29.6 nmillion
3 in 2003. Pediatric patients accounted for

4 approximately 2.5 nmillion prescriptions of

5 f exof enodi ne di spensed in 2003. The nobst comon
6 di agnoses associated with the use in pediatric

7 patients in 2003 were allergic rhinitis and

8 al l ergi c disorder.

9 The adverse events from pediatric clinica
10 trials that | just presented are as foll ows:

11 Headache, accidental injury, cough, fever, pain,
12 otitis media and upper respiratory infection, and
13 | east common, insommia, nervousness, sleep

14 di sorders, rashes, urticaria, pruritus and

15 hypersensitivity reactions.

16 During the exclusivity period the tota
17 adverse event reports fromthe AERS dat abase was
18 158, 84 of themin the United States. Anpbng the
19 158 reports there were 8 unduplicated pediatric
20 reports which included 2 with serious outcones, 1
21 hospitalization and 1 |life-threatening event.

22 There were no pediatric deaths.
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1 In the 8 pediatric case reports the

2 foll owi ng unl abel ed pedi atric adverse events were

3 reported, psychosis exacerbation with suicida
4 i deati on and depression; seizure, visua

5 di sturbances; abnormal liver function; funga

6 urinary tract infection; non-accidental overdose of

7 mul tiple drugs and prol onged QI, prenaturity,
8 mat er nal experience and mnedi cation error.

9 I would Iike to present you with a

10 synopsi s of individual reports. A 15 year-old with

11 schi zoaf fective disorder and ADD, on nmultiple

12 medi cati ons, experienced exacerbation of psychosis,

13 sui ci dal ideation and depressi on which resol ved

14 after discontinuation of fexofenodine.

15 A 13 year-old child presented with grand

16 mal seizures. The patient was also on nultiple

17 medi cati ons and one of them was bupropi on whi ch has
18 a war ni ng about the potential to cause seizures.
19 A 7 year-old presented transient |oss of

20 color vision and vi sual disturbances such as bl ack

21 dots and bubbles. It also resolved after

22 di scontinuation of the drug in a few days.
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1 A 10 year-ol d patient devel oped a

2 bacterial UTI and abnormal liver function tests

3 after receiving fexofenodine for one week. The

4 child was on conconitant nedications and one of

5 them was | abel ed for hepatic function inpairnent.

6 We do not have the nane of the drug on the report.

7 The child recovered after discontinuation of

8 f exof enodi ne.

9 A 16 year-old who devel oped a fungal UTI
10 and pyelonephritis was hospitalized. This patient
11 was al so on multiple nedications for depression and
12 gastritis.

13 A 13 year-old had an intentional overdose
14 of fexofenodi ne, acetam nophen, netocl opram de and
15 tramadol . QT prol ongation was observed in the

16 emer gency room whi ch normalized the foll owi ng day.
17 The last two cases--a 27-week old

18 premat ure baby, small for gestational age, was born
19 by C-section due to pre-eclanpsia. There was a

20 hi story of abnormal al pha-1 fetoprotein. The

21 not her was on concomi tant medi cati ons.

22 The | ast case--a prescription refill was
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mstakenly filled with Zyrtec-D i nstead of
Al l egra-D, but no adverse event was reported.

Concl udi ng the report, despite the large
nunber of fexofenodine prescriptions, there were
few pediatric adverse event reports during the
one-year post-pediatric exclusivity period. It is
al so very difficult to make any attributions of the
adverse events of the drug when there are
concomtant nedications in the reports. 1In this
case, the FDA will continue to nmonitor the adverse
event reports in all populations. Any questions or
comrent s?

DR. CHESNEY: Dr. Santana?

DR. SANTANA: Do you know if there are any
simlar adult reports with the use of this
medi cati on and concomitant anti-psychotic
medi cations in adults?

DR FILIE: | don't know that | can
respond to that adequately. Fromthe information
that we have on the | abel, the adverse events are
very simlar in both populations. They resenble

pretty nuch the two groups.
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DR S. MJRPHY: Pete Stark | think is here
fromthe Division. Do you have any comments about
adult report?

DR CHESNEY: Dr. O Fallon?

DR. O FALLON: It seens to me that the way
you keep your data nmay help you to find things.

So, | am wondering when you have these reports, are
you keeping track of the various concomitant

medi cations so that you could be |ooking for trends
devel opi ng that may be subtle, that there nmay be

i nteractions, or something?

DR FILIE: Yes. The hope is to
accunul ate this data over a long tine.

DR. O FALLON: Yes, but | nean in a way SO
that you are able to go back, search and find those
conbos? | am asking about how the data is being
collected so that you are going to be able to
search on it.

DR FILIE Yes, it is possible and we are
doing that collecting and the Ofice of Drug Safety
is also involved in this. This is sonething that

has accunul ated and we can keep all this data
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1 wi thout losing it.

2 DR. O FALLON: But in a conputer file that

3 you can search?

4 DR. FILIE: | don't know.

5 DR. | YASU: Let me respond to this. The

6 AERS dat abase has been in existence for a long tine

7 and the database is searchable both by high risk
8 event terns as well as by the drug name or the
9 trade nane. So, it is searchable by a nunmber of

10 paraneters and there is an accumul at ed dat abase

11 whi ch resides at FDA so you can | ook at one year or

12 you can | ook at several years since the first tine

13 a report cones into existence for a particular

14 product. Once there is approval, there are going

15 to be postmarketing reports that come in. So,

16 there is a way to look at that. But there isn't a
17 whole ot of information to try to |l ook at multiple

18 pernut ati ons of different confounders or |ooking up

19 interactions. It is a linmted database in that

20 way.

21 DR D. MJURPHY: | did want to respond that
22 in your package it does tell you that fexofenodine
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has been | ooked at with the co-adninistration of
acetyl console and erythromycin, the sip
interactions. So, what the agency does is where we
know that a netabolismuses a certain sip enzyne
that will cause increases or decreases, they wll
frequently look at that interaction but they can't
| ook at all of them That often is actually a
negotiated activity as to how many of themthey do
| ook at, and whether there are ones that are nore
likely to give serious adverse events by the normnal
drugs that mght be used with this specific
di sease. So, you could see that with an allergic
i ndi cation you m ght think that antibiotics would
be one of the set of drugs that they would | ook at.

So, | just wanted to put on the table that
prospectively the agency will sonetines ask,
knowi ng what the netabolismis, for these
interactions. But, you can inmmgine that the |ist
could get endless so the agency does not do al
possi bl e conbi nations. Certainly, | think from
allergic rhinitis to anti depressants--1 nean,

unl ess you had a nechani stic reason for doing that,
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you wouldn't up front do it. Your question, |
realize, was | ooking at statistical analysis post
but up front there is a certain anpbunt of activity
in that area.

DR O FALLON: It seems to ne that since
you only have a handful of reports it mght be
worth it, that when you see sonething show ng up
you woul d say they took drug A, drug B, drug C
let's look and see if we have any reports in the
dat abase, especially in the adults or sonething, to
see if you are seeing if that has been reported
bef ore.

DR D. MJRPHY: As noted, ODS has the
database and it will have that information in it.
So, you could go back and plug in certain drug
nanes. | think, as always, the caveat is that
there are those who didn't enter that and were on
it so there is always that question of what does it
mean when you do it. But, you are right, if you
kept seeing that pattern, then it would be
sonet hing you m ght wish to pursue further and ask

for sone additional studies.
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1 DR CHESNEY: Dr. Gornman?

2 DR. GORMAN: This is mainly for

3 clarification fromny reading of the labeling. On

4 page 7 of the label for this product there is a bar
5 on the side and | wanted to know whether this was

6 edited out of the label or is the present |abeling

7 wor di ng whi ch says that the safety and

8 ef fecti veness of fexofenodine in pediatric patients
9 under 6 years of age has not been established. |Is

10 that in the | abel now or out of the | abel ?

11 DR. D. MJRPHY: It is not | abel ed under 6.

12 Is that right?

13 DR GORMAN: It is a question of the bar
14 because it comes up several times later on in

15 | abel i ng.

16 DR D. MURPHY: Right, right. W wll
17 verify this but |I think the point was that because
18 there was no formulation that was available, it is
19 not | abel ed under 6.

20 DR GORMAN: | think one of the issues
21 that was raised at the last neeting, and | woul d

22 like to have it reenphasized again is that there is
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1 now data. Wen we started this process two decades

2 ago, that statement nmeant that there were no

3 studies. Now it neans there may well be studies
4 but it is not included in the label. | noticed in
5 the executive sunmary, which will be available on

6 t he web-based FDA data, that there is information

7 about its use in children | ess than 6 npnths of

8 age.

9 DR D. MJRPHY: | think you referred to

10 the clinical pharmacol ogy and bi opharm st udy.

11 Unfortunately, it doesn't have a page number but

12 is after the label. It does say in there that no
13 | abel i ng changes for pediatric indication or dosing
14 for children less than 6 years old will be made at

15 this tinme because there are no age-appropriate

16 formul ati ons for fexofenodine for these children,

17 and your point being that it was studied. And,
18 that is not going to be put in the | abel and

19 think that is an issue.

20 DR GORMAN: That is the issue | wanted to

21 raise and it will now be raised by others for the

22 rest of the neeting.
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1 DR CUMNS: Can | just provide one point

2 of clarification? The |abels that we provide to

3 you are ones that are publicly available and are

4 the nost recent |labels. Oten the strikeouts are

5 still present. W download themfromthe |abels

6 that are posted on the web often--you know, that we
7 post on the FDA website. |If you see a strikeout,

8 as you see on page 7, then that strikeout will be

9 renoved in the published | abel by the conpany.

10 DR. GORMAN. Thank you
11 DR CUMM NS: You are wel cone.
12 DR FILIEE Gven there are no further

13 comments or questions, let ne introduce the next
14 speaker, Dr. Susan McCune. Dr. MCune is a
15 neonat ol ogi st whose previ ous experience includes

16 acadeni c neonatal practice at Johns Hopkins and

17 Children's National Medical Center. She recently

18 recei ved her masters degree in education and has
19 wor ked on conput er - based educati on nodel s for

20 pediatrics. She will discuss two oncol ogy

21 products, topotecan and tenpzol om de. Dr. MCune

22 Topot ecan and Tenozol om de
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1 DR MCCUNE: Thank you very nuch, Dr.

2 Filie. Ladies and gentlenmen of the cormttee and
3 guests, Drs. Murphy told ne to try to keep things a
4 little bit light to keep you all awake and ny Irish

5 ancestry would allow nme to tell shaggy dog stories

6 but, unfortunately, | don't do very good jokes so
7 think we will just nove al ong.
8 As Dr. Filie nmentioned, | will talk about

9 two oncol ogic agents this norning. The first is

10 topotecan. Topotecan, trade nane Hycantin, is an

11 anti-tunmor oncol ogi ¢ agent produced by

12 d axoSmithKline. The indication in adults is

13 met astatic carcinoma of the ovary after failure of

14 initial or subsequent chenotherapy and small cel

15 cancer sensitive disease after failure of

16 first-line chenotherapy. There are no approved
17 pediatric indications. The original market

18 approval was May 28, 1996 and the pediatric

19 exclusivity was granted on Novenber 20, 2002

20 | amgoing to tell you about the studies

21 for exclusivity for this drug. As you al

22 mentioned, in ternms of data that is avail able for
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1 the | abel, these studies were done based on what

2 Dr. lyasu told you already. BPCA nandates that

3 this informati on be avail able on the website and

4 this information is available on the website,

5 however, there were no changes to this | abel based
6 on this information.

7 The studies that were subnmitted for

8 exclusivity were summari es of studies that were

9 previously performed by the Pediatric Oncol ogy

10 Group. They were initiated in 1992 and 1993. This
11 was a Phase 2 study in pediatric solid tunor that
12 enrolled 108 patients that were |l ess than 16 years
13 of age. The tunor types were Ewing's sarcons,

14 peri pheral neuroectodermal tunor, neurobl astoma

15 ost eobl ast oma and rhabdonyosarcoma. The study

16  endpoint was tunor response rate. Eighty-six

17 percent of patients died, with 10 percent dying

18 within 30 days of the | ast dose of topotecan. The
19 overal|l response rate was 8 percent but the
20 response rate for patients wth neurobl ast oma was
21 18 percent. O note, it is inportant to know that

22 for alternative regi mens using conbi nati ons of
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37
1 avail abl e drugs in pediatric patients with rel apse
2 neur obl ast oma t he response rates were 35-50
3 percent. In this case, no patients less than 2
4 years of age showed any response
5 Ei ght of the 11 patients that died within
6 30 days of the | ast dose of topotecan had
7 progressive disease and 3 died with infection which
8 is a knowmn complication. Forty-four percent of
9 patients were hospitalized with adverse events,
10 primarily febrile neutropenia, fever or sepsis.
11 The Phase 2 study did determ ne a
12 different dose fromadults, a daily infusion for 5
13 consecutive days every 21 days. The adult dose is
14 1.5 ng/ m 2/ day and the

pedi atric dose that was given

15 was either 1.4 ng/m
2/ day wi thout granul ocyte-col ony

16 stinulating factor or 2 mg/m
2/ day with

17 granul ocyte-col ony stinulating factor.

18 In ternms of drug use trends in topotecan
19 in the inpatient setting, between July, 2001 and
20 June, 2003 there were 10.6 percent of discharges.
21 Just to give you a rough idea, conpared to the |ast

22 drug whi ch had a nunber of prescriptions, this was
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1 only 425 of 4,001. Pediatric topotecan did
2 increase annually in that tine period, from6.8 to

3 18.6 percent. It accounted for 407 discharges from

4 29 CHCA free-standing pediatric hospitals, with the

5 most frequent diagnosis bei ng chenot herapy
6 encounter followed by malignant neopl asm of the

7 adrenal gland. A significant limtation, as we

8 have al ready di scussed, of the analysis is that the

9 FDA does not currently access data capture in the

10 outpatient hospital clinic setting where nost
11 chenot herapy i s adm ni stered.

12 Now | amgoing to tell you about the
13 adverse event reports for topotecan for the

14 one-year post-exclusivity period. There were 29

15 total reports for all ages, 18 in the United

16 States. There were no pediatric reports that were

17 submitted during this tine. O note, in the 7-year

18 period from 1996 there were sone unl abel ed

19 pedi atric reports, none of themduring that 1-year

20 post-exclusivity period. There were 4 reports of
21 convul si on, hypot ensi on, edema and speech

22 di sorder, and 3 reports each of arachnoiditis,
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ascites, Budd Chiari syndrone, caecitis and
confusi onal state.

In sunmary, the FDA will continue its
routine nonitoring of the adverse events in all
popul ations. | will stop here and take any
questions on this particular drug.

DR. CHESNEY: Dr. Santana?

DR. SANTANA: | think | have made this
point before and | will try to reinitiate it again.
In contrast to sonme of the other drugs that we have
in front of us, the oncol ogy drugs are usually used
in the setting of clinical research. They are not
used in the setting of common practice. So, there
is a wealth of data fromprotocols either initiated
by the historically previous oncol ogy groups or the
current Children's Oncol ogy Group and certainly by
other large institutions like St. Jude's that do
research in these drugs. Howis that data captured
and reflected in these reports? Because there is a
weal th of adverse event data that is generated
through that clinical research that will not show

up through these voluntary reporting nmechani snms but
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1 will show up in the databases of the clinica

2 research infrastructure

3 DR MCCUNE: A lot of the reports that we
4 get for these particular drugs are actually from
5 study reports. In terns of the studies that were
6 done for exclusivity for this drug, they actually
7 were, as you nentioned, part of the research

8 protocol s so they were independent studies

9 conduct ed by the conpany.

10 DR. SANTANA: But | guess the point is
11 that that is true but there is a |lot nore usage of
12 this drug now, as you indicated in your brief

13 summary of the trends of usage of this drug in

14 pedi atric oncology. Howis that data eventually
15 going to nake it into the adverse event reporting?
16 Because it is not really part of the exclusivity
17 because those studi es have not been subnmitted for
18 exclusivity. Am|l correct?

19 DR. MCCUNE: That is correct.
20 DR SANTANA: These are studies that are
21 ongoi ng.

22 DR. MCCUNE: That is correct. This is the
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one-year post-exclusivity period.

DR. SANTANA: How will that data show up
in the current study?

DR S. MJRPHY: It would have to cone
through the AERS. It would have to be subnmitted to
AERS for us to have that information. Dr.

Mal donado may want to comment, but the conpanies
have to report any adverse events to the FDA. So,
the conpani es, you know, keep very close tabs on
the nedi cations, especially the nmedications that
are in trials that are using their drugs. So,
there is a sort of cross-reference thing. Then, it
is even global with the pharnaceutical conpanies
and with the international organizations with the
FDA. So, | think it is a very good question. |
think Don Mattison night want to nmake a commrent,
from N H.

DR MATTISON: Just a brief coment. We
are currently working with NCI and COG to devel op
full access to their databases and that information
wi |l be shared with FDA

DR D. MJRPHY: Dr. Santana, | think if
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you |l ook at what is in the [abel now, it just says
that the effectiveness in children has not been
denonstrated. Then it goes ahead and it does
describe the studies. As you know, for cancer this
has been a real issue because of the reasons you
have stated. The |abel is marketing approval and
if it is not approved for that indication, you
know, the agency is in this quandary of how do you
make i nformati on avail able when you don't want to
give a de facto indication that doesn't exist? So,
that is the tension here. Depending on the
product, dependi ng on what cones out of the
exclusivity studies if we don't have sufficient
evidence to say it is efficacy and, as you know,
and | don't want to say this over and over again,
but these studies are not powered to do that. So,
how do we nmake that information avail abl e has been
difficult.

I think what they have done here is that
they have been able to put into--by saying it has
not been denonstrated, first, and saying yet we

| ooked and here is what we found in a very linited
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way, and then having sone adverse event reporting
that came out. Now, does it happen for every
product, every tinme? Not always because it may be
that there were other issues with the studies and
then what you may end up with in the label if there
is a particular safety thing, they would say it was
studied in so many kids; it wasn't effective or we
couldn't determ ne effectiveness but we are going
to tell you about these adverse events. So, that
can happen. The adverse events in those studies
could be put into the label if it is a safety

i ssue.

DR. SANTANA: | guess what | amgetting at
is that the information that is derived from
granting exclusivity is for the studies that the
sponsor has put forth to reach that point.

DR. D. MJRPHY: Right; that is correct.

DR SANTANA: But there is another wealth
of data that is being generated. As | understand
it, unless it is throught the sponsor or through
some ot her mechani smthat data becomes available to

the FDA it is not part of the information that we
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have in front of us today or in the future.

DR. D. MJRPHY: Well, it is required to be
reported to the FDA. It is required to be reported
and if the agency sees a signal, then there is a
re-review of the data and a determ nation if that
addi tional information needs to be entered into the
label. | would say that if a researcher had access
to data that they were concerned about and saw t hat
it wasn't in the label, it is perfectly appropriate
to ask--you know, again, it is a requirenent.
Conpanies get into big trouble if they have adverse
events that they don't report to us.

The other issue--1 amnot saying it
happens, but if sonehow you thought something
wasn't getting reported, it is perfectly
appropriate to call the agency and say | am aware
of this; nmake sure you got those reports.

DR SANTANA: | want to neke it clear for

the public record that | amnot raising issues with

this drug or the next oncology drug. | amtrying
to understand the process. | just want to nmake
that clear.
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1 DR D. MJRPHY: Yes, and we want to nake
2 it clear that it is part of conpanies' standard

3 reporting activity. Sam maybe you could say

4 sonet hi ng about the routine things that go on in

5 reporting both during a trial and after a product

6 i s market ed.

7 DR. MALDONADO. Both of you are conpletely
8 right. Conpanies are not going to get in trouble

9 by not reporting. That is very enforceable. A |lot
10 of not reported events happen when physicians don't
11 report to conpanies. So, that is where the problem
12 is; it is the education. W are not only talking
13 about sending in the reports, but sending them

14 within 15 days of occurrence. Mst of the

15 non-reporting happens because of |ack of education
16 fromclinicians. In clinical trials it happens

17 much | ess, or probably very, very close to zero

18 because there is nonitoring by the conpany. Actua
19 peopl e go there and nake sure they are doing it.

20 Qutside clinical trials it is nore difficult

21 because you cannot police physicians so it is up to

22 themto report. But once it is reported to the
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1 conpanies, it is reported to the FDA and the FDA

2 of course, can always cone to a conpany and check

3 if we are doing it and actually FDA does that.
4 DR D. MJRPHY: | think what Sam has said
5 is really inportant. |If a physician sees an

6 adverse event on a product, particularly if you put
7 themon a product, take themoff and put them back
8 on--you know, if you have evidence, but even if you
9 don't, if you put a child on a product and you have
10 sonme serious event and you are not sure whether it
11 is related or not, you don't have to make

12 attribution. This is one of the problens | think
13 physi ci ans don't understand. You don't have to

14 determne individually that this product caused

15 this adverse event. |[|f physicians would, please,
16 make it part of their public health rule to report
17 adverse events that they think are serious to the
18 agency and to the conpany, | nean, that is a double
19 way--or either way, you know, whichever way you

20 know how to get that information in. It will get
21 tous if it gets to the conpany or it can cone to

22 us directly. So, | would Iike to keep addi ng that
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1 commercial. It is a very inportant part of

2 activity. | have been out there; | have practiced

3 medi cine and | know | haven't done it when | shoul d
4 have. So, it is just a plea that we keep putting

5 that out there because you can see how inportant it

6 can becone.

7 DR, CHESNEY: Dr. O Fallon?
8 DR. O FALLON: There is one other issue
9 that is a possible problem | don't know these

10 particul ar studies that COGis doing but if they,
11 i ndeed, have cl osed patient accrual before the

12 exclusivity period it is entirely possible that the
13 acute toxicities wouldn't be available at this

14 time. You know, not all the data in these clinica
15 trials gets reported out until the final study is
16 done. | nean, the conpany had to know about it

17 ahead of tine, but during this exclusivity period
18 there maybe weren't any fromthose trials.

19 DR. D. MJRPHY: | think that brings up the
20 other issue just of any followup post-trial. As
21 you know, there was a |legislative mandate also to

22 put the 1-800 MedWatch nunber on | abels and that
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1 process is proceeding. | don't have any idea when

2 actually you will see it but it is continuing to

3 move forward.

4 DR. CHESNEY: Dr. Ebert?
5 DR. EBERT: Just a followup to that,
6 it feasible or even reasonable with these drugs

7 that are specifically under exclusivity for the FDA

8 to nake pediatricians nmore aware of the fact that

9 they are under this particular scrutiny? And,
10 would it heighten their level of interest with

11 regards to reporting adverse events?

12 DR. D. MJRPHY: Joan has a suggestion for

13 you |l ater today | think about maybe one way of

14 doing it. W have been trying to do that in a

15 nunber of ways by working with the Anerican Acadeny

16 of Pediatrics newsletter that goes out and doing

17 annual updates of changes in the |abel, talking

18 about exclusivity, but | think you bring up a good

19 poi nt--have we really made an issue in that

20 reporting about changes in |abel about reporting

21 adverse events? No. And, that is a good point and

22 we will take that back and pursue that as an
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addi tional piece of infornmation we should try to
get out to pediatricians, famly practice, people
who are taking care of children. W are working
with the Acadeny on the CME activity so that we can
put in some case studies that m ght bring that up.
DR S. MJRPHY: Joan, just one nore point,
there are really two ways of reporting adverse
events. One is to the FDA and the other is to the
conpani es. The | arger pharnmaceutical conpanies
have these 1-800 numbers and if you call and you
say you have an adverse event, you are inmmediately
put in touch with the Pharm D. who has a whol e
schene of questions to ask you right away. Al
those reports, like Sam said, do go back to the FDA
and the seriousness of the report triggers certain
times to report it. Having been on the other side
in a pharmaceutical conmpany, | was in charge of a
drug that had a | ot of adverse reactions and we
were constantly reviewing all the cases that cane
in. The conpany will often send sonebody out to
the hospital to | ook at the records and nake sure

of the accuracy of the reporting. So, it is taken
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incredi bly seriously on both sides.

DR. CHESNEY: Thank you. W can nove on
to the next speaker.

DR MCCUNE: Actually, | amdoing the next
drug. You get to listen to me again. The next
drug | amgoing to talk about is tenpzol om de. The
trade name for this is Tenpdar. Once again, this
i s an oncol ogi c agent produced by Schering Pl ough
Research Institute. The indication in adults is
that the capsules are indicated for the treatnent
of adult patients with refractory anaplastic
astrocytonm, in other words, patients at first
rel apse who have experienced di sease progressi on on
a drug regi nen containing a nitrosourea and
procarbazine. In pediatrics there are no approved
pediatric indications. The original market
approval was August 11, 1999; the pediatric
exclusivity was granted Novenber 20, 2002

Once again, | amgoing to tell you about
the studies for exclusivity. These are available
on the website. In addition, for this particular

| abel safety information is included in the
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pedi atric section of the precautions part of the
| abel and it does include a description of the
clinical studies that were conpl eted.

The studies that were subnitted for
exclusivity were one Phase 1 and two Phase 2
open-1label, nmulticenter studies. The Phase 1 study
was dose escalation in 27 patients with advanced
non- CNS and CNS cancers. The first Phase 2 study
was in 63 patients with recurrent brain stemglioma
and hi gh grade astrocytoma. The second Phase 2
study, a cooperative group-sponsored study, was in
122 patients with various recurrent CNS tunors.

The patients ranged in age from1l to 23 years of
age, with the magjority of patients between 3 and 17
years of age

The primary endpoint for these studies was
tunmor response rate. In the first Phase 2 study
there was 1 conpl ete response and 3 parti al
responses anong 27 patients. In the second study
there were no conpl ete responses or partia
responses in the brain stemglioma patients and no

conpl ete response and 12 percent partial responses
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in the high grade astrocytoma patients. 1In the
third study the overall response rate, comnbined
conpl ete response and partial response rate, was 5
percent. Only 1 patient achieved conpl ete response
and 5 patients had partial responses.

Saf ety was assessed in 204 patients at

doses of 100-200 nmg/ m
2/ day daily for 5 days every

28 days. The toxicity profile that was seen was
simlar to adults. The npost conmon adverse events
that were reported were dizziness, neuropathy,

par est hesi a, nausea/vom ting, constipation and
myel osuppr essi on.

Just to give you an idea of the drug use
trends in the outpatient setting for tenozol on de,
the nunber of prescriptions dispensed has nearly
doubl ed over the past 3 years from 50,000 in 2001
to 93,000 in 2003, with the top prescribers, as you
can i nmagi ne, being oncol ogy/ neopl asti c, neurol ogy
and hematology. O note, only 1 percent of
tenozol om de prescriptions were witten by
pedi atri ci ans.

The pedi atric population of 1-16 years of
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1 age accounted for a small nunber of tenozol om de

2 prescriptions, 3.1 percent in 2002 and 3.9 percent

3 in 2003, with the nobst frequent diagnosis being

4  malignant neoplasmof the brain both in adults and

5 pedi atric patients.

6 In terns of outpatient sales, they have

7 been on the rise, from1.8 mllion capsules to 2.2

8 mllion capsules in the last 2 years, with the
9 majority of sales through retail channels, 80
10 percent of them going to chain and independent

11 phar maci es and other retail channels.

12 CHCA dat a denpbnstrated from 2002 to June,

13 2003 that there were only 17 pediatric discharges

14 associated with this drug.

15 The Iimtations to drug use data in the

16 outpatient setting for these drugs are inportant to

17 not e because we don't have sources that

18 specifically exam ne outpatient hospital clinics

19 where chenot herapy treatnents are provided. What

20 is inportant to note though is that the retai

21 sal es do capture a nunmber of those sources and it

22 is felt that nost of the use of this drug is
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1 captured through assessnment of outpatient use.

2 In terms of adverse event reporting for

3 the post-exclusivity period from Novenber, 2002 to
4 Decenber, 2003 there were 250 reports in all ages,
5 160 of themin the United States. There were 5

6 unduplicated pediatric reports, 2 of themin the

7 United States, all with serious outcones and 1

8 death. There were 4 females and 1 nale. Three of
9 the patients were aged 2-5 years; 2 of the patients
10 6-11 years. There was one patient each for the

11 di agnoses of bl astonma, adrenal netastatic

12 neur obl ast oma, anapl astic astrocytons,

13 nmedul | obl ast oma and brain stem tunor.

14 The clinically significant unlabel ed

15 adverse events could be divided into 5 groups. One
16 was brain edema; 1 was death. Another, henangi ona
17 acqui red; another | TP and anot her nyel odyspl astic
18 syndrone. Al of these, although not specifically
19 delineated in the label, are potentially related to
20 either a | abel ed process or the underlying di sease
21 state.

22 Just to take each one of these
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i ndividually, brain edema in the patient was
associated with concomtant radiation therapy. The
death was potentially due to the underlying
condition. The acquired hemangi ona was potentially
related to either the underlying condition, the
concom tant nmedication or the radiation therapy.
The I TP was a potentially |abel ed event or
secondary to the underlying condition. The

myel odyspl asti ¢ syndrone was al so a potentially

| abel ed event or secondary to the underlying

condi tion.

Just to give you a brief synopsis of these
5 cases, the first was a 3 year-old that was
treated for pineal blastoma who died of an
unspeci fi ed cause.

The second was a 6 year-old who was
treated for recurrent anaplastic astrocytonma, was
on concom tant nedi cations including radiation
t herapy, and follow ng tenozol oni de use, a
cavernous hemangi oma was noted on MRI. O note, it
was not previously seen on prior MRIs. Follow ng

tenozol om de treatnent, this patient also had
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t hr ombocyt openi a requiring transfusi ons and was
di agnosed with I TP and myel odyspl asti c syndrone.
This patient was di scharged with an inproved
clinical status 18 days after adm ssion.

The third case is a 4 year-old treated for
medul | obl ast oma who suffered an infection and there
was no outcone of the event that was docunented

The fourth case is a 4 year-old treated
for nmetastatic neurobl ast oma who devel oped
t hrombocyt openi a, anem a and fever which were
managed with transfusions and antibiotics. She
recovered w thout sequel ae and was given a second
cycl e of tenozol onide without recurrence.

The final case is an 8 year-old who was
treated for brain stemtunor. Routine MR reveal ed
radi ati on-i nduced cerebel |l um edema requiring
hospitalization for intracranial drainage. This
pati ent was subsequently discharged in stable
condi ti on.

In sunmary, for tenopzol omi de there have
been descri bed both | abel ed and unl abel ed adverse

events. The unl abel ed events have al so been
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1 reported in adults and are not unique to

2 pediatrics, and the FDA will continue to do routine

3 nmoni toring of adverse events in all of the

4 popul ati ons.

5 DR. CHESNEY: Thank you very much. |
6 wanted to bring to the conmttee's attention the
7 fact that at 9:30, although we are getting

8 significantly behind with the very full agenda,

9 FDA has asked us to address question one, which is

10 at the back of the packet that we were given today

11 with the agenda on it, which involves process

12 issues. So, | think unless you have specific

13 questions related to this drug, if they are process

14 issues, we will have an hour to discuss that |ater

15 on. So, does anybody have specific conments

16 regarding this drug? Shirley?

17 DR. S. MJRPHY: Dr. Chesney, Dr. Starke

18 fromthe Pul nonary Division has sone | ate-breaking

19 information on the first drug that we discussed.

20 He was just going to tell us a followup on a

21 question that the commttee had, what the bar was

22 besi de the | abel
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DR STARKE: | amDr. Starke, from
Pul monary and Allergy Division. | ama medica
team |l eader. | went upstairs and doubl e-checked

the | abel for you since there was a cross-out
there. That was sinply sonething that was caught
as the final |abel was approved. The current

| abel i ng does say for 6 nonths and ol der

I just want to make the conment that even
t hough the studi es were done down to 6 nonths of
age and, as you know, certain other antihistam nes
may be approved down to 2 for SAR and 6 nmonths for
PAR, this drug was not approved bel ow age 6 because
there was no nmarketed fornulation. A
non- mar ket abl e formul ati on was used which, of
course, is an issue which you nay want to address.
Thank you.

DR. CHESNEY: Thank you. |If there are no
addi ti onal questions on your presentation, which
thank you for, | think we can nove on to the next
speaker .

DR MCCUNE: It is nmy privilege to

introduce Dr. Harry Gunkel to you. He is the only
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person standi ng between nme and the privil ege of
saying that I amthe nost junior nmenber of the
Pedi atric Drug Devel opnent Office. Like ne, he is
a neonatol ogi st who has extensive experience in
private practice, the pharmaceutical industry and
academ ¢ nedicine. Many of you may know him for
his significant work on surfactant. He is going to
talk to you today about two ophthal nol ogic
anti-infective agents.

Moxi f | oxaci n and Ci profl oxacin

DR. GUNKEL: Thank you, Susie. Hello. As
Susi e said, the next two products on the list are
bot h ophthal m ¢ antibacterials, both
fl uoroqui nol ones. The first is ciprofloxacin,
known under the trade nane C | oxan and sponsored by
Al con Laboratories. It is indicated in adults and
children greater than 1 year of age in a solution
dosage form and adults and children greater than 2
years of age in the ointnent dosage formfor the
treatment of bacterial conjunctivitis caused by the
organi sns shown on the slide. The solution formis

al so indicated for corneal ulcer. The origina
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mar ket approval was in 1990 and pediatric
exclusivity was granted in January, 03.

Drug use data shows that dispensed
prescriptions for G |oxan decreased slightly over
the period of exclusivity. A nmpst half of the
prescriptions for this drug were for children
between 1 and 16 years of age, and pediatricians
wote about a third of the prescriptions during the
exclusivity period.

The nost common indication for the
prescription was conjunctivitis, other or
unspecified, and C | oxan was the npbst nentioned
product for this indication in pediatric patients.

During the exclusivity period there were 9
total reports for all ages; 3 were fromthe U S
The age was not specified for 2 of the 9 reports.
There were no pediatric reports. W will continue
to nonitor the adverse event reports, of course.

The next drug is noxifloxacin, also
sponsored by Al con Laboratories, also an ophthalmc
antibacterial drug. It is indicated for adults and

children 1 year of age or greater for the treatnent
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1 of bacterial conjunctivitis caused by a nunber of
2 suscepti bl e organi sns, aerobic gram negative and

3 gram positive organi sns. The nmarket approval for
4 this product was April of '03, less than a year

5 ago. So, that will becone pertinent when we | ook

6 at the data in just a nonent. Exclusivity was

7 granted before market approval, in January of 'O03.
8 Si nce approval didn't occur until Apri
9 | ast year, the drug use and adverse event data

10 cover |ess than a 1-year period, unlike the other
11 products you are review ng today. About 800, 000
12 prescriptions were dispensed since approval in

13 April, '"03. About a quarter of the prescriptions
14 were for pediatric patients. Ophthal nol ogi sts

15 wote nost of the prescriptions for this agent,
16 just over half of the prescriptions, foll owed by
17 pedi atri ci ans who wote about a quarter of them
18 The nobst common indication, as for ciprofloxacin,
19 was for conjunctivitis, other or unspecified and
20 Vi gamox, the trade nane of the product, accounted
21 for 4.6 percent of the nmentions for children

22 There was 1 report in the exclusivity
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1 period and it was a pediatric report. It was an

2 i nci dence of subconjunctival hemorrhage in a 6.5

3 year-old fenale that occurred 24 hours after the

4 use of Viganmobx. The child was al so using

5 Augnentin. The child recovered after

6 di scontinuation of the drug and this event,

7 subconjunctival henorrhage, is a | abel ed adverse

8 event occurring in 1-6 percent of patients. W

9 will continue to nonitor this product as well, of
10 course

11 One study was done for the exclusivity and
12 it actually involved both products. It was a

13 mul ti center, randoni zed, double-blind, parallel

14 group conpari son of noxifloxacin and ciprofl oxacin
15 in neonates, with the endpoints of clinical cure at
16 day 5 and the mcrobial eradication rate.

17 Fromthe data that is available in the
18 public domain, these are the results. The rates of
19 clinical cure are shown for both the agents. These
20 rates are less than the generally expected vehicle
21 rate, and the difference between the two was not

22 significant. Thank you

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (62 of 367) [6/21/2004 12:08:53 PM]

62



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

DR. CHESNEY: | have two questions. What
do you mean by expected vehicle rate?

DR GUNKEL: If you apply a vehicle to a
case of bacterial conjunctivitis the expected cure
rate is 70 percent.

DR. CHESNEY: That is what | thought you
meant; | just wanted to be sure. And, what were
the side effects of Ciloxan? There were 9 reports.

DR GUNKEL: They weren't pediatric so
didn't see them | don't know.

DR. CHESNEY: Oher questions? Dr.

Mur phy?

DR. D. MJRPHY: Go ahead and finish up
with this topic because | was asked to make a
clarification on the last one.

DR CHESNEY: Dr. O Fallon?

DR O FALLON: If | were the statistician
on this study | would be very concerned. | would
be talking to the docs and saying, "wait a mnute
guys, this looks like it's doing harm" Both of
these agents look like they are not helping. |If

they have a | ower response rate or success rate,
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1 whatever you want to call it, than the pl acebo

2 which is the vehicle without anything in it | would
3 be worried that it is contra-effective.

4 DR GUNKEL: | don't know whether that is
5 the case. The information that is in the public

6 donmin doesn't allow us to deduce that the rates

7 that were shown in the study that | showed were

8 significantly |l ess than the expected vehicle cure

9 rate. But your point is well taken | would think
10 DR CHESNEY: Dr. Mirphy?

11 DR D. MJURPHY: Dr. MCune has said that
12 may have confused things in efforts to answer Dr.
13 Sant ana' s question about how we get information in
14 the | abel because you were tal king about the

15 topotecan when | read to you the infornmation that
16 was in the Tenodar label. | was trying to point

17 out that there are various approaches dependi ng on
18 the quality of the data. So, for the topotecan the
19 actual information that is in the |abel now in

20 pediatrics is that there is no safety or

21 effectiveness that has been established versus the

22 Tenodar, which is the one that | read you.
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1 thought | read the product but they both start with

2 T. So, | want to make it clear that it is the

3 Tenpdar that has all that information in it

4 DR SANTANA: My question was a process
5 issue; it didn't relate to any specific--
6 DR D. MJRPHY: Yes, and | was trying to

7 give a process where there can be different types
8 of information put in. Anyhow, | just wanted to

9 make sure that | didn't confuse the committee with

10 the Ts when | started tal ki ng about the second

11 | abel before it was actually presented. Thank you
12 DR. CHESNEY: | think we are all 1 oo0king
13 at your last two slides and puzzling over the |ast
14 one, but | think that wasn't really the issue of

15 this norning's discussion so we will |eave that for

16 the nmonent and nove on to the next speaker

17 DR. GUNKEL: The next speaker is Dr.
18 Gylack. Dr. Gylack began a career in the

19 Commi ssion for U S. Public Health Service from
20 1971-73. Hi s training is in pediatrics in

21 neonatal / perinatal nmedicine. He was in the

22 practice of neonatal nedicine at Col unbia Hospita
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for Wonen, in Washington, for 26 years with a
particul ar interest in neurodevel opmental follow up

of high risk newborn and apnea during infancy. Dr.

Gyl ack?
Fosi nopri |
DR CGRYLACK: Thank you, Dr. Gunkel, for
the introduction. It is a privilege to speak to
the conmittee this norning. In case there has been

anything said so far this norning that has caused
your bl ood pressure to rise, | will be discussing

an anti hypertensive drug at this tine.

The nane of the drug is fosinopril, wth
the trade name of Mnopril. 1ts sponsor is
Bristol -Mers Squibb. Fosinopril is in the renin

angi ot ensi n ant agoni st subcl ass of

anti hypertensives. |ts mechanismof action is

i nhi bition of angiotensin converting enzyne.

Al t hough fosinopril is approved for use in adults,

there are no approved pediatric indications.

Pediatric exclusivity was granted early | ast year.
Despite a 20 percent increase in the

prescri bed use of renin angi otensin antagoni st
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drugs in the outpatient setting, there was a 25
percent decrease in the use of fosinopril during a
recent 3-year period. Conversely, there was a 33
percent increase in the use of the conbination drug
f osi nopril/hydrochl orothiazi de during that sane
time period. The ratio of the nunber of pediatric
prescriptions for fosinopril alone to prescriptions
for the conbi nation drug was approximately 10:1

Let's focus on the inpatient usage data
for fosinopril. Two databases fromrecent 3-year
periods report a very |ow percentage of pediatric
i npatients using fosinopril during their hospita
stays. There were no pediatric adverse event
reports submitted during the post-exclusivity
peri od.

Two studi es were done for the purpose of
achi eving exclusivity. A single-dose
phar macoki neti ¢ study showed an age- dependent
increase in bioavailability in a population of 43
patients between the ages of 1 nonth and 16 years.
An oral solution containing a dose of 0.3 ng/kg of

body wei ght was used.
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Secondly, an efficacy and safety dose did
not denonstrate a dose-response relationship in a
popul ati on of 253 patients between 6 and 16 years
of age. A tablet formof nedication was used in
this study. No deaths or cases of angi oedema were
reported, the latter being an adverse event
reported in adults.

Phar macoki netic parameters in the children
studied are simlar to those found in adults.
Dosing information is available for children
wei ghi ng nmore than 50 kg. However, the
formul ations used in children in the exclusivity
studies are not currently comercially avail abl e.

This leads me to the broader issue of the
need for age-appropriate fornulations. As
physi ci ans and parents know, non-liquid forns of
medi cati ons are not appropriate for infants and
preschool children, as for sonme school age children
as well. Therefore, sponsors are being encouraged
to devel op age-appropriate conmercially avail abl e,
mar ket abl e pediatric fornul ati ons during their

exclusivity studies.
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1 The goal of the FDA, and especially of our

2 Pedi atric Drug Devel opment Division, is to have
3 commercially available formulations for the

4 pedi atric patient population. |If this cannot be
5 done for certain drugs in a pharnmacy--and

6 under score pharnacy--conpounded reci pes shoul d

7 appear in the drug | abel

8 Thi s concludes my remarks for today.

9 Thank you for your attention

10 DR CHESNEY: Thank you very nuch. Any

11 non- process questions for the speaker? Dr. Hudak?

12 DR HUDAK: The slide that showed that
13 there was no dose-response relationship in
14 children, is that sort of a euphem smfor no

15 efficacy?

16 DR. D. MJRPHY: Yes. It is in our witten

17 request as one way for the cardiorenal drugs,

18 hypertensi ve drugs, to denponstrate efficacy and it
19 is a long description about what you have to do if
20 you don't choose a placebo-controlled trial and you
21 choose a dose effect trial and what sort of effect

22 you have to denonstrate and, if you don't, then you
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failed.

DR CHESNEY: Dr. Nel son?

DR. NELSON:. Wth your indulgence, it is a
process coment but it is not about risk process.
We have heard two presentations where there has
been a | ack of an adequate fornmulation. | guess ny
question, which may not be answerable today or we
may not want to answer it today is that ny
understanding is a conpany doesn't get exclusivity
unl ess the FDA determ nes--or doesn't get a
request--that there is a significant health
benefit. It is unclear to nme how you can deci de
that there is a significant health benefit to the
popul ati on when at the end of the day there is no
fornul ati on avail able for them

DR D. MJRPHY: Again, they have to fairly
meet the terns of the witten request. A witten
request is based on what the public health benefit
woul d be and it often will say that you nust
conduct this trial with an age-appropriate
formulation. |If they conduct the trial with the

age-appropriate fornulation it does not say, nor do
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I think we would be allowed to |egally say, you
must market it.

DR NELSON. Well, | guess | would go back
to the attorneys and ask themto reflect on that
because- -

DR D. MJURPHY: We have.

DR NELSON: --1 guess | don't think that
was the intent of Congress, that they woul d get the
money and t hen have not hing available for that
popul ati on.

DR. D. MJRPHY: Yes, we have gone back
actual | y because, as you can see, this is becom ng
an issue. W have brought this back to them and we
are in the process of discussing again, w thin our
| egal regulatory authority, what we can and cannot
do.

In balancing that, the other effect, the
uni ntended effect is that you don't issue any
witten request because they aren't going to do
them or you can issue themand they won't do them
at all. So, is there a way we can bal ance the kind

of information that we need--and | really can't
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1 give a final answer on this right now-is there a
2 way that we can set it up so that we say you need
3 to devel op a marketable fornul ation that woul d be
4 appropriate for children? W have al ways had

5 criteria that if you can't do that you have to tel
6 us why but nmeke that clear, nore definitive.

7 Then, if you can't--because there are

8 reasons sonetimes why you cannot devel op certain

9 formul ati ons--the sol vents becone too |large or

10 ot her reasons, as you all | think know, with sone
11 of the proton punp inhibitor types of

12 products--then we are looking at trying to define
13 requi renents that have to be nmet having to do with
14 stability, bioavailability, for kids' use that

15 woul d be appropriate. W get into other issues for
16  conpoundi ng and how do you avoi d those issues.

17 So, the bottomline, Dr. Nelson, is that
18 we are very aware that this is an issue and we are
19 trying to find a resolution that pronotes

20 devel opnment of products while, at the sane tine,
21 does not end up in the situation where we have

22 products that are then not avail abl e.
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DR. NELSON. | appreciate the
complexities. In ny sinplistic view, | suspect
that if you went back to those that drafted and
then passed the Best Pharnaceuticals for Children
Act, they would not interpret significant health
benefit to nmean that at the end of the day there is
no formul ati on and nothing in the | abel

DR. CHESNEY: Dr. Hudak?

DR HUDAK: Can | just clarify this
because | amtrying to understand exactly what the
data show. The formulations used in children |ess
than 50 kg were not commercially avail abl e?

DR GRYLACK: That is correct.

DR HUDAK: These are the sane
fornmul ati ons used that assessed the PK issues?

DR CRYLACK: Yes, the initial singe-dose
PK study was done in patients between the ages of 1
month and 16 years so, as you can determne, a
nunmber of those were |ess than 50 kg. Then, the
second study, the efficacy and safety study, was
done in patients between 6 and 16 years and, again,

a certain nunber of those would be | ess than 50 kg.
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DR. HUDAK: So, essentially, the drug with
this non-avail abl e preparati on showed that, as
given, it was absorbed and available in the
bl oodstream |like in adults, but showed no efficacy.

DR GRYLACK: Well, there was the
age- dependent increase in bioavailability.

DR. HUDAK: | understand, but giving
adequate | evels of the drug, there was no
| evel -rel ated efficacy, no dose response--

DR. CGRYLACK: No dose response

DR. HUDAK: No dose response but if you
control for the level of the drug in the bl ood
there was still no response. See what | am saying?
There may be a di fference dependi ng upon the age.

DR GRYLACK: Yes.

DR HUDAK: So, the bottomline is that
this drug did not work with the best possible
formulation in this population and, therefore,
there doesn't seemto be any reason to have a
fornmul ation available for pediatric patients. |Is
that correct? For this drug?

DR. D. MJRPHY: Correct.
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1 DR. CHESNEY: Dr. Danford?

2 DR. DANFORD: To Dr. Hudak's point, |

3 wonder if the group in which this drug was studied

4 actual |y had hypertension or not. Hypertensive

5 children, the younger you get, are harder and

6 harder to conme by and if you were just studying the

7 bi oavailability of the drug and giving it to

8 vol unteer children you woul d not necessarily expect

9 a drop in blood pressure in a pediatric popul at
10 Do you know who t hese children were?

11 DR. CGRYLACK: | would have to take a
12 m nute and go back and | ook at the detailed

13 description of the studies. | amsorry, | can'
14 answer that off the top of ny head. Perhaps
15 get back to you a little later

16 DR. D. MJURPHY: Was the question did
17 give it to normal children?

18 DR DANFORD: O children wi thout

19 hypert ensi on

20 DR. D. MJRPHY: That is what | neant,
21 children without hypertension

22 DR. DANFORD: There could be a group
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1 m ght conceivably benefit fromthis, who have

2 congestive heart failure who would not have

3 el evated bl ood pressure. |f you were looking at a
4 response in blood pressure and it were given to a

5 group of patients with VSD you might not be able to
6 determ ne nuch of a change in their blood pressure.
7 DR. D. MJURPHY: | think the first part of
8 it is that we would not have done the studies in

9 children who were not hypertensive. Now, could we

10 have sel ected a different popul ation so that

11 potentially nechanistically you could postulate a
12 benefit? You possibly could have but it was felt
13 that the need was in this population so that is why

14 it was witten for this population. Again, as this

15 comrttee has discussed, it would have to be
16 children who had the disease under study.

17 DR. HUDAK: | am happy to hear that

18 because testing this antihypertensive nedication in

19 nor not ensi ve children | think would be a real --

20 DR GRYLACK: | have sone conmment here.

21 Thank you for waiting for nme. The patient

22 popul ation in the efficacy and safety study
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consi sted of patients with hypertension or high
nor mal bl ood pressure.

DR CHESNEY: Dr. Nelson, one nore
question and then we really need to nove al ong.

DR. NELSON: It just occurs to ne that
that question is answerable if you have the
pharmaceutical review that is on the website. So,
maybe in the future just including that as part of
the packet would enable us to have that at hand.
am |l ooking to see if that one is in here.

DR. PEREZ: Use the m ke, please.

DR D. MJRPHY: It is in here in what is
called the critical pharmacol ogy and
bi opharmaceutics review, sumary of findings--

DR S. MJRPHY: Just to remi nd you that we
can only put what is in the public domain so, as we
| ook at what is being posted on the web | think
some of these are nore extensive than others. So,
it is giving us an opportunity to see what is going
on.

DR CGRYLACK: The PK study was done on al

hypertensive patients. Are we going to take a

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (77 of 367) [6/21/2004 12:08:53 PM]



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

break now for the vote or are we going to pursue to
t he next one?

DR CHESNEY: Assuming there are no nore
questions on this particular issue, Dr. Santana
will cover the next drug as | amrecused for stock
reasons. So, Dr. Santana?

DR. SANTANA: Let's go ahead and get
started. Dr. Bucknman?

DR CRYLACK: Yes, it is ny pleasure to
i ntroduce Dr. ShaAvhree Buckman. Dr. Buckman is a
pedi atrician who is not a neonatol ogi st, who al so
has a Ph.D. in nolecular cell biology and
phar macol ogy. Dr. Bucknman has been a nedical
officer with the Division of Pediatric Drug
Devel opnent for nearly two years, and | will add
that Dr. Buckman has been a val ued col | eague of
m ne during the time | have been here at the FDA

Fent anyl

DR. BUCKMAN: Good nmorning. | will be
di scussi ng the one-year post-exclusivity adverse
events for the fentanyl transdermal system

The fentanyl transdernmal system or,
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trademark Duragesic, is nmarketed by Johnson &
Johnson and its subsidiary ALZA. It is indicated
for the treatnent of chronic pain such as that of
mal i gnancy that cannot be managed by | esser neans,
such as acet am nophen-opi oi d conbi nati ons,
non-steroidal anti-inflammatory drugs or PRN dosing
with short-acting opioids, and pain that requires
continuous opioid admnistration. It is approved
for pediatric use in children down to the age of 2
years. The drug obtained original market approva
in August of 1990 and pediatric exclusivity was
granted in January of 2003.

The Duragesic |abel carries a boxed
war ni ng that specifically states that due to the
possibility of serious or |ife-threatening
hypoventil ati on Duragesic is contraindicated in the
managenent of acute or postoperative pain,
including use in outpatient surgeries. It is also
contraindicated in the managenent of mld or
intermttent pain responsive to PRN or non-opioid
therapy. It is also contraindicated in doses

exceeding 25 nctg/ hour at the initiation of opioid
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1 t her apy.

2 I have also outlined in red the pediatric

3 safety information that is in the boxed warning,

4 which specifically states that the safety of
5 Dur agesi ¢ has not been established in children

6 under 2 years of age. Duragesic should be

7 adm nistered only if they are opioid-tolerant at

8 age 2 years or ol der.
9 There is selected additional safety
10 | abel i ng which states that Duragesic should be

11 prescribed only by persons know edgeable in the

12 conti nuous adm ni stration of potent opioids and the

13 managenent of patients receiving potent opioids for

14 treatnent of pain and in the detection and

15 managenent of hypoventilation, including the use of

16  opioid antagoni sts.

17 Now, the total nunber of prescriptions

18 di spensed for the fentanyl transdernal systens in

19 the United States have increased by 20 percent

20 the past 2 years, from4.5 nmillion in 2002 to 5.4

21 mllion in 2003. The top prescribers in 2003 for

22 the fentanyl transdernal systens were interna
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medi cine, famly practice and anest hesi ol ogy.
Approxi mately 0.2 percent of fentanyl transdernma
system prescriptions dispensed were witten by
pedi atri ci ans.

In the outpatient setting children and
adol escents have accounted for very few di spensed
fentanyl transdermal system prescriptions over the
past 2 years, 4,535 prescriptions from February
2002 to January of 2003 to 5,422 prescriptions from
February, 2003 to January, 2004. In both the
out patient and inpatient settings, adol escents age
12-16 years accounted for 60 percent of the
pediatric fentanyl transdermal system use over the
past 3 years.

In the outpatient setting the nost
frequent di agnoses associated with the fentanyl
transdernmal systems in the pediatric, as well as
the adult, population were associated with di seases
of the muscul oskel etal system and connective
tissues. In the pediatric population the nost
predom nant nuscul oskel etal di agnosis was spi na

stenosis, followed by injuries involving fractured
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bones. One nust be m ndful though that these are
very small nunbers that we are capturing

In the inpatient setting the primary
di scharge di aghoses nost frequently associated with
billing during hospitalization in the pediatric
popul ati on were for chol esterol encounters and
various bl ood disorders, including sickle cel
di sease

There was a total of 1,917 adult and
pedi atric adverse event reports for the fentanyl
transdermal system during the 1-year
post-exclusivity period. O these, there were 8
uni que pediatric cases. Seven were fromthe U S
and 1 was a foreign report. Al of these cases
were described as serious outcones, including 5
deaths. There were 4 reports in fenales and 4
reports in males, and the ages ranged from 4-16
years of age. O these 8 pediatric reports, nost
adverse events were nentioned only once. The
| abel ed adverse events that were captured tw ce
i ncl uded overdose drug abuser and nedi cation error.

Again, these are | abel ed adverse events.
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O the unl abel ed adverse events that were
captured nore than once, they included cardiac
arrest, respiratory arrest and sel f-nedication.

There were 5 deaths that were reported
during the 1-year post-exclusivity period for
Duragesic and | would like to describe these
reports to you. The first was the case of an 8
year-ol d femal e who was di agnosed with
r habdonmyosar coma who died 2 nonths after being
switched fromthe fentanyl transdermal systemto |V
mor phine. This was a foreign case and it is
believed that this child s death was due to
progressi on of her underlying di sease and not due
to the patch itself.

The second case is that of a 9 year-old
mal e who was 2 days post tonsillectony and
adenoi dect ony, who was treated with the fentany
transdermal system 25 ntg patch with subsequent
respiratory arrest resulting in death. Conconitant
medi cations that were given included acet am nophen
with codeine elixir, although the timng of

admi nistration of this dosing is unclear fromthe
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report.

This was a U. S. case and | have a couple
of comments about this case. One is that this is a
case where a non-opioid tolerant patient was
prescribed the drug for an acute postoperative pain
situation. As you recall fromthe boxed warning,
Duragesic is contraindicated in the nanagenent of
acute or postoperative pain.

The next case was that of a 4 year-old
femal e who died fromcardiac arrest after having
the fentanyl transdermal system applied by her
grandnother for pain relief. The details of this
case are largely unknown. This is a U S. case, and
the only additional information that we have is
that the child had marks on her body that indicated
that she may have had nore than one patch applied
because there was adhesi ve residue on her skin.

The next case was that of a 16 year-old
male with a history of drug abuse, including
mari j uana, methyl pheni date and dextropropoxyphene,
who was reported to have been using the fentanyl

transdernal system several days prior to death and
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was found wearing a 100 ntg patch. This was a U S
case.

The last of the 5 reported deat hs was that
of a 16 year-old nale, with a history of al coho
and marijuana use, who died of cardiac arrest after
usi ng 100 ntg patches obtai ned from anot her
student. He was found wearing a 100 ntg/ hour patch
and this was a U S. case.

Now, there were 3 non-fatal adverse events
that were reported during the 1-year
post-exclusivity period. These included a patient
who experienced euphoria, hallucinations and wei ght
|l oss after initiation of therapy with the fentanyl
transdernmal system

The second case was a child who
experienced w thdrawal synptons from what was
consi dered a | oose patch, meaning that the patch
had becone non-adherent to the skin and the patient
experienced w thdrawal synptons which resol ved
after replacenment of a new patch.

The | ast case was that of respiratory

depression in a patient who had intentional nmisuse
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1 of the fentanyl patch

2 We have reported the adverse events that
3 occurred during the 1l-year post-exclusivity period.
4 Due to our concern regarding the pediatric deaths

5 occurring with this product, we decided to

6 investigate the adverse events which occurred since
7 the approval of Duragesic for adults, in 1990.

8 There were 4 pediatric deaths before initiation of
9 the pediatric exclusivity period. There have been
10 3 additional pediatric deaths since the end of the
11 1-year post-exclusivity period. Although we are
12 continuing to nonitor for adverse events, for the
13 purpose of this presentation we set our interna

14 cut-off for reporting to you at May 15t h.

15 Now | would like to describe briefly those
16 deat hs that occurred outside of the exclusivity

17 reporting period. The first was a case of

18 acci dental exposure. The second was a case of

19 m suse or abuse. Mdst concerning are these cases
20 of off-label use. One is a case of a child with
21 post-tonsillectony and adenoi dectomy pain. Another

22 is a case of a child with infectious npnonucl eosi s
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and sore throat pain; a child with chronic
headaches and i nfecti ous nmononucl eosis; and a child
with acute migraine. The |last case that was
reported was that of a child wi th rhabdonyosarcona
and, again, this was another situation where it was
t hought that the child died due to di sease
progressi on and not due to administration of the
patch itself.

In sunmary, the cunulative pediatric
adverse events for the fentanyl transdermal system
since original market approval in 1990 totaled 35
uni que cases. O these, 22 reports were for
children who used the product appropriately for an
i ndi cation of chronic pain. O these 22 reports,
there were 2 pediatric deaths and these were both
children with rhabdomyosarcoma which | descri bed.

By conparison, there were 13 reports in
children using the nedication for a non-chronic
pai n managenent indication. O these 13 reports,
there were 10 pediatric deaths. It is inportant to
renenber that the Adverse Event Reporting Systemis

a voluntary reporting systemwhich is subject to
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under-reporting and other influences, which you
have heard described nultiple times this norning.

In concl usion, several of the serious
pedi atric adverse events captured occurred in
pati ents who adm nistered the product for an
unl abel ed indication, for exanple, treatnment of
acute pain in a non-opioid tolerant patient. There
is need for additional education regarding the
proper use of the fentanyl transdermal systemto
hel p further minimnze abuse, msuse and off-Iabe
use.

In conclusion, instead of answering
questions right now, because we have two subsequent
presentations that deal with the same product, |
would Iike to introduce the next speaker and then
we can take questions at the end of all three
presentations. So, Dr. Lee will address the
fentanyl pharmacoki netic characteristics foll ow ng
Duragesic application. Dr. Lee is a clinica
phar macol ogy and bi opharmaceutics reviewer with the
Ofice of Cinical Pharnmacol ogy and

Bi opharmaceutics, currently working with the
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1 Di vi sion of Anesthetic, Critical Care and Addi ction

2 Drug Products. Dr. Lee?

3 DR LEE: Thank you, Dr. Buckman. Good

4 nmorning, |ladies and gentlenmen. | would like to

5 present to you this norning on unique features of

6 fentanyl pharmacokinetics after Duragesic patch

7 application, but first, before | go into ny slides,

8 I would Iike to give you some overall background
9 i nformati on on the Duragesic patch
10 First on the patch strengths, Duragesic

11 pat ches are avail able as 25 ntg, 50 ntg, 75 ntg and

12 100 ntg fentanyl delivered per hour patches.

13 Secondly on the site of application, patches are

14 applied nostly on a flat skin surface, nostly on

15 the upper torso, such as chest, back, flank or

16 upper armnms. |n young children, however, the upper

17 back is a preferred |location to mninize the

18 potential for the child to renpve the patch

19 Lastly on the intended use, as we all know, each
20 patch can be worn continuously up to 72 hours but,

21 if analgesia for nore than 72 hours is required, a

22 new patch should be applied to a different skin
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site after renoval of the previous patch

CGol I owi ng the patch application the
fentanyl drug nol ecul es nove fromthe patch
reservoir through a rate-controlling nmenbrane and
continue to be absorbed into the skin. At this
juncture a depot of fentanyl concentrates in the
upper skin layer and fentanyl then becones
available to the systemic circulation. Peak serum
concentrations of fentanyl generally occur between
24 and 72 hours.

However, after patch renoval the serum
fentanyl concentrations decline slowy, falling
about 50 percent in approximately 17 hours, which
is the elimnation half-life of the fentanyl patch
drug delivery system Due to the continued
absorption of fentanyl fromthe skin because of the
skin depot effect, fentanyl disappearance fromthe
serumis slower than is seen after an IV infusion
The elimnation half-life for the IV infusion route
is approximately 7 hours conpared to that of 17
hour s.

So, what are sone of the potenti al
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inmplications? Wth respect to initial patch
application, the full drug benefit, anal gesic
effect, may not be seen imredi ately. Thus, there
is a potential situation for applying another
patch. This can become a safety issue | think

Wth respect to post-patch renoval,
substantial drug effect may be felt for a
significant period of tine. Thus, there is a
potential safety situation for a patient who wll

be switching over to another opioid therapy.

If you have any questions, | wll be happy
to answer any, otherwise | will introduce Dr.
McNeil. Dr. MNeil is a nedical reviewer with

HDF-170. Prior to conming to the agency she trained
in pediatric neurology and oncology. Dr. MNeil?
DR MCNEIL: Good norning. | amwth the
Di vi sion of Anesthetic, Critical Care and Addiction
Drug Products and, in collaboration with our
pedi atric col |l eagues, we have been consi dering ways
to manage the risk of off-1abel use
We have been coming up with prelimnary

strategies for managing this risk, and the
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prelimnary strategies that we have cone up with
are | abeling changes; prescriber education through
the conpany or, one thing that has been used in the
past, are "dear healthcare professional" letters,
or prescriber education through physician groups.
W will, of course, be in contact with the conpany
and with our colleagues in pediatrics as we try to
come up with a method of managing this risk

DR. SANTANA: Did you have further
conments, Dr. Bucknman?

DR. BUCKMAN: W can go ahead and
entertain questions at this tine.

Di scussi on of Question 1

DR. SANTANA: Good. | do have a question
for Dr. Lee. 1s there any data either in
pediatrics or in adults that other concomtant
probl ems, |ike fever or skin rashes, change the
absorption? | was struck by a couple of the deaths
in patients who had infectious di seases or had
post operative conditions that could be associ ated
with fever or sonme of these associated skin rashes.

So, is there any data to suggest that there is a
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di f ferent pharnacokinetic profile under those
ci rcunst ances?

DR LEE: As far as | know, | don't think
we have any information fromthe pediatrics which
were involved with PK studies. However, Dr. MNei
may- - she says no.

DR SANTANA: Do we know fromthe adults
about postoperative fever and things of that
nat ure?

DR MCNEIL: No, we don't. It is actually
in the label that if you apply heat externally to
the drug patches you can increase the serum
concentration of fentanyl, but that is what is
known about it.

DR SANTANA: Dr. O Fallon?

DR. O FALLON: | have been watchi ng these
thi ngs because ny 93 year-old nother-in-Iaw has
been outcome this--now she is 96 and a half--for
three and a half years. When | first |ooked at it
what bothered ne was the slow-she is allergic to
lots of different things; as it turns out she is

fine with this, but with sonething that noves so

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (93 of 367) [6/21/2004 12:08:53 PM]



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

slowy what woul d happen? It would seemto ne that
after 24, 36, 48 hours, sonmething like that, a
person m ght reach a | evel where they would not be
able to tolerate it. Then, there is this 17-hour,
which is really up to a whol e day--before you can
drop the levels down sufficiently. Wat do you do
i f somebody--1 don't see anything in the | abe

about how to manage sonebody that has a bad effect.
How do you do it when it is in your systemfor so

| ong?

DR. LEEE M first answer could have been
that the person who is experiencing adverse events
may just peel off the patch and then for 17 hours,
for that | don't have any answers.

DR O FALLON: It is actually up to 24
almobst. | nean, there is a terrific range on these
t hi ngs.

DR LEE: Yes, the range is very |arge.
Yes.

DR. S. MJRPHY: Dr. Lee, could you show
your backup slides with the kinetics? | think they

are very hel pful
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DR LEE: | would just like to rem nd you
that the information in this study is froma
limted nunber of patients and the pediatric
subj ects were non-opioid tolerant subjects. This
study had full pharmacokinetic profiling and,
therefore, it was a very useful study for ne.

The Y axis is in nanograms per milliliter
concentration versus time. W put a patch on and
take it off at 72 hours. This is the adult
popul ati on where we see the increase in the
fentanyl concentration at approximately 22 to about
40- sone odd hours.

Conpared to the adults, this is a
pedi atric population and I would just like to
mention at this time that the patch strength size
was 50 ntg/ hour for adults and 25 ntg/ hour for the
non-opioid tol erant pediatric patients. As you can
see, time to maxi mum concentration has shifted at
earlier tine points and it is higher. Were |I have
marked it with the shaded ovals, that is where we
need to kind of think again as far as having the

pain relief because it takes so long in order to

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (95 of 367) [6/21/2004 12:08:53 PM]

95



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

reach that plasna concentration. And, then for the
bl ack square, because it takes so long in order to
have the fentanyl concentration either elinnated
fromthe system or what-have-you, it takes so |ong,
even up to maybe 140 hours you coul d have some of
the residual fentanyl concentration after patch
renoval. So, | guess this is what we have

DR. MCNEI L: Excuse nme, | should nmention
that ny answer on fever was related to the
i nformati on we have, actual data from patients, but
in the | abel, by PK nodeling, there has been some
association that fentanyl doses could theoretically
increase up to a third but, again, that is fromPK
nmodel i ng and not from actual patients.

DR. SANTANA:  And we have no postnortem
informati on fromany of these deaths regarding
measur enent of drugs in these patients?

DR. BUCKMAN: I n |ooking at a couple of
MedWat ch reports we do have a coupl e of cases where
we did get levels. |In one case that | reported to
you, the 16 year-old that died froman overdose of

the fentanyl patch had an autopsy that was
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1 performed. The cause of death was cardiac arrest

2 due to highly toxic levels of fentanyl. The

3 fentanyl level was 16 ng/m. He also had

4 cannabi noids in his bl oodstreamas well. So, that

5 was one case where we did actually have a
6 concentration.

7 DR. SANTANA: Dr. Fuchs?

8 DR. FUCHS: Well, two things that strike
9 me fromreading all your cases are that three of

10 themwere used in kids with tonsillectony or nono,

11 and if you have ever |ooked at kids with

12 nmononucl eosi's, those are kissing tonsils and, yes,
13 they do hurt. That nmay be sonething where we night
14 add a warning, "do not use when there is any airway

15 problemor tonsillitis or nono" because that is an

16 airway issue to begin with and then if you have

17 respiratory depression, which this drug is known to
18 cause, and you have no airway obviously you wll

19 get hypoxia and that will then |lead to respiratory

20 arrest and then |lead to cardiac arrest.
21 The second thing is that in the cases

22  where you nentioned cardiac arrest, | suspect
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1 mostly in kids this is respiratory arrest. Once
2 again, we can't really tell fromthe reports but |
3 suspect they are all respiratory rel ated.

4 DR. BUCKMAN: That is a very good point.
5 We can only report to you exactly what is captured
6 there but | agree with you that in npost pediatric
7 cases it is respiratory arrest |leading to cardiac
8 arrest. But that is howit was captured in the

9 reports.

10 DR SANTANA: Dr. Nel son?

11 DR. NELSON: Looking at the |abel, ny
12 understanding is the strongest warning that the FDA
13 can do is the black box, which is what you have at
14 the front. So, unless we think it needs to be

15 worded differently, there is already a bl ack box.
16 The only thing that doesn't seemto be in that

17 bl ack box that is el sewhere is the coment about
18 the qualifications of who should prescribe this.
19 Working in critical care and having used this in
20 the past and no longer using it in the way that |
21 had used it sinply because of the |abeling change,

22 it is unclear to ne how rmuch stronger you could

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (98 of 367) [6/21/2004 12:08:53 PM]

98



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

make this, other than perhaps noving the

i nformati on about prescribers to the bl ack box.

And, it is unclear to me--1 amassunming there was a
pretty good nul practice |loss for these deaths, or
there should be--so it is unclear to ne how rmuch
nmore you can do in your labeling if, in fact,
people are going to use it when it says not to use
it that way. It seens pretty straightforward to
ne.

DR. BUCKMAN: Can | respond to that
briefly? That was why in the presentation we
wanted at the outset to show you exactly what was
in the | abeling because that is what we need to
hear fromyou as far as conments as far as how can
we get that word out there anynore so. It seens as
if the greater propensity of what is happening is
that patients are being adm nistered this product
for an unl abel ed or contraindicated use. So, that
is the feedback that we want to get fromyou all
You know, what other things can we do? That is
going to be the question that we will be asking.

DR. SANTANA: Dr. OFallon first and then
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Dr. Hudak.

DR. O FALLON: | think that the letter to
patients is very helpful that is included in our
packet. Is that nornally given to the patients?
don't know your process here. Between the
executive summary and the actual |abel there is a
patient information thing.

DR. MCNEI L: Patient information?

DR O FALLON: Yes, and | don't know where
that conmes into the Act.

DR. MCNEIL: In theory, what happens is
when you buy your box of Duragesic is that you
shoul d get this.

DR. O FALLON: Yes, | don't think we did.
She said theoretically we should get it when we buy
our box but | don't renenber that we did.

DR. D. MJRPHY: Renenber, it is not
required to be given to every patient.

DR O FALLON: That is what | was
wonder i ng.

The other thing is that | don't think it addresses

the issue. You see, | was worried the first time |

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (100 of 367) [6/21/2004 12:08:53 PM]



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

101
saw t his about the |ong-Iastingness of this drug.
VWhat happens if they get into trouble? 1s there
any information that the patients could have if
they are seeing sonmething? | don't even see that
it says call your emergency room i mediately, or
sonething. | don't see anything about what to do
in case the kid gets in trouble or the person gets
in trouble, the 90-odd year-old gets in trouble.

DR MCNEIL: Under "how do | use
Duragesic" in the patient information section it
does say if you use too nuch Duragesic or overdose
get energency nedical help right awmay. But | guess
fromwhat you are saying that is not enough.

DR. O FALLON: Well, | didn't see it in
the patient letter but maybe | mssed it.

DR SANTANA:  Dr. Hudak?

DR. HUDAK: | guess in coment to Dr.

Nel son's comment, | am not sure what can be done
for language and what the limitations are but |

thi nk many physicians are sort of jaded when they
see "serious" or "life-threatening" witten down

sonewher e because that seens to be on a | ot of
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1 di fferent drugs, and rmaybe sonething very specific
2 about deat hs have occurred due to, you know,

3 i nappropriate use in these situations should be in
4 there in some formthat nmakes it very concrete.

5 DR. SANTANA: Do we know fromthese

6 adverse event reports if, in the cases that were

7 postoperative, those were actually prescribed by a
8 person before the procedure or subsequently by a

9 pedi atrician or famly physician? | nean, what is

10 the sequence of prescriptions here?

11 DR. BUCKMAN:. | n one case it was
12 prescribed by a fam |y physician. [In another case
13 it was prescribed by the pain control teamin the

14 I CU, and the nother had asked--and Joe Weth, our
15 ODS person, please correct nme if | amwong; she
16 has done an incredible job of helping us get all
17 these reports together--but in another case it was
18 prescribed in the I1CU by the pain control teamfor
19 this child. The nother asked that two of the vita
20 checks be suspended. They were overnight vita

21 checks. She wanted the child to rest, and by the

22 nmor ni ng when they did the next vital check the
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child was dead.

DR. SANTANA: Dr. Gorman, | would like to
hear your opinion on this since you are a
practicing pediatrician in the conunity.

DR. GORMAN: First of all, all of these
pat ches as they have cone out, these |long-acting
patches--1 think | remenber the same event with a
patch that came out for hypertension with another
product where children had it applied
i nappropriately or retrieved it from wastepaper
baskets. There were several adverse outcomes which
were slightly different than these.

I would have to echo Dr. Hudak's very
explicit coments. | think the hypothetical that
is put in the black box warning nowis a reality
and there should be a statenent--and | understand
that |l abels are a negotiated | egal docunent between
the FDA and the pharnaceutical conpany, but a
sinpl e statenment that deaths have occurred through
the i nappropriate use of this in the follow ng
settings, and then a listing that you have

contraindi cated woul d take this out of the real m of

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (103 of 367) [6/21/2004 12:08:53 PM]



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

104

hypot hetical and say it is real

Then to echo a little bit of what Dr.
Nel son said, there could be a little asterisk on
the bottom-which | know you are not allowed to
use--that says and big mal practice awards were
awar ded

[ Laught er]

DR. SANTANA: W don't want to get into
that! Any other comments? Dr. Lee?

DR LEE: | just wanted to make a
clarification that for the data that | presented

for the non-opioid tolerant patients, the age range

was from1.5-5. | just wanted you to understand
that. It doesn't give us an overall 2-16 year-old
range.

DR. SANTANA: Dr. Luban, you deal with
patients with sickle cell who have chronic pain
i ssues. Wiuld you like to comment on this issue?
DR. LUBAN: | think the biggest issue
there is the conpl ex use of nore than one
anal gesic, and the occasional failure of fanmli es,

when di scharged, to follow the pain teanis
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recomrendation and to really abuse the nedications
because of continuing needs of the child. So, |
see sickle cell disease and the use of this as a
real avenue of education that really should be
fol l owed up on.

DR SANTANA: Dr. Mirphy?

DR D. MJURPHY: Do you think that it is
clear--getting back to Dr. O Fallon's
question--fromthe patient insert that after you
renove this product it is still absorbed? Do you
think that is clear enough in here, for |onger
peri ods of tine?

DR SANTANA:  Dr. Luban?

DR LUBAN. | think that is not at al

clear. | think that this is witten at a very

sophi sticated level for sone fanmilies to interpret.

We certainly don't have high | evel |anguage use
when we are doing infornmed consent, so why should
we if we are trying to educate patients and

famlies?

DR. MCNEIL: Thank you. W will talk nore

with the folks--there is actually a whol e team of
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1 peopl e who help us wite these patient information
2 inserts and they are supposed to be geared to the

3 sixth to eighth grade level. By the giggles in the
4 room | guess we have not hit that mark so | wll

5 talk with people and we will see what we can do.

6 If | understand you correctly, we should make it

7 slightly sinpler.

8 DR. LUBAN: Speaking for our patient
9 popul ations, | would say yes. The use of the term
10 "opioid tolerant” is not a termthat nost parents

11 can under st and.
12 DR SANTANA: And | am not even sure a | ot

13 of physicians understand it.

14 [ Laught er]

15 No, that is a fair observation

16 DR MCNEIL: The reason that we used
17 "opioid tolerant"--1 mean, | understand your

18 comment but the reason that we used "opioid

19 tolerant” was just to reflect the |anguage in the
20 boxed warni ng, but | do understand what you are
21 saying and we will try to come up with sonet hing.

22 DR. SANTANA: Dr. Gorman and then Dr.
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Nel son.

DR. GORMAN: It strikes me how attractive
this product would have to be to people doing ear,
nose and throat surgery on tonsils. You have a
popul ation with generally poor options for ora
medi cations in terms of their taste and
tolerability and adverse events of vomting. So,
you have a product that |ooks really attractive to
them because it is applied to the outside to an
obstreperous 4 year-old and you don't have to try
to get themto drink something. |If | was targeting
my educational process, ear, nose and throat
physi ci ans and anbul atory surgery centers woul d be
at the top of ny Ilist.

DR MCNEIL: Excuse nme, may | just go back
to Drs. Luban and O Fallon? | just want to nake
certain that what we were speaki ng about before,
that the |l anguage is a bit too sophisticated is in
the patient information section, not the actua
| abel ? Correct?

DR LUBAN:. Correct.

DR. O FALLON: The statenent "call your
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heal t hcare provider right away of get energency
help if you have trouble breathing or have other
serious side effects,” that is in there on the
fourth page, without a bullet in a wholly bulleted
thing. | think you should nmove it up to what is
the nost inportant information | should know It
shoul d go there.

DR. MCNEI L: Thank you

DR. CHESNEY: Dr. Nelson, you had your
hand up?

DR. NELSON: Well, | think nmy coment
follows fromboth of the last two, which is to also
| ook at the order within which you are putting
things, particularly given Dr. Gorman's coment.
The first thing probably shouldn't be only use it
in the way that your healthcare professional tells
you to.

[ Laught er]

Because we are tal ki ng about heal thcare
prof essional s not using it appropriately.

DR SANTANA: Dr. Hudak?

DR HUDAK: | guess this is sort of
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getting at the question here, but the other avenue
for education, it seens to me, since sone of these
nore egregi ous events occurred in the hospita
setting, is perhaps to have a letter that goes out
to the hospital pharmacies, pediatric pharnacies
about this, and in this day and age where there are
conmput eri zed physician order entry systens it seens
that this would be a big way to sort of capture
that before it m ght becone an issue.

DR. DANFORD: Does the FDA ever
communi cate directly with risk managenent
i ndividuals for hospitals and clinics? Several of
t he speakers have suggested that the adverse events
m ght nost likely be prevented by having a genera
under standi ng that |awsuits can happen over ni suse.
Perhaps the lawers fromhospitals and clinics who
try to reduce their exposure to big settlenents, if
they received sonething fromthe FDA about the
m suse of such products nmight actually do a | ot of
wor k of educating the people who work in their
institutions.

DR. SANTANA: Dr. Nel son?
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DR. NELSON: | think, at least in ny
setting, if aletter went out to the pharmaci st you
effectively woul d acconplish that because it would
then go to the control mnechanisns for prescribing
that would be used within a facility at least to
establish risk managenent strategies. | would
probably prefer going that way because it is at
| east then directed to the provision of care rather
than the ot her way.

DR. SANTANA: | woul d support that. It is
within the scope of their care of what they shoul d
be doing with patients in terns of educating as
they get prescriptions filled, and so on and so
forth. So, | would support that too. Any other
comments? Dr. Mirphy?

DR. D. MJRPHY: | just wanted to summari ze
and ask the Division to also pitch in here if they
don't think I have summari zed correctly what we
have heard fromthe conmittee

DR SANTANA: | took sonme notes. Wuld
you allow nme to do that? | think the conmittee

would |ike the FDA to nbve in three directions that
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you have pointed out in this slide. One of the
comrents | heard very strongly fromthe comittee
is that the | abel needs to be re-looked at in the
context of maybe providing stronger statenents,
regardi ng the inappropriate use resulting in deaths
that have al ready been observed, sonewhere earlier
in the actual |abel so that physicians and others
prescribing this can see that clearly early on

| also heard a comment that there is a
section about qualifications of the prescriber and
those qualifications were kind of hidden in the
back of the information, and it shoul d be brought
forward into the label too. So, it is not a matter
of re-witing the |Iabel but maybe providing sone of
the information in different sections, particularly
at the beginning that would be nore evident to
those that are prescribing. Those are the conments
that | heard about the |abel

| heard a | ot of comments about patient
i nformati on and using the patient as an advocate
for himor herself. | heard coments that probably

the readi ng | anguage was i nappropriate for the
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1 popul ations that are being targeted in which this
2 medi cation could be used. So, that needs to be

3 | ooked at very carefully.

4 | al so heard some comments that | think
5 were very appropriate about clearer statements in
6 the patient information regardi ng how, when this
7 medi cation or patch is renoved, there will be

8 sustained |l evels that may continue to put you at
9 risk of having respiratory depression and

10 associated side effects.

11 Rel ated to the patient information, | also
12 heard sone conmments about how the information in
13 that patient information |leaflet should be

14 reorgani zed to put some of the highlights earlier
15 on and make them nore self-evident.

16 Then | heard a brief discussion about
17 education, primarily to prescribers. | heard

18 various coments about sonme of the incident cases
19 that received care that had been by ENT, by
20 anest hesi ol ogi sts, by pain teans. | didn't hear a
21 | ot of discussion about how we coul d acconplish

22 that so | amgoing to seek a little bit nore advice
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fromthe conmittee on how potentially that could be
acconplished. But | did hear that there needs to
be reeducation of people prescribing this and
potentially starting with sone target popul ations
and then noving it nore openly, including

phar maci sts, of course.

Then | al so heard a very strong statenent
about educating our patients who are using these
products and parents, and how we can best
acconplish that.

So, maybe the committee wants to spend
maybe one nore mnute probably advising the agency
on potentially what educational systenms nay already
be in place that they could target or the conpany
could target. |If anybody wants to add to that?

Dr. Murphy?

DR. D. MJRPHY: Thank you very nuch. |
only have one question | want to clarify, and that
is the | abel --the statenent you had, Dr. Santana,
was that we want a stronger statenent concerning
the deaths early in the label. | thought | heard

that you wanted it in the black box.
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DR SANTANA: Yes, in the black box. That
is what | neant. That is correct.

DR. D. MJRPHY: Thank you

DR SANTANA: Any further sort of advice
to the agency on this issue? | think we have
di scussed question one actually. Am|l correct?

DR MCNEI L: Thank you for your conments.
It is very helpful to us. | amgoing to take them
back for further discussions with the conpany.

DR SANTANA:  Thank you so nuch. | think
we are going to take a ten-nminute break and start a
little bit after 10:30. Thank you

[Brief recess]

DR. CHESNEY: While everybody is finding
their seats, | wanted to thank the FDA for
clarifying one issue which had to do with the use
of ci profloxacin and nmoxyfl oxacin in ophthal mc
preparations. In the last two slides the expected
cure rate of 70 percent, is that for conjunctivitis
in adults? This study was actually done in
neonates. So, probably one can't extrapolate from

one to the other, just for clarification. Dr.
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lyasu is going to introduce our next speaker

DR. | YASU: Thank you. Qur next speaker
is Dr. Hari Cheryl Sachs. Dr. Hari Sachs is a
prof essor of pediatrics at GWand Children's
Hospital National Medication Center. She has over
15 years of experience in private practice. She
al so served on the FDA non-prescription drug
advi sory committee and is one of the FDA |iaisons
to the AAP committee on drugs. She will be
presenting the adverse events for venl af axi ne.

Adverse Event Reports per Section 17 of BPCA
(cont.), Venl af axi ne

DR SACHS: Thank you very much. | am
glad to be here to talk to you, guys. It is
actually nice to see sone famliar faces anong the
crowd.

I will be discussing the adverse events
for venlafaxine, and | think you, guys, are
famliar now with the basic organization of the
tal k. Venl af axi ne, or trade name Effexor, has been
on the market since Decenber, 1993 for the

treatnment of major depressive disorder, generalized
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anxi ety disorder and social anxiety disorder.
Al t hough these are the indications in adults, there
are no approved pediatric indications despite the
fact that exclusivity was granted in Decenber,
2002, and the sponsor now goes by the name of Weth
Phar maceuti cal s.

Venl af axine and its active netabolite,
whose nane | amnot going to try to pronounce, is a
potent inhibitor of both serotonin and
nor epi nephrine reuptake so this is actually an SNR
but for convenience | amgoing to refer to the
whol e class as SRIs. It also is a weak inhibitor
of dopam ne reuptake. These actions, along with
the lack of significant nuscarinic cholinergic and
hi stam nergic effects, do alter the side effect
profile of the drug. The half-life, which is about
5 hours for venlafaxine and 11 hours for the active
metabolite, is relevant for the timng of potentia
di sconti nuati on synptons when they occur

Venl af axi ne was the fourth nbost commonly
prescribed antidepressant in the U S. during 2003

and, as with other SRI's, prescriptions have been
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117
rising in both pediatric and adult popul ati ons.
Al t hough pediatric use seems to account for only
about 2.5 percent, this represents alnost half a
mllion prescriptions. This use is all off-Iabel
Di sorders of npod and anxiety, along with ADHD are
the nost common indications that kids have been
treated for with venl af axi ne.

I will now briefly describe the results of
the studies perforned for exclusivity. There were
4 large, nulticenter, double-blind,
pl acebo-control | ed, parallel group, flexible dose
studies for each indication, that is, mgjor
depressive disorder and general anxiety disorder.
The dose used was fl exible dosing between 37.5 ng
and 225 ng, and the age was 6-17 years. None of
the studies in major depressive disorder showed a
significant difference in placebo and,

i nterestingly enough, only one of the studies for
general i zed anxi ety di sorder showed a positive
study result.

The endpoints in both the trials were

age-appropriate clinical synptomrating scales for
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maj or depressive disorder. 1t was the CDRS
revised. For the GAD trial it was the Col unbia
Ki ddy Scale for Affective Disorders, or the KSADS
Since only one study showed efficacy, that is why
no approval was granted.

Safety information was based in part on
these 4 studies, as well as 2 open-label trials, a
6-nonth trial in major depressive disorder and
anot her study in conduct disorder. 1In these
studi es decreased wei ght gain and growth was noted
whi ch was unrelated to treatnment energent-anorexia.
You can see the nunbers for the approximate wei ght
| oss and weight gain in the placebo popul ation, and
the height. |If you actually read the results of
the studies posted on the web, these nunbers differ
slightly fromthat because the FDA received
additional information and analyzed it. The other
thing that is kind of interesting is that it is
actually inportant that the height effect was seen
in the exclusivity studies. It is pretty
significant because it was a very short period of

time that the drugs were studied.
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1 The ot her adverse event that was noted,

2 m | d adverse event, is that there were el evations

3 in cholesterol and blood pressure that were simlar

4 to those seen in adults. That also was added to

5 t he | abel

6 Since we are speaking of the label, let's

7 turn to the relevant safety labeling. | would Iike

8 to highlight several things about the |abeling,

9 some of which is relevant to the safety discussion
10 or the adverse events that we see, but al so many of
11 the changes are physically highlighted in yellow to
12 ki nd of enphasize that these are the new changes
13 that have been added actually since March
14 In terms of neonates and pregnancy,

15 venl afaxine is considered a category C drug. That
16 means it should be used in pregnancy only if

17 clearly needed. Language regarding the

18 di scontinuation syndrone in newborns was added

19 fairly recently, first in January, 2003 and then

20 updated last month. It is found in the section

21 under "non-teratogenic effects.” Wat the |abeling

22 describes is that you can see discontinuation
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effects in newborns with conplications that may
require prol onged hospitalization or respiratory
support that may arise even as soon as delivery.
You may al so see some clinical findings, including
neurol ogic, respiratory and system c synptons.
These synptons are consistent either with
di scontinuation of the drug or potentially actually
a direct toxic effect of the serotonin.

As you know, in part because of the
deli berations in February, a warning recomending
cl ose observation for deterioration or energence of
psychiatric synptons in patients that are treated
with these SRIs was added in May, 2004 to the
| abel , and this warning actually supersedes and
repl aces sone of the information that was in the
| abel previously regarding the association of
sui cide with depression and ot her co-norbid
di sorders, and a statenent that Weth had added on
its own that there were sone suicidality seen in
the pediatric trials. The other thing that is
mentioned is the occurrence of sustained

hypert ensi on.

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (120 of 367) [6/21/2004 12:08:53 PM]



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

These slides show an extensive |ist of
precautions which are listed in the order that they
appear in the label. Mst of these things were
seen in the top 20 adverse events that you have in
the main report for venl afaxi ne, and we see sone of
these in the post-exclusivity adverse events that
occurred during the year. | draw your attention to
the risk of bleeding and al so the problens with
sei zures, and then in the new | abeling which is
regarding the weight | oss and slower rate of growh
in children.

In addition, under adverse reactions the
risk of synptons with discontinuation, and this is
in adults and ol der children, include both physica
and psychiatric synptons. In March there was sone
| abel i ng added to the postmnarketing reports on
dyski nesi a and rhabodonyol ysi s.

So, now that you are famliar with all the
changes in the label, let's | ook at the adverse
events for the year. These are actually the raw
counts of all the adverse events. There were

approxi mately 1,500, of which about half are in the
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U.S. and they nmay represent some duplicates.
Pediatric reports are really a relatively smal
proportion, less than 4 percent of total reports
and this has been pretty consistent over the past
several years since marketing. There were only 2
deaths that occurred, and | will be discussing them
in a few nonents

Turning to the specific 1-year
post-exclusivity period, there were 49 unduplicated
events. | apol ogize for the busy nature of this
slide. There were 19 events that involved in utero
or maternal exposures and 30 that were direct
pedi atric exposures. The gender and age
distribution is seen here. O interest, there is a
mal e predonmi nance of the adverse events in the
i nfants and neonates while the gender distribution
is pretty simlar in the older children. CQutside
the neonatal period, nost of the direct exposures
i nvol ved adol escents and children, as would be
expect ed.

Looking nore closely at the in utero

events, there were actually no deaths reported
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among the 19 in utero events, 3 of which al so had
concomitant breast feeding. There were 4 unrelated
congenital anonmalies; 2 had cardiac nal formations,
1 with an ASD and the other with dextrocardia.

Anot her infant had hypospadi as and the |ast infant
had extra syndactyly, which is a fusion and webbi ng
of the digits. Co-norbidities and other

medi cations were actually involved in all these
congenital anonali es.

Neur ol ogi ¢ events were described in 11
infants. W saw 2 infants that had hypotonia; 3
i nfants who devel oped seizures; and 6 infants who
had di sordered novenents.

Just to illustrate howdifficult it is to
sort out causality for these events, on follow up
for one of the infants who had seizures the event
was consi dered unrelated to venl af axi ne because the
pati ent had experienced a subarachnoi d henorrhage.
But, if you will recall, abnormal bl eeding can be
associated with venlafaxine. So, it is potentially
possi bl e that the baby had subarachnoi d henorrhage

related to the nedication. O course, that is
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conjecture but just to show how hard it is to sort
out the information

The losartan in utero exposure events were
really 4 reports that detail conplications that
occurred in babies with co-norbid conditions and
medi cations. They are described here. Wile it is
| ess serious, it is sonething that has emerged in
the literature so it is interesting that we did see
2 cases here as well.

Co- nor bi d di sease and nedi cati ons, as
have expl ai ned, may contribute to sone of these
events. Although 2 events were coded specifically
as neonatal withdrawal, there are actually up to 5
others where synptons that enmerged, |ike
jitteriness or trenor or seizure, could have
refl ected neonatal w thdrawal but it was just not
coded that way.

Prematurity was reported in 4 infants but
in 8 cases there actually was insufficient
information in the case report to determ ne whether
or not a baby was premature. Three infants were

breast fed. One nother reported snoking and
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drinking but that information about tobacco or
subst ance exposure or illicit drugs is actually not
present in the najority of the reports. About half
the infants were exposed to conconitant

medi cati ons, 4 of which were psychotropic. Wen

| ooked back, 5 included benzodi azepines. In only 2
the case report expressly stated that there were no
ot her nedications involved, and whether or not

medi cines were involved in 7 of the other cases is
not known.

So, in looking at the neonatal events,
they do seemto reflect the ones that are | abel ed
in adults, for exanple trenor, convul sion and
hypotonia. The role of conconitant nedicines and
co-norbid conditions, such as prematurity, is
uncl ear. And, whether or not synptons such as
jitteriness or trenor or seizure are related to
wi thdrawal or serotonin toxicity is also unclear,
and this will be discussed |ater today by M ss
Phel an and Dr. Levin.

Now | amgoing to turn to the 30 adverse

events that have been associated with direct
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exposure. The mgjority of these were neurol ogic,
psychiatric or related to overdose. O the 30

di rect exposures, dose range and indication for use
is not available for all of them but the doses were
generally within the approved adult dosing. Note
again that there is no pediatric dosing. The

i ndi cati ons were conbi nati ons of depression,

anxi ety or ADHD.

Heal th providers were responsible for the
majority of the reports. You mght recall that
that is in contrast to the information presented at
the |l ast session. Many patients were on other
medi cines in addition to venlafaxine. Twenty were
on concom tant medi cation, about two-thirds, and 10
patients were on other psychotropic nedications.

The majority of adverse events were
psychiatric. The 2 deaths in the sanple were due
to conpleted suicides. Four attenpted suicides
al so occurred. Al of themwere overdoses, 1 case
of suicidal ideation and 2 cases of self-injury
where there was no clear intent of suicida

i deation. There are also 3 cases of aggression and
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1 agitation and 2 cases of behavior changes. Once

2 again, there were concomtant nedications in a

3 majority of these cases, 6 of which were

4 psychot r opi c.

5 Neur ol ogi cal events were the next npst

6 frequent adverse events reported, and sei zures,

7 | oss of consci ousness and notor or sensory

8 impairment are all |abeled events and many of these
9 cases, again, involved other nedicines or

10 under | yi ng nmedi cal conditions.

11 There were 4 patients that devel oped

12 synptons of serotonin toxicity, such as hyperexia
13 and/ or neurol ogi cal synptons that were related to
14 overdoses. One of them a 3 year-old, may have

15 accidentally ingested his sister's nedication. The
16 other 3 were deened non-accidental as the intent

17 was unclear. The remnaining adverse events occurred
18 singly and are | abeled or related to | abel ed

19 events, with the possibl e exception of the specific
20 drug interaction between Augmentin and venl af axi ne
21 in this one case where the effectiveness of the

22 anti depressant was decreased.
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As with the SRI's, you can see synptons
wi th discontinuation or decrease in dose, and we
did see physical synptons or energence of
psychiatric synptons in 6 patients in these adverse
event reports. So, the adverse events really are
related to | abeled or already | abeled events, with
the possible exception of the events seen in
neonat es.

War ni ng concerning the increased risk of
sui ci dal behavior did exist in venlafaxine' s |abe
prior to our advisory commttee in February but, as
you know, there is now a new class warning for the
SRIs. The new | abeling was added as a result of
the exclusivity studies regarding the effect of
growt h and that was very recent. The new cl ass
| abel i ng regardi ng nmaternal exposure and potentia
occurrence of neonatal w thdrawal with serotonin
toxicity will be discussed further this afternoon
Rout i ne adverse event nonitoring for venl af axi ne,
as with all other drugs, will continue. | hope you
are not depressed.

[ Laught er]
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Are there any questions?

DR. CHESNEY: Thank you very nuch.
Questions? Dr. Ebert?

DR EBERT: |s a non-accidental overdose
simlar to a suicide attenpt? Are they classified
together or separately?

DR. SACHS: The reason these actually were
not classified as suicides, although, truthfully,
made every attenpt to do so, is that you can't
tell. In one case, for exanple, the kids nmay just
have been exchangi ng nedi cation. In another case
you don't know if they were taking it to get high
That is actually why.

DR CHESNEY: Dr. Nel son?

DR. NELSON. It may be because it is nore
recent, but | haven't been able to find in the
| abel that we have in our book the growth change.

DR SACHS: Yes, that change is very
recent. What | think you got the handout of the
whol e statenent of the adverse events that is kind
of a summary of what our presentation is and these

sections of the |label are included in that in
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1 entirety. But | think this issue is the point. |
2 mean, we are trying very hard, at FDA, to make the
3 | abel s available and there is a website now call ed
4 drugs at FDA. You can see that for just this drug
5 al one there have been three changes to the | abe

6 since March.

7 DR. NELSON. Just as a follow up question
8 to reinforce something | think Dr. Gorman said at

9 the beginning of the day, if there is information
10 about that placed in because of pediatric
11 exclusivity, | would strongly recommend that the
12 standard coment about safety and effectiveness not

13 being established in children is changed to where

14 it actually says 2 randomi zed, controlled trials
15 involving 353 children failed to denponstrate safety
16 and effectiveness. |If you |ook right under it,

17 under geriatric use, it actually does list a number
18 of adults[sic]. So, | think it is somewhat, in ny
19 m nd, duplicitous to | eave that general statenent
20 in which many pediatricians interpret as there were
21 no studies.

22 DR SACHS: And | think there is always a
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tensi on between ki nd of sonehow having sone tacit
approval if you put too much information in the
| abel .

DR D. MURPHY: | think the other issue
too is that in this field particularly 2 studies
does not nean the product doesn't work. | think
your point is that at least there is information
and we ought to indicate that there is information.
Is that really what you are trying to get at? And,
I think we ought to be able to find a way to do it.
The issue is getting agreenment within the Division
that they think that is an appropriate thing to do.
So, you are telling us to get feedback to the
Division that you think it is an appropriate thing
to do?

DR. NELSON:. Yes, and no matter how nany
footnotes you want to put in about assay
sensitivity, | would still put it in there. |
mean, you can quote everything Bob Tenple ever
wote on the topic, as far as | am concerned, in
the label if you want to do that.

[ Laught er]
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DR D. MJURPHY: Joan, is there additiona
concurrence with Dr. Nel son's conmmrent ?

DR CHESNEY: Dr. Santana would like to
conment .

DR. SANTANA: | want to take it further.
| have heard a |l ot of comments about this at
various nmeetings and | wonder if the direction that
we should be taking--and this is a suggestion--is
that we start thinking about creating an area in
the labels that is related to pediatric
exclusivity. It is here. It is being done. There
is data. It doesn't inply that there is enough
data to provide an indication or that there is
enough data to do all these other things that are
in the |abel, but I wonder if a part of our nission
is to educate practitioners and to educate the
publ i c whet her having a section in | abels that
relates to pediatric exclusivity studies and trying
to explain what those mean, obviously, in the
context of what those are really done for, would be
hel pf ul .

Because, if not, the information is not
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going to get there. The label is not created for
that information. So, unless we use the label in a
different way that information is not going to get
there. | don't know what the chall enges or the
barriers for doing that in the | abel are. | grant
I amignorant on that, but maybe that is sonething
we shoul d be aimng towards.

DR CHESNEY: Can | comment? | think this
is alnbst a slippery slope. | think by putting
studies and results in the | abel--we already have
peopl e prescribing for totally unapproved
indications, in fact contraindications, and if they
see sonething in there, that there were really no
bad side effects seen, and even though it is not
ef ficaci ous and approved, "hey, the studies were
done." | don't know if | am expressing nyself very
well but | think this is a very difficult area

On the surface | would agree with what Dr.
Nel son is saying, but | think that it has to be
wor ded very carefully because | think when people
say there are studies and, "hey, they haven't said

not to use it so why don't | just go ahead," to ne,
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thisis alittle nore conplicated. On the surface
it seems |like a no-brainer, but | think maybe there
are sone other issues. Dr. Hudak?

DR HUDAK: Well, | would echo prior
comrents here. | look at this and there are half a
mllion prescriptions of this in the pediatric
popul ation a year, and | presune by the other
i nformati on you shared that nost of that is in
association with treatnent for depression, although
you don't have any hard figures on that. You know,
you | ook at the | abeling here and in terns of the
adult efficacy it tal ks about 5 studies that
denmonstrated efficacy in adults that showed
i mprovenent in at least 2 of 3 different clinica
measures. | think it is critical to have the
pediatric trial information in there because you
have 2 studies with a significant nunber of
patients for this type of disorder where you have
no effect. | think any information like that is
very inportant to get out there.

I guess | may take a different tone than

Dr. Chesney on this, but | think, you know,

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (134 of 367) [6/21/2004 12:08:53 PM]

134



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

information is good and | think the reason we have
a half mllion prescriptions in pediatrics is
because we are looking at the adult studies and, as
sonmeone else said, "well, it worked in adults, you
know, the sane disease and it mght work in
children; let's use it." On the other hand, if you
have specific information that says we now have 2
studies that cannot find efficacy in 353 patients,
providers m ght have a different philosophy in
terms of what medication they will use in this
popul ati on.

DR CHESNEY: | agree with that. | think
it is just that you have to be very careful about
the wordi ng because it does provide a very subtle
endorsenment in a sense, just because it is there.

I am probably not expressing this very well. Dr.
O Fallon and then Dr. Gornan.

DR O FALLON: One of the issues here is
that a lot of these were pharnacokinetic studies.
You know, if a child is not treated at an effective
dose level it is not fair to count them as not

being very effective. 1In a certain sense, by just
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quoti ng, you know, 500 children were treated, that
is not quite fair if they were being treated at
| ower |evels that were being used for
phar macoki netic studies and that sort of thing.

VWhat | amsaying is | think you have to be
alittle careful how you do it. | vote to have
that information in there, but | amnot an MD.; |
don't treat these patients. But | think you should
have the data in but don't just dunp it because you
have to be careful about where that data came from

DR. CHESNEY: Dr. CGorman?

DR GORMAN: It strikes ne that for the
| ast six years with this group we have tal ked a | ot
about the label. | have had the opportunity to go
back and read old drug | abels and they are very
brief, a page, naybe two pages. The |abe
continues to try to struggle under its present
format to enconpass newrealities. | aminpressed,
and | both dislike this and find it very val uabl e,
that in the era we now live in there are docunents
that present executive sunmaries wth enbedded

links to information for those who want to pursue
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I wonder--1 |ove proposing work for other
people so let me do this really carefully--is there
an effort at FDA to create a new | abeling
structure? You did that with OTC nedici nes and
think with great success. | think the new drug fax
| abel is a major step in the right direction
Could not a simlar design be done for prescription
nmedi ci nes with enbedded el ectronic |inks, and the
official |abel stop being the piece of paper in the
docunent and start being an electronic formwhile
there is an official executive summary that
continues to go out with the product?

DR. D. MJRPHY: Yes, there has been years
of work on this. You have to notify industry that
they have to submt things electronically. You
have a whol e process. There is a deadline of when
they have to be doing that. One of our problens
since | have been at FDA, since 1998, is that we
have been struggling with the fact that FDA doesn't
have available the | abels. W have been trying not

only to have them available to the public but
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el ectronically available so you can link in these
ways. Yesterday | net with a group that has
literally been working on this for years now. You
would think it would be sinple. It is not. As |
said, one of the first steps is getting things
electronically. The second thing is getting it
mai nt ai ned, updated, etc.

There is a new group that now has a
busi ness plan associated with it so that we are
hopi ng that we actually will be able to have this
resol ved, and there has been a lot of activity and
attention to this, | guess is what | amtrying to
say. Everybody who is in FDA fundanental ly agrees.
This is our product. This is our work. W need to
make it current and avail able and |inkable and
searchable. From our perspective, we also woul d
like to be able to search our |abels so we can go
and say | want to relabel that it has Qr
prol ongation as an adverse event. W are trying to
acconplish nore than just having a scanned-in | abe
up on the web. That is what | amtrying to say.

There also is, and has been for a nunber
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of years a concerted effort to sinplify and change
our | abel, and there have been public announcenents
of that and feedback on that, naking these |abels
nmore user-friendly and that also is one of those
continuing works in progress. It is very near but,
God knows, | have been terrible at predicting.

So, yes, and | think that actually one of
the things that |I was thinking about because of
this tension, this dichotony, you know, is you may
get 5 positive studies but you may have 10 ot hers.
The | abel cannot beconme a repository of negative
studies. But we need to be able to find a way to
transmt the fact that there is information
avail able. What | think the challenge for the
committee is how can we go forward with finding a
way to put a statenment in the | abel that there has
been data collected and how to get to that data, at
a mnimum-at a mnimum This whol e process of
havi ng sone sort of l|inkage would really make it
much easier.

DR CHESNEY: | |ike your coment that the

| abel can't becone a repository of negative
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studies. That is a good way of phrasing it. O her
conments on this issue? Dr. Hudak?

DR HUDAK: | would say in a way it has to
be because those negative studies don't nmake it in
the literature where they can be ot herw se
accessed.

DR. D. MJRPHY: There has to be a way of
maki ng the point of the negative studies and where
they are available, | think, and that they have
been done. That is what | think you are saying.

DR CHESNEY: Dr. Gornman?

DR GORMAN: | think that is an issue we
have been struggling with, that is, how do we
renove the veil that seens to be present for what
has been done and is inportant clinically but isn't
out there? One of the many goals of pediatric
exclusivity and the process was to try to get
studi es done in children and have that materia
di sseminated. |If when it conmes up for
reaut hori zation, this continues to be an ongoi ng
probl em of a continued veil of information, that

there is negative information out there, negative
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either in terns of effectiveness or negative in the
fact that there are significant safety issues that
are not presented, then that will have to be
readdressed in the | egislative process.

DR. D. MJRPHY: | think that the positive
part of this is that, as you have noticed, actually
the clinical reviewis up and it is for a
non- approval action. | don't think you, guys,
realize what a watershed event this is. This
information is otherwi se not avail abl e except for
pediatrics now. So, it is getting out there. One
of the problens, as you know, is we have to
re-notify industry, as we explained last tinme, and
until we re-notify them we cannot put information
up. That is now happeni ng.

There is another potential problem It
may or may not play out, but I do want to say that
the agency agrees that one of the intentions of the
| egislation was to try to make this information
avai l abl e and to put what we would see as quality
information into the label. But we are in a

situation where if we had a non-approval or an
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approval it had to go up publicly and that is
happening. So, | think that is a najor watershed
event that is occurring for pediatrics.

DR. CHESNEY: Dr. Sachs, did you want to
comrent ?

DR SACHS: | just wanted to say that this
was a drug that was not approved and you can access
this information.

DR CHESNEY: Al right, | think we wll
move ahead then. We will have nore anti ci pated
di scussi on that includes venl af axi ne when we tal k
about the class this afternoon.

I want to clarify one issue. | thought
that since question 1 had its separate bracket that
it was for everything we discussed but | understand
it was just for fentanyl. So, that has been taken
care of.

Qur next issue is the open public hearing,
and before | read this two-page statenent let ne
ask if there is anybody who wanted to present at
the open public hearing this norning.

[ No response]
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No? Thank you very nuch. Qur next
speaker is Dr. Miurphy, who is going to give us a
pedi atri c update.

Pedi atric Update

DR. D. MJRPHY: | don't have any slides
for you. Actually, this is aruse. | amgoing to
give you a very short update and then | hope to
i ndicate to you how nuch we have appreci ated the
work of this committee.

Wio is it that said "the best of tines and
the worst of tinmes?" A dissolution has led to an
evolution. By that, | nean that you had better
wat ch out what you wish for. W have |ong wanted
there to be a full pediatric advisory conmittee
whi ch Congress has seen to do, to provide the
agency with, which is about the only way we were
going to get it because there are certain other
| aws regul ati ng how many advi sory conmittees we can
have. So, Congress stepped in and nmandat ed t hat
there will be a full pediatric advisory conmittee,
whi ch should help a lot with transparency so that

when we are having a neeting to tal k about
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pediatrics, it won't cone out under infectious
di seases, and it was gracious of that conmttee to
chair you and to grow this subcommttee but it has
been very nisleading to the public.

So, the good news is we have a new full
pedi atric advisory conmmttee, and it is charged
with a fair nunmber of substantial activities which
you have been tol d about previously, such as the
reporting of the post-exclusivity safety and
adverse events, such as the ethical issues and any
activity involving pediatrics within the agency
across all centers. So, there will be the
construct of a new pediatric full advisory
committee.

The legislation also clearly tells us sone
of the representation that we need to have on that
committee, and we are working on that. That
committee will be administered out of the Ofice of
the Commi ssioner's Ofice and Tom Perez and ot hers
have really done yeoman's work for us. Jan
Johannssen, are you back there? Wuld you like to

rai se your hand so they will see that we now have a
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new exec. sec. for this coimmttee and Jan is in
charge of making all of this happen. As | stated,
this is also going to work across centers for

i ssues that may be coming up

So, we have a new conmittee but with that
one has to dissolve the old conmttee and this is
your |ast neeting as a pediatric advisory
subcommittee. It is really sad. You know, we have
devel oped such an enornopus database--1 guess is the
way to put it--of information with you that | w sh
we could just roll everybody fromthis commttee
over to the new commttee but | have been told that
is not possible, and we did try to call and explain
that to everybody.

I want to take one nore nonent and j ust
qui ckly rem nd you of the work that you have done,
and that is, we began this process thinking it was
going to be a typical sort of scientifically-based
activity and, clearly, it imrediately becane
evi dent that we would have to address the ethica
issues. This commttee has struggled with many

et hical issues, and you have advi sed the agency on
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how t o approach trial design. When the patient
doesn't have the disease, is that ethical? How can
that be done or can it be done at all?

You have advi sed us on pl acebo-controll ed
trials in children and you have advi sed us on how
to conduct research in a vulnerable pediatric
popul ation. That advice has resulted in consensus
statenments that are now on the web, which | think
are very hel pful in answering questions that people
may have because they were very thoughtful
di scussions with a range of opinions and have been
referred to a nunmber of tines.

The scientific issues that you have dealt
with, in addition to the adverse event reporting
whi ch you have a marat hon day on today, you have
done on nunerous occasions. You can see some of
the inmportant scientific issues that have arisen
during this process, again, |ooking at the SSRIs,
| ooki ng a Duragesic patches, the neonata
wi t hdrawal , a nunber of events that you have all
asked for additional information on | think have

been inmportant in hel ping us nove this area
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Anot her big milestone for this commttee
and an inmportant one was the whol e di scussi on of
therapi es or interventions for infants who are
jaundiced. | think that was a very inportant
di scussion and will continue to be inportant. |
think that this comrttee contributed very
significantly in the agency's assessment of how to
proceed in that arena of devel oping interventions
for neonates who have hyperbilirubi nem a.

You al so dealt with issues of should we
even develop a product for children and I think a
very inportant contribution was to say no, such as
the devel opnent of certain sleep products--don't
issue a witten request for this. This is not a
public health need we want to advocate.

O her big issues that you have
addressed--long-termfollowup, and this is an
ongoi ng problem You didn't solve it but you
hel ped us work at it, as we will continue to work
at this because it is a very conplicated process.

Also, | don't want to forget the topical products.
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Thi ngs that one applies to the skin are not as

i nnocent as may al ways seem and this conmittee has
dealt with adrenal access suppression and potentia
| ong-term carci nogenic effects and

i mmunosuppr essi on of sone topical products.

That is a lot. That is sort of on top of
your ongoing activities and | earning about all your
new tasks that keep getting assigned to you with
the new | egi sl ati on.

Now, what | have to do today is say
goodbye to all of you because | guess the technica
legal termis that we have to declare you
di ssol ved

[ Laught er]

| have asked Raya McCree, who is our
adm nistrative person who really runs the O fice of
Counter-terrorismand Pediatric Devel opment. She
is why we get through every day, and she al so
rescued your presentations today. You would think
this would be sinple to get but it is one of those
cartoons where the kid goes every which way, the

process that getting these plaque presentations

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (148 of 367) [6/21/2004 12:08:53 PM]

148



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

149

took. So, Raya, if you would cone up here?

I would Iike to start out with presenting
a plaque and a certificate to Joan Chesney who, as
we know, is the chairman of this conmttee and has
been the chairman of the subcommittee and who is a
prof essor of pediatrics at the University of
Tennessee. Joan, | tried to think of how to say
this, what you have done has been so inmportant, you
have hel ped bring this commttee a | evel of
credibility within a scientific organization. | am
sure you, in academ c nedicine know, pediatrics is
al ways fighting for its academic recognition. It
was really inmportant that this committee be
percei ved as a good sci ence-based conmittee, and
think Joan--all of you have--and Joan's | eadership
has been very inportant. She not only hel ped bring
together this group and nade sure that you all had
your say. She didn't try--and | have seen chairnen
do this--to intimdate people on the committee; not
| et them speak when a chairman didn't particularly
agree with their opinion. | think she has been

very inmportant in making sure that the conmittee
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had a say, whether they agreed with her or not, and
has brought forth that consensus, and then hel ped
to synthesize it. She has been very helpful in

hel pi ng us synthesize what we think the comittee

sai d.

Joan, if you would cone on up here,
would Iike to present you--1 will ask each one of
you actually to come up and I will give you a

little token of our appreciation. Joan, thank you
very nmuch.

[ Appl ause]

Be careful where you put these. They will
knock somebody down if they fall down. Joan's
i ndi cates that she was chair of the advisory
comittee.

Judith O Fallon has been our statistician
One thing that has been wonderful about Judith is
that she takes the statistical talk and nmakes it
applicable to the clinical. The way she has been
abl e to condense the questions has been wonderf ul
and nuch appreciated. As sonebody said, we talk

about therapeutic options and | don't think anybody
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at the FDA will forget the extra quivers that you
said we needed. Thank you very nuch.

[ Appl ause]

Let's see, who is next? Mm isn't here.
Steve Ebert. After all this time, | amstil
m spronounci ng your nanme. Steve has been our
consuner representative, who goes through a
particul ar process to get to this place. It is an
i ndependent parallel process. W wanted to thank
hi m very much because | think your contributions
have been very thoughtful and have been the type of
comments that we woul d hope sonebody in your
position woul d contri bute.

[ Appl ause]

Bob Nel son, Dr. Nelson. Dr. Nelson
prof essor of pediatrics, as you know, Departnent of
Anesthesia and Critical Care Medicine at Children's
Hospital in Philadel phia where he al so serves on an
IRB. | went through that long title because
think it is inportant to know that one of the roles
that we hoped Dr. Nelson would play would be as our

poi nt person for ethical issues and, boy, has he
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done that! He has been inval uabl e and has al so
hel ped us identify other people to assist in the
nore extensive discussions that we have had, and
has been a critical person in the devel opnent of
this coomittee. Bob, thank you so nuch.

[ Appl ause]

Victor Santana, Dr. Santana is the
associ ate professor in hematol ogy and oncol ogy at
St. Jude's. He has been our alternate chair at
times; has been very helpful in helping us with
this whol e i ssue of oncol ogi c devel opnent where the
process is different, and has brought that
expertise to this cormittee. He is also on the
Pedi atric Oncol ogy Subcommittee. So, this has been
an inportant liaison that we have had and we really
appreciate your tinme and effort. Thank you very
nmuch.

[ Appl ause]

Dr. Danford is associate professor of
pedi atrics and pediatric cardi ol ogy at the
Uni versity of Nebraska Medical Center and has been

our cardiac expert. | know we haven't had specific
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drug issues in your area but we finally got one for
Dr. Danford. |In the last neeting on cardiac
i magi ng he did an outstanding job of synthesizing
that entire technical day and it has been very
useful to us and | really want to recogni ze that
specific effort, besides your overall efforts on
the coomittee. Thank you very much.

[ Appl ause]

Dr. Fink. |Is he not here? O©h, shoot! W
al ways count on himto give us a conment nobody
el se woul d have thought of.

[ Laught er]

Dr. Fuchs, Dr. Susan Fuchs. Dr. Fuchs is
our energency nedicine person. Actually, Dr.
Fuchs, you are one of the people that we haven't
had a real product for but today we were counting
on you to be able to provide some specific input as
far as Duragesic is concerned, and we appreciate
your overall contributions very nuch. Thank you
very much.

[ Appl ause]

Dr. Corman, general pediatrician in
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Ellicott City, chair of the Cormittee on Drugs for
the American Acadeny of Pediatrics and--how can |
say it?--1 amamazed at this man, | really am How
he does this, continues to practice, stays up to
date, provides really insightful comrents, is
chairing the Conmittee on Drugs at the Acadeny--he
just puts us to shanme and | just want to thank you
for your tremendous contributions.

[ Appl ause]

Dr. Luban, who is the Vice Chair in the
Department of Laboratory Medicine, Director of
Transfusi on Medicine and Quality Assurance for
Children's National Medical Center in Washington,
and is our hematol ogy and | ab expert on the
conmmittee. Gosh knows, the diagnosis depends on
the correctness and validity of the |aboratory and
we have been counting on her and she has provided
that type of expertise and hel ped to us and we want
to thank you very much.

[ Appl ause]

Dr. Sam Mal donado, Dr. Mal donado, we can't

give you a little thing--we don't give gifts to
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i ndustry.

DR. MALDONADO:. | understand

DR D. MJRPHY: But we can recogni ze the
tremendous effort that you have provi ded by giving
us your perspective, and you know we have relied on
you many tines during the conduct of these
committees to provide us that perspective and
i nput. W thank you very much and you can cone
back and give your carrot talk. | just |ove your
carrot and stick talk.

[ Appl ause]

Tom | did recognize your efforts while
you were out of the room | want to nake sure that
you knew t hat.

DR PEREZ: Well, thank you, and | would
like to recognize you for doing what you are doing
because, believe it or not, the bureaucracy gets in
the way of doing things of this nature and it takes
alittle bit of noney, clout and neither of those
have.

[ Laught er]

DR. D. MJURPHY: Dr. Hudak, sonehow your

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (155 of 367) [6/21/2004 12:08:53 PM]

155



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

certificate isn't here. Dr. Hudak, as you know, is
a professor at the University of Florida
Jacksonville in neonatology. Dr. Hudak has not
only contributed to the arena of information on
neonat ol ogy for drug devel opnent but, as | rem nded
hi m when | spoke to himthe other day, he has had
the joy of working specifically on the proton punp
i nhi bitor drug devel opment program whi ch conti nues
also to be in the process. | wanted to thank you
very much and | amsorry we don't have your
certificate. W wll get it to you.

One | ast announcement is that | am
di ssol ving nyself too frombeing the Ofice
Director for the Ofice of Counter-terrorism and
Pedi atric Drug Devel opnent as of Septenber.
Sonebody asked ne was it not too nuch because | was
not only doing counter-terrorismand pediatrics but
| also was doing part-tinme in the Ofice of
Pedi atric Therapeutics within the Ofice of the
Conmi ssioner, and it got to be too much. So, | am
going to go full-tinme to the Ofice of Pediatric

Therapeutics in Septenmber. So, | will be seeing
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many of you again, or sonme of you again, | hope.
But no longer will | be with the Ofice of
Counter-terrorismand Pediatric Drug Devel opnent.

Dr. Shirley Mirphy, who is a division
director for pediatrics, has done such an
out standing job bringing together so many wonderfu
peopl e and getting this information to you, she is
going to continue to be here. And Dr. Rosemary
Roberts--1 had hoped she would be here but she said
if I don't nmake it, they know what | | ook
like--will be the Acting Ofice Director. So, you
are in very good hands anyway that you look at it.
Again, thank you all very much for your

partici pation.

[ Appl ause]
DR. CHESNEY: | amgoing to take the
chair's prerogative and add to the agenda. | just

wanted to say in our state of dissolution--

[ Laught er]

--there are sone people we would like to
thank. | amlooking at the list here and |I hope

don't forget anybody but, first of all, we have to
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thank all the people that devel oped the |egislation
that allowed us to be here at all. So, | think
that involves people in the back of the room It

i nvol ves mainly the Acadeny of Pediatrics but al so
pedi atric department chairs, just a whole host of
peopl e that even had the concept that children had
to be recognized in terns of drug use.

I would like to thank El aine Vining, in
the back, and particularly Richard Gorman. | think
t hey have done an anazi ng anount of
behi nd-t he-scenes activity speaking in front of
Congress. |In fact, Richard, you did have dinner
with the President. |Is that not right?

DR. GORMAN:  No, that is not right.

DR. CHESNEY: El aine may have. El aine,
why don't you stand up? | don't know that
everybody in the room knows El ai ne but she is the
| egi slative | obbyist--is that the correct
tern?--for the Anerican Acadeny of Pediatrics and
she is really the one that has negotiated with al
the congressional aides that work with the

senators. | had the opportunity two weeks ago to
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go to the Hll to do sone | obbying for the first
time and these legislative aides are really key,
and El ai ne has worked very, very closely with them
for years now getting all these different |aws
passed. So, | amso glad you are here,
representi ng what the Acadeny does.

[ Appl ause]

Ri chard, | don't know if you want to say
anything further about the Acadeny and the
Commi ttee on Drugs.

DR. GORMAN: Never give up a chance to
talk! | think this has been an issue for the
Conmittee on Drugs for at |east 35 years where it
has ben witten down, and Ral ph Coffnman, who is not
in the roomtoday, and Chet Berlin and Bob Ward, ny
previous commttee chairs, have carried this torch
and just passed it to ne to, luckily, run the | ast
100 yards to get this legislation passed. But the
Acadeny has been organi zationally, systematically
and bureaucratically involved in this effort and
j ust happened to be the face at the end of this

process. As we know, we are not at the end of this
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process as refinenents on our initial efforts
continue to be made.

DR CHESNEY: Thank you. | also wanted to
particularly thank all the nmenbers of the staff who
have really made our job easy. W really do 0.001
percent of the work when we sit here on the
conmmittee because they have done all the work
behi nd the scenes. They have selected what it is
we are going to tal k about--and who knows what they
don't give us to talk about. But |I have al ways
been assured that they don't bring the easy things
to the committee so when we sit and struggle, |
think that is often correct.

But many, nmany people--and | will try to
recogni ze the fewthat ny menory will allow nme to
pul | out--but Rosemary Roberts just wal ked in.
Stand up. | think everybody knows Rosemary, but
she has been al nbst as key to this effort fromthe
begi nning as Dianne has. Shirley Mirphy, obviously
Susan Cummins. You don't know that there are
al ways phone calls behind the scenes and Susan and

Shirley are on those. Rosemary Addy, who nost
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recently has been extrenely helpful in all of this,
and, Solonon, | feel like you have becone one of
this group of staff because you present to us so
often and represent so many of the issues. Tom has
been a wonderful executive secretary. | think we
are all befuddl ed by everything that goes on in the
FDA, but Tomis one of the people who tells us what
we can and can't say and tells me when | can and
can't announce lunch and sone very fundanental
things like that.

[ Laught er]

But Tom has been just enornously hel pful
and gets our enails to us on tinme, gets us our
reservations and gets us our linpusines to the
airport, which he will do today in spite of the
ongoi ng events.

Then, all the nedical officers who have
presented to us--1 can't tell you how inpressive
and what an inspiration it is how clearly you
present; your slides are perfect. They are always
readable. They are succinct. They are right to

the point. | don't know who rehearses behind the
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scenes all the tinme but | assune it is Susan and
Shirley and Sol omon, and |ots of other people. But
we really respect that you respect our tine and
make it so nmuch easier for us.

I think Bill Rodriguez and Don Madi son are
both in the room and Don Wis, but they have al so
been very hel pful to this whole process.

I amonly going to say thank you to Di anne
because you have been key. As you can tell, | am
an intuitive person and | don't handle this kind of
di ssolution very well.

[ Appl ause]

Anyway, thank you Dianne. You have been
everything to this commttee. Thank you

[ Appl ause]

I have discussed this with a few nenbers
of the conmttee and | wanted to bring it again to
the committee's attention. | mentioned it to
D anne yesterday when we were at a very interesting
meeting of which I will just give you a
two-sentence sumary, the Food and Nutrition

Conmittee has very serendipitously discovered the
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presence of furan, which has sone very renote
simlarities to dioxin. It is used to dissolve
resins, to prepare lacquers in a variety of

i ndustries, but they have di scovered very snal |
concentrations of it, on the order of parts per
billion, in a nunber of foods, primarily those that
have been canned and prepared. Interestingly,
because the issue cane up with the pediatric
formul ation of apple juice, they |ooked at other
pediatric foods and it is in forrmulae and it has
been in a nunber of pediatric baby food which is
prepared in bottles by heating.

They have been extrenely diligent about
putting this on the web. It has been out there
since May 7 if you want to look and find all the
details. They are still very busily trying to | ook
at other foodstuffs. They are working very closely
with the folk in Canada. They have an extrenely
sensitive nmass spec assay now which has all owed
themto detect this. O course, nobody knows if it
means anything at all. But it is out there now and

they are working very hard, and D anne and Susan
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were kind enough to ask ne and Dr. Gornman, who
wasn't able to come, if we would go and listen and
comment. Dianne was also there. W represented
the conmittee in telling themthat we would |ike
themto | ook for the presence of furan in a variety
of situations, including the fetus, the
nmot her-fetal diet, the newborn infant who may have
extrenmely permneabl e guts, and | ook at whether this
furan is concentrated in specific tissues, |ook at
fetal and infant animal nodels, and so on and so
on.

I won't elaborate any further, except to
say that that should all be up on the website and
that will be evolving. But in the process | had an
opportunity to talk to Dianne and | told her what
many of us have felt, which is that the issues that
are covered on this conmttee are so inportant and
so interesting and generally not available to 99
percent of those caring for children just because
most of us don't go to the Federal Register on a
regul ar basis or go to the FDA website even though

we have a vested interest init.
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So, one thought we had was that this
committee provide a synopsis of the events of each
of its nmeetings to be published in potentially a
pediatric journal. Pediatrics cones to mnd right
away because it is the official spokes itemfor the
Acadeny and generally one that is read by all those
who care for children. This is at the nonent a
total hypothetical construct because the editors of
Pedi atrics may say they don't want to have anything
that is not pure science and heavily peer reviewed,
but that was the suggestion because issues like the
whol e bilirubin issue | think are just fascinating
and they are just not out there.

I have talked to ny coll eagues and | have
told them about it; nost of themdon't knowit.
So, that was the suggestion and | would be very
interested in comments fromthe comittee and the
FDA and anybody el se. The thought might be that
sonmebody on the conmittee would wite a brief
summary and perhaps it would be the person who
specialized in that particular subject or area, or

perhaps it would be the chair, which | can say
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since | don't even know whether | will be on the
next conmittee. Then the FDA would reviewit to be
sure that there was nothing that had been
accidentally included which is still confidential,
and then submitted to the journal. So, | would be
interested in comments or suggestions, other places
to publish it--New York Tines, Wall Street Journal
Anyway, if you have comments, please let me know or
| et Dianne or Susan or Shirley or anybody el se
know. Shirley?

DR. S. MJRPHY: | would just like to say
that we have been discussing internally about how
to get information, how to disseninate informtion
and | totally agree with you that it is just not
out there. It reaches sonetinmes the newspapers if
it isreally controversial but | think a systematic
way of having a regular colum and reporting in
Pediatrics, and | think your idea of sharing the
responsibility, and then we would be happy to fact
check it because the slides are publicly avail abl e
on the web, it is all in the public donain, what is

di scussed here, unless it is a closed session. So,

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (166 of 367) [6/21/2004 12:08:53 PM]

166



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

I think it is not too onerous a job and we woul d be
happy to pitch in an help with that.

DR CHESNEY: Skip?

DR NELSON: Two comments, | think if the
i dea was to have an ongoi hg nechani sm by which
informati on could get out to pediatricians, that
probably woul dn't be Pediatrics as a venue but
m ght be sonmething |like AP news where there could
be an interest in nore tinely and | ess sort of
academi c discussions. Part of the problemw th
this is who is going to wite the first draft. |
mean, there are some practical things. But if, in
fact, that was done one of the questions would be
to what extent it could be a broad sort of
reflection on pediatric drug devel opnent --where has
it been; where is it going, with a focus on the
committee but not just sinply a historical basing
of the topics but al so stepping back and | ooki ng at
sonme of the broader process issues that we bring
up; labeling issues that we have di scussed; and
those kinds of things. If we did that, it would

probably have to be nore of a product of the
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i ndi vidual s on the committee and not of the
committee nor of the FDA because | presune there
are sone things that people in the FDA couldn't in
fact say.

DR. D. MJRPHY: | think there are a
variety of ways to approach this. One possibility
is just this synthesis of the discussion. At |east
in one option here it would be Iinited to the facts
that were presented and the discussion, and it
woul d be synt hesi zed--these were the issues; these
were the pros and cons; this is what the committee
advi sed; this is what m ght be happening. So
pedi atricians, famly practice people who take care
of children woul d know that this is you, out there.

The broader topic | think is always
sonething that is an option for anybody on the
committee who can use this information because it
was publicly presented. But | think what Joan was
tal ki ng about was trying to identify naybe not
every neeting but those scientific issues that have
come up. You all are a panel of experts that were

brought together; you think about it; and when you
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think that it is inportant that sonehow it be
synt hesi zed and made nore avail abl e.

DR. CHESNEY: One other group | forgot to
thank is the cormittee itself. | think this has
been a wonderful group and we have enjoyed each
other's conpany when we were allowed to talk to
each other. Thank you all for making the little
bit that | have had to do so nuch easier. Tom do
we have pernission to eat now? Wy don't we plan
to reconvene no later than 12:30 so that we can
continue to nove things ahead in ternms of traffic?
Thank you.

[ Wher eupon, the proceedi ngs were recessed

for lunch, to reconvene at 12:30 p.m]
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AFTERNOON PROCEEDI NGS

DR. CHESNEY: | think we are ready to
start. There were two people that cane in after we
did the formal introductions this norning so |
wondered if they could both introduce thensel ves.
Dr. Cragan and Dr. Luban.

DR. CRAGAN. | amJan Cragan. | ama
pediatrician with the Division of Birth Defects and
Devel opnental Disabilities at CDC

DR CHESNEY: Thank you. Dr. Luban?

DR. LUBAN: Naom Luban, pediatric
hemat ol ogi st, Children's Hospital National Medica
Center in Washington, D.C

DR. CHESNEY: Thank you. Now Dr. lyasu is
going to--nmy apologies. As | told you, Tom keeps
us in line. He has to read a second neeting
statement before we have the next session. Thank
you.

Meeting Statenent

DR. PEREZ: Thank you and good afternoon

The foll owi ng announcenent addresses the issue of

conflict of interest with respect to the update on
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neonatal withdrawal syndrome and congenital eye
mal formations reported in infants whose nothers
used an SSRI during pregnancy and is nade part of
the record to preclude 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 nmeeting. Unlike
i ssues before a commttee in which a particul ar
product is discussed, issues of broader
applicability involve nmany industrial sponsors and
academic institutions. Al special governnent
enpl oyees have been screened for their financial
interests as they may apply to the general topic at
hand. Because there has been reported interest in
phar maceuti cal conpani es, the Food and Drug
Adm ni stration has granted general matters waivers
to the special governnent enpl oyees who required a
wai ver under a waiver under Title 18 U S. Code
Section 208 which permits themto participate in

today' s di scussi on.
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A copy of the waiver statement may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parkl awn Buil di ng.

Because general topics inmpact so nmany
entities, it is not prudent to recite all potentia
conflicts of interest as they apply to each nenber,
consul tant and guest speaker. FDA acknow edges
that there nay be potential conflicts of interest
but, because of the general nature of the
di scussi on before the conmittee, the potenti al
conflicts are mtigated

Wth respect to FDA's invited industry
representative, we would like to disclose that Dr.
Sanuel Mal donado is participating in this neeting
as an industry representative, acting on behal f of
regul ated industry. Dr. Ml donado is enpl oyed by
Johnson & Johnson.

In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant has a financial

interest, the participants are aware of the need to
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excl ude themsel ves from such invol verrent 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 involverment with any firm
whose product they may wish to comment upon. Thank
you.

DR. CHESNEY: Thank you. Dr. Wsner,
could you introduce yourself, please?

DR WSNER M nane, is Kathy Wsner and
I amfromthe University of Pittsburgh. M work
i nvol ves studies of depression and its treatnent in
chi | dbeari ng aged wonen.

DR. CHESNEY: Thank you. \What departnent
are you in there?

DR. WSNER: | have academni c appoi ntnents
primarily in psychiatry, but secondary appointnents
i n OB-GYN and epi demi ol ogy.

DR CHESNEY: Thank you. Dr. lyasu?

DR. IYASU: It is ny pleasure to introduce
the first speaker for this session, which is an

updat e on neonatal w thdrawal syndrone. Kate
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Phel an is a pharnaci st and works at the FDA. She
has spent six years as a drug information
specialist at the United States Pharnacopei a before
comng to the FDA. In her current position she is
a safety evaluator in the Ofice of Drug Safety.
She has been with FDA since 1999.

Update on Neonatal Wthdrawal Syndrone

M5. PHELAN. H. M nane is Kate Phel an.
| ama pharmacist. | work as a safety evaluator in
the O fice of Drug Safety.

I n Novenber of 2001 |I completed a review
of reports of neonatal wthdrawal syndrone of
serotonin uptake inhibitors. | will present that
reviewto you today. First, | will give a brief
overvi ew of the FDA Adverse Event Reporting System
or AERS, so you w Il understand the context and the
source of the neonatal w thdrawal syndrone cases
that | reviewed. Second, | will describe the
process of evaluating an adverse event. Third, |
will present ny review of neonatal w thdrawal
syndrone after in utero exposure to SRl drugs.

Finally, I will give a few concl usions.
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The FDA' s dat abase of adverse events
reported for drug and biol ogical products is known
as AERS, which stands for Adverse Event Reporting
System Adverse event reports cone from heal thcare
prof essi onal s, consuners, medical literature and
postmarketing trials. Healthcare professionals and
consunmers report to manufacturers and, through
MedWat ch, they report directly to the FDA

Reporting by healthcare professionals is
voluntary. However, drug manufacturers are
required to send adverse event reports that they
receive to the FDA in various time frames based on
the severity and expectedness of the event.

Expect edness is deterni ned by drug | abeling.

There are sone limitations to AERS data.
Sone limtations pertinent to the issue of neonata
wi t hdrawal syndrome are that the reporting is
voluntary and, therefore, adverse events are
under-reported. The FDA does not have drug usage
data for use during pregnancy. For these reasons,
we cannot cal culate true incidence rates using

t hese dat a.
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Many reports lack information, especially
about other drugs that may have been used by the
nmot her. Al so, nobst reports do not specify what
steps were taken to eliminate other possible cause
for the signs that are seen in the neonate.
Reporting biases affect adverse event reporting.

For exanple, nedia attention, such as Paxil has
received in recent years, can stinulate uneven
reporting between drugs. Also, the length of tine
a drug has been marketed affects adverse event
reporting. Reporting bias can invalidate

conpari sons of drugs that are nade based on the
nunbers of reports. Therefore, AERS data can
suggest but it cannot confirmthat a drug caused an
adverse event or that drugs differ in rel atedness
to the adverse event.

So what good is AERS? AERS is invaluable
in helping to discover previously unknown adverse
drug events, especially adverse events that occur
too rarely to be seen in clinical trials or that
occur in popul ations that are excluded from

clinical trials such as pregnany wonen. AERS data
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must be supported by further investigation. Safety
eval uators obtain followup information from
reporters of inportant cases if possible and we
review the nedical literature. Al so, FDA new drug
review divisions may revisit previously submtted
drug trial data or even request additional study by
a drug sponsor. So, attenpts are made to obtain
data from nunmerous sources in deternining
associ ati on between the reported adverse event and
a suspect drug.

Each safety evaluator in the Ofice of
Drug Safety nmonitors a fixed group of drugs for
adverse events that are possibly related to the
drug and are unexpected or of greater severity,
frequency or specificity than is described in drug
| abeling. Safety evaluators may contact reporters
for additional information and we search AERS and
the nedical literature for simlar reports, as
ment i oned.

Each report is evaluated for rel at edness
to drug and included or excluded fromthe case

series using case definition criteria devel oped by
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the Ofice of Drug Safety or by the safety

eval uator. Case definitions are used to provide
consi stent characterization of the adverse event
and to facilitate retrieval of clinically relevant
cases. Findings and recommendati ons of the O fice
of Drug Safety are sent to the new drug review
divisions for their consideration.

Now t hat you have a general understandi ng
of the Ofice of Drug Safety's reviews, | will
present my review of neonatal withdrawal syndrone
with SSRI drugs. The drugs that | led are
citalopram fluoxetine, fluvoxam ne, paroxetine,
sertraline and venl afaxine. Collectively, | am
referring to these drugs as serotonin reuptake
inhibitors or SRIs. As you know, the first 5 drugs
selectively inhibit serotonin reuptake and
venl af axi ne i nhibits both serotonin and
nor epi nephri ne uptake. Cital opramwas not approved
inthe US at the tinme this review was conpl et ed.

Because adult discontinuation syndronme is
a known effect of these drugs, when reports of

neonatal withdrawal syndrome appeared in AERS it
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was |logical to believe that there might be an
associ ation between the reported signs in the
neonate and the abrupt discontinuation of the SR
that occurred at birth.

Reports in AERS are coded using the nedDRA
term nology. MedDRA is a hierarchical dictionary
designed for use in drug regulation. In fact,
MedDRA stands for Medical Dictionary for Regul atory
Activities. | began with a review of AERS cases
with the MedDRA code drug withdrawal syndrone,
neonatal. This review showed predom nantly
neur ol ogi cal , neuronuscul ar and autonomic effects
so | broadened ny AERS search accordingly.

Utimately | did 3 AERS searches, focusing
on neurol ogi cal, neuronuscul ar and autonom c
events. In the first search | used MedDRA terns
specific to neonates. |In the second search | used
general MedDRA terns but | restricted the search to
cases in which the patient was reported as age 0-3
months. The third search was perfornmed because
conplications of naternal exposure to therapeutic

drugs are sonetinmes reported and coded in AERS as
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180
t hough the nother were the patient so if | had
searched restricted by age, | would not have
retrieved those reports.

| al so searched PubMed for related studies
and cases. All cases retrieved from PubMed were
also in AERS and will be covered in this talk. The
few studies available at that tinme will be
mentioned by Dr. Levin who will speak after ne.

I n deci ding whether to include each case
as neonatal withdrawal syndronme possibly associ ated
with SRI, | applied these criteria. These criteria
were adapted fromthe article "Serotonin Reuptake
I nhi bitor Discontinuation Syndrome: A Hypothetica
Definition," by Schatzberg et. al. that appeared in
the Journal of dinical Psychiatry in 1997. Pl ease
note that the case definitions that we apply to
AERS data eval uati on are not synonymous with
diagnostic criteria. Qur case definitions nust be
useful in the setting of inconplete data.

The case should have all 4 of the
followi ng characteristics: First, the nother had to

be taking an SRI up to the birth. Cases were
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181
excluded if the SRI was discontinued before the
birth.

Second, the observed signs should not be
attributable to factors other than the discontinued
adm nistration of the SRI. Many cases were
excl uded because the nother was al so taking a
benzodi azepi ne which could cause withdrawal in the
neonat e.

Third, the signs of wthdrawal should not
be present at birth but should appear with sone
delay after birth. It is possible for wthdrawal
to be seen at birth depending on the timng of the
mot her's |l ast dose and the half-life of the drug
but | applied this criterion in an attenpt to
di stinguish withdrawal fromserotonin toxicity in
t he neonate.

Fourth, the sign should resolve. Part of
the hypothetical definition of SSRI withdrawal in
Schat zberg is that withdrawal syndrone is a
transi ent phenonmenon. |In a few cases the adverse
event was persisting nonths or years after birth.

These cases were excl uded.
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Finally, nost cases were reported by
heal t hcare professionals. | did not want to
question the clinical judgnent of the healthcare
pr of essi onal who had wi tnessed the event. So, if
the reporter called the adverse event suspected or
di agnosed SRl wi thdrawal and the information in the
case did not contradict either the first or the
second criterion that | have here, then the case
was included in the case series. In nmany of the
cases included on this basis the adverse event was
present at birth or was persisting at the tinme the
case was reported.

My AERS search retrieved the nunber of
cases that appears in the columm headed "2001." |
reviewed the cases and applied the case definition
that | just described. The nunmber of cases that
met the case definition of neonatal w thdrawal
syndrone possibly related to the SRl appears in the
nm ddl e col um, headed "net definition." Nunbers of
cases received by FDA since the Novemnber, 2001
review of this issue appears in the final colum,

headed "2001-4." | need to stress that the counts
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in that colum are raw case counts, the cases that
had no evaluation, and | have included it nerely to
illustrate that we are still receiving cases.

A total of 57 cases net the case
definition. |In 47 of these cases suspected or
di agnosed wit hdrawal syndrone was report ed.
Thirty-seven additional cases were excluded because
the adverse event was present at birth. This
contributed to the new drug revi ew division
deci sion not to distinguish withdrawal from
toxicity that Dr. Levin will discuss.

As an exanple to show you why so many
cases were excluded fromthe case series, | wll
present fluoxetine. Fifty-six unduplicated cases
were retrieved for fluoxetine and 52 of these cases
were excluded for the reason shown. | wll
el aborate on only 2 of these reasons. |n 8 cases
the reported adverse event was not consistent with
the characteristics of the other w thdrawal cases.
These cases included 4 congenital anomalies, 3
adverse events that occurred during breast feeding,

and 1 report of dehydration. Also, 1 case was
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excl uded because fluoxetine adm nistration to the
neonate did not relieve synmptons. Although this
was not a criterion of the case definition, it is a
characteristic of withdrawal. Administration of a
simlar drug should relieve synptons.

In the neonatal withdrawal case series
there were 56 pregnancies and 1 twin birth. The
mot her' s age was unknown in nost cases. The
di agnoses for maternal SRl use was depression in
the mapjority of cases that included this
informati on. There were several diagnoses reported
in one case each that | did not include here. SR
dosage was within | abel ed reconmendati ons except
for one venl af axi ne case in which the nother was
taki ng 450 ng/day. She was taking venl af axi ne
tabl ets whi ch have a nmaxi num reconmended dose of
375 ng/day for severe depression. Some cases
i nclude drug use that may have been confoundi ng and
perhaps, in retrospect, | should have excluded sone
of these cases. These were occasional alcohol, in
4 cases; cigarettes, in 7 cases; and marijuana, in

2 cases. However, these cases were distributed

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (184 of 367) [6/21/2004 12:08:53 PM]

184



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

anong the SRIs so they should not greatly affect
the dat a.

Neonates were premature in 5 of 35 cases
that included | ength of gestation. These were 1
fluoxetine and 4 paroxetine cases. There were 25
mal es and 17 fenmales. Birth weights averaged 3. 04
kg in the 28 cases that included birth weight
Apgar scores averaged 7-9 at 1, 5 and 10 m nutes.

On this slide the drugs are listed in
order of increasing half-life. Tinme frombirth to
onset of the adverse event and duration of the
adverse event are presented as nedian tines if
there were 3 or nore cases that contained this
information. The reported tinmes to onset and the
duration of signs actually covered rather broad
ranges. However, the median tines to onset
somewhat follow half-life. Onset and resol ution of
signs may be difficult to pinpoint clinically and
there are few cases here so we can't really draw
concl usi ons fromthis.

These are the adverse event terns that

were reported in nore than one case. They are
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1 grouped by body system and presented by decreasing
2 nunber of nentions. The profile is simlar for al
3 SRI's, with nervous system and neuronuscul ar

4 excitation nost frequently reported. Feeding and
5 breathing difficulties and tenperature

6 dysregul ati on were also reported. Additionally, a
7 nunber of breathing difficulties were reported in
8 one case each, including apnea epi sodes, gasping,
9 shal | ow respiration and hypoventilation

10 A conparison with reported signs and

11 sympt ons of di scontinuation syndrome for

12 venl af axi ne and SSRI cl ass | abeling show sonme terns
13 in common with the neonatal reports. These are

14 irritability and agitation. Most of the other

15 terns in the class |abeling are subjective and

16 would not be observable in a neonate.

17 More than hal f of the cases reported sone
18 treatnment for wthdrawal, nost comonly increased
19 hospital stay. Regarding outcone, the case
20 definition for accepting cases as neonata
21 wi thdrawal possibly related to the SR specified

22 resol ution of signs unless the reporter said SR
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wi t hdrawal or was di agnosed or suspected. So, nopst
of the cases did resolve.

I'n conclusion, there are possible cases of
neonatal withdrawal reported for all of the SRI's
approved at the time of this review They reported
simlar signs in the neonates. Thus, the AERS data
support the occurrence of neonatal withdrawal as a
class effect of the SSRI drugs.

The nost frequently reported signs of
neonatal wi thdrawal are excitatory nervous and
neur omuscul ar effects. Breathing, feeding and
thermal regulation difficulties have al so been
reported. Neonates exhibiting signs of SR
wi t hdrawal may require supportive treatnent.
Therefore, healthcare professionals should be nmade
aware that adverse events nmy occur soon after
birth in neonates exposed to SRI drugs in utero at
the end of pregnancy.

The purpose of mny review was to exam ne
SRl withdrawal. However, sone of the cases that |
excluded fromny case series, particularly those

excl uded because the adverse event was present at
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birth, suggest that SRl toxicity may al so occur in
neonat es exposed to these drugs in utero. Dr.
Levin will discuss that issue further. Thank you.

DR CHESNEY: Should we hold coments and
questions until the other two speakers? Are there
any technical questions that anybody has for Dr.
Phel an?

M5. PHELAN: | amnot a doctor. That is
why | said | was a pharmacist. | don't want any
fal se expectations!

DR. CHESNEY: | call pharmaci sts doctors
al so. Next speaker?

MS. PHELAN: Dr. Robert Levin is the next
speaker. Dr. Levin is a nedical reviewer in the
Psychiatry Section of the Division of
Neur ophar macol ogi cal Drug Products. Prior to
coming to FDA, he was with the N MH where he worked
as a health policy analyst in the Ofice of the
Director and as an NIMH staff fellowin the
Geriatric Psychiatry Branch. Before working at
NIH, Dr. Levin had practiced in clinica

psychi atry.
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DR LEVIN. | wll be talking about a
recent FDA class labeling initiative regarding
SSRIs and SNRIs. In particular we are focusing
today, of course, on the neonatal adverse events.
Wth that initiative we are al so di scussing and
proposing class |labeling for adult discontinuation
synptons which we will discuss a bit today in
compari son and contrast to neonatal synptons.

Here is an exanple of one of the little
boys and girls we will be discussing.

These are the particular drugs that we
will be discussing as well. They are all narketed
SSRI's and one marketed SNRI, venl af axi ne as wel | .

Here are the objectives. One is to
present highlights of the proposed class | abeling
that we have for both precautions sections,
pregnancy and al so dosage and admi ni strati on.
Also, | would Iike to provide a rationale for our
deci sion to propose such class labeling. As Kate
suggested, within the topic of providing a
rationale for the labeling, | would like to

enphasi ze that the neonatal adverse events that we
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wi || discuss appear to be consistent with either
neonatal withdrawal from SSRIs, SNRIs or toxicity,
or perhaps both in sonme cases.

These are the sources of information that
led us to our decision to propose class |abeling.
Kate mentioned and detail ed the useful ness and
limtations of the AERS data system Subsequently
I will discuss the benefits and Iinmitations of the
other three sources | have |listed here.

This is sonme of the verbatimlanguage,
proposed | anguage i n our precautions section.

There are two inportant points in the first bullet.
One is that all the SSRIs and SNRI's have been
implicated or associated with the adverse events at
the time of our analysis. The other nmjor point
under bullet nunber one is that the adverse events
to be discussed have only been reported in
association with third trinmester exposure to the
drugs, not the first or second trinmester.

As Kate nentioned, the nost severe
conplications and treatnents required have been

prol onged hospitalization, admission to specia
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care nurseries, respiratory support including
ventilation and CPAP, tube feeding as well as use
of anticonvulsants, |V fluids, and in sonme cases,
just a handful of cases, clinicians have decided to
use antiserotonergi c drugs such as thorazine.

Al so, clinicians have used propranolol.
Apparently, they made the claimthat there was
i mprovenent in the synmptons but it is hard to tell
It is hard to interpret with those few cases.
Whereas synptons may arise i mediately
upon delivery, they can also arise anywhere froma
day and a half to five days. It seens that the
nmost typical tine for presentation of these signs
or synptons is roughly several hours to a day and a
hal f. Beyond a day and a half it seens to be rare
that these events arise
This is a list of the nbst comonly
reported neonatal signs associated with materna
use of SSRI and SNRI during pregnancy. You can
read those. As Kate suggested al so, we can roughly
categorize these in several clusters. One is

feeding difficulty. Another is respiratory
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di stress/autonomc instability. Also, there are
cases in which signs are consistent with
tenperature instability, as well as abnormal tone,
bot h hypot oni a and hypertonia; trenor and
jitteriness and the non-specific sign of "constant
crying" or "increased crying." Al so, sleep
di sturbance is a very comon signh reported in these
cases.

One of the nore inportant points in the
precautions section in pregnancy is that, as
menti oned, the signs reported | ook to be consistent
with either SSRI or SNRI discontinuation synptons,
so anal ogous to the adult synptons, or direct toxic
effects of the drugs in question

In the nore severe cases these neonata
signs resenble or are consistent with serotonin
syndrone, quite a severe form of serotonin
toxicity. W refer to that warning section which
contai ns | anguage about serotonin syndrone.

This may be a bit controversial but we
have included this based on sone evidence,

admittedly not on data for controlled studies.
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There is sone suggestion that when treating a wonan
with SSRI or SNRI one m ght decrease the risk of
both SSRI withdrawal and toxicity by carefully
tapering the drug roughly 10-14 days before the
expected due date and in the case of fluoxetine

per haps abruptly discontinuing the drug at about 14
days. That is why we nade the suggestion included
in that dosage and admi nistration section.

These are the six terns, all of them have
been used and reported for what appear to be
somewhat identical syndrones, neaning the signs and
synptons we just discussed that are in the | abeling
and that we have been tal king about and that Kate
has tal ked about. | will go over one in particular
because it is probably one of the terns that is
least famliar to nmost of us. Poor neonata
adaptation is defined by Chanbers et al. as
tachypneal/respiratory di stress, oxygen desaturation
upon feedi ng, hypogl ycenia, poor tone, weak or
absent cry. That is the extent | think of the
consensus definition of poor neonatal adaptation

Maybe there will be other investigators who wll
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use a slightly different definition but those are
typically the signs and synptonms that are included
under that definition

The other terms |isted have various |evels
of definition as far as consensus goes but SR
wi t hdrawal , as Kate nentioned, does have a
hypot heti cal definition as per Chanbers et al
which we will discuss subsequently. We will talk
about the other syndrones in a few nminutes too.

This is Schatzberg. This paper is the
result of an expert panel that was convened for two
basi ¢ reasons: The participants wanted to decide
upon a hypothetical definition of adult SSRI/SNR
di sconti nuati on syndrone, and they also wanted to
identify particular synptons involved, cluster of
synptons. You can see the six clusters that they
have agreed upon. | think in general it is fair to
say this is well accepted by clinicians and
investigators for definition of adult SSRI/SNRI
wi t hdr awnal .

These are very conmon reports. It is

quite comon for patients to report dizziness upon
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di scontinuation or |ight-headedness. G
di sturbance is quite common, as are reports of
flu-1ike syndrones. It is quite common for
patients to report "electric shock" sensations or
"ny brain is shorting out" or "my head is shorting
out." It is very comon also to have sleep
di sturbance and neuropsychiatric synptons that are
listed on this slide.

One of the main points of the
neuropsychiatric synptons is that, of course, they
can resenbl e the very di sease patients are being
treated for but there are also "new' synptons that
are not identical to a patient's previous synptons.
If one does have those signs and synptons, it is
nore suggestive that this may be a discontinuation
or withdrawal syndrome rather than a recurrence of
the illness. That has practical inplications for
how to treat and interpret the synptons.

This is a brief list, a well-accepted I|ist
of toxicity synptons in adults. Kate suggested
this too. There are largely CNS effects,

neuronmuscul ar effects and G di sturbance
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1 A nore severe for of serotonin toxicity is

2 serotonin syndrome. This can be |ife-threatening,

3 and these are the three main clusters that are

4 involved. Notice that the nore severe synptons
5 i ncl ude convul sions, disorientation, cognitive
6 i mpai rrent, abnormal nuscul ar tone as in the case

7 of the infants, and serious conplications such as

8 aut onom ¢ and tenperature instability. One can

9 note the simlarities of these synptons to sone of
10 the neonatal cases reported. Again, those neonata
11 cases that overlap with these synptons are the nore

12 severe cases. It is likely that cases of SSRI and

13 SNRI withdrawal toxicity are probably

14 under-reported, as are nmany adverse events, and as

15 a result of the various biases that we see the nobst

16 severe cases are reported. So, even though the

17 | abeling reports the nost severe, we include al so

18 sone typical synptons. Admttedly, we have

19 pur posely included the nore severe synptons.

20 You can |l ook at this slide and my point

21 here is to try to nake the case that what

22 investigators are reporting to be neonata
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withdrawal is, in fact, consistent and anal ogous to
adult withdrawal. As Kate nentioned, it is quite
difficult to elicit synptons in a neonate. W nust
rely on signs. But in the ones that | have listed
here there does seemto be an overlap, in the first
bull et, between the neonatal w thdrawal syndrone
report and the adult w thdrawal synptons. The
timng of onset of synptoms is also inportant to
consider and may hel p us nake an interpretation of
whet her the syndrome is withdrawal versus toxicity.
Time to resolution also mght help but that is a
little nore difficult to interpret.

This is an anal ogous slide. here | am
trying to make the case that in sone cases neonata
toxicity of SSRIs and SNRIs is consistent with and
perhaps identical in sone cases to adult toxicity.
In my opinion, there is nmore overlap in many cases
with adult toxicity than with neonatal withdrawal
but, again, both cases probably exist.

What is especially suggestive are severa
things, both the quality and severity of the

synptons and the treatnent required, as well as the
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1 i medi at e onset of synptons in nmany cases that Kate

2 referred to as well. The cases that seem

3 suggestive of toxicity al so appear to have a | onger

4 duration. The other suggestive piece of

5 information that is rarely available, but in some

6 case reports clinicians have obtained serumlevels

7 of the drug and the active netabolites to try to

8 correlate synptoms and resolution with drug |evels

9 and the decrease of drug levels. That has been

10 somewhat successful but, admittedly, it is just a

11 handf ul of cases and one study which we will review

12 uses that approach

13 Actually, it is this study. This is a
14 study by Laine et al. It is a prospective study,

15 not random zed, with matched controls. The point

16 was to prospectively assess the possible

17 associ ation between SSRI/SNRI use during pregnancy

18 and subsequent neonatal adverse events that we have

19 di scussed, in the short term neaning 0-4 days,
20 which we will discuss.
21 The subj ects included were wonen who

22 ei ther had depression or panic disorder. There
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were matched controls who were not receiving these
drugs. The two drugs that the wonen had been
treated with before--in other words, these were not
randoni zed wonmen but had been treated with
fluoxetine or cital opram hopefully, by other
clinicians, and were included in the study and they
must have been using one of the two drugs
t hroughout pregnancy up until delivery to be
included in the study.

In yellow | have highlighted two of the
i mportant points about the study. One of the
benefits of the study conpared to others is that
the investigators used specific outconme neasures
that were quite hel pful in making an assessment of
whet her or not the drug exposure was related to the
subsequent synptons. O course, they elicited
spont aneous adverse events. They | ooked cl osely,
in a serial fashion, at both maternal and neonata
drug levels and active netabolite | evels and they
| ooked at nonoam ne | evels, including serotonin as
well as their active netabolites.

Al'so quite hel pful was their use of the
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specific 7-item assessnent | ooking in particular
for potential signs of toxicity that have been well
accepted in adults. Their scale is based on 2
val i dat ed scal es by authors who had studied
serotonin toxicity in adults.

Those are the 7 itens that they nonitored
prospectively. They found that the 3 nbst comon
adverse events anmong the 7 were trenor
restlessness and rigidity. One inportant finding
was that in the group treated with SSRIs throughout
pregnancy, comnpared to the control group, had a
4-fold increase in serotonergi c synptom score and
severity during days 1-4, frombirth to day 4.

They al so conpared groups at day 14 and day 28 but
did not find a significant difference at those 2
poi nt s.

The nean neonatal drug |levels were in the
usual adult range, the "normal" range of adults.
There may have been a few in the abnormally high
range but generally the levels were within the
normal adult range. They al so reported that

synptom resol ution correlated with decreasi ng serum
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SSRI drug | evel

Anot her interesting finding was that the
SSRI group had a nean |ower cord 5-H AA which is a
met abolite of serotonin and purportedly suggests a
hi gher serum of CSN serotonin activity and the
serotonergi c synptom score correl ated inversely
with that measure.

In this slide | want to make the point
that if one | ooks at the green cubes, they
represent the nunmerous factors that are involved in
pregnancy, in the normal physiol ogy of pregnhancy as
wel | as perturbations of the physiol ogy of
preghancy. | amreferring to drugs such as SSRIs,
SNRI s, other psychotropic drugs, drugs such as
al cohol and ot her drugs of m suse, vitamns,
nutrients--all those obviously have an effect on
the outcome of pregnancy and we nust consider the
nunerous vari ables when trying to interpret these
neonat al adverse events that we are tal king about.

In the cases that Kate has di scussed and
that | amreferring to, | think it is fair to say

that the mgjority of the cases had confounding
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vari abl es, either depression itself--and that is
one of the nost inportant points to focus
on--depression itself clearly has associ ated
adverse events that are simlar to the adverse
events that we may attribute to SSRI/ SNRI
wi thdrawal or discontinuation. For exanple, babies
born to nothers who are not treated for depression
but who are clearly depressed can have jitteriness,
|l ow birth weight. They are described as being hard
to soothe frequently. So, the signs do overlap
with the synptonms we are tal king about in relation
to SSRI exposure. Also, there are clearly nunerous
factors that we don't know of in the case reports,
which are limted in the AERS system

Anot her inportant point in trying to sort
out to what extent other drugs in this class are
simlar or different is that we really don't know
what the denom nator is. W don't know what the
actual quantitative use of these drugs in pregnancy
is. W also don't know the background rates of the
adverse events in pregnancy or other conditions.

So, these are huge problens in naking certain
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determinations. | mentioned the limtations of the
dat a.

Another difficulty in interpreting these
neonat al adverse events is, of course, the linted
repertoire of neonatal behaviors. W can't elicit
synptons per se and the signs that they exhibit are
within a fairly tight range so it makes it nore
difficult, of course, than naking an interpretation
in adults with adult adverse events.

One of the other problens with
interpreting whether or not, for exanple, these
drugs have a causal relationship to neonata
adverse events, either the drug effect or the
di scontinuation, is that many of the SSRI/ SNRI
synptons of neonatal withdrawal or toxicity have an
overlap. The very synptons that are reported for
wi t hdrawal such as jitteriness, for exanple, or
trenor or increased tone are also reported for
purported neonatal toxicity.

Despite the uncertainty that we di scussed,
we feel that there is a strong associ ati on between

the use of these drugs with neonatal adverse events
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that these should be listed in |labeling. Again, we
enphasi ze that this is only associated with third
trinester use of these drugs.

To repeat one of the points, we feel that
the adverse events can be consistent with the
SSRI/SNRI wi thdrawal or toxicity and perhaps both
in an individual case. |In fact, there were severa
cases that were suggestive of a neonate having
toxicity several days or perhaps a week | ater going
through withdrawal so that is theoretically
possi bl e.

Several other reasons for deciding to
pl ace this language in labeling is that, at |east
in the cases reported, nmany of the neonates
required serious specialized care such as
hospitalization, ventilation, etc., the types of
treatments we have nentioned. O course, because
of this, clinicians need to be aware of the
potential for devel opment of these adverse events
i n neonates who had been exposed in utero to these
drugs. It may be possible, and Dr. Wsner nmay

di scuss this, that there may be prevention
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1 strategies that are practical and effective. W

2 al so need to consider diagnosis, meaning, making

3 differential diagnosis between w thdrawal and

4 toxicity, or neither. O course, in nmany cases

5 these synptonms may have nothing to do with the

6 drug. We can't make definitive attributions.

7 On the last slide | want to enphasize

8 that, of course, it is very inportant to treat

9 depression during pregnancy. There is extrene

10 nmor bi dity of depression and everything that applies
11 to a man or woman, pregnancy or not, in depression
12 applies to wonen during pregnancy--suicide, severe
13 dysfunction, social dysfunction, poor weight gain,
14 mal nutrition which, of course, inpacts the

15 devel opment of the neonate.

16 In contrast to previous years during which
17 many aut hors reported that pregnancy "protected”
18 worren agai nst nood di sorders or recurrence of nood
19 disorders, it is becoming nore clear that the

20 preval ence of depression during pregnancy is quite
21 hi gh, as high as 10-16 percent. Wth nore

22 information that is available as tinme goes on,
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physi cians and the patient can weigh potenti al
ri sks and benefits to the nother and neonate when
deci ding whether to treat depression or not or
ot her psychiatric synptons.

That is another inportant point, that we
are not just tal king about depression. These
drugs, of course, are used for anxiety disorders
such as pani ¢ di sorder and PTSD and
obsessi ve-conpul sive disorder so it is a larger
popul ation than | was actually referring to.

Also, it is possible that the clinician
m ght reduce the risk of neonatal exposure to these
drugs by tapering near termand that they m ght
reduce the risk of recurrence of depression or
post partum depression by pronptly restarting the
drug in sonme cases upon delivery in the delivery
room That is one potential strategy. O course,
we do not have a consensus about interpretation and
managenment of these conplicated neonatal adverse
events and ideally controlled trials are needed in
this inportant field.

The | ast point--of course, it is hard for
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many of us to imagine, including nyself, that one
can conduct truly random zed, controlled studies in
pregnant wonen but it is possible to consider the
ethics of not treating, not know ng what is
happening in these studies. It would be
interesting to see what might happen, particularly
whet her or not investigators mght be able to
conduct random zed, controlled trials.

Finally--1 thought the |ast slide was
final; this is the last slide and | want to point
out the status of the proposed class |abeling, and
this is for both |l abeling in pregnancy and | abeling
in precautions in adults and for dosage
adm nistration. Firstly, all the drugs have
i ncorporated the proposed | abeling. Those listed
in the first bullet have included the | anguage.

The sponsor of fluoxetine has verbally accepted the
class labeling and currently our Divisionis in

di scussion with the sponsor of sertaline about

whet her or not they will consider incorporating the
class | abeling. Thank you very nuch.

DR CHESNEY: Thank you. Any technica
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questions? Dr. Gornman?

DR. GORMAN: I n accepting this class
| abel i ng, do the sponsors have the opportunity to
modify it in any way or is it a whole or none, up
and down quote?

DR. LEVIN. They have the chance to
attenpt to do so

[ Laught er]

No, seriously, we had discussions about
that. O course, as you mght guess, especially
with drugs that have a longer half-life, companies
m ght argue that qualitatively and quantitatively
these adverse events are different but, in fact,
that is probably not true fromthe data avail abl e.
So, for practical reasons, probably each conpany
did request making nodifications but in the end
they accepted the verbati mlanguage that we
proposed.

DR CHESNEY: Dr. Ebert?

DR. EBERT: | hope this is a technica
question, but does the AERS dat abase enable the FDA

to do any long-termfollowup on these children?
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You have the imredi ate postnatal adverse events but
are you able to foll owup these individuals two or
three years later to identify the |ong-term

ef fects?

DR. LEVIN: | think one answer is that it
is extrenely difficult based on the fact that these
are spontaneous reports and voluntary reports. It
woul d be great if we had that. It is very hard
under the current system There are conpanies,
maybe one conpany | can think of that is
prospectively nmonitoring women who are using an
anti depressant during pregnancy. That seens to be
a nore productive strategy. At this point,
al t hough what you are suggesting woul d be ideal,
amnot really sure to what extent one can request
further follow up unless there are serious adverse
events. If it is a serious adverse event, defined
by regul atory | anguage, then the conpanies are
obliged to give followup reports. But the typica
reports describe, as Kate mentioned, the type of
synptons and signs, the timng of onset, a few of

the obstetric factors and co-norbidities, sone
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concomitant neds, but ny recollection is that it is
fairly rare for those reports to have included the
duration of the adverse event or the tine to

resol ution.

DR. D. MJRPHY: Just to reinforce that,
AERS is not set up for long term Also, it wuld
be difficult to sort of inagine how soneone woul d
make that connection later on to a therapy given
earlier so you really would need to set up sone
sort of prospective study.

DR. CHESNEY: Dr. O Fallon?

DR O FALLON: It seens to nme it is
crucial to be able to distinguish between
wi t hdrawal or discontinuation versus toxicity
because you have to treat themtotally differently.
Correct?

DR. LEVIN: R ght, yes.

DR. O FALLON: So, | amlooking at your
list and | don't see how you coul d possibly, just
by | ooking at these descriptions, tell. 1Is there
any way you can? Here is a person who has this

probl em can you distinguish which one it is? |Is
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t here sonething you can do?

DR. LEVIN: Yes, you are right. Exactly.
That is one of the major points. It is extrenely
difficult in some cases primarily because of the
relative lack of information as you are saying,
also there is clearly an overlap in the wording for
wi t hdrawal and toxicity.

DR. O FALLON: Yes.

DR LEVIN. In ny mnd, and of course
acknow edge t hat people can di sagree conpl etely,
but I think it is the severity of the synptons.

DR. O FALLON: The severity?

DR. LEVIN. The severity is one point.
One reason | mention that is it is conparing and
contrasting to adult syndrones. Typically, in the
adult syndromes with withdrawal they can be quite
distressing. In adults they are usually nmild to
noderate and transient but in sone cases they can
be quite distressing and tenporally disabling,
meani ng, people are not be able to take care of
their famlies for days or mss work for severa

days. But it is quite rare. Usually they are mld
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and transient. Mst likely there are neonata
cases that are withdrawal that aren't reported. In
personal comunications clinicians have suggested
that the nost common scenario if neonates have
these type of synptons, they have things such as
feeding difficulty and increased crying which
doesn't require specialized care and resol ves
fairly quickly.

But, yes, you nmde several inportant
points. There is an overlap in the synptons.
Anot her way to answer your question is that | think
getting serial drug | evels would be very hel pful
It has been done in several cases. | think it is
one of the nost inportant pieces of information
gi ven the confusion and uncertai nty about these
synpt ons.

Peopl e have al so given sort of treatnent/

di agnosis. In other words, | renenber only two or
three cases in which a clinician decided or thought
it was probably w thdrawal syndrone and they gave
the neonate the very drug that they may have been

withdrawing from | renmenber two cases. |In one
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213
case they reported that the infant becane better,
don't know in what time frane. |In the other case
it got worse. The synptons were exacerbated

There was a handful, three cases in
which--this is interesting actually, there were
three cases in which the clinician clearly
di agnosed the infant with having w thdrawa
syndrone and he decided to give the drug thorazine
which is known to have anti serotonergic properties.
Even though we can't make attribution, the
chronol ogy was such that within mnutes to hours
the infant was "remarkably" better. W don't

really know what that neans but it is interesting

that he chose to use the drug while still using the
termwi thdrawal. Beta blockers al so may be
hel pf ul .

DR. O FALLON: It just seens to me that we
can't even deal with this very well until we have a
good idea of which problemit is.

DR. LEVIN. Exactly. That is true

DR, O FALLON: Do you think you will have

an opportunity to explore that further as we get to
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the questions? It is an issue.

DR CHESNEY: Dr. Danford has a technica
questi on.

DR DANFORD: Well, | wonder if there are
observabl e fetal effects that we ought to be
| ooking for to help nake this distinction. |Is
there an inpact on the baby's biophysical profile?
Is there observable jitteriness, abnorma
nmovenents, that sort of thing that, if we just were
to look in an organi zed fashion for those anong
fetuses of pregnant |adies on these nedi ci nes we
woul d either find themor not--

DR LEVIN. Right.

DR DANFORD: --and were we to find them
we would think that toxicity mght be in effect.
And, if were to find themonly after delivery
per haps that would be withdrawal .

DR LEVIN. Right. Exactly. That is why
we are considering that and perhaps begi nni ng
studies to look at that with ultrasound, especially
with ultrasound, to |l ook for potentia

abnormalities of novenent. | haven't read anything
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1 as far as results. There nmay be sone, | just don't
2 recall seeing results of any studies, even

3 prelimnary studies |ooking at that but that is a
4 critical question to ask and to answer. It would

5 be extremely hel pful. That would be an excell ent

6 piece of information to have in sorting out whether
7 this nmight be toxicity or withdrawal.

8 DR. CHESNEY: | think those will all cone
9 up when we try to answer the questions. | guess

10 you are going to introduce Dr. Wsner.

11 DR. LEVIN: Yes, | would like to introduce
12 Dr. Wsner. It is ny pleasure to introduce her and
13 | amvery glad that she is here. Dr. Wsner is the

14 Director of the Wnen's Behavioral Health CARE, a
15 speci ali zed treatnent research program for

16  childbearing wonen at the University of Pittsburgh.
17 Parenthetically, | was a resident in psychiatry

18 there and had the great pleasure and privilege to
19 learn fromDr. Wsner so that is another reason why
20 | am especially happy to see here. Dr. Wsner

21 conducts several N MHfunded studies involving

22 pregnant wonen and postpartum wonmen w th nood
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1 disorders. She is trained in a nunber of fields in
2 adult and child psychiatry, as well as pediatrics.
3 She has done a postdoctoral programin

4 epi demi ol ogy. She has acadeni c appointnments in

5 psychi atry, obstetrics, gynecol ogy and

6 epi dem ol ogy.

7 DR. WSNER: Thank you, Bob, for that very
8 nice introduction, and it is a great pleasure to be
9 here and | thank you for the invitation. Again, it
10 is areal pleasure to be here and | amthankful for
11 the opportunity to address you

12 I have several goals for the talk this

13 afternoon. The first is to discuss an approach to
14 maki ng treatnent choices for pregnhant wonmen who are
15 depressed. The second is to think about how to

16  conceptualize the diagnosis of the effects that we
17 have been tal king about. In other words, how do we
18 think about whether what the neonate is

19 experiencing is acute side effects or what has been
20 called toxicity or, in fact, is a wthdrawal
21 syndrone fromthe same nedications? Finally,

22 would Iike to tell you about a study that | am
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doing now, an ROl that is funded by NI MH in which
we are actually trying to address sonme of these
i ssues.

Well, how big of a problemis this, that
is, depression and other disorders that require
treatment with nedications during pregnancy? In
fact, it is a mgjor public health problem Bob had
a rate of about 10-16 percent of wonen who
experience depression in pregnancy. In fact, that
fits with the kind of rates that we see in
chil dbearing age wonen. If we |ook at the rate of
depressi on across ages in wonen conpared to nen,
about twi ce as many wonen have depression during
their chil dbearing years as do wonen [sic] and, in
fact, sonmewhat unfortunately, it is right in the
chil dbearing age time that wonen experience this
devastating ill ness.

G ven that many wonen are going to have
this disorder during their childbearing years, how
do you deal with the fact that at |east the
phar macol ogi ¢ therapy is a chronic treatnent for

this illness and, in fact, wonen want to conceive
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while they take this nedication? Qur American
Psychi atric Association put together a comittee to
| ook at these issues several years ago and a nunber
of papers resulted. One of themis referenced in
whi ch we defined what kinds of issues docs would
need to think about in talking to wonmen who are
contenpl ati ng pregnancy if they are depressed or
they are already taking an anti depressant
nmedi cati on.

This is a somewhat conplicated slide but |
amjust going to break it down into components.
The first area is what are the responsibilities of
the physician. O course, talking to patients
about what depression is is incredibly inportant
because many patients feel |like the depression is
Ii ke having a bad day, or they have a |ay person
definition and, unfortunately, the word depression
is used colloquially--"1 had a fight with nmy boss;
I'"m depressed.” This nmajor depression that we are
tal king about is a clinical diagnosis called najor
depression and it is a dysregulation illness in

whi ch the physiologic functions of the patient are
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affected. We will talk a bit nore about that a
little bit later.

But just the criteria of this disorder are
very weird. Here is a nedical illness where
dysregul ati on of nood, ability to enjoy life--those
things are affected but the dysregulation is
confounded. You can either have too little sleep,
for sone patients an hour of sleep a night; or sone
patients sleep 23 hours. Those are both
dysregul ated sl eep that count as part of the
di agnosis. Another example is agitation. You can
have excess nmotor activity and not be able to sit
down, be very agitated, or be so slowed down you
can barely nove. Again, it is indicative of not
just sonething that is "I feel sad enotion" but
this is a whol e body dysregulation illness.

In talking to patients, what | typically
do is discuss what treatnents are available for
maj or depression, and there are many. Then | talk
to her about what specifically m ght be appropriate
with respect to her clinical history and then,

secondly, how that m ght be nodified because she is
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ei ther pregnant or she wants to becone pregnant.
We have nmany options for depression in pregnancy in
terns of treatnment. Many patients are already
taking effective nmedications. Psychotherapy has
certainly been studied as a treatnent for
depression in pregnancy. Due to sone of the issues
we are tal king about in this very neeting, my group
has begun to pilot light therapy for treatnent of
depression in pregnancy. W also talk to patients
about the risks of no treatnent during pregnancy,
which | think is a very poor option

We are also then obligated to talk to
patients about what are the outcones if she accepts
a particular formof treatment during pregnancy,
and what are the outcones for her depression if she
doesn't accept treatnment or wants to consider
moving to a different treatment which may or may
not be effective for her. CQur discussion today
really focuses on this final area of neonata
toxicity. 1In this paper we nmeant to designate the
ki nd of broad construct that Bob tal ked about.

That is, negative synptons that occur in the
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post-birth period for those neonates.

But there is another issue here that |
don't want to exclude fromthe discussion, and that
is the idea of behavioral teratogenicity. That is,
of course, the idea that these potent centra
nervous system acting agents when brain, as
vul nerabl e as the neonatal brain, is exposed
t hrough pregnancy and perhaps there may be effects
that occur that manifest later on in life. That is
often tal ked about as later on in life, |ike way
down the line. A hypothetical exanple mght be
that a child mght be at higher risk for |earning
disabilities as a school age child. But there is a
very real question of when behaviora
teratogenicity occurs, nmeaning that there is no
time point so that sone of the effects that we see
may be really due to this particular kind of
mechani sm as opposed to either withdrawal or acute
side effects or toxicity. That is another issue
that hasn't been explored. | think that that
question is inherent in sonme of the questions here

whi ch are how | ong does this thing, whatever we
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1 call it, last. Because it will help us define the
2 mechani sm

3 Treat nent of depression in pregnancy is
4 i mportant. The outcones for untreated depressed

5 woren in pregnancy are not good. Unfortunately,

6 every paper that has been cited in this neeting

7 today has not uncoupl ed the occurrence of the

8 illness, that is depression, fromthe drugs used to
9 treat it. That is |ike saying we want to study a
10 hypogl yceni ¢ agent as an exposure in preghancy but
11 we are not going to control or |ook at the bl ood
12 sugars of the pregnant wonmen, and that is our mgjor
13 problemwth this field.

14 An interesting area is what kinds of

15 treatnments do wonen select in pregnancy. There is
16 a common belief that because wonen are pregnant

17 they m ght want psychotherapy or |ight therapy but,
18 in fact, in ny research program many of the wonen,
19 particularly those who get very good responses from
20 anti depressants, are very interested in continuing
21 those nedi cations in pregnancy.

22 These | arge bl ocks are just there to show
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that the decision is really a dynam ¢ one and the
choi ce of providing, say, a medication treatment in
pregnancy neans that we have decided that the
benefit of that is greater than the risk for that
patient. But if, in 4-6 weeks, that nedication
does not produce an antidepressant effect or
sustain an anti depressant effect, then that
deci si on- nmaki ng process has to be reconsi dered.
This committee that | spoke about, the
Anerican Psychiatric Association committee, wote
this first paper in which we reviewed the
prospective data for antidepressant use in
pregnancy. Although | amnot going to go into that
in detail because | want to focus on poor neonata
adapt ati on and neonatal effects that are the topic
of this nmeeting, one issue that | think is
important is that because these agents are not
maj or nor phol ogi cal teratogens there has been over
the | ast several years a relative confort about
their use in pregnancy. So, there is a much | arger
popul ati on of nothers being exposed to these

agents, and | think we are seeing these kinds of
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out conmes, |ike neonatal toxicity, that are becom ng
more frequent, in fact, because of the increased
use.

Ti na Chanbers' article which Bob
mentioned, | think is a very inportant article
because the agent studied was fluoxetine. About a
third of patients have this poor neonata
adaptati on and 24 percent of her patients were
admtted to special care nurseries. Because that
is a prospective study specifically of fluoxetine
at least it gives us a rate in which the
denom nator is known.

Well, I want to focus on treating naterna
depression and the inportance of uncoupling that
factor in these data sets because there are papers
that show that maternal depression and anxiety
increase the odds ratio or the risk of nmultiple bad
things in pregnancy, |ike preeclanpsia, and al so
that there are investigators, particularly in
Engl and, who have | ooked at uterine artery
resistance in the face of depression and anxiety.

These factors have been related to growth
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restriction in fetuses as well as preecl anpsi a.

So, again, depression itself can create negative
out cones, and how to uncoupl e the di sease-produced
negative effects fromthe medication is incredibly
i mportant.

W al so know that maternal stress and
certain anxi ety disorders and nood di sorders result
in dysregul ation of the HPA access and that, in
fact, that has ramfications for the fetus as well
and has effects on fetal ability to respond to
stress.

The question was asked before about
ultrasound and in utero behavioral studies of
fetuses to look at this issue. 1In fact, | have an
MI at Brown, naned Any Salisbury who is working
with me and G anne DePitro, whomyou know, who has
done these in utero studies. They are doing
paral |l el studies of fetuses with the sane three
groups that | will talk about in ny study. So,
those kinds of investigations are being performed

ri ght now.

We al so know that even before an infant is
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born to a depressed nbomit interacts with that
depressed nom Those infants have been seen by
nursery care staff to be irritable, difficult to
console. So, these sane kinds of behaviora
effects that we have been tal king about as due to
medi cation al so occur because infants are born to
mons who have this dysregul ati on di sorder we cal
depression. Again about depression, the point that
I want to enphasize is that depression is this
physi ol ogi cal dysregulation but it really is
probably a variable. That is, the presence of
depression that really brings with it a whole

mul titude of factors that contribute to poor
outconmes for pregnancy if it is left untreated.

We tal ked about appetite changes and food
choi ce changes that occur. Certainly, the ability
to conply with prenatal plans, such as vitam ns and
other prescribed treatnents in pregnancy are |ess.
Worren can be irritable. They can have isol ation
and alienation of psychosocial relationships right
at a time when it is natural for famlies to begin

to think about being parents, to begin to bond
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together. Many wonen who are depressed al so use
ot her drugs and snoke, which create confounds, and
many wonen who are depressed el ect not to breast
feed which then deprives the infant of that
particul ar favored choi ce of feeding.

This is a nodel from Dawn M sra that
like to use to think about this whole group of
factors that relate to outcones for nothers and
babi es no matter what the disorder is. The way she
conceptualized it is very relevant to this
di scussion in that depression is an illness with
genetic factors. It runs in famlies, |ike nost
di sorders. Physical environments affect it,
including light. Were you live and the amount of
light affects your risk for depression, and socia
environnments affect it. So, if you are in a
wonder ful l'y confortabl e nei ghborhood versus a
nei ghborhood in which there are drive-by shootings
every day that makes a big difference. Those are
factors that are nore distal risk factors in ternms
of distal fromthe pregnancy, but they shape the

bi ol ogi cal and behavi oral responses that the woman
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brings to conception. So, those factors which
increase the risk for depression are what she
brings along with her to the pregnancy. Again, you
have the physiol ogi ¢ dysregul ati on, the HPA access
dysregul ati on and other difficulties that she
brings to the pregnancy state with her

What we are trying to do as healthcare
prof essionals at these intervention points is say
all right, we know there are these whol e groups of
vari abl es that come with a nother who has ngjor
depression. How can we deal with that so we
maxi m ze the outcone for both the nother and the
baby? And, how can we do that not only in a
short-termway but in a long-termway? How do we
get the best result? Because we know that we woul d
rat her not use pharmacot herapies for these
depressed wonen but |eaving themuntreated is not
particularly good either. | think this particular
mom sunms it up the very best when she says,
"bel i eve ne, nmomy's nood stabilizing drugs are not
sonet hing that anybody wants nommy to just say no

to.
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[ Laught er]

I have many patients who really feel |ike
they are in this particular situation

Well, let's |l ook at sone specific issues
related to use of SSRIs during pregnancy,
especially the final part of pregnancy, and the
ri sk of neonatal conplications. W have tal ked
about several papers, especially Laine's paper,
whi ch have shown this increase in the risk of
difficulties in the neonatal period related to
fluoxetine. Now, fluoxetine is unusual anong the
SRl nedications in that it has an incredibly |ong
half-life and it has a netabolite that is equally
active with an even longer half-life. So, it is
distinct in that pharmacol ogi c way which may nake
it distinct in the way it behaves in neonates as
wel | .

Par oxetine, or Paxil, has been nost
commonly identified in case reports, but there is a
recent article in one of the pediatrics journals in
whi ch the investigators sought to replicate the

finding that paroxetine was the SSRI that was
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particularly problematic and was unable to do so.
Paroxetine is unusual as well in that it is not
only a serotonergic antidepressant, it is the only
one that has significant anticholinergic effects as
well so that one could inmagi ne having cholinergic
overdrive in addition to the serotonergic nedi ated
effects in newborns. And, we have |less data on the
other three agents, sertaline, cital opram and
fluvoxanm ne, so we sort of make inferences based on
t he pharnmacol ogy of those agents.

One issue is certainly placental passage.
Vi cky Hendrick has | ooked at this particular
probl em and shown that these agents have | ower
pl acent al passage, and these agents have hi gher.
So, one woul d expect that agents with greater
access to the fetal conpartnent m ght have nore
effects as well. Again, there is a look to could
we think about, or is there enough evidence to
suggest that certain agents might present |ess
distribution into the fetal conpartnent and,
therefore, mght be less problematic. So, that is

agai n anot her area of investigation
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The other issue is the variability in
fetuses and nmons in general so that why sone kids
have major difficulties and other kids don't
becones probably related to individual variability
differences. So, one of ny concerns is not so much
about the full-termbabies |ately, but we have had
sonme premature babies born where you have all the
sequel ae of prematurity in addition to a
significant anmount of drug on board in those
patients.

There are al so additional exposures that
m ght conplicate the baby's ability to nmetabolize
the drugs with which it is born. The overal
health and nutrition of the newborn are mgjor
factors. There are also genetic issues so that we
all know that our and our baby's ability to
met abol i ze drugs really depends on the ability of
hepatic enzynmes to netabolize themand there are
poor metabolizers as well as rapid netabolizers
distributed in the population. The activity of the
particul ar enzynes within the fetus and within the

parent are inportant as well. Some people can
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1 break down serotonin rapidly; others really can't.

2 Then, there is the final issue of how avail able are

3 serotonin precursors. So, there are a nunber of

4 factors that really go into this decision about

5 what is really happening in the neonatal period and

6 how do we understand it.

7 Thi s point has been nmade by Bob very well.
8 If we | ook at poor neonatal adaptation defined by
9 Ti na Chanbers and Carey Lai ne's paper which | ooks
10 at serotonin over-stinulation, and you say, well,
11 these are the synptons here, these are the synptons

12 there, and these are the overl appi ng synptons, you

13 are really struck with the sense that we have

14 different groups defining different things, and how

15 we can really put themtogether is sonewhat

16 probl emati c.

17 Bob mentioned sonething that | think is

18 very inportant, and that is that Carey Laine's

19 paper really suggests that the babies born to wonen

20 who take antidepressants through the fina
21 trinmester, if they are going to experience

22 sonething at birth based on those high serum
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| evel s, the suggestion in that paper is that it
truly is serotonin effects. So, what this group is
saying is that essentially there are side effects
and in the severest formyou have serotonin
syndrone. Those babies are essentially born with
an adult level of the drug on board so these are
acute side effects and, in fact, maybe they have
those in utero, and we will find out with sone of
the fetal studies.

As the cord is cut though, the source of
the drug is not there so there is an abrupt
di scontinuation but since babies don't metabolize
these drugs particularly well there is a rate at
whi ch those drugs come down in the baby's body and
it is possible, in fact, to have both these acute
effects. It is possible to have what are really
more consistent with withdrawal effects down the
line. The other possibility we have entertained
with paroxetine is that, depending on the receptor
occupation, it may be possible to have one or both
of those syndronmes related to cholinergic receptors

versus serotonin receptors. So, it is a very
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conplicated picture.

Bob and ot hers have al ready tal ked about
these domains of synptons that are really affected
i n neonates exposed to SSRIs. The other point that
I think is interesting is the repertoire of babies
to tell us that they are not particularly
confortable. In fact, there are likely to be
synmptons and signs that overlap across time that
can be indicative of either of those. So, the tine
course is particularly critical

So, the questions that | think we need to
understand are what are the synptons that
characterize these syndronmes? Wat is the
i nci dence? Because we really don't know that. The
data from Ti na Chanbers' paper is probably the best
and it is for one agent. |Is this w thdrawal or
i ntoxication or sone form of neurobehaviora
teratology? Are they all equally likely to cause
it? The answer to that | think we can say pretty
confidently is no. Because the risk of not
treating depression in wonen typically outweigh the

ri sks, what can we do to prevent these things,
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1 m nimze themor even treat themso that when we

2 get back to that nodel | showed you we are really
3 maxi m zi ng the short- and | ong-term out cones for

4  nonms and babies?

5 What our group has done is to take Loretta
6 Fi nni gan's wonderful scale that was designed to

7 | ook at withdrawal from drugs of abuse, and we

8 i ntegrated these synptons and signs that have been
9 described here into the scale to try to understand
10 what is happening. | will show you that scale in a
11 m nut e.

12 In this particular investigation that

13 have under way now what we are doing is picking up
14  wonen before week 20 of pregnancy and studying the
15 mons and their babies out to nonth 24 postpartum
16 We have exposures week by week in this study. So,
17 originally they come in; they have 20 weeks

18 retrospective exposure history, and by exposure |
19 mean drug, not only SSRI but anything el se they

20 have taken, and we think of depression as an

21 absol utely separate exposure. So, on the exposure

22 chart you will have criteria for mmjor depression
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or depression scores because we get continuous
measures as wel | .

We are after three groups, although we
have ended up with a fourth group here as well.
The three groups are pregnant wonen wth depression
who refuse nedication. You cannot say they can't
have other therapies and many of our patients do
but many of the wonmen don't respond. So, it is
positive depression, no drug group. The second
group is wonen who are not depressed because
probably they are taking an antidepressant so it is
negative depression, positive drug. W have a
normal control group. And, not in the origina
design but certainly as a part of life, we have
patients who are partial responders. You know,
they are a little bit better but they are exposed
to both the drug and sonme | evel of depression as
well. We are studying these four groups.

At week 36 of gestation, what | do is
talk to them about a choice they have, whether they
are going to continue the drug right through the

end of pregnancy, or whether they would like to
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consi der tapering the drug 2 weeks before the EDC
If it is fluoxetine we just discontinue it, again,
because of the long half-life.

At this point | can tell you that over
hal f, probably close to two-thirds of the wonen we
offer this option and give a careful risk/benefit
di scussion to elect to stay on their nedication
through the end of pregnancy, and their reasoning
typically is every tine | go down on the dose or
stop this nedication | get sick very quickly and
don't want to go into | abor and delivery like that.
The wonen who can say, gee, it is a couple of
mont hs of f and when | taper ny drug or discontinue
it before | get synptomatic agai n--those wonen are
willing to do this alternative strategy but it has
been very intriguing to see under what
ci rcunst ances they choose this strategy.

What we then do is nonitor weekly with a
conti nuous depression neasure through whenever they
give birth, and we are | ooking at a nunber of
outcones at birth and at two weeks and beyond to

conpare across the two groups.
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1 Here are some questions that we are

2 struggling with. Does this taper reginen--let's
3 say they decide to go off the drug in the latter

4 part of preghancy--we don't abruptly discontinue
5 it, we taper down--does that affect the near-term
6 fetus in utero? W nmake the assunption that if we
7 are withdrawi ng the drug, that slow w thdrawal is
8 better than the abrupt discontinuation of cutting
9 the cord at birth, but the kinds of studies that
10 were nentioned about fetal well being are critica
11 in that context.
12 Does the baby or infants who are born of

13 nmot hers who taper their drug in the latter part of

14 pregnancy conpare to unexposed nons? | mean, does
15 it really work?
16 Do not hers becone synptomatic during the

17 taper phase? By and |arge, they don't and that

18 probably has to do with the fact that they are

19 choosi ng based on their history of howlong it took
20 themto get sick and, you know, it takes a while

21 bef ore wonen respond to antidepressants. It takes

22 2-4 weeks. W are trying to take advantage of that
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time frane with withdrawi ng the nedication to try
to get nore of the drug out of the feta
conpartment before the baby is born. Does that
work? We are finding out.

Does restarting the nedication at birth
prevent recurrence of the episode? | can tell you
that, by and large, it does. The baby conmes out;
mom goes back to her room the drug goes right
in--you know, no delay in getting the drug in.

An intriguing question is that snall
anounts of all these drugs occur in breast nilk.
Does breast feeding provide some partial protection
agai nst at | east the conponent that we think may be
wi t hdr awal ?

In our study the raters are totally blind
to not only the status of the baby in terns of
exposure but to the study hypotheses. So, the
raters for the birth assessnents and 2-week
assessnents are totally blind. W do materna
serum and cord bl ood antidepressant |evels. W
al so do cortisol and other hornone levels as well.

W do a nother and baby breast feeding | evel at
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week 3. We do cry analysis at birth and 2 weeks; a
pediatric neuro examat 2 weeks. It is an exam
that was given to us by Lynne Singer who works with
addi cted nmonms in Ceveland; and we do the nodified
Fi nni gan scal e.

I had a heck of atine trying to figure

out how to put this docunent on Power Point but |
finally figured it out last night. Essentially,
what we have done with Dr. Finnigan's scale is to
say here are the itens for her scale that we don't
think are relevant to these syndrones. Here are
the itens that seemto overlap with her particul ar
scale. As you | ook down, they are pretty nmuch the
synmptons that we have been tal king about. These
are additions that didn't occur in her scale that
we wanted to assess. So, this scale is now
integrated into our study that | told you about.
In fact, Any Salisbury, at Brown, who is doing the
other study | told you about, is having these as
wel | .

Wel |, the point has al ready been nmade that

we really have to understand how to di agnose this
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because the treatnents are exactly opposite. |If
you think, because of the high level that a baby
m ght have a birth that it is a serotonin toxicity
that is side effects, which is what | think the
majority of these kids have, when it is an early
presentation, then it is toxicity and what m ght
you do?

Qur main interventions have been parenta
education and cognitive strategies. These are nons
who are very prone to feel guilty. You know, "what
did | do to ny baby?" So, we really do a kind of a
therapy to hel p them understand what is happening
and that it is transient. Certainly, the strategy
I nmentioned in terns of an attenpt to taper in the
final part of pregnancy is an option, but we tend
to be very conservative and we have a very good
pediatrician that talks to the nons about kangar oo
care and swaddl i ng, and do nore behaviora
managenent strat egi es.

What if, though, a baby had very severe
synptons? |In fact, the case that was described by

Manna et al., which is one of the first ones in
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Cl evel and, was actually a baby born to one of the
mons that | treated and that baby was really quite
ill. Mght we think about an anti serotonergic drug
| i ke cyproheptadi ne? There you always get into the
i ssue of we don't know what kind of dose to use so
sonme sort of dose-ranging safety and efficacy study
woul d be appropriate. Wat if we give too much?

Do we then give back the agent? Those kinds of
studies are inportant to think about and we have
begun working with our neonatal pharnacol ogists to
thi nk about those as well.

Vell, what if it is withdrawal ? Again,
does |l actation provide sonme potential prevention
agai nst withdrawal ? Again, the kind of
conservative nmanagenent strategi es that we have
al ready tal ked about may nake sense. Bob nentioned
that if you really think it is withdrawal, for
adults you give a dose of the nedication they are
withdrawing fromand they really feel better fairly
rapidly. 1s that the case for these babies as
wel |, and might we think about a dose-ranging

safety and efficacy study to define a nodel so that
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if they are a certain nunber of days postpartum and
they are having w thdrawal synptons you give a dose
and then taper it in sonme prescribed way? That is
all work that needs to be done.

Let me finish with this thought, that
mental health truly is fundanental to health, and
how to package this so we get the best result for
the mom and baby who are clearly not independent is
critically inportant. Thank you

DR CHESNEY: Any technical questions for
Dr. Wsner? Dr. Ml donado?

DR. MALDONADO. Excuse ny ignorance, |
just have a couple of concepts that | want
clarification for. These concepts are new to me,
behavi oral teratogenicity. |1s there biologica
evi dence for that, or any animal nodels? |f there
is, what kind of hypotheses do you think need to be
tested in clinical trials to answer that question?

The other is the synptons of depression
you said are equal to physiol ogical dysregulation
Are there biological markers that can be used as

surrogates to test where the dysregulation is or
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whet her those biol ogi cal markers actually may be
good markers to use to see response?

DR WSNER. How long do | have? Those
are really good questions. Let nme deal with the
bi ol ogi cal markers issue first. There is a lot of
interest in working particularly at HPA access
regul ati on changes in patients with depression
The majority of patients, particularly those with
what we call typical depression, have high |levels
of cortisol and they have accentuation of the HPA
access products. There are patients, those
particularly with post-traumatic stress disorder,
who have hi gh proactivation of that access. There
are sone interesting differences diagnostically in
how t hose axes are affected.

Secondarily, we have studies that |ook at,
say, osteoporosis in depressed wonen, which tends
to be higher. The extension of that is, well, in
wonmen who have depression with HPA access
difficulties, are there changes in pregnancy that
we need to know about? In the National Children's

Study, | was in the stress and pregnancy work group
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1 and tal ki ng about | ooking at cortisol, CRH and

2 ot her neasures in pregnhancy were inportant and, of
3 course, there are papers which have shown that CRH
4 | evel s may actually be sonewhat predictive of

5 premature birth. So, there is an attenpt to | ook
6 at sone of the changes that we know occur in

7 depression and bring it into a nuch broader

8 construct of medicine and say, well, what does that
9 really nean? One of those is what would

10 potentially be the effects for pregnancy.

11 The ot her question was about behaviora
12 teratogenicity. There certainly are studies. The
13 ones that | have | ooked at nore recently are

14 studies on long-termeffects of fluoxetine during
15 pregnancy in rats and |ong-lasting changes that

16 occur that result in behavioral problens, but they
17 are not manifested until a later point in

18 devel opnment, or the point in devel opnent when they
19 occur is delayed or nmade earlier. So, the issue is
20 that as these potent central nervous system agents
21 occur in the fetal brain, changes happen that we

22 m ght not see directly at birth but we mght see,
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say, at age 7 as devel opnent unfol ds.

The problemthat | was trying to identify
is an interesting concept. There certainly are
animal data, and | amnore familiar with the ani mal
data on this to support it. But then how far back
intime do you go to say that is the nmechanisn?

O, what if the exposure was at birth, whatever it
was happened at one nonth or two weeks, how woul d
we distinguish sonmething that is the result of that
mechani smfrom either withdrawal or acute side
effects? That is the point | was trying to raise.

DR CHESNEY: Thank you. | think that
| ast point you nmade is sonmething that has been
puzzling me and | think that is one of the very
subtl e aspects of this whole issue that we are
going to be westling wth.

DR. WSNER: In the study that | am doing,
al though | focused just on the birth and 2-nonth
ef fects because we are | ooking at this neonata
issue, it is enbedded in a study in which we are
al so doing a mnor physical anonalies assessnent

because Ti na Chanbers' paper found higher m nor
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anomalies in the fluoxetine-exposed kids, as well
as far as mmjor anonmlies and overall devel oprent al
progress as well. So, it is couched in a study
that goes out to 24 nonths.

DR. CHESNEY: Any other technica
questions for Dr. Wsner? Naonm, you had one. Go
ahead, Dr. Luban

DR. LUBAN: | amjust curious. The only
articles that | could find that actually quantified
the drugs were in a very, very snmall case report.
Is there a broader-based data set that has | ooked
at the differences in clinical manifestations
apropos of drug level actually neasured in the cord
or in a newborn infant?

DR. WSNER: Carey Laine's paper that Bob
mentioned is really the best paper because they
have not only levels of drug and metabolite but
| evel s of serotonin netabolites as well. They al so
scanned the babies' brains to show that there were
no structural abnormalities. But as far as a paper
which really needs to be done in which the cord and

then potentially serumlevels have been tracked
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across tine and related to synptons, that has not
been done to my know edge.

DR LUBAN: Thank you

DR CHESNEY: Yes, Dr. Sachs?

DR. SACHS: | was just curious about two
things. One thing that struck ne is that | know
for lithium for exanple, there is a lot of
variation in the way the drug is nmetabolized right
around delivery. It kind of occurs to ne that that
m ght be the case here and | amcurious if your
study is going to | ook at that.

DR. WSNER: That is such an interesting
point. Wth respect to antidepressants and how
their dose and metaboli sm m ght change across
pregnancy, there is one paper that is published
that | ooks at serum | evel s across pregnancy and
anti depressant dose. It is a paper that my group
publ i shed about tricyclics in '93. That is pretty
bad. Essentially, what we showed was that there is
an increase across pregnancy, particularly starting
with the second hal f of pregnancy and then in the

third trimester the oral dose required to achieve
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the sane serumlevel was an average of 1.6 tines as
hi gh. Qhers have described that but not | ooked at
serum |l evels for SSRIs.

In this study, in fact, we have serum
| evel s and cortisol hornones--all Kkinds of stuff,
at weeks 20, 30 and 36 across pregnancy. So, we
are looking at that issue. W have, again, very
careful mapping of depressive synptonms. M/ mgjor
interest is in sorting out what are the things on
these scal es that happen with depression with no
drug, and what are the things that happen with drug
but no depression, and what is the nmush in between.
We call that fourth group affectionately that |
defined our mush group because they are probably
going to give us that answer.

DR. SACHS: And you nentioned that you are
doi ng I guess questionnaires about substance abuse
and things like that. Are you actually doing drug
screens, al cohol |evels?

DR WSNER Yes, at the 20-week intake we
do a drug screen and exclude any wonen with any

subst ances of abuse. In fact, that has been very
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interesting. The nunber of positive drug screens
from wonmen who decl are absolutely that they never
took anything, those wormen are excluded. You stil
can't exclude everybody based on a drug screen and
some of our wonen consume what | think are
unheal t hy doses of al cohol after they are in the
study. W keep themin but we continue to track
that. But ny guess is we will have to anal yze
those patients separately.

DR. CHESNEY: Dr. CGornman?

DR. GORMAN: O particular interest to ne
was the longer-termfollowup to 24 nonths. WII
there be any objective non-maternal, non-physician
of fice eval uati on of those babies?

DR WSNER. Objective? Well, let ne tel
you what we are doing and you can tell nme if it
fits into your categorization. At 18 and 24 nonths
we were very interested in nore subtle behaviors
i ke task persistence. So, we have our mastery
mot i vati on nodel that Kay Jenni ngs devel oped t hat
has to do with the toddler's ability to attend to a

prescribed task. There are tinmed nmeasures in that.
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It is sustained attention, propensity to be
activated to continue to solve a task. It is that
kind of measure. It is a measure that is affected
by maternal depression so, again, we are interested
inthat in the four groups. Across the postpartum
period for all tine points we have an appropriate
measure. The Bailey scales. W do the ful

scal es. One of our neonatal psychol ogi sts does the

Bai | ey scal es across the postpartum period for kids

as well. W have standard pediatric exans at all
points. Is that what you meant? What are you
t hi nki ng of ?

DR. GORMAN. No, those are conmonly
accepted and | think perhaps the state-of-the-art
eval uations, sonetines sone of the gl oba
i npression scales that | have very little faith in,
except | think they actually do work. Wen Kennedy
Kreeger asked the nothers in the waiting roomto
gi ve a devel opnental age for the children and then,
after they did a 72-hour exam they were within a
month or two of being correct. So, | was | ooking

for day care providers or child care centers or
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1 ki ndergarten teachers--1 know you are not goi ng out
2 quite that far--are they different? O, what do

3 you think about these kids?

4 DR WSNER You nean collection of data
5 about the kid that is as uncontam nated by naterna
6 report as possible.

7 DR. GORMAN:  Correct.

8 DR. WSNER: No. W have CBCL at age two,
9 which is again a maternal report. W have a nunber
10 of neasures of maternal function, |ike materna

11 role function, maternal role gratification and

12 conpl etion of inmmunization rates in the first year
13 that are nmore functional measures for the nom but
14 no totally independent--1 nean, even the Bailey's
15 woul d not be totally independent although it gets
16 cl oser than sone of the other things you are

17 tal ki ng about.

18 But in the resubm ssion and conpeting

19 continuation of this grant, we certainly are going
20 to propose to go out to school age kids because

21 that is really inportant.

22 DR. GORMAN: It is just that in this
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particul ar popul ation the contanination with
di sease diagnosis or potential disease diagnosis
makes the data even harder to interpret for those
outside the field.

DR. WSNER: There are a couple of things
there. It is sonething that we can at |east |ook
at across the four groups because we have the
occurrence of depression and drug all the way from
pregnancy out to that 24-nonth tine. So, we wll
have wonmen with trait depression, that is, they
have had it but they are well, comenting on these
measur es; wonen who are actively depressed,
conmenti ng; wonen who are normal controls and that
mush group. What | think you are getting at is
what is the validity of material that is
observational about an infant or toddler if it is
reported by someone who is depressed, whether it is
state, that is right now, or whether it is
potentially trait. So, it is nore of a validity
i ssue.

I think you are right, the way to really

get at that--1 amcringing because it is hard to
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do, but the way to get at that is what we think
about, say, blind observer ratings. Now, even a
teacher isn't though because that teacher, know ng

the parent, is going to be to sone extent affected.

It isalittle nore clean but still the validity
issue is inportant. | nean, if you ask a teacher
of a five year-old to fill out a CBCL, that teacher
knows the famly. | mean, it is alittle nore

non- bi ased. The ability to coment on that child
related to a class of 30 is probably nore what we
are after.

DR CHESNEY: | have a suggestion for you,

to hire Dr. Gorman as your consultant for your

st udy!
DR. W SNER  Fabul ous!
Di scussi on of Questions 2 and 3
DR. CHESNEY: Thank you very, very much
for arigorous drilling here. | think we need to

move on to the questions. Dr. lyasu is going to
post those for us and maybe get us started on the
first one.

DR | YASU. W have two questions for you
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as usual, and we have subparts to those questions.
The first question has to do with how we

di sseminate the information, the new | abel
information to the public and prescribers. The
second question deals with additional research that
could elimnate sone of the issues on neonata
toxicity and wi thdrawal

I will read the first question: The FDA
is proceeding with class | abeling about neonata
toxicity/wi thdrawal syndrome related to in utero
exposure to SSRI/SNRI's. Considering the
risk/benefit of SSRI/SNRIs use in preghancy wth
depression versus the risk/benefit to the
f et us/ newborn, how should this new information on
the | abel be dissem nated to child health
practitioners and the public?

For your comrents, here are the options
that we have listed. Please discuss the follow ng
options: No further action is necessary. Labe
change i s adequate.

A "Dear Heal thcare Professional" letter.

Prescriber or healthcare professiona
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1 education through professional groups.

2 The last option is a public health

3 advi sory. After you have discussed this | wll

4 read the next question.

5 DR. CHESNEY: Could you just el aborate on

6 the public health advisory? Wat would that

7 i nvol ve?
8 DR IYASU. Well, that would involve
9 issuing a public health advisory. That neans

10 really an expl anation of what the |abel change is
11 and why we are doing it. It is usually issued by
12 FDA and includes information about the rationale,
13 the new information and is dissenminated to the

14 public and al so put on the website, and also there
15 is a paper that goes out. So, it is really a

16 hi gh-1 evel dissenination so that everybody knows
17 about this new | abel information

18 DR CHESNEY: Thank you. So, we shoul d
19 proceed with question nunber two and then you will
20 come back with question nunber three. The issue is
21 that the FDA is noving ahead with class | abeling.

22 That is a given. They are asking us for
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information as to how the fact that the label is
goi ng to be changed shoul d be dissem nated to child
health practitioners and the public, and they have
given us four potential options. Dr. Nelson?

DR. NELSON: In trying to formulate an
answer to which approach is best, | would start by
framing it as a question of inforned consent. What
strikes me about this area is, as conpared to a
| abel which gives you data, you have a conpl ex
bal anci ng wi thin the deci sion-naking of the
pregnant worman between risks to herself, risks to
the fetus and risks to the newborn. | think there
has been a lot in the ethical literature about that
in other areas.

So, in framng it as informed consent,
then the question would be which of those actions
woul d be nost effective in providing informtion
that could be useful within the inforned consent
process. | would be concerned if that were seen
simply as providing information to the healthcare
professional. Looking at the existing | abel with

non-teratogeni c effects and | ooking at the
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preghancy, it sinply says tell your doctor if you
get pregnant. Then, under the non-teratogenic
effects it tal ks about what the physician shoul d
think about. But there is really nothing in here
about the risks of untreated depression in
pregnancy. | nmean, there is nothing in here, as
opposed to the articles, and there was sone

di scussion of that, but nothing that | think you
could give to a pregnant wonman to say here is
sonet hing that can help you and, in fact, if it
hel ps here it probably hel ps the health

prof essional think through this conpl ex

ri sk/ benefit deci sion.

So, the question | would ask is could one

develop information for the patient, nmuch as
Dur agesi ¢ had, that could go through the kind of

deci si on- maki ng i ssues that would have to be

addressed? That would be a very conpl ex docunent.

But | amnot sure any of these four actions that
are proposed actually would really get at the
i nformed consent question which | think is at the

heart of this.
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1 DR D. MJRPHY: In a way, | think what you

2 are telling us--and I would ask you all to coment

3 on this, is that the infornation that we are

4 putting in the | abel -- because, again, our |abels

5 have to try to at |least raise this issue--is that

6 that is not adequate for people to nmake a

7 prescribing decision. So, you are proposing--and

8 am not quite sure whether you are saying it is not

9 adequate for the physician or nostly for the

10 patient--and you are proposing that we have in

11 addition a patient insert on this issue that would

12 have nore information that would allow the patient

13 and the physician to have a nore detail ed

14 di scussi on. Is that correct?
15 DR NELSON: Yes, | think it is correct.
16 I think some of the comrents that were nade about

17 worren maki ng deci si ons based on their response to

18 com ng of f nedication and whet her they get sick
19 qui ckly or get sick slowy, you are not going to

20 put that in the label. It can't be put in the

21 | abel . So, how you give people information to do

22 that kind of balancing is the question. You can
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1 certainly have the risks of the non-teratogenic
2 effects in here but | can't imagine a sponsor
3 wanting you to put in the risk of untreated

4 depression in the |abel--

5 DR D. MJRPHY: Yes.
6 DR. NELSON. --for an antidepressant.
7 DR. D. MJRPHY: Sandy Kweder, fromthe

8 pregnancy | abeling group is back in the audi ence.

9 Sandy, would you like to make any comments on this
10 area, and then | would like to go back to the

11 Di vi sion and see what the Division mght have to
12 say too.

13 DR KWEDER  Good afternoon. One of the
14 things that we are in the process of is trying to
15 revise the regulations for how drugs are | abel ed
16 for use in pregnancy and lactation. One of our

17 goals in that is to try and frame risk information
18 What | nean by that is try to include in |abeling
19 any information that woul d be relevant to take into
20 account when considering the risk to the extent

21 possible. In the version that we are working on of

22 a new regulation, one of the things that we will be
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aski ng conpanies to do in labeling is, to the
extent possible, to include sone information about
the risk of the illness in pregnancy, of not
treating the illness in pregnancy.

We have done this in several cases
al ready. Even though we are quite a while away
froma new regul ati on, we have been trying to
incorporate that to the extent we can. A couple of
exanpl es where we have done it have been in drugs
to treat and prevent nalaria. Because the risk of
mal aria in pregnancy to the nother and fetus is
extrenely high and grave, we have incorporated that
j uxtaposed to any risk information. W have done
it recently for some asthma nedications. The risk
of untreated asthna in pregnancy is discussed.

So, nothing is perfect and, you know, the
unfortunate thing is sonetimes we don't have data,
although in this case | think there are sone and it
certainly could be done. One of the things that we
know about this section of the | abel, unlike nost,
is that doctors read it. It is also often the only

thing that they read and take into account when

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (261 of 367) [6/21/2004 12:08:54 PM]

261



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

consi dering whether to prescribe a nedicine in
pregnancy. W also know that patients read this
section of the | abel. Pregnant wonen are a

popul ation that is very savvy and they | ook stuff
up. One of the first things they find when they

| ook things up when they are pregnant is the |abel

So, even though the information, as you
said, is for the prescriber, and the |l abel itself
is not necessarily the tool through which to
conmuni cate information to the patient, we have to
take into account that they will read it and we
need to take care in how we frame things in the
| abel because it is likely to reach both prescriber
and patient. |Is that what you were | ooking for,

Di anne?

DR. D. MJRPHY: Yes. | think we always
have to deal with that balance. Bob, did you want
to say anything nore about where the Division is?

DR LEVIN. Sure. Dr. Nelson, | think one
thing you are suggesting, and if this is the case
agree, is that the labeling currently doesn't

address the risk/benefit as fully as one might |ike
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and focuses nore, obviously, on potential adverse
events than it does on potential benefits of
treat nent.

Al so, in general my sense is--at least in
our Division we talk about this--that in |abeling
we try to stay away from m cro-nmanagi ng, dictating
or strongly suggesting treatnment. Even though in
some cases we do, obviously, in dose
adm nistration, ny sense is that people try to stay
away fromgiving real definitive recomendati ons on
exact treatnent. So, it might relate to what you
are saying. But | agree that it would be ideal to
have sonmething in the |abeling that nore carefully
details the risks and benefits of treatnment or not
treating.

DR CHESNEY: | think what we have heard
fromDr. Kweder is that the agency already has
experience in terns of putting information into
| abel situations in which there is a very high risk
to both the nother and the infant of doing one
thing or another. So, they have had that kind of

experience and we would assunme it would be carried
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over into this area. Dr. Wsner, you had your hand
up?

DR WSNER. | guess the way | think about
this is the way that was nentioned, which is what
do we want people to do? And, what we want themto
do is recogni ze that things that happen to neonates
born when nons take these drugs have to be
considered in the context of that risk/benefit
deci sion, which is nmore of an education issue.

The thing that makes me a little uneasy is
that what to do is so unclear. | make the choice
to offer the option to taper but as a researcher |
sit here and say but | am cl eaning ny data about
the outcomes for the babies about whether that
intervention actually works, and | am cl eaning the
data about depression scores in the nons. So, |
would Iike to have nore to say to them other than
be aware.

Just as an aside, when Sol onon called nme
about this and Sandy too, | actually put on a
coupl e of graduate students to clean that data

because | understand now the inmportance of getting
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it out into the literature. But it seens to ne |
would Iike to have nore neat in terns of telling
themwhat to do once | get to the risk/benefit
deci si on.

DR CHESNEY: Dr. Nel son?

DR NELSON: Just a followup comment on
the | abeling experience that you have al ready had,
I amthinking of it fromthe sponsor's point of
view, and it is pretty clear that if you have
malaria, in fact, listing the risks of untreated
mal aria drives individuals to realize the
i mportance of getting treatnent. That is very
different than sharing the ambiguity about
somet hing that is so extensive in the popul ation
that you are then on it when you get pregnant and,
in fact, given the variability in the diagnosis of
depression, in many ways what you are trying to do
i s encourage people not to take the medication
So, | could imagi ne the discussion around the | abe
woul d be framed very differently in depression than
it would be perhaps in malaria and the other

conditions. It sounds like you are going in the
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direction that | encourage, but whether or not you
woul d get there in this case, based on the other
ones, | think is an open question

DR. D. MJRPHY: Bob will have to help us
carry the message back.

DR. CHESNEY: Anot her consultant, along
with Dr. Gorman, for Dr. Wsner. | think what we
are all groping with is what you just nentioned,
which is that we don't know what these
mani f est ati ons represent and, therefore, we don't
really know what to do about it, and | don't know
that we can--in fact, | amsure can't solve that
today, but | think what the FDA is asking us is
what | evel of anxiety should we have, should they
have in terns of howto at |east |et people know
that this is a recogni zed phenonenon, even if we
are not exactly sure what to do about it--if that
is correct, | think that is where you wanted the

focus to be.

Any conments about that? Do we want to go

to the equivalent of a public health advisory or

just let the process of |abel change nove ahead, or
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sonmet hing in between? Dr. Hudak?

DR. HUDAK: Well, again, | struggle with
exactly what all this information neans for the
baby. | nean, what we have heard so far | think is
that some subset of babies have what appears to be
a transient period of synptons. W have no idea
whet her or not there are | ater-term persistent
effects, and studies certainly need to be done on
t hat .

I would say that even if you do get
studies at two years of age that show that there is
not an apparent effect, that doesn't guarantee that
there is not an inportant |ong-termeffect because
in babies what we have been finding out is that we
of ten have neurodevel opnmental followup at a year
or two years of age where it shows no difference
between the two groups, whatever they are, but by
the tinme you get to school age and | ook at function
there are very significant things that are present
that inpact how those children can be taught.

I think here it is very difficult, wthout

any data, to sort of have a huge public health
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advi sory. On the other hand, | would say that the
information--1 nean, this is relatively new and
don't think widely available information to target
obstetricians and fam |y practitioners who deliver
mot hers and those professionals that take care of
newbor ns shoul d know.

One of the inportant things--this is a
trivial thing but one of the inmportant things is
you would think that a pediatrician who took care
of a baby whose nother was treated with one of
these drugs woul d know that the nother was treated
with one of these drugs, but | will guarantee you
that that doesn't happen. That is a shocking thing
but in the hospital environment we have been
working for years with nedical record systens and
obstetricians, and so forth, to |let us know a
sinmple thing, that is, is the nother Goup E strep
positive and, if so, did she get antibiotics and
how | ong before she delivered did she get them
because it inpacts how we eval uate that baby and
take care of that baby. And, we have just gotten

to the point where we are successful but we do not
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get prenatals; we do not get any information in the
neonatal record in the hospital as to what

medi cations the nother is on necessarily. That may
be known but it is not available easily to the
peopl e taking care of the babies. | imagine in the
office setting, Dr. Gornman, when you see a baby for
the first time that information is even nore

cl oset ed.

So, | think that one of the things in the
advi sory needs to be communi cation, that if nothers
are on treatnent for these things, rather than
making it, you know, sonething that should be
hi dden, it should be sonething that is accessible
and made known to the people who are taking care of
the infants.

DR. CHESNEY: Can | ask a very pointed
question? What is the downside of a public health
advisory? | wonder if an upside wouldn't be in
alerting everybody that this is a concern and nuch
more research is needed. Would that, thereby,
stinmul ate granting agencies to recognize that this

is a very pronounced problemat this point in time
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that we need to address? Would that be an upside?
VWhat are sone recent exanples that we coul d perhaps
conpare this to? |If we have to cone down on sone
side or another, | guess | would cone down on that
just to get the discussion started. Wat are the
pros and cons of a public health advisory for
sonething like this?

DR. D. MJRPHY: W had all this at one
time. For the health advisory | think in this
situation the positive would be, yes, you would get
it out to a | arge nunber of people. But the very
potential downside is exactly what the conmittee
has been di scussing, which is what are we telling
you to do? Not that we tell you at FDA what the
practice of nedicine is. That is not it. But do
we have enough data to even tell you anything
beyond the fact that this occurs?

Now, one could argue that that is a
sufficient nessage but if you send out too many
messages you | ose the effect of the nessages. So,
I think that saying, very well articulated, this is

what we know about it, you know, we know that it
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occurs in certain situations; we can tell you what
these are. Fromthe FDA's point of view, it is,
again, informng the physician who is prescribing
this nedicine so it is back to Dr. Nelson's point.
You know, what else can we tell you about how to
prescribe it or not prescribe it? That needs to be
really put into sone sort of context.

So, | think if you are going to do the
advi sory you have to be able to come up with a
context that would all ow people to nake those
ri sk/benefit assessments. | mean, has it al ways
been true for every one of our advisories? No. As
you know from sone of our early SSRIs, we were
criticized for sone of the advice we gave there,
whi ch was just be aware. But we though it was
i mportant enough, there was enough concern that we
went out--you know, we are still struggling with
how much informati on we don't have but we thought
it was inportant to get it out.

So, that is sort of what we are asking the
committee. Wth this limted information should we

do any of these other things at this tinme? Sandy
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has worked at a | ot of these with us.

DR. KWEDER: Good afternoon again. Yes,
we have done a nunber of these and we try to be
judicious in selecting sinply because you can only
do so many of these before people stop |istening.

Al so, when we do issue them wusually it is because
there is sonething that people can do. Sone of the
nmore recent ones that come to mind are risks of a
particular drug that are new and that are
potentially serious and i medi ate that woul d
require stopping a nmedicine. O, we have done them
when a drug is being withdrawn fromthe market and
we expect that clinicians need to know right away
that there is a serious safety issue.

In the few cases where we have issued them
when there is not sonething like that, as soneone
who takes a lot of the press calls, people are very
confused when we don't have "and, therefore, you
should do this." Both the professional groups and
the lay public don't really understand why we do
that. So, these things do have their pros and

cons.
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One of the things that we have learned is
that it is very frustrating for practicing
clinicians and professional groups when a public
heal th advi sory cones out and they aren't aware of
the data. They understand it when it is something
that is really critical with, you know, a nmjor
public health issue that is i mediate but when
there are nuances and there are data behind it that
may be conplicated they are frustrated when FDA
cones out with sonething and they haven't had an
opportunity to digest the data that underlie it and
prepare thenselves in their practice for what may
end up being a del uge.

DR. CHESNEY: Just for the sake of
argunent, | was interested in the materials and the
one thing that can be done is to observe these
infants for a longer period of tine for some of
these findings. They said, for exanple, now with
di scharge within 24-48 hours maybe these infants
need to be observed for a | onger period of tine.
realize that is trivial conpared with what we woul d

like to tell themto do but, again, just for the
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sake or argunent, there is sonething that could be
done which is watch for these children because you
m ght see sone difficulty eating or all these
different things. Dr. Hudak?

DR. HUDAK: No, | think that is a good
point and that is why it is necessary for the
physi ci ans who treat the baby to know those things.
The good news is that the trend is in the opposite
direction now, that nothers are staying not 24
hours but nore like 48 m ninmum which is a good
thing. The other thing that this would do is that
even if the baby is okay at 48 hours, it would
encourage the baby to be seen in early follow up
whi ch woul d mean one or two days after discharge
rat her than two weeks, which is typical in many
practices, especially the non-nursed baby.

DR. CHESNEY: | amgoing to stop talking
right after this, but if we go back one
st ep--professional education, | feel like that is a
given. W have to do that through a whole variety
of different societies and so on. But our next

alternative is the "dear healthcare professional"
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letter which is the sponsor's responsibility. And,
I will stop talking and get some other input. Dr.
Gor man?

DR GORMAN: | think one of those has
al ready arrived in ny mail box. Being the good
doctor that | am | haven't read it yet. It is
sitting on the pile of unopened mail but it does
say a | arge pharmaceutical conpany and it says
"open imredi ately, dear doctor" letter. So, there
may be one of those already out there.

I amgoing to take the side of the
obstetricians and psychiatrists for a nonent and
say that we are tal king about a neonatal w thdrawa
syndrone but this decision has the potential for
maj or negative inpact on the nother. |In the
present state of information where we have what we
presunme to be an acute w thdrawal phenonenon,
think the label is adequate as it is because if we
try to change practice for obstetricians and
psychi atrists that have negative adverse events on
the nons when we have just an acute w thdrawal

syndrone for babies, pediatricians and
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neonat ol ogi sts should be able to handl e an acute
wi t hdrawal syndromne.

Havi ng said that, ny background and ny
spotty career or checkered career or nosaic career,
dependi ng on whi ch way you want to think about it,
is lead. Lead is how !l got interested in this
whol e field and there is an area where there is
obviously an initial incident and then a |long-term
devastating neurol ogi cal outcone. Like lead, this
is so commonpl ace today, if 10 percent of pregnant
worren are going to be on these nedications we wll
have a really hard tine teasing this out if it
doesn't get teased out earlier, meaning in 2004,
"05 or '06 rather than in 2024 or '25 or '26

DR CHESNEY: Dr. Nelson?

DR. NELSON: | have a question but it
woul d hel p ne then frame how you woul d target the
prof essi onal education. There are two options.
woul d assunme that nost of the overlap between
depressi on and pregnancy are women who are on
anti depressants beconm ng pregnant, as opposed to

preghant wonen getting depressed
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DR. WSNER: That is probably true but
there are, in fact, many wonen who have a first
epi sode of depression in pregnancy. So, there are
bot h subgr oups.

DR. NELSON: And if they have that in
pregnancy, are there differences in terns of
response to anti depressants?

DR. WSNER: It has never been studied
systematically but fromour |ong-term experience,
no. Differences in side effects but not efficacy.

DR. NELSON: Because dependi ng, | guess,

on whi ch approach you take when thinking about it,

I mean, | amnot sure | would advocate a "dear
health professional" letter because if | got it, I
mean, | would kind of look at it and say okay.

But, you know, what would you say to soneone who is
prescribing anti depressants when they woul d counse
a wonan, should she be thinking about becom ng
preghant as one set of questions, and then what to
do if she becones pregnant. And then a whol e ot her
set of questions is then depression during

pregnancy and the kinds of decision-naking that
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woul d be different and woul d be approached
differently and woul d be conplex in
short-ternilong-termissues.

So, | think, by default, you would end up
in the third because the heal thcare professiona
| etter which a sponsor sends out | can't inmgine
could go into the kind of detail that you woul d
need to tease out those issues, in particular since
nost of them would end up on the second page and
peopl e woul dn't read past the first paragraph or
two. So, | think by default you end up in three.
So, the questionis, is there a way you can
stimulate the third in a way that is productive?

My own bias is that | think a public
heal th advi sory--it doesn't sound |like there is
enough concrete infornmation to where sending that
out woul dn't send up an al arm and everybody says,
wel |, what do | do about it? And, the answer is we
don't know. That would strike me as crying wolf in
a way that woul d undercut that process.

DR CHESNEY: | hear what you are sayi ng.

On the other hand, SSRIs are such a hot button item
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1 now. Qher coments? Dr. O Fallon?
2 DR. O FALLON: We really have two patients
3 here. W have the nother and we have the babe. W
4 don't really know at this point how damaging this
5 toxicity or withdrawal is. W truly don't have the
6 data. So, this may be a horrible problem about to
7 explode, | nean, down the line five years from now
8 or it may not.
9 DR. WSNER. There are |long-termfollow up
10 studies of kids that have been exposed during
11 pregnancy, particularly to fluoxetine and the
12 tricyclics. By and large, the devel opnent, at
13 | east on fairly global but standard neasures, has
14 been i ndi stingui shabl e between the groups. So, |
15 don't think we are |ooking at sonething that is
16 going to blow up and be very bad down the |ine at
17 | east on those mmjor inpacts. There is still a
18 di s-ease about sone nore subtle, perhaps those
19 neur obehavi oral things that we are tal ki ng about,
20 but I don't honestly think it is a major horrible
21 t hi ng.

22 DR. CHESNEY: | think that is critica
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information. | don't believe | knew that. So,
there have been extensive |ong-termfoll ow up
studies of infants exposed to SSRIs in utero and
those children are now w thout clear conplication
or probl enf?

DR WSNER That is correct.

DR. CHESNEY: Dr. O Fallon?

DR. O FALLON: The point here is we have
all been tal king about giving the infornmation out
to the doctors and, you know, it is inportant. But
you al so have to give it to the nother. | nean,
the nothers have to have this information given to
them the best that they can have. You know, |
don't know what our options are but that letter to
the patient we saw earlier today, nmaybe sonething
al ong those lines, or maybe the FDA coul d have a
pregnancy website where they could keep the | atest
i nformati on about issues pertinent to pregnancy so
if a wonan gets pregnant and wants to do her
homewor k she could go | ook up as rmuch information
and possibly that would at | east help her. Because

if she is depending on one of these doctors that is
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so busy, and | understand because | work with them
they have never read it. They never read that
advi sory and she is not going to get the
information either. There should be a way to get
that information to the public directly.

DR D. MJURPHY: When you say patient
letter, you are tal king about the patient insert
that we are proposing for the | abel?

DR O FALLON: Right.

DR. D. MJRPHY: That would say in nore
detail to the nother about depression and treatnment
and just naking her aware of the fact that this a
risk. W know that there is a risk to the infant;
we can say that as far as acute, mmnageabl e
toxicity or adverse event. The question | think we
are struggling with is--and that may be fine but
then is there anything else to say? At this point
I am hearing even though the Division is proposing
that we have in there that your physician may want
to taper your nedication, we would then have to
actually frame that in a way that would be nore

bal anced about the limtations of information.
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DR. O FALLON: That is right.

DR. D. MJRPHY: | nean, the point of a
patient letter is that it gives you the ability to
say nore to balance it instead of just saying we
don't know. There is that opportunity.

DR. O FALLON: And like she just said, if
they have sonme information--it may not be the
hi ghest quality because it may be voluntary
information and all that, but if there is sonething
there that says, "hey, |ook, we haven't seen all
these long-termthings" the nother could say,
"well, you know, it won't be so awful for ny baby
if | stay on my nedication"--that type of thing.
Gve themthe information so that they can make an
i nformed decision |ike he was tal king about in
terms of an inforned consent.

DR. CHESNEY: Dr. Wsner?

DR WSNER. | agree very nuch with what
you just said, but what | worry about is exactly
what | saw in a case recently. | did a
consultation on a patient who was very pregnant,

who cane in because she said, "you know, | went on
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the web and | saw all this terrible stuff that
happens to newborns if the momis taking an
anti depressant so | stopped ny drug a nonth ago
because what if | deliver early and naybe nmy baby
will get those terrible things?" W had to
hospitalize her because she was really quite
depressed and suicidal and she went into |abor,
delivered and had to be transferred down to the
maternity hospital. | have no question that all of
that was way worse than to continue the drug

So, if the information is in a context in
which she is helped to value the traces, that nmkes
sense, but delivered, you know, in a situation
where, in fact, her treating physician wasn't very
aware of the issues and she didn't have a |ot of
confidence, | just worry about the neta-nessage.
When this organization says something it can pack a
big wal l op and that neta-nessage nay lead to nore
negative outcones than we hope, or the kind of
negative outconmes that we don't want to happen

DR O FALLON: But mmybe they are going to

go look at the website where it doesn't have any of
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the nuances in it. So, | amsuggesting that the
FDA try to create a bal anced nessage and point to
the different issues so that they would have a
hal f way chance of knowi ng what they are doing.

DR. WSNER: Except that nmy point was
somewhat different. That is, if it is an FDA
message there is a neta-nessage that is separate
fromwhat the content says that packs a bigger
wal lop even if it is tenpered. That was nore ny
poi nt .

DR. D. MJRPHY: |f FDA sends out a public
heal th advi sory, you are right, there is a big
met a- nessage and you have to read a lot to be able
to overcome that meta-message, which is the point
of not sending out a whole |ot of them because we
want you to pay attention when we send them out,
versus the other proposal | amhearing. | amjust
trying to make sure | amgetting your perspective
on this, versus the patient insert, which is

anot her way "FDA says... Are you still concerned
about that neta-nmessage that we woul d have a

patient insert that went through this issue of
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nmot hers on antidepressants and that there are these
syndrones, but we don't know what the |ong-term
effects are? W have sone evidence at least in
certain situations that there aren't that we know
of at this point or have been able to identify, and
that this is a decision you need to bal ance agai nst
the inportance of maintaining your health during
this process. | mean, you are concerned that even
for the additional --because sonmething is going to
go in the I abel because we have this information
and we have to tell people.

I think what is being brought forth is
that there is a concern that that al one may not be
bal anced enough, and is there another way to
bal ance it without making it worse, and is the
patient insert that way versus--1 think | am
hearing we don't want to send out an FDA notice but
is there another way?

DR. CHESNEY: What | am hearing are three
things. One is that there will be a | abel change.
The second is that we should educate. | think that

is a given. Then, the third, which is the issue
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1 now i s whether, Dr. Wsner, you have concerns that
2 just by putting in a patient insert or an enhanced
3 patient insert would frighten wonen, w thout any

4 bl ack boxes or anything, just a nore informationa

5 patient insert?

6 DR WSNER: Actually, | was responding

7 more and | think agreeing with the negative

8 feelings about the advisory as a mmjor message.

9 You know, | guess as you were tal king what | kept

10 thinking about is what was raised before, that

11 worren will find out about this if they are
12 i ndustrious anyway, and if we take the neta-nessage
13 liability away, which | think would happen with the

14 advisory, and it is a balanced presentation, that

15 sounds nore reasonabl e because at least it is a

16 trusted source. |If the directive is to say here is
17 i nformati on we think you need as you consi der your
18 choices, that makes sense to ne.

19 DR. CHESNEY: In the interest of noving on
20 because we still have another question, is there

21 anybody on the conmittee that would not agree with

22 an enriched patient insert, enhanced education of
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physi cians and then the |abel change that is in
process? Does everybody agree to that? Dr.
Gor man?

DR GORMAN: The only part of the enhanced
| abel that | saw was in the dosing and
adm nistration and | still have reservations about
where it prescribes a course of action for
physi cians which is to taper these doses. | think
that is a leap of faith that we don't have
i nformation for.

It says when treating a preghant woman
with these drugs carefully consider potential risk
and benefit. Then, physicians nmay consider
altering or revising or rethinking these treatnents
during pregnancy as information becones avail able
that will give the physician alternatives. The
only alternative they put in here is tapering and
then it gets that inprimatur of that is the way to
go. | don't think we have any data to say that
that is the way to go. That is the only
reservation | have about the proposed | abel change.

DR. CHESNEY: Thank you. Dr. lyasu, do
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you want to give us question nunber three?

DR. | YASU: The second question deals with
research. | will just read it. BPCA does not
provide a nechanismfor issuing a witten request
to study drug therapies for pregnant wonen. There
are no popul ati on-based estimates of SSRI or SNR
exposure data in pregnant wonen and there are no
systematically coll ected data on neonatal outcones
in infants exposed to these drugs. Furthernore,
determining causality for neonatal reactions is
chal l enging as the role of drug discontinuation,
direct toxicity (exanple serotonin syndrone) and/or
ot her drug/ substance exposure during pregnancy is
of ten uncl ear.

Is there a need for further research to
eval uate and characterize the neonatal effects of
in utero exposure to SSRI/SNRIs? |f your answer is
yes, in your discussion of research options, please
di scuss feasibility and potential sponsors for each
option. | think you have answered the first
question al ready.

DR. CHESNEY: Does anybody feel that we
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know everything that we need to know?

[ Laught er]

Thank you. Moving on then?

DR | YASU. Here are the options that we
have for you for discussion, and think about
feasibility and potential sponsors fromthese
appr oaches.

DR. CHESNEY: And we are always interested
in nore options.

DR | YASU. The first optionis to
conti nue eval uating/ noni toring postmarketing
adverse event reports, |ike what we do with the
Ofice of Drug Safety.

Conduct sone popul ati on-based prospective
study of pregnancy exposed to anti depressants and
assess neonatal outcones.

Anot her option is to conduct a
retrospective study of neonatal w thdrawal syndrone
or serotonin toxicity.

The last option is conducting a
randomni zed, controlled trial of treatnment of

mat ernal depression. As a subpart to this
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question, if yes, what research questions should be
addressed by the trial?

DR. CHESNEY: Probably we can al ready
x-out the first option because you will continue to
moni t or post marketing adverse events.

DR. D. MJRPHY: | think one of the things
that that was neant to try to say is that there is
a difference between the routine nonitoring or
saying we are going to follow up, and we want to
make sure that when we tell you that we are just
going to do routine monitoring that nmeans that we
are going to then be bringing it back again. O
course, like many of the things today we really
didn't think we needed to bring back to you but
this is really that question in a way, do you want
us to just to continue versus just have the routine
pat h of reporting process?

DR CHESNEY: | understand. |n other
words, with an enphasis on further research, are we
content with that or do we want you to continue to
|l ook at this internally and bring us additiona

f eedback each meeting?
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DR. D. MJRPHY: It could be sinply that we
will continue to look at it a year fromnow and i f
we don't see anything we won't cone back to you if
we don't have any new information, but clearly if
we did, we would. | nean, you would be putting
this as a task for us, nmeaning Pediatrics, to
followup with you versus we are not follow ng up
If we report to you 1-year post-exclusivity and
there is nothing there, we do no |onger follow up
with you.

DR. CHESNEY: It is a form of ongoing
research for you all, if you will, and you are not
required to do that; we would be asking you to do
that. Comrents? Dr. Nel son?

DR. NELSON: | guess | have three. The
first is that | would be interested in Sam s
comrents on whether a registry requirenent for
i ndustry for wonen who becone pregnant or are
pregnhant and they get placed on the nedications,
whet her that would facilitate data collection and
al so neet sone of the problens behind the voluntary

system of adverse events.
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The second two | think would be fine,
al though | would nodify the retrospective and talk
about case control, and | woul d advocate that
sonet hing like that ought to be NIH funded as
opposed to industry funded.

The reason for that is that | get nervous,
particularly when | | ook at nunber four and think
about the inpact of an industry-sponsored
trial--which | presune you could only get themto
do if there was noney on the table to be earned by
doing it--in a setting where there is under-funding
of basic care for nental health and the potentia
for undue influence on wonen even going into the
trial, and the complexities of even designing an
ethical trial under those circunstances. | think
it could be done but I would prefer it then to be
done wi thout the sort of recruitnent drive that
i ndustry-funded research creates even if that
recruitnent is carried out appropriately. | nean,
mental health is so under-funded the undue
influence to then go into that trial, even if their

own risk assessnment independently might not to be
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on antidepressants, | think could be potentially
| ar ge.

DR CHESNEY: Thank you

DR MALDONADO: | think actually the FDA
has experience with registries. Wen | was at the
agency in antivirals we asked conpanies to do that
and | renmenber that one of the first registries was
for acyclovir in pregnancy and al so AZT.
Unfortunately, those registries--please correct ne
if | amwong--never yielded any of the goals that
they were created for. | amsure that Sandy knows
that very well. So, basically, over the years they
have not been very good at giving data. They
basi cal |y gi ve extenporaneous reports to an 800
nunber by clinicians or by wonen exposed and they
didn't yield the results that we wanted.

DR. CHESNEY: Thank you. Dr. Cragan?

DR. CRAGAN. | have actually been on the
scientific advisory conmmttees of four of those
registries that are sponsored by industry. They
are very simlar in nmethods but the usual one is

that the outcones are obtained. There is active
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attenpt to contact whoever reported the pregnancy
originally to the registry, and nost of the tines
that is the obstetrician; occasionally it is a
pharmaci st or a neurol ogi st or some other
specialist. They are contacted to find out the
outcone of the infant. So, it is somewhat whatever
the obstetrician knows about the outcome or if they
take the extra step to contact the pediatrician and
find out.

But | think in this kind of behaviora
type of synptons, withdrawal versus toxicity and
such, you really need to get to hard, objective
data by the person who is caring for the child and
not just the first day in a delivery room So,
that nethod | think is not well suited for this
type of outcone.

Now, there is one registry, the
anti-epileptic registry, that is multiple conpany
sponsored and they give a grant to soneone in a
university setting who actually adm nistered the
registry, and the nother enrolls herself and they

get inforned consent to contact the pediatrician
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and attenpt to get copies of hospital records, and
such. So, it is possible; there is one registry
that does that better but | think this kind of
outcome is not well suited to that design in
gener al

DR. CHESNEY: Could you conment on what
desi gn woul d be good, specifically with respect to
bull et number two?

DR CRAGAN. What comes to mind is the
National Children's Study which is a
popul ati on-based enrol |l nent, a |ongitudinal study
of children and they do have work group on drugs
and they have a group on newborn outcones | think.
I would make sure that these kinds of issues wll
be covered in what they are addressing. | think
they will be automatically but presumably SSRIs and
antidepressants in general are a conmon enough
exposure in the population that you really may be
able to get sone good data fromthat

The other things that come to m nd that
have an existing structure that you m ght be able

to tap on--one is the teratol ogy information
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1 services, the one in California particularly that

2 Christina Chambers heads or is part of. They are

3 set up to interview nothers about exposures. They
4 have several studies where they follow infants out
5 to a year. They have physicians who travel around
6 in California to examine infants. | think with

7 sonme funding and sone support they would probably

8 be able to take that on for a longer term It

9 depends on how many you have.

10 Qur division funds a nunber of state-based
11 popul ati on-based birth defect surveillance prograns
12 and those are geared toward nal formati ons. But

13 sone of those, the ones in California, the one in
14 Texas, do have abstractors that go out to hospitals
15 and look for abstract information about children

16 with specific conditions. Again, with sonme extra
17 support or funding some of those mght be able to
18 broaden those to | ook for synptonms noted in the

19 newborn that then could be followed up to | ook for
20 exposure. Those are the thoughts that come to

21 m nd.

22 DR. CHESNEY: O her suggestions or
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coments? Dr. O Fallon?

DR. O FALLON:  You know, | think that
retrospective studies are the ones that can get
done the fastest and probably provide the nost bang
for the buck, at the beginning anyway. But the
problemwith themis they do depend on data that
was or was not recorded so you have interesting
bi ases that show up, but they still are the
greatest bang for the buck and, at least in the
begi nning, give us sone information. It would
probably have to be validated through somnething
like a prospective study forward in tine if it
| ooks like there is something going on

DR. CHESNEY: | was struck in reading the
articles and here today that we don't really know
what we are | ooking for in the newborn. | nean,
there may be two totally different syndromes, one
bei ng the behavioral teratogenicity and the other
being the toxicity/withdrawal. W don't even have
good definitions for what we are | ooking for if we
were to go retrospective. | just kept thinking

this would be so perfect for sonebody that, you
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know, would actually get in and exam ne the infants
and devel op sone kind of scale for evaluation. Dr.
Gorman, | think you had your hand up.

DR. GORMAN: After listening to the AERS
disclaimer for the last three years, it strikes ne
that the process we follow for identifying
of f-1abel drugs for study at NIH night be a useful
anal ogy to start |ooking at for AERS signals that
are picked up. They get a signal in AERS. It says
there may be a toxicity that has previously been
unrecogni zed. You use sone group to rank themin
terns of their significance and find a way through
NlH to fund them through whatever nechanism |t
struck me as incredibly serendipitous that there is
an ROl trial going on today that is trying to
answer the question that we are being faced with.

I would like to make that |ess serendi pitous.

DR CHESNEY: Dr. Luban?

DR. LUBAN. There certainly are two
NI H- sponsored groups that ook into pharmacol ogic
trials that PBRUs, and certainly the neonatal

network, which is Maternal and Child Heal t h-funded,
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is another resource. It alnost seens |ike you need
to get all these people to sit down in one room
together and talk to one another. | would inagine
that between that you could get the nmeasurenents
that | would be nost interested in | ooking at
because the PBRUs have very extensive drug testing
met hodol ogi es avail able to them and t he neonata
network certainly has a broad base of diffuse
neonates fromdifferent soci oeconom c groups that
are fromacross the United States.

DR. CHESNEY: Maybe | could hazard a
response to your first bullet. | partly feel like
you have done your job and we don't see you as a
research agency. On the other hand, given that it
may take sone tine for sone of these other prograns
to get up and running, and hopefully they wll
fairly quickly, maybe it would be useful for us to
have this on the agenda for a year to have you cone
back and say here is what we have found since | ast
year and, again, | just put that on the table for
others on the conmmittee to coment on. Dr. Nelson

you al ways have a comment to ny comments.
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1 DR. NELSON. Well, | was thinking that the

2 data look like it needed to be updated. If |

3 recall, it was 2001 cl eaned and then 2001 to 2004
4 uncl eaned. So, at the very least, an update of the
5 2004 data cl eaned woul d probably nake sense. So,

6 guess | amin agreenent that that m ght be a usefu

7 thing to do and then present.
8 DR. CHESNEY: Thank you. W agree on

9 that. Does anybody disagree with that?

10 [ No response]
11 That is nunber one. Nunber two,
12 popul ati on-based prospective studies, | think we

13 all feel that that is absolutely inportant and

14 essenti al through whatever nechani smwe can conme up

15 with.

16 Retrospecti ve studies--there are sonme out

17 there now. They have alerted us to the problem

18 don't know how nmuch nore information they could

19 gi ve us because we don't know what to | ook for now,

20 | et alone what to | ook for retrospectively. | am

21 just free-associating and then | will let other

22 peopl e commrent .
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A randoni zed, controlled trial of
treatment of maternal depression and what research
questions shoul d be addressed--that is nuch nore
difficult. Dr. Wsner?

DR. WSNER: If what you nmean is a
drug- pl acebo, controlled study during pregnancy, it
woul dn't be funded by NIH.  One of the
possibilities is a drug-other treatnent control,
and there are investigators who have tried to
conpare drug treatnent versus psychotherapy and
have subm tted such studies but for a whol e nunber
of methodol ogi cal and ethical reasons they have not
been funded by N MH

VWhat we are doing is a study of |ight
therapy. W have done two pilot studies and hope
to present enough evidence that it is an effective
treatment to do a light therapy versus drug
treatment when then could potentially give us the
chance to | ook at drug versus another active
treatnent on the kinds of neonatal outconmes that we
have been tal ki ng about today.

DR. CHESNEY: Wat do we know about
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neonat al outcones of wonen who had severe
depression before we had effective drugs? Do we
know anyt hi ng about those neonates? How they
behaved?

DR. WSNER: O her than being described as
irritable and difficult to consol e--you nean
| onger -t er m out cones?

DR. CHESNEY: No, just the imediate, just
the effects of the maternal depression w thout any
therapy. They were irritable, difficult to
consol e?

DR. WSNER: Yes, and can have |ong-term
growt h and certainly socioenotional difficulties.

In Lynne Singer's data set in which she | ooked at
wonen who had abused various substances in
pregnhancy, the notor and nore physical effects on
kids long termcould be related to drug use, but
the soci oenoti onal devel opnent was pretty highly
correlated with maternal depression score, which is
kind of interesting. The effects on devel opnent
are pretty devastating.

DR. CHESNEY: Fascinating. What research
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question should be addressed by the trial? Shal
we continue to pursue that part of bullet nunber
four?

DR. D. MJRPHY: | think we have enough
here to work with.

DR CHESNEY: | amhearing no's all around
me. | hope you could hear that. Thank you,
everybody for getting us through all of that. |
think, unless Tomis signaling me sonething el se,
we need to nove on nowto Dr. lyasu's presentation
on an update on congenital eye malformations in
i nfants.

Update on Congenital Eye Malfornmations in Infants

DR. | YASU. CGood afternoon again. This
will not take a very long tinme and you have the
break after that.

I am going to discuss congenital eye
mal formati ons reported through AERS with the
mat er nal use of antidepressants during pregnancy.
First 1 would like to acknow edge Kate Phel an from
the Ofice of Drug Safety for perform ng the

primary review of adverse event reports. | think
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Kate is still here.

To provide you with sone background,
during the February, 2003 neeting of this commttee
we reported a case report of a potential eye
mal formation related to the use of cital opram
during pregnancy. Nanely, it was a patient with
ptosis, eye nuscle paresis and nystagnus. At that
time an expanded review of cital opram and severa
other antidepressants for potential reports of eye
mal f ormati ons were under review. The revi ew has
been conpleted and today's talk is an update of
congenital eye malformations for citalopramand its
enanti omer, escital opram and several other newer
ant i depr essants.

In March, 2002 the WHO Upsal a Monitoring
Center of Drug Safety published three possible
reports of congenital eye malformations with the
use of cital opramduring pregnancy. Two of these
reports were congenital optic nerve hypopl asi a.
Both were from Sweden. The third was a report of a
non-specific eye mal formation from Great Britain.

Al were exposed to citalopramduring the first
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trinmester. The publication of this report
triggered an FDA revi ew of the AERS dat abase.

First I will just give you sone background
again about this drug. | will discuss rel evant
| abeling for the drug products included in this
current review. Citalopramis |abeled as a
preghancy category C drug. In rat enbryo or fetal
devel opnment studi es teratogenic effects have been
reported at maternally toxic doses, and this
i ncl uded decreased enbryo or fetal growth,
decreased survival and increased incidence of
cardi ovascul ar/ skel etal defects. However, this did
not include any teratogenic effects on the eye.

Fl uoxeti ne, flovoxam ne, paroxeti ne,
sertraline and venl af axi ne are | abel ed as pregnancy
category C drugs. No teratogenic effects have been
seen with these drugs, except decreased pup
survival in rats. Like all antidepressants, the
| abel al so reconmends use of these drug products
during pregnancy only if the benefit outweighs the
risk to the fetus

The other drug that was revi ewed was
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bupropi on which is | abeled as a pregnancy category
B drug. No teratogenic effects in rat studies have
been report ed.

The last nedication is desipranm ne which
has no pregnancy category on the |abel but does
carry a warning about use in pregnancy, like
anti depressants, and reproductive studies are
reported to be inconclusive.

Now on to the search strategy of the AERS
dat abase, the O fice of Drug Safety searched the
AERS dat abase for reports of "eye disorders,
congenital” in relation to cital opram
escital opram and the other drugs that | nentioned
bef or e.

The AERS search results for cital opram
reveal ed that there were 5 unduplicated pediatric
eye mal formations. One was a U S. case; 4 were
international reports. Only one congenital optic
nerve hypoplasia, reported in the WHO bull etin, was
found in the AERS database. There were no adverse
event reports for escital opram

O the 5 reports that are in the AERS
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dat abase, one was a congenital optic nerve

hypopl asi a and there were other medications al so
used conconitantly during pregnancy, cefuroxine and
nitrofurantoin for urinary tract infection about
the fifth month of pregnancy.

The second case was a non-specific eye
mal formation, also with rmultiple nedications were
used conconitantly during pregnancy.

The third case is the one we reported | ast
February, which was a congenital ptosis and
nystagmus. The report does not indicate any
concomi tant medi cation use.

The fourth case is bilateral retina
col oboma, right hydronephrosis, respiratory
di stress syndrone with collapsed lung. There were
no ot her nedications except nultivitanns.

The | ast case was downward devi ation of
gaze without paralysis. 1In the case report there
were no concom tant nedi cations. No other
neurol ogic or increase in pressure was noted in
this patient.

Looking at the other search results, for
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bupropion there were 2 cases, one with | acrinal
duct obstruction and anot her case of eyelid
mal formation. Fluoxetine had 2 cases, optic nerve
anomaly and congenital |acriml passage anonaly.
For paroxetine there were 2 reports, retinopathy
and congenital cataract. For Sertraline there were
3 reports. One was an eye deformty which was
non-speci fic; an anonmaly of the orbit; and then
| acri mal passage anonmaly. Desipram ne, fluvoxam ne
and venl af axi ne did not reveal any case reports.

I n concl usion, these adverse event reports
were reviewed extensively by the Ofice of Drug
Saf ety and al so by the review division, as well as
t he opht hal nol ogy group at FDA. The conclusion is
that the report of congenital eye nal formations
does not constitute a recogni zabl e pattern that
could be attributed to the use of cital opramor any
of the other antidepressants during pregnancy.
There were too few cases to nmake any significant
attribution or association with its use during
pregnancy, and there were al so several conconitant

medi cati ons.

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (308 of 367) [6/21/2004 12:08:54 PM]



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

Therefore, we will continue, as was
menti oned before, with nonitoring of the AERS for
any additional cases of eye malformations with
t hese medi cati ons.

DR. CHESNEY: Thank you. Any technica
questions for Dr. lyasu?

[ No response]

Open Public Hearing

Thank you very nuch. W do have one
speaker for the open public hearing today and | do
have something | have to read before that. Both
the Food and Drug Administration and the public
believe in a transparent process for information
gathering and deci sion making. To ensure such
transparency at the open public hearing session of
the advisory comittee neeting, the FDA believes
that it is inmportant to understand the context of
an individual's presentation.

For this reason, the FDA encourages you,
the open public hearing speaker, at the begi nning
of your witten or oral statement to advise the

conmmittee of any financial relationship that you
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may have with any conpany or any group that is
likely to be inpacted by the topic of this meeting.
For exanple, this financial information may include
a conpany's or a group's paynent of your travel

| odgi ng or other expenses in connection with your
attendance. Likew se, the FDA encourages you at
the begi nning of your statement to advise the
committee if you do not have any such financial
relationships. |If you choose not to address this

i ssue of financial relationships at the beginning
of your staterment, it will not preclude you from
speaki ng.

Qur speaker is Dr. Philip Sandy Zeski nd,
who has provided us with a set of his slides in our
packet. Also, Tomtells ne, one of his papers is
in the blue book material we received before comn ng
to the neeting. Dr. Zeskind?

DR ZESKI ND: Thank you very much. Wile
Tomis conmng up to rescue ne, | amnot funded by
any drug conpanies. There is no conflict of
interest there. In ny role as director of

neur odevel opnental research in nmy hospital, they
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are supporting my transportation here.

I have a series of conments and | am goi ng
to try and whip through this pretty quickly. After
hearing the discussion, sone of the issues that are
enbedded in this presentation directly address some
of the questions that you are asking about what
ki nds of questions should be asked and what ki nds
of research nethods shoul d be done.

This is in reference to an article that |
published in the journal Pediatrics in February of
2004. | will whip through the stuff that is
obvious, that there is a |l ot of depression
Depression in and of itself, as Dr. Wsner said,
does have debilitating effects. Serotonin is a
neurotransmtter that is going to affect
developnment. In ny view, it is not whether it
af fects devel opment but how much and in what ways
That, to ne, is a given as soneone who studies
prenatal devel opment.

Unfortunately, the way these questions
have been answered in the past is by using neasures

such as birth weight, gestational age and physica
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anomalies. Quite honestly, in ny view, these are
the measures that Sparta used to see if a baby was
heal thy 3,000 years ago and | think that, as a
field of research, we have noved on way beyond that
yet we are not applying it to sone of these
i mportant questions that we have in front of us
t oday.

For the study that we did, the issues that
are relevant for us, especially if you are talking
about doing retrospective studies and big
popul ati on-based studies--all infants in this study
were full birth weight. Except for one infant,
they were all full term and no infants had any
physi cal anonalies. There were absolutely no
di fferences between the SSRI -exposed and the
non- exposed infants. It is a snmall sanple, yet it
was an intensively studied sanple. |f anybody went
back to the nedical records on these infants, they
woul d find "no effects of SSRI exposure.” That is
the bottom i ne.

What we found, through nethods that are

described in the paper, is quite a |list of
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neur obehavi oral differences in the prenata
SSRI - exposed babies They showed incredi bl e amount s
of tremul ousness that was not picked up by the
att endi ng physicians; increased startles or sone
call them arousals. There was al so i ndependent
nmotor activity besides those. The whole
sl eep-state architecture of the infant was totally
di srupted. We sat and we wat ched these babies
sl eep and recorded blinded neasures of state
regulation in a way that we have devel oped over 30
years and ot hers have used as part of standard
newborn exans. W neasured increased REM sl eep;
rigid state organi zati on and depressed range of
states. Normal babies should get up and cry.
These babies are functionally, physiologically,
behavi oral | y depressed.

We have al so worked out a way of spectrum
anal yzing the infants' heart rate variability to
| ook at oscillations in the heart rate. What we
found is that the oscillations in heart rate over
time are totally nmessed up, just to put it

colloquially. They are not rhythmc. The
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par asynpat heti ¢ and synpatheti c nervous systemis
di srupted seriously.

Importantly, all these neasures have been
previously used to detect effects of prenatal drug
exposure or differentiate high risk infants in the
past. These are not new neasures. They have been
used to assess cocai he-exposed infants,
cigarette-exposed infants, al cohol -exposed infants,
prenatal malnutrition, etc. They are the sane
ki nds of behavi ors.

We al so found, as far as
neur odevel opnental effects, a | ower gestational age
by one week even within a full-termsanple. Again,
goi ng back to nedical records which can't use N CU
adm ssions as a neasure, yet, there was seeningly
an effect on gestational age.

As far as whether these have effects on
subsequent devel opnent, | want to address this
because this cane up and Dr. Wsner answered it
very nicely, that is, the long-term studies of SSR
exposure have focused on the equival ent of using

birth wei ght an physical anonalies of the newborn
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Doi ng standard IQtests at 2 years of age is not a
way of measuring long-termeffects, and that is
what has been used, standard |1 Q tests and | anguage
devel opnment tests. They will not detect effects of
SSRI exposure. The cocaine literature, the
cigarette snoking literature knows this already.
They have noved on fromthat kind of analysis. Now
what people | ook at is socioenotional regulation,
how peopl e handl e enpti onal issues, regul ation of
arousal , those kinds of things.

I will say one nore thing with that, the
measures that we have found, these neurobehaviora
measures in ny owm work and others' work have been
predi ctive of subsequent differences in
developnment. | don't think we can say that there
aren't differences at this point. W still need,
of course, better research to look at it directly.

I will say also that since | published
that article | have received a plethora of letters,
unsolicited emails and letters from parents sayi ng,
"ny God, |I'mglad sonmeone finally said this because

my baby, at 2 years of age, is having these notor
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1 trenors and nmy doctor says it | ooks normal, but
2 there's something not right about ny child." |
3 have a list of emanils and letters from parents.
4 Again, that is a biased sanple, self-selected,

5 however, we need to throw that into the hopper

6 here.
7 | really enjoyed listening to the
8 di scussion. | don't know if we should just cal

9 this withdrawal syndrome. W heard whether this is
10 serotonin toxicity. Serotonin is the precursor for
11 synaptic devel opmrent. | don't know how bei ng
12 bat hed in extra serotonin for nine nonths during
13 gestation would not have sone kind of serious
14 long-termdetrinental effect. 1t just escapes ne.
15 My concl usions are that what we have found
16 is that prenatal exposure to SARI' S during preghancy
17 di srupts neur obehavi oral devel opnent. | think we
18 have cl ear evidence of that. | don't think that
19 birth weight, pre-termbirth, N CU adni ssion and
20 physi cal anonalies are sufficient measures of the
21 effects, and | think that if we continue to do that

22 we will be missing the boat. Nunber three, there
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may be neurotoxic effects; it may not just be

wi t hdr awal . | think nunber four is obvious.
In conclusion, | think when we were asking
here what should we do about this, | think it is a

question of balance. As Dr. Wsner said,
depression during pregnancy is a serious problemin
and of itself. For me, talking to the patients

that | exam ne, SSRIs have been given out pretty

much i ke M&\s during pregnancy. | think it is a
question of bal ance and concern. "Ch, you're
feeling a little bit down? Here, have this,” | do

believe that characterizes sonme of the
adm ni stration of this drug.

So, we don't want to throw the baby out
with the bath water with this, but |I don't think it
is safe for us to conclude, well, don't worry; it
is only atransient effect. It is only wthdrawal.
The baby will get over it or there are no effects
because the baby is full birth weight and ful
term | will stop there and thank you very nuch.

DR. CHESNEY: Thank you very nuch. W

really appreciate your perspective of many years of
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havi ng | ooked at this very issue that, obviously,
many of us are coming at froma nuch | ess detail ed
background. So, we really appreciate your input.
Are there any questions of Dr. Zeskind? Dr. Gorman
and then Dr. Wsner.

DR GORMAN: SSRI's have now been out in
the popul ation for ten years. | assune pregnhant
worren start taking them whether they know they are
pregnant or not near the beginning. Wat epidenc
are we seeing today, in your opinion, that has been
predi cated on this use? And, it doesn't have to be
an epidem c of such, you know, is this why all the
patients in ny practice use Gane Boys--

[ Laught er]

DR ZESKI ND:  You j oke- -

DR GORMAN: | am not j oking.

DR. ZESKIND: W are tal king about
enotional regulation. You know, one of the
| ong-term effects, now that we know about prenatal
cigarette exposure for exanple, is sone very nice
research that shows it is attention deficit. \Were

did that cone fron? | don't know what the epidemc

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (318 of 367) [6/21/2004 12:08:54 PM]

318



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

is, but I do know, as you said and it is not an
exaggeration; | run a child clinic at ny hospita
and there are a lot of children with regulation
di sorders that are associated with things that nons
take during pregnancy, including subclinica
effects of alcohol, cigarettes, SSRIs. | think we
have a lot of children. Were is all the
depression comng fromthat makes the headlines of
Newsweek nmgazi ne for bipolar disorder? W are
creating children that just, by the anount of it,
appear as "normal" in a statistical sense.

That is the best answer | can give and
think it is a very good question. But | don't
think if we give the kid 1Q tests and they appear
normal , then we shoul d conclude there is no effect
on devel op.

DR CHESNEY: Dr. Wsner?

DR. WSNER. Sandy, | wonder in your
application of the wonderful measures you have
devel oped, you have | ooked at the SSRI cases but,
as | recall, you have a parallel literature on the

effects of depression as well. Right? | nean,
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mons who are depressed give birth i ndependent of
SSRIs. Is there a difference on those outcomnmes?

DR ZESKIND: That is a great question,
Kathy. Frommy clinical experience, the effects of
depression are different than the effects of SSR
exposure. The study woul d have, of course,
benefited greatly by having an untreated depressed
group. | mean, that is obviously the next question
that needs to be answered so | know the linmitation
of the study in that sense. But these do not | ook
Iike infants of depressed nons; they |ook like a
different kind of issue.

DR WSNER:. And just to add to that,
Sandy has a wonderful cry analytic procedure that
is being done with RR1 so that at birth and 2 weeks
the cries of all kids in those groups will go to
Sandy for anal ysis.

DR ZESKIND: Wat we do with that is we
spectrum anal yze the cries. This is sonething we
have been devel opi ng over 30 years. By spectrum
anal yzing the cry and | ooking at the 4-minute

frequenci es you can actually tell if there is a
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problemwith the brain stem | amvery sure, based
on sonme of the stuff we have already received, in
col l aboration with others and ny own work, that

t hese babi es have the kinds of cries, cry

t hreshol ds and sounds that are evidence of damage.

DR, CHESNEY: Dr. CGorman?

DR. GORMAN. Just to be pesky, threshold
effect or non-threshold effect dose response, and
is it uniformacross babies or are there babies who
are spared and babies who are dramatically
af fected?

DR ZESKIND: That is another good
question. | can't answer that. That is not ny
area of expertise. | believe Dr. (berlander--he is
over on the West Coast of Canada--has been | ooking
at differences in genetic populations with
different cultural groups and how they netabolize
the drug. There nmay be differences in netabolic
activity that may have an effect. M study cannot
address the dose response or whether an one SSRI is
wor se than another, that kind of stuff.

DR. CHESNEY: Thank you again very much
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1 for taking the time to come and be with us.

2 DR. ZESKIND: Thank you for having me.

3 DR CHESNEY: Tomis asking whether we

4 want to take a break, and ny thought is that a

5 5-7-mnute break isn't really going to inpact

6 traffic and it may inpact traffic to the nmen's and
7 ladies' room So, if is all right with everybody,
8 | would like to take a 7-minute break. Plan to be
9 back here at 3:45. At that tine, Dr. Ml donado

10 al so wants to give a response to sone of the issues
11 raised this norning, briefly, before we nove on

12 Thank you.

13 [Brief recess]

14 DR CHESNEY: Dr. Mal donado had asked if
15 he coul d spend just a few m nutes responding to

16 sonme of the issues that were raised this norning
17 that invol ved pharmaceutical conpanies. He has

18 prom sed he will be brief but they are inportant
19 and | think it is inmportant for himto enlighten
20 us.

21 DR. MALDONADO: Thank you, Dr. Chesney. |

22 know we talked a little bit about fornul ati ons and
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I will be brief on this. That is an issue where,
unfortunately, the science has not evol ved as
rapidly as in other parts of pharnmaceutica

aspects. The reason is that basically there are
two very good solvents for a |ot of the products,
especially in liquid. One is water and the other
is alcohols, and there are linitations with

al cohols. A lot of the new drugs are not very
soluble in water. So, even when | was still at the
agency, | renenber a sponsor trying 200

fornmul ations and failing in every one of them So,
the science, unfortunately, is not very conducive
to produci ng fornul ati ons soneti nes.

The other thing is that we talked a little
bit about negative studies. That m ght have
actually a negative connotation. Negative studies
are not necessarily unsafe; they just fail to
denonstrate what they thought they were going to
denmonstrate, and in Phase 1, those are exploratory
studies many times. | amglad that Dr. Mirphy
clarified that within BPCA those studies are

becom ng public and published, if not in journals,
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at least the BPCA requires that the FDA nake them
public. So, there is not the veil that there used
to be. This is the first tinme that actually

i ndustry has the incentive to send so-called
negative studies to the FDA. Many of those studies
were never sent before because they knew they were
not going to be reviewed anyway.

But the nost inmportant thing that | want
you to consider, the committee to consider and even
the people from FDA--and | have to be very carefu
because | don't want you to perceive that | am
trying to create a negative inpact on how you do
busi ness. For exanple, today we saw several drugs
in which the pediatric use is very mnimal, 0.1
percent, 0.2 percent in some of them So, nost of
the drugs are used in adults. After the neeting in
the morning | inquired of one of the reviewers how
is that different, howis the adverse event profile
different in pediatrics than it is in adults. |
was told it is the sane.

Now, we are tal king about changing the

| abel s and focusing on the pediatric part. So,
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think we shouldn't do that because we are creating
a perception of liability in pediatrics. |If the
adverse events are simlar in adults, let's do it
because of what is happening globally. | can tel
you, | am an advocate for pediatric studies in ny
conpany. Oherw se, when we go back in front of
the people who hold the wallet of the conpany,
there is going to be some reluctance to approve
pedi atric studi es because they are going to be
perceived as being a liability. As you see here,
mean it is a no-brainer, if the conpanies only sel
0.1 percent of the drug in pediatrics or 0.2
percent, not even 1.0 percent--actually, | had a
| awyer ask nme at one of the | abeling neetings why
are we doing this to ourselves? | said, no we are
not doing this to ourselves. W are providing this
information for kids. So, this is the connotation
So, if there are particular things for
pediatrics, frane it on pediatrics but if it is not
particular to pediatrics, then let's not franme it
in pediatrics. Let's say, okay, these things--for

exanpl e the abuse of some of the drugs, happen
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actually nore in bigger absolute nunbers in the
general adult population. So, that way we don't
create a perception that there is sonething wong
with the pediatric drug devel opnent or pediatric
use of these drugs because many times that is not
the case. Thank you very nuch for the opportunity.

DR D. MJRPHY: | think, Sam we have to
find for the commttee your presentation on what
conpani es think about when they go through the
process of trying to devel op drugs for pediatrics.
I think that it is a very useful process for the
committee to be aware of.

DR CHESNEY: On the next conmittee, of
whi ch we may not be nmenbers, we will get to hear
your presentation. Dr. Shirley Miurphy is going to
talk to us about the Pediatric Research Equity Act.

Pedi atric Research Equity Act

DR S. MJURPHY: We have heard today about
what Dr. Gorman and the American Acadeny of
Pediatrics did to really lobby to get this into
| egislation. In your packet you have the law. It

is along way fromthe law to what it actually
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means and how you interpret it, and what | am goi ng
to do today is just give you a very top-line
overvi ew of how we are starting to interpret this

| aw at the FDA.

It really takes a whole teamto interpret
the law, and on this team have been Terry Kw zenzi,
Grace Karnuz, Rosemary Addy and Rosenary Roberts.

It is evolving. It is like nedicine, it al nost
takes a case-by-case. You |look at an application
and you see if it triggers PREA. You discuss it,
why it does; whey it doesn't. So, it takes a while
for precedent to be devel oped, just like in BPCA
with the witten request.

But I will give you a very quick overview
of PREA, what it neans, how it conpares to the Rule
and really how we are interpreting at the FDA. The
Pedi atric Research Equity Act has lovingly been
called PREA, and is known throughout the FDA and
t hrough the pharmaceutical world too as PREA. So,
it rapidly got a nicknane.

It becane |aw, as you know, on Decenber 3,

2003 when it was signed by the President. The
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| egislation mimcs the Pediatric Rule with sone
changes. It required pediatric studies of certain
drugs and bi ol ogi cal products unless they are
wai ved or deferred. It is retroactive to al
applications back to April 1, 1999, and that was
when applications started to be triggered by the
Rul e. So, what happens is instead of just starting
the date it was approved, it nakes sure that
certain applications didn't fall through the cracks
so nobody got an "out of jail" free card with this.

PREA is not applicable to drugs with
or phan desi gnati ons or orphan applications. That
is very different, as you will see, from BPCA
There is a guidance under development. Initially
we had hoped that this guidance woul d be avail abl e
to hand out to you but it is not quite baked yet.
It, very inportantly, establishes the pediatric
advi sory committee

How does PREA conpare to the Rule? It is
actually quite simlar. PREA is legislation so it
is alaw So, thank you very nuch, Anerican

Acadeny of Pediatrics and everyone who worked so

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (328 of 367) [6/21/2004 12:08:54 PM]

328



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

329
hard on this. The Rule was a regul ation and, as
you know, the courts enjoined its enforcenent.

PREA does not specify neetings at
appropriate tines, although we anticipate that the
gui dance will give some gui dance about this. The
Rul e said you should have a pre-1ND neeting and
di scuss pediatric plans. That wasn't in PREA. |t
is retroactive and it does establish the advisory
comittee.

Wll, PREA is the return of the stick and
BPCA remains the carrot. You know, why do
conpani es do studies when there is such a snall
percentage of the patients that are taking the
drug? Well, it is for the billion dollars that you
make on the six nonths. It is not for the 0.1
percent of the kids that nmay take that drug. And,
BPCA remai ns a very successful carrot.

These studies are voluntary in BPCA. They
i ncl ude orphan drugs and orphan indications, where
PREA does not include orphan drugs and orphan
indications. Now, BPCA is wide. It is just huge

wide. It covers the entire noiety. So, if you
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have a corticosteroid, for instance, |ike
fluticasone, the witten request may be for the
lung, the nose and the skin, all of those
indications. PREA is very, very narrow. The
studies are limted to the drug and the indication
that is under devel opnent. So, that is very, very
different.

Now, a pediatric assessnent is required
for applications, or applications trigger PREA when
there is a newingredient. So, say, a conbination
of Tylenol and a nuscle relaxant wanted to add
caffeine in, that would trigger PREA. A new
i ndi cation, say, a skin steroid wanted to go for an
i ndi cation of eczema; a new dosage form sonething
goes froma liquid to a chewabl e, dispersable
tabl et; a new dosing reginmen goes from4 tinmes a
day to 2 times a day; or a new route of
adm nistration, it goes froman IV adm nistration
to a patch. So, these are the things that trigger
PREA and require the conpany to have a pediatric
pl an and do pediatric assessnents.

A pediatric assessnent--and pediatric
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assessnent is probably interchangeable with
pediatric studies--it has to be data adequate to
assess the safety and effectiveness of the drug or
the biologic product and data to support dosing and
adm nistration for each of the relevant pediatric
subpopul ati ons.

Just like with drug devel opnent in
general, effectiveness can be extrapol ated from
adequate and well-controlled studies in adults, and
then can be suppl enented, just like we do in BPCA
and the witten request. Were there are gaps, it
can be supplenented with safety and PK/PD data in
children. You can extrapol ate from one age group
to anot her where appropriate. So, you m ght be
abl e to extrapol ate from an adol escent down to a
child of, say, 6 but it would be a big gap to go
from adol escents to neonates.

Now, | mentioned that there could be
deferrals and there could be waivers. A deferra
is granted when the drug or biologic product is
ready for approval in adults and the pediatric

studies aren't conpleted yet. You cannot hold up
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access of nedication for adults under PREA so you
go ahead and approve it and then you woul d have
then you woul d have the adult [sic] studies cone in
a year or two later. O, the FDA believes that
additional safety or effectiveness data that is
necessary before this drug is studied in children
Sone sponsors will come in very eagerly at a
pre-I ND nmeeting and want to start study in children
when adults haven't been studied and the FDA can
say wait, let's get sone adult data, or it can even
go up to approval and say let's get it on the
mar ket a whil e and see what happens before we
subject children to it. This is really with a new
mol ecul ar entity nost often. But these deferrals
are tracked in a database at the FDA as Phase 4
conmitnents so they don't get |ost.

What about waivers? Well a full waiver,
meani ng you don't have to do pediatric studies at
all, are granted when a condition doesn't occur in
children. Prostate cancer would be an exanpl e of
that. O, necessary studies are inpossible or

hi ghly inpractical, and these are probably some

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (332 of 367) [6/21/2004 12:08:54 PM]



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

cases we will have to go through to see what this
exactly means. O, strong evi dence suggesting a
drug or biologic would be ineffective or unsafe.
O, a drug or biologic does not represent a
meani ngf ul therapeutic benefit over existing
therapies and is not likely to be used in a

substantial nunber of pediatric patients.

A partial waiver can be granted when there

is a subset of kids that can't be studied. That

m ght be neonates. O, reasonable attenpts to
produce a pediatric fornul ati on necessary for that
age group has failed, and that gets to what Sam was
sayi ng.

But there is a labeling requirenent. |If
full or partial waiver is granted because there is
evi dence that the drug or the biologic would
ineffective or unsafe, the information then has to
be placed in the | abel

These are the drugs that | was talking
about that are new, new applications, new
i ngredi ents, new fornmul ati ons, new chem ca

entities. What about already narketed drugs, drugs
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that are already out there on the market? Can they
be triggered by PREA? This had the sane
stipulation under the Rule, but the FDA never
invoked it and it is a very, very long, |aborious
process under PREA in which the FDA has to notify
the conpany, give thema chance to cone in and have
a neeting. Then the FDA wites a witten request.
Then the sponsor declines it. Then the witten
request is referred to the NIH Foundation and, if
there is no noney there, then the sponsor is
required to do the studies. And, if the sponsor
doesn't do the studies the drug can be m sbranded.
In that are lots and lots of neeting periods and
time periods. So, it would take over a year to go
through this. But, as | said, it was never invoked
with the Rule but it is there as, | guess, the
heavy part of the stick if it is really needed.

PREA establishes, |ike Dianne tal ked
today, very inportantly, a full pediatric advisory
committee at the Ofice of the Comm ssioner with
very broad responsibilities that go across foods,

devi ces and biologics and |l ots of issues that go
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across the FDA. The advisory conmittee wll
continue to have the adverse event reporting, and

| abeling dispute resolutions will also be heard. |
have to say, you know, we have gone alnost to the
line of having to bring a | abeling dispute
resolution to the conmttee but, sonehow, just the

threat of, "well, we're going to take it to the
advi sory conmittee," gets those things resol ved
in-house so | guess it is another formof a stick
Subpart D referrals that Di anne has tal ked to you
about will also be part of the advisory comittee.

In summary, we feel that PREA and BPCA,
just like BPCA and the Rule, really go hand-in-hand
to give us new pediatric information for |abeling.
Thank you. Any questions?

DR CHESNEY: Dr. Santana?

DR. SANTANA: So, under PREA the likely
scenario, and | will speak fromthe oncol ogy point
of view, is that nobst drugs in oncol ogy are not
devel oped for kids; they are devel oped for the
common adult cancers, prostate, breast and so on

So, in the devel opnental process of those drugs if
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t he sponsor knows al ready that they are going to
develop the drug for prostate and breast, then
there will never be pediatric studies. Right?
Because those indications are not part of what they
ultimately want to develop their drug for. So,
PREA will not help us be able to study those drugs
effectively in children. AmIl correct?

DR. S. MJRPHY: Well, for that specific

indication--it is indication specific. So, if they
are coming in for a prostate cancer indication,
yes, it wouldn't. It would probably be waived.
But if they start to broaden out into solid tunors
that woul d occur in children or henmatol ogic tunors
that would occur in children, then that indication
woul d trigger PREA

DR. D. MJRPHY: | think, Victor, you are
getting at the struggle that we are aware of, and
one of the reasons that there was that forumthat
the Acadeny called a nunber of years ago is because
it was recogni zed that the Rule just isn't going to
work as well where you don't have simlar diseases

bet ween adults and kids. | amnot talking about
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extrapol ati on but just tal kinng about, you know, you
can get an indication for pneunonia for adults and
kids. But where you don't have that link you are
not going to be able to use this hook. That is why
the exclusivity process was reevaluated as to how
it can nost effectively be utilized for cancer

devel opment for children. That is why there is a
speci al gui dance out on how products that are being
devel oped for cancer therapies in kids could get
exclusivity at a stage that is less clear as where
they are going to go than in other products. That
was a particular focus of that gui dance.

DR S. MJRPHY: And | think exclusivity
has worked extrenmely well in oncol ogy, which we saw
this norning. By doing really Phase 1 and Phase 2
studi es, w thout doing Phase 3 conpani es do get
excl usivity.

DR. SANTANA: The exclusivity only applies
to marketed drugs. Am| correct?

DR. S. MJRPHY: Well, it can be pl anned
prenmarketing. Design the studies and plan them -

DR D. MJURPHY: Right.
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1 DR S. MJRPHY: --way before. |In fact,

2 is included in the forecasting for products now as

3 they cone out that they are going to get
4 exclusivity and how nmuch noney they are going to

5 make.

6 DR. GORMAN. One of the hopes that sone of
7 us expressed during the creation of PREA was that
8 as drugs go through Phase 1 testing in adults, and

9 oncol ogy drugs would be included in this, and they

10 are tested for nechani smof action, if the

11 mechani sm of action is shared it m ght becone cl ear

12 wher e pharmaceutical conpanies mght go with the

13  devel opnent of agents, and that would be an

14 opportunity to initiate pediatric studies. It may

15 not be as effective as we hope because of the
16 limtations of PREA, which is for targeted

17 indication and it may not be there, but it wll

18 alert the agency, as well as the pediatric research

19 community, that these agents are com ng down the

20 pi ke and have potential pediatric utilization

21 DR CHESNEY: | think Dr. Nel son comrent ed

22 on this, but | amintrigued that the conpanies can
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do Phase 1 and 2 studies with preparations that
can't be used comercially. | realize it is very
hard to devel op those. W have heard that over and
over again. Dr. Spielberg used to talk about that
all the time. But does the conpany have to be
actively working on trying to get the product into
a conmercially usable preparation at the sane tine
that they are doing Phase 1 and 2 studies?

DR. S. MURPHY: Well, | think it all
depends on the product. A lot of the verbiage in
the law tal ks about the severity of the illness,
the existence of other therapies, the need
basi cally and the nunber of patients affected, as
to how early the pediatric plan would come in and
be accepted and go into effect. So, | think it is
really, like | said, alnost |ike nedicine. W are
seeing this already because Grace and Rosemary are
the repository of all the questions in the FDA
about PREA. They come in case by case and we are
actually having to decide is this good; is this
bad.

I think the pendulum you know, we don't

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (339 of 367) [6/21/2004 12:08:55 PM]

339



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

1 want that when things are added to drugs,

2 especially generic drugs and it triggers PREA. W

3 don't want children studied with things that are

4 unsafe, that have AERS reports comng in, that are

5 probably never used in kids. So, we have to be
6 really careful because it is a bal ance

7 DR CHESNEY: Thank you very much, Dr.

8 Murphy. Finally, Dr. Nelson is going to give us an

9 overview of the Institute of Medicine report, of
10 which we have a copy although | think it hasn't
11 been published yet--"Ethical Conduct of Cinica

12 Research I nvolving Children."

13 Overview of Institute of Medicine Report,
14 "Ethi cal Conduct of Cinical Research

15 I nvol ving Chil dren”

16 DR NELSON: Thank you and, given the hour

17 and tine, | amgoing to try and go through this
18 quickly. I think all of you have copies of the

19 slides and | would comment the full report.

20 VWhat | would like to do--you know, we say

21 you shouldn't | ook at the trees and miss the

22 forest. In this case | want to point out sone
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1 trees and, you know, you can | ook at the ful

2 report for the forest. So, let me run through this

3 fairly quickly.

4 This just lists the study committee, and

5 D ck Behrman did an adnmirable job chairing it.

6 The study process--you see on the slide,
7 in terms of nunmber of committee neetings and public
8 di scussions and forums. It was publicly rel eased

9 on March 25th but | don't think it is yet in a form
10 you can actually purchase and hold in your hand at
11 this point though it is available on the Internet.

12 The issue | think fundanentally--and this

13 is fromD ck Behrman's preface--is that we are
14 trying to balance providing benefit but, yet,

15 maki ng sure that in the process of providing

16 benefit we are not inappropriately exposing

17 children to risk. That is really the purpose of

18 the regul ations that guide our research process,

19 try and bal ance the appropriateness of the benefit

20 and risk that is involved.
21 The charge to the conmittee was

22 specifically focused on clinical research. This
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lists the specific topics that you can | ook in the
report for. The only comment that | want to make
here is that these topics were nandated by the Best
Pharmaceuticals for Children Act. The report, if
it went outside those topics, in fact, couldn't
include it because it would be struck. This was
mandat ed by Congress and if the committee wanted to
tal k about sonething that wasn't on that list, it
really couldn't put it in there. So if you don't
see it, that is why it is not there.

Three broad things, first, good research
is inportant for the health of children. It is
pretty obvious but we wanted to strike that thene
at the beginning of the report.

The second is that protecting children is
part of human subject protection overall. There
has been a fair anmount of criticismand concern
about the overall system To the extent that you
want to protect children you need to | ook at that
overall systemwas our second broad thene.

The third broad theme was that the

effective inplenmentation in terns of both
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1 protection and, | would argue, also the conduct of
2 research is appropriate expertise. | wll cone

3 back to that towards the end in some of the

4 comments. But, basically, appropriate expertise in
5 the design, review and conduct of such research. |
6 don't think anybody who has been part of the

7 discussion on this conmittee over the last five

8 years woul d di sagree with any one of those thenes.
9 Now, the summary statenent was that the
10 committee felt that the regulations were by and

11 | arge appropriate. But the problemwth it is that
12 there is insufficient guidance about the

13 interpretation of those regulations. It is

14 difficult to get data about that. | mean, you | ook
15 at the Adverse Event Reporting System-try and get
16 data about the IRB system it is worse, believe it
17 or not. It is worse. There is nothing out there.
18 And, there is a lot of variability in the

19 application and interpretation.
20 The feeling was you are not going to
21 reduce this variability by trying to narrow down

22 the regul ations thensel ves, which really means
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gui dance. When you think about it, it is rmuch like
PREA. You have the regul ati ons thensel ves at a
certain general level, then you have to have

gui dance that inplements that down to the case

Il evel. You are not going to solve the problem by
goi ng back to the regul ati ons and changi ng t hem
what you need is better guidance.

In the spirit of that, the reconmmrendati on
of the report was an attenpt to | ook at sone of
those areas where guidance is necessary. | am
going to run through these five areas quickly, just
hi ghl i ghting sone of the trees, if you will, rather
than the forest.

One of the issues that has been di scussed
over the years is the interpretation of m ninal
risk. In pediatrics it is inportant. |If it is
m nimal risk research you are eased of certain
restrictions and the bal ancing of risk and benefit
is very different. Well, does minimal risk refer
to the normal, healthy, average child on the street
or does it refer to the child with | eukem a? Every

singl e comm ssion, including the nationa

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (344 of 367) [6/21/2004 12:08:55 PM]

344



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

1 conmmi ssion originally and the Institute of Mdicine
2 report has said this should refer basically--here

3 is the definition, by the way, which is 45 CFR

4 46.102. | apologize, | think it is 21 CFR 54.102

5 but | could be m staken

6 The commttee as well said that you should
7 interpret minimal risk in relationship to the

8 normal experiences of healthy, average, nornma

9 children. So, when you are | ooking at the

10 definition of mninmal risk, this has an inpact on
11 how | RBs woul d review the research. | won't go

12 through the rest.

13 Now, the second category, which is in the
14 FDA 50.53, which is mnor increase over mninma

15 risk, basically this is to be slightly nore than

16 m nimal risk. That doesn't really tell you mnuch

17 but where this becomes inportant is if you want to
18 do this kind of research--and often single-dose PK
19 studi es are approved by IRBs under this m nor

20 increase over mnimal risk--you then get into

21 condition because this particular category of

22 research is restricted to research where a child
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has a particular condition

So, where | think this becomes inportant
for our discussion is how do you deci de whether a
child has a condition or not. This is how the
Institute of Medicine comrmittee approached this.
It should be interpreted--and this is one of the
trees | want to talk about--it should be
interpreted as referring to a specific or a set of
speci fic physical, psychol ogical,
neur odevel opnental, or social characteristics--we
had a | ot of discussion about that word "social."
Should it be in there? Should it not? Wat are
the issues, etc.--that an established body of
scientific evidence--and those who wanted it in,
kept it there but the issue is what is the
evidence. |If you want to use the social
characteristic what is the evidence that that is,
in fact, tied to sonething that woul d negatively
affect children's health and well being or increase
their risk of developing a health problemin the
future?

So, the enphasis here is on evidence and
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on risk of devel opnent. For exanple, we talked
about fenfluram ne study in New York and the issue
of whether or not you could consider being the
sibling of a child who is incarcerated as a
condition. That is not in the report but that was
part of our discussion.

Now, personally, in |ooking back at this
consensus statement, | think there are some
anbiguities in it that would nmerit perhaps
revisiting by the next edition of the committee.
Here susceptibility to the disease | think does
inmply this notion of risk but it is tied to this
notion of benefit in a way that doesn't really
capture condition in the sane way that the
Institute of Medicine reported, in nmy view, in the
same way the regulations tried to capture it. So,
I think this statenent that is up on the web mel ds
risk of condition and benefit together in a way
that is anbi guous and not as helpful as it could
be, |ooking back now four years later. So, | think
it would nmake sense to revisit this particular

statenent at sone future tine.
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1 The conmittee does call for the need for
2 the devel opnent of guidance and | think that is

3 fairly straightforward. | mght just say that

4 there is a potential mechanismfor this. The

5 Secretary's Advisory Conmittee on Human Research

6 Protecti ons does have a pediatric working group

7 which could be one locus for that discussion, and
8 then havi ng gui dance work its way up through

9 SACHRP, which is the Secretary's advisory

10 committee, and then work with FDA and OHRP, and |
11 think there may well be a process under way to | ook
12 at that.

13 Anot her tree is what is called conponent
14 anal ysis of risk. For research that offers

15 benefit, the argunent here is that if you have a
16 procedure that doesn't offer benefit as part of

17 it--let's say a bone marrow aspirate where the

18 oncol ogi st clearly says this does not offer any

19 clinical benefit to that child--within the
20 pedi atric regul ati ons you are supposed to judge the
21 appropri ateness of that procedure against its risk,

22 mnimal risk or mnor increase over mninmal risk,

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (348 of 367) [6/21/2004 12:08:55 PM]

348



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

349
as opposed to the benefit of other things that may
be in that protocol, the chenotherapy. The risk
and benefit of the interventions that offer the
possibility of benefit are evaluated on their own
merits, and then the risks of procedures that don't
of fer the prospect of direct benefit need to be
restricted to minimal risk or a minor increase
over minimal risk. That is called the component
anal ysis of risk.

O herwi se, what you could do is take a
very risky non-beneficial procedure, toss it in and
offset it with all sorts of other benefits that are
totally unrelated to that procedure and that is not
felt to be appropriate. So, it raises an
i nteresting question about choice of contro
groups. This is what the Institute of Medicine
report says, for research involving children and a
pl acebo control group to be approved by an | RB
under federal regulations, either the bal ance of
potential harms and benefits for children in the
pl acebo control arm nust be as favorable as those

for children receiving the active, standard
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treatnment--that is sinply restating the conditions
of 50.52 which is the regulation

O, the potential harns to which children
in the placebo control armwould be exposed are no
more than minimal or involve only a ninor increase
over mininmal risk. So, what that is saying is if
you are renoving the potential benefit fromthat
pl acebo group, then the risk that they are exposed
to because of the renoval of that benefit needs to
fit within the nminimal risk or the minor increase
over mnimal risk.

That then raises the question about
whet her one of ny favorite docunents, |CH E10,
control of control group, how you should interpret
that in light of pediatrics. W had a discussion
of this on the conmittee, probably in 1999, at this
poi nt, and one or my favorite quotes is from Bob
Tenpl e saying that he doesn't think E-10 dealt with
pedi atrics because the E-10 did not apply to
children because it assuned as the ethical basis
for withholding effective treatnent inforned

consent. Look back at the transcript. | wll tell

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (350 of 367) [6/21/2004 12:08:55 PM]

350



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

you where it is. | use it all the tine when | talk
about E-10. | think it is an open question

The issue of the threshold, death or
irreversible nmorbidity--1 would propose to you the
absence of that may not be the same as mininmal risk
or minor increase over mnimal risk. It probably
isn"t. So, | think that is an open area that would
have to be addressed in the ethics. So, that is
anot her tree.

Parental perm ssion and child assent--this
is adrumthat | think ethicists are continuing to
hit, the notion that the FDA does not allow a
wai ver of parental perm ssion for conducting
pedi atric research, and specifically said they
woul d not adopt the same waiver that is found in
the HHS regulations. The report says that is not a
good idea; we think they should, in fact, be the
same regul ati on.

The notion of harnonization is part of
that conponent, that these two regul ati ons ought to
be harnoni zed. The one point that is not

harmoni zed is, in fact, the waiver under 46.408(c).
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A controversial issue, but the report said that
shoul d be harnoni zed. WII it be? Wuo knows?

Payments--this is an opportunity to say
sonet hi ng good about industry. It says that people
shoul d be conmpensated for injury during trials.
will point out that in nost of ny experience
industry trials do offer that kind of conpensation
other trials do not generally. It does tal k about
i nvestigator paynents where it says investigators
and staff should be conpensated for the costs
associ ated with conducting research. However,
finders fees and those kinds of kickbacks, if you
will, to individuals referring subjects are
unet hi cal and should not be permtted. So, this is
anot her tree.

Now, there is a PhARMA principle for
conduct of clinical trials which does, | think, say
sonething simlar, that paynent to clinica
investigators is appropriate if it is reasonable
for the work to be done; that you can, in fact,
provi de additional paynent if there is nore work to

recrui tnent of subjects. You could read this as
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precluding finders fees but it doesn't cone out and
say that clearly. | would interpret it as
precluding that. Just as an aside, so would Janes
Sheehan, the Associate U S. Attorney of the Eastern
District of Pennsylvania, who often has | ooked at

i ndustry-sponsored research who says that there is
no | aw prohibiting paynent to doctors for
recruiting study subjects but a jury would find the
practice wong. Even in the absence of an
expressed statutory prohibition on finder fees,
they are problematic. | think nost industry
protocols do not include finders fees, in ny
experience, and | think nost sponsors woul d
interpret PhARVA's principle as excluding those but
they are still out there.

Regul atory conpliance--there is a need for
data. W probably know nore about what is going on
in the FDA arena and to sone extent in the NIH
arena, but we have no idea what is going on in
pediatric research in other arenas in terns of the
distribution of protocols anbng mninmal risk, mnor

i ncrease over mnimal risk, what is happening with

file:////[Tiffanie/C/Dummy/0609PEDI.TXT (353 of 367) [6/21/2004 12:08:55 PM]

353



file:/l1/ITiffanie/C/Dummy/0609PEDI. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

i nvestigator-sponsored, single institution, locally
funded--we have no idea what is going on in that
area. It would be helpful to know what is
happening in terns of devel opnent of guidance. So,
that was one of the reconmendations, to get better
dat a.

Fi nal |y, responsible conduct of research,
which | interpret as systens inprovenents, the
first is sonething that | think has been brought
up. It was brought up by the original nationa
commi ssion and again by the Institute of Medicine,
that federal |aw should require all clinica
research to be governed by the sane set of rules
The way it is worded is conducted under the
oversight of a formal program for protecting human
participants in research. |In other words, you have
the FDA and i ndustry sponsored research; you have
NIH and its funded research. But if you are not
going to subnmit any of the data to the FDA or if
you are not funded by the NIH and you are not
working in an institution that would require you to

be obedient to those rules, you can carry research
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out in your basenent and whether you are breaking
the law or not is a separate question

I mght point out that there is a draft
Bill that | believe Sen. Kennedy--1 don't know if
it is officially coming out in a draft but | read
about this in a BNA nedical policy report, where he
wants to provide statutory authority for OHRP to,
in fact, issue rules that would apply a common rul e
to all research, and to require all greater than
mnimal risk research to gain approval from an
accredited IRB, effective by those two dates.

Whet her this will happen or not--open question
But that is at |east one attenpt to nove that
al ong.

The need for I RB expertise--1 think this
is one thing where IRBs, particularly snmall
community I RBs, may struggle with. | would propose
that this could be sonething that the FDA audit
procedure could, in fact, ook at if they wanted
to. IRBs review ng pediatric protocols should have
adequat e expertise in child healthcare and

research. At |east three individuals with such
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expertise present and voting, and anobng the
pediatric clinical care research, psychosoci al
aspects of child and adol escent heal thcare and
research, and then ethics of research involving
chi | dren.

Where did we get this list of three?
Well, if you ook at ICH El1l, at the end it says
there shoul d be adequate expertise on an IRB in
these three areas, but it doesn't translate that to
three people. W had a |ot of discussion about
this. |Is one enough? |Is five too many? W just
deci ded to say you shoul d have three because often
if you are on a general IRB with only one
pediatrician it is very easy for that voice to be
drowned out. | think there are many | RBs that
m ght struggle with this particular requirenent.
We al so say they should consult with other child
heal t hcare experts, parents, children, etc.,
relevant fanmily and comunity perspectives.

It goes on and actually you could say
potentially it would inpact the pediatric advisory

committee. The Institute of Medicine report
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1 advi ses that standing pediatric advisory conmttees
2 and pediatric | RBs, but standing pediatric advisory
3 conmittees include at |east one non-scientific,

4 unaffiliated nmenmber who can represent explicitly

5 the perspectives of parents and children.

6 I woul d propose this is not quite the sane
7 as a consuner perspective. The argunment here was

8 that this is very much a sort of participant

9 st andpoi nt perspective as far as those who woul d

10 potentially be the subjects of this kind of

11 research, which would be very different than a

12 consuner perspective. So, that is one of those

13 recomrendat i ons.

14 Multicenter studies in terns of

15 coordinati on was anot her recommendation. Here is
16  another guidance. This is another tree | would

17 like to call your attention to. Ideally, there

18 woul d be coordi nated gui dance anong NIH, FDA, OHRP
19 and the like, and that doesn't currently exist.

20 Let me give you one exanple that | came upon when |
21 was review ng the NI H guidance on the inclusion of

22 children in research for another talk.
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You heard earlier today that the FDA does
not require sponsors to do efficacy studies if, in
fact, you can extrapolate data fromthe adult to
children. The ethical argunent is that it is
really unnecessary to expose children to the risk
of that research if, in fact, the efficacy data can
be extrapol ated and you would only need PK data or
safety data. | think that has been a fairly
consi stent approach over the |ast decade. But if
you | ook at the N H gui dance on the inclusion of
children, it actually says if the disease is the
same you can include children and you don't even
need to include enough children to do a meani ngfu
subgroup analysis. So, it is the opposite and
think the FDA approach is right; | think the NIH
approach is wong. |In fact, you shouldn't include
children in the research unl ess you can have
meani ngf ul data about themas a population. It
rai ses the sanme issue as the inclusion of wonen so
it is a broader issue than that, but if you | ook at
that guidance, it is the exact opposite.

So, | think that is sonething that ought
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to be discussed between the two, and | night point
out there was recently an RFA for inclusion of

adol escents in sleep studies but then a proposa
failed to get past what woul d be equival ent of a
50. 54 revi ew because the review panel and then the
OHRP and the Secretary agreed that it was unethica
to do the study in adol escents even though the RFA

specifically asked for adol escents to be included.

Finally, 50.54 which was alluded to. Here

I think again the FDA has a |l eg up on the process.
It has a federally mandated public, accessible
advi sory commttee where, if there is a 50.54
application that the sponsor then pursues and
doesn't take off the table because they don't want
the publicity, and that is a whol e separate
gquestion, there is now a venue for that to happen
which is open and publicly accessible. To date,
that has not been available. To date, all of the
reviews that have happened wi thin CHRP have been
done non-publicly by individuals offering opinions
individually to the OHRP, which then correlated it

all and went through that process.
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1 There is a proposal that, in fact, that
2 wi |l be done publicly but OHRP can't establish a

3 FACA comrittee so it will be a public, non-FACA

4 process. |If you can imagine, all of us, after we
5 have our discussion, we |eave the room wite our
6 i ndi vidual reports and we send themin to the

7 office and then they try to collate that. That

8 woul d be the equivalent. Here now at |east there
9 is a process that the FDA has where they can do

10 that if such request conmes up. | know there are
11 di scussi ons about how to coordinate that if there
12 is a coordinated product that would be both NIH

13 revi ewed and FDA regul at ed.

14 So, | have kind of given you a whirlw nd
15 tour. Hopefully, you can see the forest but |

16 wanted to point out where | see sone trees that are
17 of interest and the inmpact of this report

18 potentially on FDA activities and the like, and in
19 may ways, | hope in a positive sense, where there
20 are sone things that are being done well and sone
21 things that could be done better

22 Again to renmi nd you of the three-part
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1 thene, clinical research is essential to inprove

2 the health of future children; a robust systemis
3 necessary for protecting child research

4 participants; and effective protection requires

5 expertise in child health at all stages of the

6 desi gn, review and conduct of such research. |

7 hope that hasn't been too fast.

8 DR. CHESNEY: CQutstanding. Any technica
9 questions for Dr. Nelson? Dr. Luban?

10 DR, LUBAN. | don't know if you would

11 define this as technical, but could you flesh out a
12 little bit nore some of the discussion on the

13 mul ticenter studies? That appears to be, at |east
14 at our institution, just one of the most difficult
15 problens to deal with, particularly when they are
16 NI H- sponsored and | arge and excessively

17 multi-institutional. DR. NELSON: | guess the
18 committee felt since the institute process is neant
19 to be evidence-based, and there are a | ot of nodels
20 out there in terms of independent IRBs that are
21 often used by industry; central IRBs that are used

22 by cooperative groups--1 know there is a Nationa
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Cancer Institute initiative that is primarily in
adults; there are a lot of initiatives out
there--the feeling was that right now there is not
good data to say which of those nodels is best.
Part of that was al so recognition that nmany
institutions are very reluctant to hand over
authority or responsibility for sonme of that
deci si on-naki ng. So, one of the obstacles to
centralization is often | ocal concerns about
liability. Basically, the report runs through sone
of those issues and suggests that we just need nore
work done in sorting out what is the best way to
conduct those nulticenter studies. | have ny own
bi as about that, but we didn't feel there was any
clear winner in all of that to be able to say, from
an evi dence perspective, what is the best approach.
DR. CHESNEY: Local concerns about
liability.
DR. GORMAN: Just to reengage the
di scussion on mnimal risk, which average, healthy,
normal children were you planni ng on using? Wuld

that be country dependent or the traditiona
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363
suburban child in east Philadel phia or west
Phi | adel phi a?

DR. NELSON. You know, if you | ook at the
report, the way | woul d answer that is one of the
principles that | think has been under-discussed in
research ethics is justice. Wat we are really
tal ki ng about is under what conditions is it
appropriate to expose a child to increased risk
I's one of those conditions that you happen to live
ininner city Baltinore in | ead-affected housing?
Well, maybe in one protocol the answer is yes and
in another protocol the answer is no. So, figuring
out the notion of condition requires both evidence
and then | think an understanding of the risk
within that. Wth average, healthy, nornal
children the intent was to not use what woul d be
consi dered research irrel evant characteristics to
justify increased risk exposure. You know, if you
were going to do non-lead related research you
woul dn't use the risk of living in Baltinore as a
justification for going into that population to do

sonet hing riskier than you wouldn't do in the
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364
suburb that you live in, for exanple, maybe. So,
that woul d have to be the sane.

On the other hand, if you define the
condition, then there nmight be a justification for
a protocol that would have an increased risk
exposure in that population. So, that is part of
the bal ancing that we went through. So, average,
normal, healthy--1 don't think we defined it but,
on the other hand, since it is not defined at all
think the first step is to at | east agree that that
is what we are tal king about. Right now you coul d
define as mnimal risk, although nost IRBs don't, a
child who has | eukemia, if you wanted to, in terns
of their daily experience. | don't think IRBs do
that but they coul d.

DR CHESNEY: Thank you very much.
think Dr. Buckman had a comment that she wanted to
make in response to Dr. Mal donado's comments

DR. BUCKMAN: Sorry, you probably thought
you had finished hearing fromme today. Just very
briefly, I just wanted to bring up one point of

clarification. As you know, the FDA is all about
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the details. It is just responding to a comment
that was made a little bit earlier and maybe a
concern that was raised to ne regardi ng adverse
events in the pediatric popul ati on versus the adult
popul ation for the Duragesic patch, and whet her
there were simlarities or differences, and

wanted to give the exact information because

didn't want it to go into the record without it
bei ng very cl ear.

DR. CHESNEY: Do | need to recuse nyself
fromlistening to this?

DR BUCKMAN: | don't think so. No
questions; this is just a point of clarification
The top 20 reported adverse events in the adult
popul ati on were conpared to the pediatric
popul ation for that 1-year post-exclusivity period
for Duragesic. O the events that were captured in
the adult popul ation, there were 4 unique events
that were captured in the pediatric popul ation that
were not seen in the top 20 for the adults. | just
want to read what those were: cardiac arrest;

respiratory arrest; self-nedication; and anxious
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1 parent. Those were not captured in the top 20

2 adverse events for the adult popul ation

3 Now, | cannot say whet her bel ow the top 20

4 those adverse events were also captured in the

5 adult popul ation, but | just wanted to give that as

6 a point of clarification.

7 DR. CHESNEY: Thank you

8 DR. SANTANA: So, besides the nessage that
9 there were sone differences, the underlying nessage
10 is that when you | ook at pediatric adverse events
11 for these drugs you al so | ook at the adverse event

12 reporting for adults and do a backsi de conpari son

13 DR BUCKMAN. Right, right, we try to.

14 You know, we look for simlarities and differences.

15 I don't want to go on the record maki ng a gl oba

16 statenent that they are the sane or that they are

17 different, but there are sone simlarities and

18 there may be sone differences as well.

19 DR. MALDONADO. | wasn't focusing on that

20 particul ar drug because | heard the sane thing for

21 Effexor. So it is in general. | nean, | said

22 don't frame it in pediatrics if it is not only a
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22

pediatric problem just frame it generally because

ot herwi se people will focus and say this is a
pediatric liability issue. 1t is general. That is
all.

DR. BUCKMAN: The point is well taken

DR SANTANA: Yes, it is, but we did see a
coupl e of exanples of the drugs that were revi ewed
this nmorning in which they were very simlar and no
i ssues were made of that. | renenmber at |east two
of the oncology drugs in which the profiles were
very different and no further issues were created
because of that anal ysis.

DR. BUCKMAN: Thank you

DR. CHESNEY: Well, thank you, all, very,
very much. Tomtells me that the vans to take
anybody wherever they want to go are outside. |
don't know what to say except thank you, all,
agai n.

DR. D. MJRPHY: Thank you, all

[ Wher eupon, at 4:42 p.m, the proceedings

wer e adj our ned. ]
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