file///A)/0612INFO.TXT

DEPARTMENT OF HEALTH AND HUMAN SERVI CES
FOOD AND DRUG ADM NI STRATI ON

CENTER FOR DRUG EVALUATI ON AND RESEARCH

PEDI ATRI C ADVI SCRY SUBCOWM TTEE
OF THE ANTI - I NFECTI VE DRUGS ADVI SORY COW TTEE

SECTI ON 17, BEST PHARMACEUTI CALS FOR CHI LDREN ACT
ADVERSE EVENT REPCRTI NG

Thur sday, June 12, 2003

3:45 p.m

Hol i day I nn Gaithersburg
The Bal | roons
2 Montgonery Village Avenue
Gai t her sburg, Maryl and

file:///A|/0612INFO.TXT (1 of 42) [6/30/2003 1:38:47 PM]



file///A)/0612INFO.TXT

PARTI Cl PANTS

Joan P. Chesney, MD., Chair
Thomas H. Perez, R Ph., MP.H Executive Secretary

VOTI NG CONSULTANTS

Davi d Danford, M D.

Susan Fuchs, MD.

Ri chard Gorman, M D., FAAP
Stanley Ip, MD.

Naom Luban, M D.

Judith O Fallon, Ph.D.

Don Mattison, M D.

Robert Nel son, M D., Ph.D.
Thomas B, Newman, M D., MP.H

FDA

D ane Murphy, M D.
Paul Andreason, M D.
M n Chen, MS.

Mark Hirsch, M D.

Sol onon | yasu, M D.
Mary Parks, M D.
Robert M Stasko, M D.

file:///A|/0612INFO.TXT (2 of 42) [6/30/2003 1:38:47 PM]



file///A)/0612INFO.TXT

3
CONTENTS
Call to Order:
Joan P. Chesney, M D. 4
Meeting Statenent:
Thomas H Perez, R Ph., MP.H 6
Adverse Event Reports, as per Section 17,
Best Pharmaceuticals for Children Act
Sol on lyasu, MD. 7
Open Public Hearing
Shei l a McDonal d 33
Chair, Conmittee Final Conments 35

file:///A|/0612INFO.TXT (3 of 42) [6/30/2003 1:38:47 PM]



file///A)/0612INFO.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

PROCEEDI NGS
Call to Order, Introductions
DR CHESNEY: We would like to start with
i ntroductions because there are some new peopl e at
the table. It looks like the left side of the
table is depleted, so we will start at the right.
Dr. Murphy, | don't know if you and Dr.

Cunmins need to introduce yourselves or we can nove

on.
DR. MURPHY: | think you can nove on.
Sol onon, you need to introduce yourself.
DR | YASU. Good afternoon, M nane is
Sol onon lyasu. | ama team |l eader with the

Di vi sion of Pediatric Drug Devel opnent,
pedi atrician, epidemiology. | wll be talking
about adverse events today.

DR. CHESNEY: Thank you. Conti nuing
around the table?

DR. CHEN. Hello. M nanme is Mn Chen. |
am Associate Director of the Office of Drug Safety,
CDER.

DR HIRSCH | am Mark Hirsch. |1 amthe
medi cal team | eader in urol ogy.

DR PARKS: | am Mary Parks. | amthe

Deputy Director, Division of Metabolic and
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Endocri ne Drug Products.

DR FUCHS: Susan Fuchs, Pediatric
Enmer gency Medi ci ne Physician, Children's Menorial
Hospital, Chicago, a nenber of the committee.

DR O FALLON: Judith O Fall on,
statistician, Mayo dinic Cancer Center, Rochester,
M nnesot a.

DR LUBAN: Naom Luban, pediatric
hemat ol ogi st -oncol ogi st, Director of Transfusion
Medi ci ne and Laboratories, Children's Hospital and
Geor ge Washi ngton University School of Medicine,
nmenber of the conmittee.

DR. DANFORD: David Danford, Department of
Pedi atrics, Joint Section of Pediatric Cardiol ogy,
University of Nebraska Medical Center and Crei ghton
Uni versity in Omha.

DR. NELSON:. Robert Nelson, pediatric
critical-care nedicine at Children's Hospital,

Phi | adel phi a.

DR. CHESNEY: Joan Chesney, Division of
Pedi atric Infectious Diseases at the University of
Tennessee, Menphis Health Science Center.

MR PEREZ: Tom Perez, Executive Secretary
to this Conmittee.

DR. GORMAN:  Rich Gorman, pediatrician in
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1 private practice in Ellicott Cty, Mryland.
2 DR. MATTI SON:  Don Mattison, N CHD.
3 DR |IP. Stanley |Ip, Departnent of
4 Pedi atrics, New Engl and Medi cal Center.
5 DR ANDREASON: Paul Andreason,
6 psychopharm | eader, Division of
7 Neur ophar macol ogi cal Drug Products, FDA.
8 DR STASKO  Robert Stasko, medical
9 officer, Division of Neuropharmacol ogy.
10 DR. NEWMAN: Tom Newman, Departnents of

11 Epi dem ol ogy and Biostatistics and Pediatrics at

12 UCSF.

13 DR. CHESNEY: Thank you.

14 M. Perez is going to read the conflict-of-
15 interest statement for this meeting.

16 Meeting Statenent

17 MR, PEREZ: Thank you. The follow ng

18 announcenent addresses the issue of conflict of

19 interest with respect to this neeting and is made
20 part of the record to preclude even the appearance
21 of such at this nmeeting. Al participants have

22 been screened for interests related to the product
23 to be discussed, their sponsors' conpeting products
24 and their sponsors.

25 In accordance with 18 U.S.C. 208(b)(3),
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1 the follow ng participants have been granted

2 wai vers that permit themto participate in the

3 discussions; Dr. Joan Chesney for ow ng stock in

4 the sponsor of Zoloft and Lipitor, val ue between

5 $52,000 and $100, 000 and for owing stock in a firm
6 that makes a conpeting product to Zoloft. The

7 stock is valued from $5,001 to $25, 000.

8 Dr. Richard Gorman for owing stock in the
9 parent conpany of the sponsor of Ditropan. The

10 stock is val ued between $50,000 and $1.00 to

11 $100, 000.

12 In the event that the discussions involve
13 any other products or firnms not already on the

14 agenda for which an FDA participant has a financia
15 interest, the participants are aware of the need to
16 excl ude themsel ves from such invol verent and their
17 exclusion will be noted for the record.

18 Wth respect to all other participants, we
19 ask, in the interest of fairness, that they address
20 any current or previous financial involvenment with

21 any firmor product they may wi sh to comment upon

22 Thank you
23 DR CHESNEY: Thank you
24 Qur main speaker for this afternoon is Dr.

25 Sol onon lyasu. He is going to discuss the adverse-event
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reports for four drugs, | understand.
Adverse Event Reports

DR |1 YASU. Good afternoon

[Slide.]

I know this is very late in the day. |
will try to make it as painless as possible. In
the next hour and a half, | will be presenting to
you the one-year post-exclusivity adverse-event
review for four drugs.

As you recall, | presented prelininary
data for Zoloft in the |last neeting. Today, | wll
present the review of full year adverse-event
reports of Zoloft and Ditropan and prelimnary
results for Zocor and Lipitor.

[Slide.]

As you well know, review ng and reporting
the reports for the Pediatric Advisory Subcomrittee
is mandated by Section 17 of the BPCA W
di scussed this during our |ast meeting.

[Slide.]

Sertraline, or Zoloft, was granted
exclusivity on February 1, 2002. It is a selective
serotonin-reactive inhibitor. 1In adults, it is
i ndicated for the treatnment of mmjor depressive

di sorder or CV panic disorder, post-traumatic
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di sorder, prenenstrual disorder, social anxiety
disorder. In children, it is indicated for the
treatment of obsessive-conpul sive disorder in age
si x years and ol der.

[Slide.]

How frequently is this drug being used?
To answer this question, | will present data from
two data sources; the IMS Health or Nationa
Prescription Audit Plus which provides data on
proj ected frequency of dispensed prescriptions by
retail pharmacies. Data is gathered froma sanple
of 22,000 randomy sel ected pharmacies in the U'S
The pharmacies in the sanple represent about 40
percent of the pharmacy stores and approxi mately 45
percent of prescription coverage.

The second database is National D sease
and Therapeutic I ndex which provides projected
frequency of total nentions or appearances during
patient visits to the office-based practice. The
data are gathered froma panel of 2,000 to 3,000
of fi ce-based physicians in the Continental U S

A drug nention can result froma
prescription witten, a refill authorized, a sanple
given, the drug adm nistered in the office and so

on or any conbi nati on of these.
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[Slide.]

Data fromthe NPA Plus indicates that
total dispensed prescriptions for all ages
increased from21 million in 1998 to 31 mllion in
2002. Family nedicine, internal nedicine and
psychiatry were the top three specialties
prescribing Zoloft in and accounted for nost of the
increase during this time period.

The pediatric specialty were responsible
for close to 400 di spensed prescriptions during
2002. Frequency of Zol oft nmentions during patient
visits to office-based practice increased slightly
bet ween 2000 and 2002 in children zero to sixteen
years of age

Two thirds of the nentions were in adults
and children. Zoloft was used nore in male
children than fermal es while the opposite is true in
the adult population. |In 2002, there were close to
700, 000 drug mentions in all pediatric-aged
children representing about 8 percent of total
Zol of t mentions or appearances.

[Slide.]

There are very inportant limtations of
drug-use databases. NPA Plus did not provide, for

exanpl e, denographic information and NDTI
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proj ections can be unstable due to small sanple
size when use of a drug is |ess preval ent.

[Slide.]

Before | go into the actual review of the
adverse events reported for this product, | would
like to dwell a little bit on the adverse events
limtations and the limtations of the database
that we have at FDA.

Oh; | think have a different slide here.
This is the I abeling information which you have.

Do you have it in the packet? | understand that
the labels are in the package so this is a sunmary
of what the | abel says regarding pediatric
informati on. Adverse events are generally simlar
to those seen in adults and the other adverse
events in pediatric patients included hyperkinesi a,
twitching, fever and so on as indicated on this

sl i de.

In the precaution section of the |abel,
there is mani a, hypomani a, weight |oss, risk of
sei zure and suicide nmentioned as precautions in the
Precaution Section. 1In the Pediatric Section,
there is informati on about decreased appetite and
wei ght |l oss from studies that were done in the

pedi atric popul ati on and recomrendati ons to do
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regul ar monitoring of weight and growmh for
children who are taking this nedication

[Slide.]

Let me dwell, then, on the adverse-event
reporting systemand its inportant limtations
before | go into the actual review AERS is a
spont aneous and voluntary system as opposed to an
active surveillance system Therefore,
underreporting adverse events is an inportant
limtation. The extent of
underreporting nay vary by drug and length of tine
a drug has been in the market. Another limitation
is reporting bias. There tend to be nore reports,
for exanple, for new drug entities which have just
cone into the market. Oten the quality of the
reports is poor and in conflict which makes is very
difficult to adequately assess the relationship
bet ween the event and the suspect drug.

There are no real numerators or
denonmi nators and, therefore, it is not possible to
estimate the true incidence rate of events or
exposure or risk. Nunmerators are ascert ai ned.
Denom nators can only be projected for nany of
these drugs. Unlike in clinical trials, they are

one kind of reliably estimated ri sk because there
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1 are no control groups to conpare to.

2 It may be a good signal generator or

3 detector for rare unlabel ed serious adverse events.
4 However, it is poor at detecting the depth and

5 strength of the signal especially when the

6 background rate of an event is high or unknown.

7 The veracity of a causal attribution based on the
8 AERS data is often questionable. It is soft data
9 at best, but often that is all we have.

10 So, with that introduction to the AERS
11 dat abase, let ne go to the actual report.

12 [Slide.]

13 Let me turn to this report, the one-year
14 report, that is on the table here. Wen |ooking at
15 this table, the nunbers are not going to add up for
16 two reasons. First, the totals in the first row
17 i nclude reports with unknown age. Second, these
18 counts may include duplicate reports. Fortunately,
19 duplicates are easy to sort out by a carefu

20 review. The nunbers in parentheses on this table
21 are adverse-event reports fromthe U S. al one.

22 Therefore, the AERS search for the one
23 year after granting exclusivity generated a tota
24 of 1,249 reports worl dwi de of which 847 were from

25 the U.S. alone. Anpong pediatric-age patients,
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there were 51 adverse-event reports of which 40
were serious and five were reports of death. Wile
the pediatric deaths is a duplicate report upon
hand review, nminor review that is, having four
unduplicated pediatric deaths in the final analysis

[Slide.]

Adver se-event reports are categorized
according to preferred terns. This slide presents
the top ten nost frequently reported adult and
pedi atric adverse events in decreasing frequency of
occurrence. Note that adverse events not
previously described or not on the |abel are marked
by an asterisk. This includes, for the pediatric
patients, maternal drugs affecting the fetus,
conplication of maternal exposure and nenory
i mpai r ment .

[Slide.]

I would like to turn ny attention to the
demogr aphi cs of the 49 unduplicated pediatric
adverse-event reports for the one-year after
exclusivity. Looking at the age distribution,
there were nine reports anong infants |ess than one
month old. Al the reports under one nonth old can
| oosely fall under the category of materna

exposures of the fetus. A little less than half of

file:///A[/0612INFO.TXT (14 of 42) [6/30/2003 1:38:47 PM]

14



file///A)/0612INFO.TXT

1 the reports were in children ol der than twelve

2 years. 21 were in fenmales and 27 in nal es.

3 [Slide.]

4 Based on the predom nant adverse events
5 reported in each case, the 49 pediatric cases could
6 generally be summarized in the following five

7 categories. However, it nust be enphasized that
8 nost reports involved nore than one drug and

9 possi bl e confoundi ng by underlying nedi ca

10 di sorders.

11 There were thirteen patients with

12 psychiatric events nost commonly characterized by
13 aggression, hostility or hallucinations. Ten

14 pati ents had neurol ogic events. Mst of the

15 events, however, were extrapyramn dal novenent

16 di sorders. There were 13 cases with congenita

17 events in the context of exposure by maternal use.
18 These included congenital nalfornmations and

19 neonat al withdrawal syndrones.
20 [Slide.]
21 There were nine patients whose adverse
22 events were due to either an overdose or accident
23 or intentional medication error or suicide. Five
24 nonf atal overdoses, of which three cases were

25 acci dental ingestions, two were intentiona

file:///A[/0612INFO.TXT (15 of 42) [6/30/2003 1:38:47 PM]



file///A)/0612INFO.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

overdoses in adults and children. O the three
fatal cases, two conpl eted suicides and one case
was an accidental toxicity.

There were four other cases that cannot
fit into any category. So this is, in general,
putting theminto different adverse-event profiles.

[Slide.]

An exam nation of outcones reveal ed, as
sai d before, four unduplicated pediatric deaths.
There were nineteen hospitalizations and 26 that
were life-threatening or required interventions or
medi cal |y i nportant events.

Just a rem nder, there is a regulatory
definition for what a serious adverse event is. It
is defined as any adverse drug experience occurring
at any dose that results that in any of the
foll owi ng outcones; a death, a life-threatening
adverse drug experience, an in-patient
hospitalization or prolongation of existing
hospitalization, a persistent or significant
disability, incapacity or a congenital anonaly or
birth defect.

[Slide.]

Let's turn to the diagnosis or indication

for use recorded in the adverse-event case reports.
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1 The conmmonest indication for use is depression in

2 sixteen patients. You will recall that Zoloft is

3 not approved for depression. It is approved for
4  QOCD.
5 Al though few, it appears that it was al so

6 used for ADHD, OCD, vocal -cord disorder, stress

7 enotional disorder, anxiety and adjustnent

8 di sorder. There were a |large nunber of in utero

9 exposures. W al so had several for which

10 i ndication for use was either accidental or

11 unknown.

12 [Slide.]

13 Let ne discuss the cases that led to the
14 four deaths. A premature baby born to an Hl V-positive
15 nmot her who was using Zoloft and multiple

16 ot her neds during pregnhancy. The baby died after
17 devel opi ng pneunot horax and septic shock. The

18 death was probably unrelated to Zoloft in this

19 case. | amjust presenting the summary.
20 [Slide.]
21 Patient No. 2, an adol escent child

22 committed suicide follow ng a one-week trial of
23 sertraline for depression. The patient renai ned
24 significantly depressed during therapy. This

25 report is an update provided during 2002 to an

file:///A[/0612INFO.TXT (17 of 42) [6/30/2003 1:38:47 PM]



file///A)/0612INFO.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

initial report that was provided to FDA in 1997

Two days ago, the sponsor provided us
addi tional information regarding this patient which
becane available as a result of litigation. The
i nformati on suggests the patient exhibited serious
behavi oral and enotional problens including anger,
aggression, social wi thdrawal, suicide ideation for
the six nonths prior to initiation of therapy or
al so to the event.

As a known suicide risk in mgjor
depressive disorder is labeled and there is a
Precautions Section of the drug l|abel. The
informati on to date, including what we got
recently, is suggestive of the event being rel ated
to the underlying condition of depression. The
role of sertraline, if any, is unclear in this
case.

[Slide.]

This report is froma relative of the
deceased. An adol escent child comitted suicide
after using Zoloft without prescription about six
times during the ten-year period. The intention
was to get high. He was introduced to Zoloft by a
student ten days prior to the event. There was no

prior history of depression. However, the patient
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reportedly had hall uci nations the night before and,
on the norning of the event, it is also reported
that the patient stayed hone due to fever that
morning. This is probably a drug-abuse situation
with a possible overdose although there was no
information in the case report about dose.

So it is unclear if sertraline is causally
related to this death or not.

[Slide.]

I just want to bring to your attention,
which is on the |abel, Zoloft |abel and suicide
risk Precaution Section, the possibility of a
suicide attenpt is inherent in the najor depressive
di sorder and may persist on until significant
rem ssion occurs. C ose supervision of high-risk
patients shoul d acconpany the initial therapy.
Prescriptions for Zoloft should be witten for the
smal l est quantity of tablets consistent with good
pati ent managerment in order to reduce the risk of
over dose.

[Slide.]

In summary, nost of the pediatric events
involve nultiple drug exposures, had confoundi ng
medi cal di sorders, generally were sinmilar to adult

events and nost were | abeled or previously
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descri bed events except maternal drugs affected the
fetus, conplications of naternal exposure and
menory inpairment. Even menory inpairment can
probably be the same as concentration inpairnent.

There were two suicides in adol escents,
one with a history of depression and the other
wi thout a history of depression. The causa
rel ati onship between these two events is uncl ear

[Slide.]

So the question that we would |like to pose
to the committee is any feedback on this report
because, although there were 49 unduplicated
reports, there was little to suggest that this was
causally related to the drug. So | invite any
comments and questions or clarifications on this
product and this report.

[Slide.]

I would Iike to acknow edge Carol Paner,
Laura CGovernale for their contributions because
they did nost of the safety review.

DR. CHESNEY: Dr. Nel son?

DR. NELSON: The 392,000 prescriptions in
the past year, | assune, is just the nunber of
prescriptions. | guess two questions; A what is

the capture of that particul ar database relative to
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nati onal usage and, B, can one take that and at

| east divide by 30, since nost plans only give you
30 pills per prescription, at |least to get a

rel ati ve nunber, at |east a | ow nunber, of the
nunber of actual peopl e behind those prescriptions
as opposed to nunmber of prescriptions?

DR. | YASU: They used data that |
menti oned cones fromthe pharnmacy data which is
really di spensed prescriptions. It doesn't
necessary apply to use. It covers only about 40
percent of the pharmacies in the country and 45
percent, | think, of the prescriptions. So, if you
were to try to cal culate how nany tablets, it would
be difficult, probably, fromthis database.

DR. NELSON. But, at least fromthat, you
could at least double it to get an idea of nationa
usage, at |east roughly.

DR I YASU. | amnot sure that you can do
that. | don't know what the accuracy or validity
of doing that would be because | haven't really
calcul ated. W don't have a national database that
covers--so there really is a conparison that we do
But you can have a rough cal cul ation and put sone
confidence linmts around that and see how good the

estinmates are.
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1 I haven't done it so | can't give you a

2 straightforward answer.

3 DR. CHEN. | think Dr. Nelson's question

4 was about person-year calculation to get an

5 estimate of the exposure. The data we have, the

6 prescription data, is already in a projection so we

7 can get that rough estimate again as far as person-year
8 exposure data to be used as a denom nator if

9 we want to calculate anything. Right?

10 DR. NELSON: | guess that is a nore

11 sophi sticated way of stating ny question.

12 DR. CHEN. Maybe Laura would like to add a
13 little bit nore about drug use data specifics.
14 DR GOVERNALE: As Dr. lyasu stated

15 previously, what we are getting fromthe National
16 Prescription Audit is the nunber of prescriptions
17 fromthe pharmacy databases. This nunber is

18 projected to the national |evel so the nunbers that
19 were quoted are the nationally projected estinmates
20 of prescription vol une.

21 DR. CHESNEY: Dr. Danford, you were next.
22 DR. DANFORD: | aminterested in the

23 thirteen either birth defects or fetal problens

24 that cane to light. Was there a particular pattern

25 anong those that you could recognize as a specific
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problemw th the drug?

DR | YASU. Anobng the four cases of
mal f ormati ons which were all related to materna
exposure, we could not establish any causa
rel ati onship. But there were two cardi ac defects,
one linb reduction and then there was another face
anomal y.

G ven that we have some information about
the effect of this drug on birth defects, there are
no human studies to suggest that there is an effect
of that kind, unexpected. But, again, the AERS
dat abase is not the best place to try to establish
some causal relationship. But, fromthe hunman
studies, there is no signal that suggests that
there are birth-defect effects fromthe drug.

DR. CHESNEY: Dr. Luban?

DR LUBAN:. | presune that the drug is
contraindicated in pregnant wonen?

DR. IYASU. Right. It is contraindicated
and that risk and benefit has to be wei ghed before
this drug is given to pregnant wonen but it has not
been studi ed i n pregnhant wonen.

DR, CHESNEY: Dr. Corman.

DR. GORMAN:. W have approved many drugs,

or BPCA has approved many drugs. How were these
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four drugs selected for our review today?

DR I YASU. The |aw states that we have to
provide a review of all the drugs that have gotten
exclusivity. The selection in based on the dates
on which these drugs have gotten their exclusivity
determination done. |If they were given on a
certain date, then they are put on the list. So,
on the anniversary of that granting of the
exclusivity, then we are obliged to provide that
review within three nonths or so, depending on how
extensive the reviewis

So that is how they cone into the picture.
Two of these drugs, for exanple, were approved in
February and the statins were approved on February
22, two of them So all four of them have
compl eted their one year plus the time that we need
to review the data. That is how they got sel ected
into the presentations this tine.

DR. CHESNEY: | don't see any other
questions. Should we go ahead, then?

DR MURPHY: Qur neuropharm
representatives are leaving so this is your |ast
chance, | adies and gentl enmen, before they depart,
if you have any nore questions about Zoloft. |

just wanted to point that out. Ckay.
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Sorry, guys. | just wanted to nake sure
they understood that you would not be staying
around.

DR. GORMAN: One nore question. |Is this
pattern of neonatal w thdrawal syndrone seen with
the other agents that we are not getting reported
on today, and the sanme thing with the faci al
abnornmalities and linb-1ength discrepancies. |Is
that when you | ook at all the selective serotonin
reupt ake inhibitors, that | ooks nore convincing
than just with Zol oft al one?

DR. ANDREASON: If | heard you correctly,
you said the wi thdrawal syndromes or the

di sconti nuati on?

DR. GORMAN: The neonatal discontinuation

DR. ANDREASON: The neonat a
di scontinuation. Pretty much with the neonata
di sconti nuati on syndrones, they seen to be fairly
constant across the group with some hint that the
|l onger half-life SSRIs are not show ng as many
cases. But, again, it is hard to tell because this
is an AERS dat abase. There are cases reported kind
of across the board. Wether these represent
di scontinuation or toxicity foll owed by

di scontinuation is, at this point, difficult to say
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because sonetimes synptons are showing directly
after birth which would not give an adequate anount
of time for the drug to wash out and have that be a
wi t hdrawal or a discontinuation syndrone.

As far as the cranial-facial
abnormalities, | amnot sure on that one. | would
assune that they are. |s Andy here? Andy, could
you speak to the cranial-facial abnornalities?

DR. ANDREASON: This is Andy Moshol der who
revi ewed many of these drugs. He is with the
Ofice of Drug Safety now.

DR. MOSHOLDER: O f the top of ny head, |
am not sure | can contribute anythi ng about
cranial -facial anomalies with SSRIs. | think
fluoxetine has been the best studied in the
literature and there hasn't been any association
established in terns of congenital anonalies to
date that | amaware of. But | amnot sure of the
others in the class have been studied to the sane
extent at this point in tine.

DR. | YASU. Thank you.

[Slide.]

My second talk is a review of the adverse-event
reports invol ving oxybutynin or Ditropan.

[Slide.]
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1 Ditropan was granted exclusivity on
2 February 3, 2002 and is an antispasnodi c and
3 anticholinergic agent. |In adults, it is indicated
4 for the treatnent of bladder irritability
5 associated with voiding in patients with an
6 i nhi bited neurogenic bladder. 1In children,
7 Ditropan is indicated for the treatment of detrusor
8 muscl e overactivity in association with a
9 neur ogeni ¢ condition such as spina bifida.
10 The tablet in syrup are approved in

11 children five years or older and the extended-rel ease form

12 is for ages 6 and ol der
13 [Slide.]
14 Drug-use data for 1998 to 2002 shows that

15 total dispensed prescriptions increased from3.5
16 mllionin '98 to 6.5 mllion in 2002 in all ages.
17 The oral formwas the predom nant form di spensed.
18 Urol ogy and internal nedicine were the two top

19 speci al i sts responsi ble for nmost prescriptions.

20 The pediatric specialty accounted for
21 about 82,000 di spensed prescriptions during 2002
22 [Slide.]

23 The frequency of drug nentions or

24 appearances during pediatric patient visits in

25 of fi ce-based practice decreased to 82,000 down from
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138 in 2002 and 105 in 2000. Children between the
ages of two and el even represented over 70 percent
of the use. Overall, the use was nuch higher in
femal es than males in pediatric and adult patients.
However, there were gender and age differences in
the | eading indications for use.

In mal es age two to el even years, the
| eadi ng i ndications were frequency of urination and
polyuria. In age twelve to sixteen, it was for
i ncontinence of urine. 1In females age two to
si xteen years, the |eading indications were other
bl adder dysfunction such as hyperactive bl adder,
paral ysi s of bl adder or neurogenic bl adder.

[Slide.]

In the office-based setting, the top three
physi ci an specialties prescribing Ditropan were
urol ogy, pediatrics and nephrol ogy.

[Slide.]

During the year follow ng exclusivity,
there were a total of 40 adverse-event reports,
five of which were in pediatric patients. Al the
pedi atric events had serious outcomes. There were
no pedi atric deat hs.

[Slide.]

This slide shows the ten nost frequent
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adverse-event reports listed in decreasing order of
frequency. Adverse events not previously described
or not on the |abel are marked by an asterisk. In
adults, the drug being ineffective was the nost
common reported events. This is unlabeled. In
pedi atric patients, although several reported
events are not |abel ed such as depression,

hal | uci nati ons, panic reaction, abnormal behavior,
anger, anxiety, aggression. However, the nunber of
events are just too few and uninterpretable.

[Slide.]

However, when we | ooked at the reports
fromthe drug-approval date which was 1975 to March
19, 2003, there were 745 adults and 74 pediatric
reports. This slide shows the unl abel ed events
only. In adults, the nbpst comon, again, was drug
ineffective. Qher events were pruritus and the
condi ti on aggravat ed.

There were al so unl abel ed events in
pediatric patients, several of which are
psychiatric events such as personality disorder
t hi nki ng abnormal, agitation and so on. But,
again, the nunbers were not that great. W did not
do a detailed analysis in review of the case

reports since '75.
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[Slide.]

The five reports for the post-exclusivity
period were in patients between the ages of two and
el even years of age. Two were female and three
were male. The admi nistered doses ranged from5 to
37.5 milligrans per day.

[Slide.]

This slide shows the diagnosis for which
Ditropan was used as recorded in the case reports,
one each for enuresis, nocturnal enuresis,
neur ogeni ¢ bl adder and detrusor mnuscle spasns.
There was no information for one patient.

[Slide.]

I will briefly discuss each of the five
pediatric reports. A school-age child in D tropan
and Desnopressin, which is a synthetic antidiuretic
hor nrone agoni st, was used in the treatnment of
primary nocturnal enuresis. The patient was
hospitalized with | ow osnolality, hyponatrem a
wei ght gain which nostly may have been the effects
of the Desnopressin.

There were three nedically significant
events. A school-age child on Ditropan had a
sei zure after taking Benadryl. The patient was

treated in the ER and Ditropan was resumed. The
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31
patient is seizure free

Next was a fragile preschool-age child
with a history of tracheostony, ventricle-peritoneal shunt
on Ditropan syrup via G tube. The
pati ent becane unconscious and Ditropan was
di sconti nued. The only other infornmation we have
is the catheterization increased fromfour to six
times a day during therapy.

[Slide.]

The next case is a preschool child born
wi th brain damage who devel oped behavi oral and
psychiatric events after six to twelve nonths of
treatment with Ditropan for bed wetting. After
Paxi| was added, the patient becane violent and a
danger to one's self and others and devel oped
personal ity changes. Paxil was discontinued and
resuned at half dose after the patient becane
depressed and suicidal. The synptons inproved but
the bed wetting persisted.

The patient was put on Detrol and Paxi
foll owi ng which Ditropan was di sconti nued and
eventual ly bed wetting inproved as the patient
mat ur ed.

[Slide.]

The next case is an anxi ous school - age
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child put on Ditropan for nocturnal enuresis but
devel oped several psychiatric synptons. The
patient was put on Atarax and Ditropan was
di sconti nued after a nonth.

[Slide.]

In summary, all the five pediatric reports
had serious outcomes. However, several adverse-event terns
wer e unl abel ed as indicated before.

Most of the psychiatric events prinmarily were
reported fromthe two patients with possible
underlying psychiatric conditions. The pediatric
events cannot be solely attributed to Ditropan use
because of concomitant drug use, possible
overdosi ng or confoundi ng nedi cal conditions.

Once again, the limtations of the AERS
data mekes attribution of causality very difficult
when one is considering the clinical question of
did the suspect drug cause the event. From an
epi dem ol ogi ¢ standpoint, causality is a public-health
question that requires a popul ati on-based
approach to adequately answer the question
Post marketing reports are limted in this aspect
unl ess you have a | arge nunber of signals.

[Slide.]

The question, then, to the committee is,
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because of the small nunber of reports that we have
for the one year, should we consider an additiona
one year of AERS follow up.

DR. MURPHY: This applies to both
products, we are asking this.

DR CHESNEY: Wbuld anyone feel strongly
that we should not ask for an additional year of
follow up? |In other words, we would ask for
anot her year of follow up. | think everybody
agrees that we would like an additional year of
follow up for both drugs.

DR |1 YASU. Ckay. Thank you. Any

comments or questions? Let me go to the next one.

[Slide.]

My | ast presentation is a review of
adverse events of sinvastatin or Zocor, events that
were reported to the FDA during the one year after
pedi atric exclusivity was granted.

Exclusivity for this drug was granted on
February 22, 2002. Sinvastatin is a |ipid-Iowering
agent. In adults, it is approved for use in
coronary heart disease with hyperchol esterema. In
children, it is indicated for the treatnent of

het erozygous fam |iar hyperchol esterolem a as an
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1 adjunct to diet to reduce total cholesterol, |owdensity
2 | i poproteins and Apo B levels in boys and

3 postnenarchal girls age ten to seventeen years.

4 This condition occurs at the preval ence

5 rate of 1 in 500 and is associated with an

6 i ncreased risk of premature coronary heart disease
7 in adul thood. Adjunct therapy is used if, after

8 the adequate trial of dietary therapy, LDCC

9 remai ns equal to or nore than 190 nmilligranms per

10 deciliter or it is equal to nore than 160

11 mlligrans per deciliter and a famly history of

12 premature heart disease or two or nore CVD risk

13 factors are present.

14 [Slide.]

15 Based on data from NPA Plus, total

16 di spensed prescriptions for Zocor have increased

17 from18.5 million in 1998 to 28.8 nmillion in 2002
18 for all ages.

19 [Slide.]

20 In 2002, there were a projected 4,000 drug
21 mentions or appearances in office-based practice

22 for the pediatric age group zero to sixteen years
23 of age. There were no nentions of this drug during
24 2000 and 2001. Hyperlipidema was the |ead

25 indication in this setting.
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[Slide.]

Now, counts of adverse events during the
year after exclusivity shows that there were a
total of 1,309 reports in all ages including
donmestic and foreign sources. Most were in adults.
There were eight reports in the pediatric age
groups. However, a careful of review of the case
reports reveal ed four of the age reports were in
adults. That is leaving four pediatric reports for
review. One of the four was a pediatric death.

[Slide.]

Today, | will only present a sumary
prelimnary review of the pediatric cases. This is
really a prelimnary report. There were four
unl abel ed and unduplicated events with serious
out conmes i ncludi ng one death. However, the numnber
of reports are too few again for a neaningfu
interpretation. Al the pediatric events reported
to FDA were from foreign sources.

Prelimnary review indicates that the
events cannot be solely attributed to Zocor use.
Two cases were exposed in utero. Both were
delivered by Csection because of fetal distress.
The first case was exposed to Zocor in the first

trinmester only. There were no other conconitant
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mat ernal nedi cati ons. The baby is a healthy,
normal wei ght term baby.

The second in utero exposure involved
mul tiple concomtant maternal nedications,
prematurity and resulted in postnatal death from
conplications of prematurity. The rest of the
pedi atric reports had concomitant medi cations and
confoundi ng nedi cal conditions. As | stated
earlier, the reports are too few and the causa
link to Zocor cannot be made fromthe avail able
informati on for any of the events | discussed
above.

[Slide.]

The question for the conmmittee, again, is
because of the small nunber of reports and
relatively | ow pediatric use, should we consider
then an additional year of AERS foll ow up.

DR. CHESNEY: Can | speak for the rest of
the conmittee and say we woul d appreci ate anot her
year of follow up.

DR. | YASU. Thank you

Let me go to the last report

[Slide.]

The next drug is Lipitor. It was granted

exclusivity on February 22, 2002, the sane day as
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Zocor. | will get you out of here in five m nutes.
The | abel for the drug is in your package. The
approved indications in adults and children are
summari zed on this slide and they are simlar to
what it is for Zocor.

[Slide.]

The next two slides are the use data for
Lipitor. The total dispensed prescriptions for
Lipitor are increasing, 24.8 million in '98 to 65.7
mllion in 2002

[Slide.]

Frequency of drug nentions for pediatric
patients in office-based settings are al so
increasing from9,000 in 2000 to 14,000 in 2002
Pedi atric use represents |less than 1 percent of all
Zol oft mentions during the year. The nbst conmon
i ndi cation, again, is hyperchol esterol em a.

[Slide.]

During the one year after exclusivity was
granted, there were a total of 966 adverse-event
reports. However, there were no pediatric reports
during the year so | have nothing to report.

[Slide.]

I woul d ask the sane question now as for

the ot her drug.
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DR CHESNEY: W would like nore
i nfornation.

DR. | YASU. Thank you

DR. CHESNEY: Thank you very nmuch. This
brings us to the open public hearing.

Open Public Hearing

DR. CHESNEY: | understand that nobody has
signed up for the open public hearing. |Is there
anybody fromthe public who would like to speak?
Yes? | think the time is generally about three to
five mnutes.

M5. McDONALD: My nane is Sheila MDonal d.
| ama Menber of the Board of Directors of the
Child and Adol escent Bipol ar Foundation. M.
Judith Cornelius is also a nenber of the Board of
Directors of the Child and Adol escent Bipol ar
Foundation which is a national organization of
12,000 fanilies raising children with bipolar
di sorder.

As you can inmgine, our nissionis to
educate fam lies, professionals and the public
about early-onset bipolar disorder and to advocate
for increased research on the nature, causes and
treatnment of bipolar disorders in children.

Parents report that before diagnosis,
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serious adverse drug reactions have occurred.
These parents report to us on our website
constantly and they have reported that, as a result
of single drug-therapy treatment with SSRI s al one,
there have been adverse events. \Wenever there are
adverse events reported to us, we ask that they
send it to the formal system

However, many famlies report that, as an
adjunct to appropriate treatnment with new
stabilization therapy, SSRIs can be an inportant
tool in helping to inprove the quality of our
children's lives. So we feel, inportantly, that
clinicians and fanmilies need this inportant safety
data to hel p gui de appropriate use of these and
ot her nedications and we urge increased attention
to safety studies in children and to inprove the
adverse drug-event reporting system W are
hopeful that the SSRIs will be continued to be
| ooked at as an adjunct to appropriate treatnent.

Thank you.

DR. CHESNEY: Thank you. Wuld anybody
fromthe agency |like to respond?

DR. MURPHY: No, except to say that we
will continue to be I ooking at the SSRIs

Chair/Commttee Final Coments
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DR. CHESNEY: | think that brings our
af t ernoon open session to a close. |Is that
correct? Wuld you all like to nake final renmarks?

I would like to thank Dr. Ilyasu and your coll eagues
for doing all this followup information for us.

thi nk, even though we are not represented by very
many here, it is very, very inmportant informtion

So we really appreciate all the effort you all have

put into it.
DR. MURPHY: | think any feedback fromthe
group--1 think one of the things we are going to

have to do is not have it at the very last, which
we tend to. | think that is probably one of the
things | would begin to suggest we change a little
bit. Any suggestions fromthe conmittee on how to
make it more useful to them again, in the context
that we have linmited resources. You saw our one
safety person is dedicated totally to peds, so we
have nmany peopl e who have al so assi sted and
cooperated, and help us. Ofice of Drug Safety has
committed significant time and effort to this.

Knowi ng, within that context, we just
don't have unlimted resources. |If there is any
ot her way that we can nmke this nore useful, we

woul d l'ike to hear from you
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DR. CHESNEY: | think, in a very pragmatic
sense, it would be nice to get this infornmation
before we cone and particularly to have the
pedi atric adverse effects that have been reported,
everything about the pediatric use in the drug
insert highlighted. It took me a while to find the
Zol oft information. |If that was highlighted and if
it were possible to get the report you just gave us
bef or ehand, so we could be formul ating questions
and absorbing it better than at the end of the day.

I would agree with you, D ane, nmaybe it
woul d be possible to do it early in the session or
in the mddl e of a session or take time out to do
it because | do feel badly that there are not nore
people here to hear it. But | amalso glad that
there is nothing that we--it sounds like there is
not hing we need to be particularly alarmed about
this tinme.

DR. MURPHY: We, again, would like to say
thank you very much to everybody, and particularly
to you guys and | adies that hung in here to the
very end.

DR CHESNEY: W understood there was a
linmbusine to take us if we stayed later. Thank you

all, very much, for all the work that you did as
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1 background information. W just have a very, very
2 easy job conpared to what you do and so thank you

3 very nmuch for all you do

4 [ Wher eupon, at 4:39 p.m, the neeting was

5 adj our ned. ]
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