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prevention of CINV in children greater than 4
years of age.

The four primary endpoints were
I ncidence of enesis, proportion of patients
who recei ved suppl enent al antienetic
medi cation during the 24-hour assessnent
phase, time to first rescue antienetic
medi cation and parent or guardian overall
sati sfaction.

The results of the CINV study were
that, one, nore than half of the patients had
no enetic episodes. Two, nore than half of
t he patients did not require rescue
nmedi cations and, three, 80 percent of parents
or guardians were satisfied with drug use.

The PONV PK study, the CNvV
efficacy and safety study and the PO\
efficacy and safety study all conbined to
contribute to an integrated safety analysis
with a total of 797 patients. This anal ysi s
did not identify any new safety concerns.
There were no deaths and 1 percent of patients
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had non-fatal serious adverse reactions in
both the drug and pl acebo groups.

In the drug group, five patients
had serious adverse reactions that included
one case of convul si ons, dehydration
respiratory depression and staphyl ococcal
infection and one case of conbined nodal
arrhyt hm a, hypocapni a and hypoxi a.

In t he pl acebo group, t hree
patients had serious adverse reactions that
I ncl ude tachycardi a, br onchospasm and
exacer bat ed pai n.

Based on all of the pediatric
exclusivity studies, four sections of the drug
| abel i ng wer e changed. The dinica
Phar macol ogy Secti on, Phar macodynam cs
Subsection, noted the population PK analysis
of the PK and CI NV studies.

The d i ni cal St udi es Section
described the C NV and PONV studies. The
Precautions Section, Pediatric Use Subsection,
noted that there is little information about
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the use of ondansetron in pediatric surgical
patients less than 1 nonth-old and in
pedi atric cancer patients |less than 6 nonths-
ol d.

It also noted that there was a
slower drug clearance and a half-life of,
approximately, 2.5-fold longer in pediatric
patients 1 to 4 nonths-old conpared to ol der
children greater than 4 nonths to 2 years-old.

And, | astly, t he Dosage and
Adm nistration Section noted that for the
prevention of CINV in 6 nonth to 4 year-old
patients, three doses of 0.15 mlligrans per
kil ogram |V shoul d be adm ni st er ed.

And for the prevention of PONV in
1 nmonth to 2 year-old patients, a single dose
of 0.1 mlligranms per kilogram |V should be
adm ni stered for patients wei ghi ng 40
kil ograns or less or a single 4 mlligram dose
should be admnistered for patients weighing
nore than 40 kil ograns.

This table describes the Adverse
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Event Reports associated wth ondansetron and
reported to the FDA' s Adverse Event Reporting
System since market approval of the drug and
prior to pediatric exclusivity.

For pediatric patients, there were
204 reports which conprised 6 percent of the
total reports. O these, 148 were U S
reports. There were 126 serious reports wth
74 being U S reports and 18 death reports
with one being a U S. report.

Focusing on the pediatric deaths,
of the 18 crude count reports, there were 14
undupl i cated cases. Seven of these cases were
excluded due to confounding or insufficient
I nf or mati on.

There was one case of an erroneous
classification of death, one case of an
unspecified cause of death in an infant with
I n utero exposure, two cases wth a
significant tine delay between synptons and/or
death and the | ast ondansetron use, and three
cases conplicated by underlying nedical
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condi tions, some with concom tant nedications,
I ncluding stage 4 neuroblastoma wth nulti-
organ failure in chenotherapy, nedull obl astoma
wi th radi ati on and chenot herapy and i di opathic
pneunoni tis with progressi ve germ cel
di sease.

O the seven renmaining cases,
these also were confounded by conplicated
underlying nedical condi tions, concom t ant
medi cations and/or insufficient details.

Case 1 involved a 14 year-old
femmle wth asthma one day status/post
scoliosis surgery who experienced decreased
respiratory rate, blood pressure and oxygen
saturation after norphine and one hour after 4
m |l ligranms ondansetron |V for nausea.

Case 2 involved a 10 year-old nale
on chenotherapy for rhabdonyosarcoma who
experienced dizziness and collapse after 0.15
mlligrans per Kkilogram ondansetron 1V for
vom ting.

Case 3 involved a 9 nonth-old nale
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with bone marrow allografts who devel oped
acidosis, bundle branch block and cardiac
arrest with QI prolongation after cisapride
and 6 mlligrans ondansetron for nausea.

Case 4 involved a 16 year-old
female with dissemnated |upus who devel oped
septic shock or cardionyopathy three days
after ondansetron |V to prevent nausea.

Case 5 involved a 6 year-old nale
with a history of renal failure and renal
hypoplasia with an unknown cause of death
after 17 days of 3 mlligrans ondansetron PO
for nausea and vomting.

Case 6 involved an 11 year-old
female wth congenital heart disease on
antibiotics who developed decreased oxygen
saturation, headaches, di zzi ness and
respiratory failure one hour after 4
mlligrans ondansetron |V for nausea of
unknown eti ol ogy.

And Case 7 involved a 16 year-old
male wth end stage «cystic fibrosis who
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devel oped decreased oxygen saturation and
arrested m nut es after 2 mlligrans
ondansetron |V for nausea.

This table describes the Adverse
Event Reports during the post-exclusivity
peri od. For pediatric reports, there were 20
reports that conprised 6 percent of the total
reports. O these, eight were U S reports.
There were 16 serious reports with five being
U S. reports and one death report with no U S
death reports.

Wth regard to the pediatric
death, there was one case wth insufficient
information to assess causality involving a 3
year-old nmale wth an wunreported cause of
death who received 4 mlligrans ondansetron PO
for an unknown indication and duration.
Because this was a foreign case, the FDA has
been unable to obtain additional infornation.

This slide lists the 16 serious
adverse events reported to have occurred
during the post-exclusivity period. You w ||
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note that five of these cases were U. S. cases.

Qut of the 16, there was one respiratory case
I nvolving respiratory depression, which is an
unl abel ed event, two hepatic cases, one of
whi ch included ascites, which is an unl abel ed
event, three allergic reactions or anaphyl axis
cases, five neurologic cases and five other
types of cases, two of which involved birth
defects that are not included in the drug
| abel i ng.

In summary, sone of these cases
provided very little information and, in
general, nost of the patients involved had
underlying conditions and/or were receiving
concom tant medications making it difficult to
relate the outconmes to ondansetron use.

This slide provides nore details
regarding the four unlabeled serious adverse
events. Case 1 involved a 1 year-old child
with respiratory depression and bradycardia
after receiving 2 mlligrans ondansetron |V
times one dose to treat an unknown condition
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This was a foreign case with very little
I nf or mat i on.

Case 2 involved a 9 year-old boy
wi th neuroblastoma who devel oped increased
al ani ne am notransferase, ascites and pleura
effusion after receiving several cancer
chenot her apy agents and 4 mlligrans
ondansetron daily.

Case 3 involved an infant whose
not her had used ondansetron during pregnancy
who experienced a foot or linb nalformation
and Case 4 involved an infant whose nother had
used ondansetron during pregnancy and who
experience tracheal mal aci a.

This conpletes the one year post-
exclusivity Adver se Event Reporti ng as
mandated by the Best Pharmaceuticals for
Children's Act. FDA recommends routine
nonitoring of ondansetron for adverse events
in all populations and seeks the Advisory
Conmmi ttee' s concurrence.

And in closing, | just would |ike

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

110

to acknow edge the assistance | received from
numer ous FDA staff in the Ofice of
Survei |l l ance and Epi dem ol ogy, the D vision of
Gastroenterology Products and the Ofice of
A inical Pharnmacol ogy.

ACTING CHAIR WARD: Does anyone
di sagree wth that recomrendati on?

DR SASICH  Just one comment, and
Is the FDA looking at the extent of off-
| abel ed use for hyperenesis gravidarumthat is
apparently associated wth the use of this
drug? |Is this a concern to the Agency? And
it 1s an off-labeled use for pregnant wonen
and it looks like the use is fairly sizeable.

DR MJRPHY: | would lean toward
the division and to OSE to ask and, at this
point, it appears this is not an area in which
they have started a review of off-|abel use or
what the adverse events from that off-Iabel
use are.

DR SASICH  Thank you.

DR JOHANN- LI ANG I just want to
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make a point that in order to look into the
AERS data and just to give you a scope of what
I's involved, when you're looking at an off-
| abel use of a drug, you know, to do it
justice you really need to go in and actually
take out all the reports that actually tell
you what it was actually used for, which neans
you have to do a manual review of all the
cases.

And then, in order to really
understand, that's just the nunerator, so we
really need to go in now to drug use dat abases
and try to get a sense of what indications,
what the diagnosis for these prescriptions
going out to the folks are, and for a drug
i ke this again.

So in order to get all that
together, we really do have to prioritize as
to which ones we're going to be doing such
I nvestigation, what the sort of -- the |evel
of concern of the hypothesis is. And, you
know, if the Conmmttee feels that this is
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sonething we nust do, then we really -- that
Is why we're here to ask.

But right now, at this tine, that
Is not one of the projects that we're working
on. W're really short of resources, so --

ACTI NG CHAI R WARD: | think it's
tinme for a break, but in trying to get back on
schedul e, why don't we resune at 10:25? |Is
t hat okay?

DR MJRPHY: Ckay. The only
thing, Bob, is that we take it then that the
Commttee is in agreenment with returning to
routine nonitoring. Gkay. W just want it --

ACTI NG CHAIR WARD: Correct.

DR MJURPHY: | wanted it in the
record that that's what you said. Ckay.

ACTING CHAIR WARD: So | said it.

DR. MJRPHY: (kay. Thank you very
much.

(Whereupon, at 10:10 a.m a recess
until 10:23 a.m)

ACTING CHAIR WARD: Al right.
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Lisa Mathis is going to return to the podium
and di scuss Cel exa cital opram

DR MATH S And again, you wll
see Hari's nane on the slide. Wy not noving?
Ckay. I'"'m going to discuss Celexa or
citalopram which is an antidepressant by
Forest Labs. It is indicated for nmajor
depressive disorder in adults and there are no
approved pediatric indications. It received
its original marketing approval in July of
1998 and was granted pediatric exclusivity in
July of 2002.

This drug was presented at the
2004 Pediatric Advisory Conmttee and there
were sone outstanding issues that we promse
to cone back and update you on. The three
outstandi ng issues were neonatal wthdrawal,
ophthal nol ogic malformation as well as QIlc
pr ol ongati on.

I"'m going to cover the first two
subjects and then once |I'm done, Dr. Lisa
Jones will cone up to discuss the analysis of
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t he QIc prol ongati on.

Just updating the drug use trends
for citalopram ©pediatric patients account
for, approximately, 3.3 percent of the tota
US. prescriptions of Celexa from 2002 unti
2006. Adult and pediatric prescriptions have
steadily decreased from 2002 t hrough 2006.

Cel exa does have sone relevant
safety | abeling, including a boxed warning for
suicidality in children and adol escents. It
Is a pregnancy Category C and wunder the
pregnancy section of | abel i ng I n t he
precautions section of |abeling, we do have a
description about neonatal wthdrawal and a
war ni ng about consi derati ons t hat t he
physician should use while prescribing this
drug to wonen in their third trinmester of
pr egnancy.

The pediatric use subsection of
the precaution section of |labeling includes
information fromtwo placebo-controlled trials
in 407 pediatric major depressive disorder
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patients and that there was not sufficient
information to support a claimfor use.

The dosage and adm ni stration
section of I|abeling echoes that neonates
exposed to Celexa and other SSRIs and SNRIs in
the late third trinester have devel oped
conpl i cations requiring pr ol onged
hospitalization, respiratory support and tube
f eedi ng, and that the physician should
consi der tapering Celexa in the third
trinmester.

In  summary, t here have  been
| abel i ng changes since this drug first cane to
the Advisory Commttee in February of 2004.
These I ncl ude t he boxed war ni ng for
suicidality, as well as information in the
pregnancy section about neonatal w thdrawal.
There have been no subsequent reports of
opht hal nol ogi ¢ mal formati ons and the ones t hat
had been reported previously were not the
sane. Therefore, there was no pattern
est abl i shed.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

116

And | will now turn this over to
Dr. Lisa Jones, who will update you on the Qlc
| Ssues. Ckay. This is not good. Who is
doi ng that?

DR JONES: Thank you.

DR PENA | should nention Dr.
Lisa Jones, she is board-certified in the
field of preventive nedicine and public
heal t h.

DR JONES: Ckay. Thank you for
the introduction and as Dr. Mathis had noted,
| would like to present the Commttee wth an
update of the review of QI prolongation wth
citalopram and escitalopram that is ongoing
within the D vision of Psychiatry Products.

There it 1is. | would Ilike to
begin with a sunmmary of the past review of
this issue. In the initial citalopram NDA as
wel | as the escitalopram NDA, New Drug
Application, only a 3 to 4 mllisecond
prolongation of the QI interval was observed
in the Phase 3 trials in the drug-treated
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pat i ent conpared to the placebo-treated
patients.

The AERS, the Adverse Event Report
System at that tinme, did find cases that were
suggestive of a QI prolonging effect for
ci tal opram Also within the NDA was a snall
Phase 1 study which when corrected for heart
rate using the Friderica nethod found it 7 to
9 mllisecond prol ongation.

And finally, t here was a
cital opram pinozide interaction study which
was difficult to interpret, because it was an
I nteraction study, but did have sone elenents
supportive of a connection between cital opram
and QI prol ongati on.

The QI related labeling as it
currently stands essentially describes the
data from the Phase 3 studies of the NDA
However, based on the findings described in
the previous slide, other than that in the
NDA, in My of this year the division
requested the addition of an expanded | abeli ng
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statenent regarding QT interval prolongation.

Ckay. I would like to for the
remai nder of the review, | would like to give
the overview of the issues that are currently
ongoing and that includes the sponsor's
subm ssi ons subsequent to the letter sent in
May of this year, which include a direct
response to points in the letter as well as
anal yses in three new pati ent databases.

There has also been an updated
AERS Search in pediatric patients and,
finally, | wuld like to Ilist additional
points in which we're having other FDA review

| nmentioned that the cital opram
pi nozide interaction study was difficult to
I nterpret. And in their response to the
vision, the sponsor reached sone different
conclusions than the division did in their
| abeling letter. In response the sponsor also
reiterated their belief that the Study 92104
was unreliable due to the specifics of the QT
data collection. And thirdly, they noted that
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many  of the post-marketing cases were
confounded by concomtant drugs or nedical
condi tions.

In the first of the three new
dat abase anal yses, the sponsor exam ned TdP-
rel ated adverse events in the Medicaid clains
dat abase. And in doing so, they found simlar
rates of these adverse events for cital opram
and escitalopram relative to other SSR and
SNRI anti depressants.

In the second of the three new
dat abase analyses, as you nmay know, the
Ceneral Practice Research Database is a large
scal e database of outpatient records in the
UK. Here the sponsor searched for QrI-rel ated
events in depressed patients age 18 to 70 who
were treated with at | east one antidepressant.
And here simlar to the Mdicaid analysis
they found simlar rate for citalopram as
conpared to other SSRI anti depressants.

Ckay. The sponsor finally
performed an analysis in the AERS database.
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They searched the database for cases with QI-
related MedDRA terns and in which an SSRI or
SNRI was a suspect drug. In contrast to the
two other database analyses here, they did
find some elevated risk for citalopram wth,
approximately, 1.6 as conpared to other SSRIs
or SNRI's.

The  sponsor did provide sone
evi dence, however, t hat t here may be
preferentially use of citalopram in nedically
conprom sed patients which may increase their
underlying risk.

The FDA has perfornmed a nunber of
searches of the AERS database in conjunction
with the review of this issue. For this
Commttee, | would like to present the results
of the nost recent search in pediatric
patients. The search criteria were for
patients age 17 or younger and it covered a
three year period from August '03 to August
"06. A variety of QI-related preferred terns
were used, only sone of which are listed in
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this slide. And these search criteria
I dentified three cases.

The first case was a literature
report of a 12 year-old female  who
concomtantly took an unknown dose of
ci tal opram with 4 to 5 gr ams of
di phenhydr am ne. She was treated in the ER
for altered nental st at us, foll onwed by
bradycardia, a w de conplex rhythm and cardi ac
arrest. And this patient unfortunately had a
fatal outcone.

The second case involved a 17
year-old nmale who was  hospitalized for
seizures, intermttent tachyarrhythmas and
wde QRS conplex rhythns followng an
I ntentional overdose of 2400 mlligranms of
citalopram This patient's synptons resolved
with supportive care and his past nedical
history was notable for asthma and nmarijuana
use. There was no information in the report
on concom tant drugs.

The third and the final case

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

122

I nvolved a 14 year-old nmale who devel oped QT
prolongation while taking ~citalopram 40
mlligrans per day for depression and anxiety.
He was di agnosed with prolonged QI or with QI
prolongation by a cardiologist six nonths
after beginning treatnent wth cital opram
Wen the patient's drugs, at the tinme, which
wer e citalopram and at onoxeti ne, wer e
di scontinued, the QIc interval decreased from
445 mlliseconds to 408 mlliseconds.
| should add that this patient had
a history of QI prolongation wth other
antidepressants, including while taking a

conbi nati on of paroxetine and i m pram ne.

Ckay. And | would |ike to
conclude with a |listing of sonme specific
el enments that are active at the nonent. The

division has already reviewed the Phase 1
studies previously nentioned, the Study 92104
and the G tal opram Pi nozide |Interaction Study,
however, we are now taking advantage of FDA
expertise outside the division and requesting

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

123

addi tional input on these studies.

e are | i kew se requesting
additional input on the sponsor's nost recent
dat abase anal yses. In addition, we have
requested an AERS data m ning analysis, which
will conpare citalopram and escitalopram to
ot her antidepressants, with a particular
interest in having a conparative group which
IS not an SSRI anti depressant.

Thi s updat e, bot h this
presentation and the presentation by Dr.
Mathis on Celexa provides information on the
recent pediatric-related |abeling changes and
on the ongoing analysis of QI interval data
wthin the Dvision of Psychiatry Products.
W will now ask if the Commttee has any
comrent s. In addition, the FDA suggests that
this product return to routine nonitoring.
Does the Commttee agree?

ACTING CHAIR WARD: Di scussi on?
Yes?

DR DURE: | would like to sort of
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-- this is parallel to Larry's conmment before.
There are a Jlot of prescriptions being
witten for citalopram and it's off-|abel.
And this may be nore of strategy versus
tactics, but is this sonething -- when you
tal k about devoting resources of the FDA |
nmean, this seens to ne like this would be one
that you would want to devote sone resources
to to |l ook at off-Iabel use.

DR LAUGHREN: What specifically
would you like us to look at? | nean, since
we know that physicians use drugs for other
than the approved indications. Is there a
particular concern that you want us to
expl ore?

DR DURE: VWll, | guess, this is
true. This is comng up with one of the
anticonvul sants later, the wuse in bipolar
disorder. And | guess the problemis is that
shoul d these drugs be studied nore, since they
are being used so frequently, because these
are not necessarily -- this isn't the sane
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thing that we see with antibiotics or wth
anticonvul sants for refractory epilepsy where
you don't have many choices or is that the
case?

| nean, | think it's all -- we're,
you know, hypot hesizing. Should we do nore to
try to figure that out?

DR LAUGHREN: Wll, you know, we
would like to have nore studies. W do have
sone studies. Cbviously, they did studies to
gain exclusivity and those studies were not
sufficient to support a pediatric indication.
But we know that citalopram and other SSRIs
and other antidepressants are being used in
pedi atric patients to treat not only
depression, but various anxiety disorders and
per haps other disorders. And we would like to
have nore dat a.

The question is how do you get
nore data? You know, FDA doesn't have the
authority to nandate conpanies to study or,
you know, there are other CGovernnent agencies
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that have sone interest in this and | think
Nl MVH has sponsored sone trials of SSRIs and
ot her ant i depressants In chil dren and
adol escents, but it really isn't -- FDA
doesn't have primary authority to mandate or
even encourage trials.

ACTI NG CHAI R WARD: Could I raise
the issue about pul nonary hypertension? Tina
Chanbers in this last year wth Linda Van
Marter reported in a case-controlled design an
I ncrease in pulnonary hypertension from SSRI s
as a class. And it's clearly not at a |evel
that you would refer to it as a public health
problem because it's a rare diagnosis, but
It's a serious one. And is there any
consideration for trying to incorporate
information of that nature or confirm it
either included in the |abel or confirm the
findi ng?

DR LAUGHREN: You know, this is
an issue that has been around for a while. |
don't think -- again, we didn't conme prepared
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to discuss this issue, but, you know ny
i npression is that we don't think that there
I's enough information to support a causal |ink
to justify, you know, I ncl udi ng t hat
promnently in |abeling.

DR JOHANN-LI ANG  Just in regards
to off-label use and etcetera, it's, you know,
our role to try to provide these updates and
try to think about what we can study and how
to go about doing that. But it's really also
| mport ant, I t hi nk, for t he vari ous
organi zations, communities, you know, to take
on the effort of educating prescribers
regardi ng appropriate use of, you know, all
drugs and what they are indicated for or not
I ndicated, what information 1is available,
obviously, and to try to encourage, you know,
studies that would answer questions all
around. So it's a group effort.

DR MATH S: | think, too, that
it's really inportant. W have been working
with NH specifically NNCHD, with the BPCA
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and it's one thing that has frequently, vyou
know, cone into our radar is that a lot of
drugs are used off-label wthout a Ilot of
evi dence. And it's sonething that we have
really focused on that the general nedical
community really needs to try and find sone
way and we're trying to find sone way, but it
would be helpful for others if they had
suggesti ons.

W really need to find sone way to
better educat e physi ci ans and ot her
prescribers about how inportant it is when
they are prescribing a nedication that they
know what they are prescribing for and what
evi dence that's based on.

And | know Dr. Ward can tell vyou
about nedical schools that are cutting out
phar macol ogy courses altogether. And so we're
over tinme doing less to teach the people who
are responsible for prescribing nedication
about how to do that. So it is a very
| mpor t ant area that we wuld love to
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collaborate with other people in trying to
educat e physi ci ans.

DR MJURPHY: I would like to just
remnd particularly the new Commttee Menbers,
we didn't review all of this for you, because,
you know, the whole BPCA legislation was to
try to get at this issue of all of this off-
| abel use in pediatrics and no data. Ckay.
And that's what the exclusivity has been
doi ng. It has been trying to go out and get
controlled trials.

And we can tell you when we do
that one of the reasons you hear so nuch about
the biopharmin these reviews is that a fourth
or third of the tinme we had the dose wong or
we found a new safety signal or the drug
didn't work, you know. And particularly in
sonme of our oncol ogy products, this has becone
really inportant that we got these trials in
any of them

The SSRI's being another one, at
| east the way the trials were studied, that
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didn't work. So clearly, everyone agrees that
there is enornous off-|label use, that we are
treating children without a fraction of the
knowl edge we demand for adults and that this
Is an effort to try to go forward and get sone
of this information.

And so in the process of what
we' re doing now, the mandate we have today is
to look at when we have done that, are there
any additional safety signals, because we do
know that, as one of our classic exanples
previously, there was a lot of increased use
after these products do get studied.

So that's what we are trying to do
for the studies. However, what we are telling
you is that AERS is hypothesis generating. It
won't answer the question for us often. I
nmean, sonetines sonething is very peculiar or
very rare or so dramatic that we do get the
answer . And we are interested in your
hypot hesis that you think need further study,
you know, out of this.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

131

So | think Toms question was
well, we know there is off-1|abel use, but what
gquestion are we going to ask about it? Wat
woul d be our question to go back and | ook at
or is there a study that would hel p us address
the issue that is being -- that they are
| ooki ng at right now?

ACTI NG CHAI R WARD: Larry?

DR SASICH  Yes, kind of going to
Dr. Dure's point about a |large anount of off-
| abel use. | think one of the enornous
deficiencies of the antidepressant nedication
guide is the fact t hat there is no
communi cation there of the large nunber of
negative studies of the use of these drugs in
the treatnent of nmjor depressive disorder.

It would be -- and | have always
thought for a long, long tinme if we did have
medi cation guides for every drug that
consuners and parents of consunmers would know
whi ch uses are approved and which uses are not
approved. And that is the point at which the
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parent of a patient or a patient can go and
get into a discussion with the physician about
the risks and benefits of an off-I|abel use.

It may be perfectly appropriate,
the physician may be doing research in that
area and he has got a strong feeling. But
here we have got a bunch of negative trials
and | would like to suggest that for, | guess
| would like to suggest it, every nedication
guide and | don't think it applies to every
medi cati on gui de.

But for t he ant i depr essant
medi cation guides, that they need to reflect
the fact that we have a whole bunch of
negative studies using these drugs in najor
depressive disorder. So | think that would go
a long ways in dealing with the issue of
appropriate off-label wuse, if there is a
di scussion between the physician and the
patient or a patient's parent.

DR LAUGHREN: You know, | think
It's inportant to distinguish between negative
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trials and whether or not you have shown that
a drug doesn't work. | nean, the inplication
of your question is that if you have a | ot of
negative trials, that that's evidence that the
drug doesn't work and you should convey that
information to patients.

And I don't t hi nk that's
necessarily the case. And it's very difficult
to convey this information in | abeling. And,
in fact, the labeling for all these products
does state what the evidence is for that
particular drug in pediatric patients. "' m
sorry?

DR SASI CH I am only talKking
about the nedi cation guides.

DR LAUGHREN: Ri ght. But what
|"m saying is that it's difficult enough to
convey that nessage to clinicians let alone to
try and convey it to patients, because | don't
know. You know, we have like 15 trials of
SSRIs in nmajor depression in kids and only 3
of those 15 you know, were nomnally
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positive.

Does that nean that these drugs
are useless in treating major depression in
kids? | wouldn't reach that conclusion. FDA
Is not telling clinicians that they shoul dn't
use these drugs in treating najor depression
in children. And we say that in | abeling.

DR SASI CH: That should be used
I n the nedication guide, also.

DR LAUGHREN: Wll, vyou know,
it's difficult. How would you want to convey
that in the nedication guide? \Wat nessage
woul d you want to tell a parent?

DR SASI CH. The particular drug
for which has been studied and which is not
shown to be effective in the treatnent of
maj or depressive disorder. There should be a
brief statenent in the nedication guide to
that effect.

DR LAUGHREN: Wl |, it's
sonet hi ng. W can take that back and see
whether or not there is a way to do that in a
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way that conveys that nessage, but also
doesn't, you know, give the nessage that the
drugs are of no value. That we have evidence
to suggest that they are of no val ue, because
that's a different nessage.

ACTING CHAIR WARD: Al right.
Let ne nove on to the last question on the
sl i de. Does the Conmttee agree wth
returning to routine nonitoring? And let ne
put it another way. Does anyone disagree with
returning this to routine nonitoring?

DR NEWWAN: Is that a question?

ACTING CHAIR WARD: Yes, that is a
question, Tom

DR NEWVAN: Yes, no, | just had a
question then about the slides. | didn't -- |
m ght have mssed this, but | didn't know what
the TdP-rel ated adverse events were. What TdP
stands for.

DR JONES: Sorry. TdP is
Torsades de Pointes. The cardiac rhythm
associated with QI prol ongation.
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DR NEWWAN: Ckay. Thank you.

ACTING CHAIR WARD: V tac. Ckay.

DR NEWWAN. Can | just --

ACTI NG CHAI R WARD:  Yes.

DR NEWWAN:. -- clarify this?

ACTI NG CHAIR WARD: Yes. (kay.

DR NEWVAN: So the plan is stil
it will be routine nonitoring, but you are
continuing to investigate the QI prol ongation?

ACTI NG CHAI R WARD:  Yes.

DR NEWVAN: And because, | nean,
ny thought would be that the anal yses done by
t he sponsors of the Medicaid data and the GPRD
are actually much stronger nethodol ogically
than AERS if they were done right. But |
would want FDA to Ilook them over very
carefully and nake sure that they, you know,
were done right and can reach wvalid
conclusions. But if they were, | think these
confidence intervals are very narrow and quite
convi nci ng.

ACTING CHAIR WARD:  All right.
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DR JONES: Yes, but t hose
anal yses are being reviewed currently.

ACTI NG CHAI R WARD: Yes. Ri ght .
So that it really is underway for the SSRIs as
a class. |Is that correct?

DR LAUGHREN. Well, that's --

ACTI NG CHAI R WARD: O it's still
open.

DR LAUGHREN: It's a very good
guestion. You know, the fact that you find no
di fference between cital opram and other SSRIs
doesn't necessarily reassure you that there is
not a problem here.

ACTING CHAIR WARD: Right, right.

DR LAUGHREN: But the difficulty
Is that these drugs, all the SSRI's, were
devel oped roughly 20 years ago when we weren't
| ooking as carefully as we are now at the
I ssue of QI prolongation. And the fact that
you don't find nmuch of a signal in a Phase 3
trial doesn't really tell you very nuch,
because those are not done optimally to | ook
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at that.

| deal |y, we woul d have thorough QI
studies for all t hese drugs, which is
sonet hing that we are asking for for all drugs
that are com ng through devel opnent now.  The
difficulty is in know ng how to get that study
done for a class of drugs that is 20 years-old
and that's the chall enge. But | agree that
having nore specific thorough QI information
would help to answer the question for the
entire class.

ACTI NG CHAI R WARD: Wiere is the
NI H?

DR LAUGHREN. Good questi on.

ACTING CHAIR WARD: Unl ess
sonmebody else expresses a concern, we'll
consider that the Commttee concurs wth
returning this to routine nonitoring. kay.
Thank you. Dr. Collins, you want to cone talk
about Oxcar bazepi ne?

DR COLLINS: | am pleased to be
able to present to you the one year post-
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exclusivity adver se event revi ew for
oxcar bazepi ne. Trileptal or oxcarbazepine is
an anticonvul sant. Al though its precise
mechani sm of action is unknown, it is thought
that oxcarbazepine's anti-seizure effect is
exerted primarily via its 10 nonohydroxy
nmet abolite or MHD

Thi s net abolite | ocks vol t age
sensitive sodium channel s resul ting In
stabilization of hyper-excited neuro-firing
and dimnution of the propagation of synaptic
I mpul ses. The drug sponsor is Novartis and
the original market approval occurred on
January 14, 2000 and pediatric exclusivity was
granted on March 2, 2005.

Prior to the pediatric studies,
oxcar bazepine was indicated for nonotherapy
and adjunctive therapy in the treatnent of
partial seizures in adults and children 4 to
16 years-old wth epilepsy. The next two
slides provide information about the use of
oxcar bazepine in the outpatient setting.
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2.75 mllion oxcar bazepi ne
prescriptions were dispensed for all age
groups during the 12 nonth post-exclusivity
peri od. 28 percent of these prescriptions
were for the pediatric population. There was
a 2 per cent I ncrease I n out pat i ent
prescriptions for all age groups between the
pre- and post-exclusivity periods with a 1
percent increase for the pediatric popul ation.

Neurol ogy was the nost frequent
prescriber specialty during the 12 nonth post-
exclusivity period at 26 percent conpared to
pediatrics at 3 percent. The di agnoses nost
frequently associated w th oxcarbazepine use
Iin the pediatric population were convul sions
at 30 percent and bipolar effective disorder
at 22 percent.

13 trials contributed to the
pediatric exclusivity studies. There were
four pharnmacokinetics or PK studies in a total
of 218 patients age 1 nonth to less than 17
years-old utilizing oxcarbazepi ne nonot herapy
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or adjunctive therapy. There was one
nonot herapy efficacy and safety study in 92
patients age 1 nonth to 16 years-old utilizing
| ow and hi gh dose drug for five days.

There was one adjunctive therapy
efficacy and safety study in 128 patients age
1 nonth to less than 4 years-old utilizing | ow
dose oxcarbazepine for nine days or high dose
oxcar bazepine for 35 days. And there were
seven safety studies in a total of 337
patients age 1 nonth to |l ess than 17 years-old
utilizing oxcar bazepi ne nonot her apy or
adj unctive therapy for four to five days, |ess
t han 30 days or six nonths.

The PD studies consisted of two
open-| abel age-stratified, pilot studies and
popul ation PK sanpling enployed in the two
efficacy and safety studies. The PK results
were that, one, younger pediatric patients
required a greater weight-based dose to
produce the sanme concentration. Two, the
proposed dosing reginens for the adjunctive

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

142

t herapy were adequate. And three, data could
not be i nterpreted for t he pr oposed
nonot her apy dosi ng regi nens.

The nonot herapy study was a nulti-
center, paral | el - group, rater-blinded,
random zed conparison of |ow dose drug at 10
mlligrams per Kkilogram per day versus high
dose drug that was titrated from60 mlligrans
per kilogram per day with a 2400 m | ligram per
day maxi num

The primary and secondary
endpoints utilized a tinme to failure design.
The primary endpoint was the tinme to neet
specified exit criteria based upon a centra
rater-blinded reading of a 72 hour video-EEG

The secondary endpoint was the percent of
patients neeting the exit criteria and the
nunber of partial seizures as determned by
el ectrographi ¢ mani festations al one.

The two exit criteria incorporated
into the endpoints were, one, three study
sei zures with or wi t hout secondarily
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generalized seizures or, tw, a prolonged
st udy sei zure with an el ect rogr aphi c
mani festation of at |east five mnutes.

And, of note, here study seizure
Is defined as a partial seizure having an EEG
finding for at least 20 seconds and a
behavi or al mani f est ati on. When t he
nonot herapy efficacy data were anal yzed, there
was no difference in the primary endpoint
bet ween the | ow and the hi gh dose groups.

The adj unctive t her apy st udy
utilized the design that was a multi-center
paral | el - group, rater-blinded, random zed
conparison of |low dose drug at 10 mlligrans
per kilogram per day for six days versus high
dose drug at 10 mlligrans per Kkilogram per
day wth a slow wupward titration to 60
mlligranms per kil ogram per day, as tolerated,
for 32 days wth a subsequent 72 hour
I npati ent video- EEG eval uati on.

The study's primary endpoint was
t he absol ute change in study seizure frequency
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per 24 hours from baseline where, again, a
study seizure was defined as a partial seizure
having an EEG finding for at |east 20 seconds
and behavi oral nmanifestation.

There were mul tiple secondary
endpoints that included the percentage change
and study seizure frequency for 24 hours from
basel i ne, the absolute change in the frequency
of all electrographic seizures conpared to
basel i ne and the response to treatnent.

The efficacy results for this
study i ncluded, one, a greater absolute
reduction in the nunber of study seizures in
the high versus the |ow dose group. Two, a
greater reduction in the high dose group's
percentage change in study seizure frequency
and absol ute change In el ect rographi c
sei zures. And, three, for patients under 24
nonths of age, there was no therapeutic
effects seen when baseline seizure frequency
was consi der ed.

And this | ast bul | et S
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particularly interesting for it shows how the
pediatric studies revealed a difference in
efficacy in di fferent pedi atric sub-
popul ati ons.

Seven studies and 337 patients
contributed to an integrated safety analysis
since there was a simlar safety profile seen
across all of the studies. The studies
included the tw efficacy studies already
described, the two pilot PK studies already
descri bed, four extension studies that were
six nonth open-|abel extensions  of t he
efficacy in the PK studies and one additiona
open- | abel , mul ti-center, active-control,
f | exi bl e-dose nonot herapy st udy.

There were five cases of deaths
occurring in the exclusivity studies, but each
case was confounded by nedical conditions,
that is respiratory pathology or the seizure
di sorder and/or concom tant nedi cations.

Case 1 involved a 10 nonth-old
mal e with encephal opathy and a history of |ung
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I nfections who died from pneunopat hy secondary
to an increase in seizures two days after
di sconti nui ng oxcar bazepi ne.

Case 2 involved a 22 nonth-old
male with a history of influenza and oral
candi da who died due to pneunonia that led to
sepsi s whil e on oxcarbazepi ne nonot her apy.

Case 3 involved a 13 nonth-old
female with developnental delay and static
encephal opathy who died due to a progression
of her seizure disorder, approximtely, eight
and hal f nont hs after di sconti nui ng
oxcar bazepi ne.

Case 4 involved a 10 nonth-old
male with a history of bronchitis and cortical
dyspl asia who died of sudden death two and a
hal f weeks after elective cortical resection
surgery while on oxcarbazepi ne.

And Case 5 involved a 40 nonth-old
female with devel opnental delay and cerebra
infarction who died due to bronchoaspiration
after a four hour seizure while on
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oxcar bazepi ne.

Wth regard to non-fatal, serious
adverse reactions seen during the studies,
18.4 percent or 62 out of the 337 patients
experienced serious adverse events with the
nost comon being convul sions at 5.9 percent,
status epilepticus at 3.9 percent and
pneunonia at 3 percent. These adverse events
are expected for this population and are
i ncluded in the drug | abeling.

9.2 percent or 31 out of the 337
patients discontinued their participation in
the studies due to adverse events. The nost
common  reasons  for di scontinuation were
nervous system disorders at 6.5 percent, such
as seizure, trenor, somol ence and ataxia and
non-serious skin and subcutaneous tissue
di sorders at 1.5 percent.

Rates of discontinuation due to
these adverse events were no greater than
those in prior studies and these events are
also listed in the drug | abeling.
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Based on the PK studies, there was
a | abeling change in the clinical pharnacol ogy
section related to the decreased weight-
adjusted clearance of the 10 nonohydroxy
netabolite or MHD as age and wei ght i ncreases
i n children.

The nonotherapy efficacy results
were noted in the clinical study section of
the drug |abeling. The | abeling also noted
possi bl e expl anations for why the nonotherapy
trial failed to denonstrate efficacy,
I ncluding, one, having a short treatnent and
assessnent period, two, the absence of a true
pl acebo and, three, the likely persistence of
pl asma | evel s of previously admnistered anti -
epi l eptic drugs during the treatnent period.

Pl ease, note that oxcarbazepine
maintained its indication for nonotherapy
treatnment in pediatric patients 4 years and
ol der based on phar macoki neti cs and
phar macodynam c nodeling that the sponsor
submtted after the issuance of the witten
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request.

Based on the efficacy results of
t he adjunctive therapy study, |abeling changes
were nmade in the Cdinical Studies and the
| ndi cations Sections of the |[abeling. The
Cinical Studies section noted the efficacy of
adjunctive treatnment in children 2 years and
above and such adjunctive therapy in these
children is listen as an indication.

Based on the PK data, there were
also four additions to the Dosage and
Adm ni stration section of t he | abel i ng,
Pediatric Patients Subsection, that included
one, in pediatric patients 2 to less than 4
years-old, treatnment should be initiated at a
daily dose of 8 to 10 mlligranms per kil ogram
generally not to exceed 600 mlligrans per day
given in a BID regi nen.

Two, for patients under 20
kilograns, a starting dose of 16 to 20
mlligrans per Kkilogram may be considered.
Three, children 2 to less than 4 years of age
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may require up to tw ce the oxcarbazepi ne dose
per body weight conpared to adults and, four,
children 4 to less than or equal to 12 years
of age nmay require a 50 percent higher
oxcar bazepi ne dose per body wei ght conpared to
adul ts.

The third and fourth bullets here,
in particular, denonstrate the inportance of
t he pediatric st udi es in det er m ni ng
appropriate drug dosing reginmens in the
pedi atric popul ation.

The next three slides Ilist the
three sections of the labeling that were
changed to include new safety information. In
the Precautions section, Pediatric Patients
subsection, safety data were added from a
prior pediatric study that had not been
included in earlier |abeling.

The labeling notes that in this
study of pediatric patients 3 to 17 years-old
wi th inadequately controlled seizures in which
Trileptal was added to existing anti-epileptic
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drugs, cognitive adverse events were seen in
5.8 percent of the drug group and in 3.1
per cent of t he pl acebo group with
concentration inpairnent being the nost
commonly seen event in the drug group.

Somol ence  was seen in 34.8
percent of the drug group and in 14 percent of
the placebo group and ataxia or gait
di sturbances were seen in 23.2 percent of the
drug group leading to a 1.4 percent
di scontinuation rate in this group, and ataxia
and gait disturbances were seen in 7 percent
of the placebo group leading to a 0.8
di scontinuation rate in that group.

The Precautions section, Pediatric
Use subsection, noted the increase in the
nunber of pediatric patients involved in
clinical trials to 898 wth 332 patients
recei ving nonotherapy treatnent. This section
also noted that the age range of these
pediatric patients had expanded to 1 nonth
until 17 years-old.
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And t he Adver se React i ons
subsection titled Adjunctive Therapy or
Monot herapy in Pediatric Patients 1 Mnth to
Less than 4 Years A d Previous Treated or Not
Previously Treated with other Anti-Epileptic
Drugs noted that, one, the nost commonly
observed adverse experiences were simlar to
those seen in older children, except for
I nfections and i nfestations.

And, two, 11 percent of the 241
patients in this study discontinued treatnent
due to an adverse experience wth the nost
common events associated with discontinuation
being convulsions at 3.7 percent, status
epilepticus at 1.2 percent and ataxia at 1.2
per cent .

This table describes the Adverse
Event Report associ ated w th oxcarbazepi ne and
reported to the FDA' s Adverse Event Reporting
System si nce market approval of the drug.

For pediatric patients, there were
409 reports, which conprised 16.5 percent of

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

153

the total reports. O these, 242 were U S
reports. There were 344 serious reports wth
177 being U S reports and 21 death reports
with five being U S. reports.

Focusing first on the pediatric
deat hs. O the 21 crude count report, there
were 13 wunduplicated cases with four being
US cases. O the 13 unduplicated cases, one
case occurred during the post-exclusivity
period and 12 cases occurred between market
approval and the post-exclusivity period.

The case occurring during the
post-exclusivity period involved a 6 year-old
male who died in China due to rhabdonyol ysis.
The child was treated with oxcarbazepi ne for
nine days prior at a dose of 150 mlligrans
daily titrated to 300 mlligrans daily, and
the child was hospitalized for fever and CPK
of 100, 000.

There was insufficient information
to assess the possibility of drug causality,
because the report |acked inportant details
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regarding the patient's conplaint of nuscle
weakness, the presence of nyoglobinuria, the
presence of renal failure and other factors
preceding the rhabdonyolysis such as the
occurrence of seizures.

The remaining 12 death cases
occurred prior to the post-exclusivity period
and are conf ounded by ot her suspect
nmedi cations, underlying nedical conditions,
famly history and/or insufficient details.

There was one suicide case of a
US mle with a self-inflicted fatal gunshot
wound after eight nonths of oxcarbazepine
starting at 300 mlligrans per day and
titrated to 1,200 mlligrans daily to treat
conpl ex partial seizures.

The patient devel oped psychosis
described as periods of confusion prior to
deat h. He had no prior history of suicide
attenpts and there were no concomtant drugs
per autopsy. Hs famly history was positive
for depression, schizophrenia and drug abuse.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

155

There were four seizure cases,
including a case of an 11 year-old nale with a
hi story of nocturnal seizures who died due to
asphyxi ati on when he becane wedged between the
bed and the nightstand during an evening
seizure, a case of a 9 year-old patient who
experienced status epilepticus during the
night and died, a case of a 15 year-old fenale
who died due to cardiac arrest after seizure
activity had induced a comatose state, and a
case of a 10 year-old male with nmultiple organ
system disorders who experienced status
epilepticus and subsequently died due to
mul tiple organ systemfailure.

There were two cardiac cases,
including a case of a 16 year-old patient who
experienced fatal cardiac arrest nine days
after an increased Lamctal dose, and a case
of an 11 year-old fermale on multiple suspect
medi cati ons who died due to nyocarditis.

There were two unspecified deaths,
including a case of an 11 year-old male who
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had received Trileptal for five to six years
wi thout incident, had discontinued the drug
when di agnosed with |upus w thout i nprovenent
and had restarted the drug for a year prior to
death, and there was a case of a 2 day-old
male whose nother had received nmultiple
medi cati ons during pregnancy.

And there were three additiona
cases, including a case of a 15 year-old
patient who died of hepatic failure after
experiencing an inhalation pneunonia and
subsequent hypoxem a, hypot ensi on and
conprom sed vascular circulation to the |iver,
a case of a 10 year-old female receiving
oxcar bazepine for an unspecified disorder for
one and a half vyears prior to developing
nephrotic syndrone that did not inprove wth
corticosteroids and the discontinuance of
oxcar bazepine, and a case of a 4 year-old nale
with a history of congenital hydrocephal us who
died due to infection peritonitis and
septicema after experiencing an intestinal
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perforation associated wth the placenent of
I ndwel I i ng gastric catheter.

Wth regard to the non-fatal
adverse events since market approval, there
were seven cases of non-fatal hypersensitivity
reactions.

There was one anaphylaxis case

involving a 4 year-old nale with progressive

stridor, drooling and croupy cough that
started 30 m nut es after hi s first
oxcar bazepi ne dose. The patient recovered

after hospitalization and treatnent W th
epi nephri ne, dexanet hasone and
di phenhydr am ne.

The anaphylaxis case pronpted a
focused review of al | pediatric severe
hypersensitivity reactions si nce mar ket
approval leading to the identification of the
si x non-fatal angi oedema cases.

Case 1 involved a 5 year-old nale
wi th angi oedema on 7 ml po oxcarbazepi ne every
12 hours wth unclear timng of the reaction
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relative to drug use, and there were multiple
concom tant nedi cati ons.

Case 2 involved a 5 year-old nale
with periauricular edema and an allergic
exanthema occurring four days after starting
300 mlligrans per day po oxcarbazepi ne.
Synptons resolved wthin seven days after
oxcar bazepi ne di sconti nuance and t he
adm ni stration of |V corticosteroids.

Case 3 involved a 7 year-old
female with an urticarial rash, facial edema
and feeling of suffocation occurring one nonth
after initiating 600 mlligrans per day
oxcar bazepi ne. Synptons resolved wth U bason
and it was unclear if the oxcarbazepi ne was
di scont i nued.

Case 4 involved a 9 year-old
female with a rash and eyelid edema three days
after decreasing her oxcarbazepi ne dose to 300
mlligrans per day after she had experienced
di zziness and diplopia on 400 mlligrans per
day. The synpt ons resol ved after
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oxcar bazepi ne di scont i nuance and
corticosteroids.

Case 5 involved a 12 year-old nale
with facial edema, an allergic exanthema and
conjunctivitis occurring three days after
initiating 600 mlligrans per day po
oxcar bazepi ne. Synptons resolved within five
days after oxcarbazepine discontinuance and
corticosteroids, and the case was assessed as
probabl e oxcar bazepi ne causality.

Lastly, Case 6 involved a 16 year-
old fenrale with hand and eyelid edema and rash
after eight doses of 3 mlligrans BID po
oxcar bazepi ne. The patient in this case was
also taking 1isoniazid and there was no
information available on synptom resolution
and it was unclear if the oxcarbazepine had
been di sconti nued.

O note, there are two sections of
the drug labeling related to hypersensitivity
reactions. The Warnings section states that
25 to 30 per cent of patients with
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hypersensitivity reactions to carbamazepine
wi || experience hypersensitivity reactions to
Trileptal, and the Adverse Reactions section
notes that angi oedena has been observed in
association with Trileptal.

This table describes the adverse
events reported during the post-exclusivity
period. For pediatric patients, there were 88
reports which conprise 18 percent of the total
reports. O these, 59 were U S reports.
There were 82 serious reports wth 53 being
U S. reports and one foreign death report that
| have al ready descri bed.

In order to better understand the
context of the Adverse Event Reports during
the post-exclusivity period, the next two
slides list the indications and the outcones
associ ated with these reports.

There wer e 63 i ndi cati ons
associated with the Adverse Event Reports that
I ncl uded seizure at 40, bipolar disorder at 6,
affective disorder at 5, attention deficit
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hyperactivity disorder at 4, no indication for
fetus in utero with passive exposure at 4,
abnormal behavior at 2, labile nobod at 1 and
opposi tion defiant disorder at 1.

There were 86 reported outcones
associated with the Adverse Event Reports with
67 being serious adverse events and 19 being
non- seri ous. Qut of the 88 crude count of
pedi atric Adverse Event Reports there were 84
actual unduplicated cases or reports and 83
total non-fatal cases that included serious
and non-serious cases.

O the 83 non-fatal cases, 52 were
cases of unl abel ed or unexpected events and 31
were cases of events that were listed or
inplied in the drug | abeling. The 52 cases of
unl abel ed or unexpected events, including
serious and non-serious cases, are categorized
by organ systemon this slide.

For these cases, the events were
simlar to those observed in adults excluding
the in utero events. In addition, there were
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no conpel ling cases that suggested a potenti al
safety signal wth the exception of the
anaphylaxis case already described and is
| i sted here as i nmunol ogi c.

In or der to denonstrate the
overall confounding nature of these cases, the
next four slides describe the neurologic and
t he psychiatric events since they were the two
nost frequently involved organ system

For t he neur ol ogi c, unl abel ed
adverse events, the 10 cases were confounded
by I nsufficient details or alternative
expl anations for the adverse events. There
was a case of a 13 nonth-old fermale with an
unknown genetic disorder on oxcarbazepi ne and
ot her drugs who experienced nyocl onus w thout
an EEG abnornality. The dose of oxcarbazepine
was decreased and the nyocl onus di sappear ed.

There were two seizure cases. One
case was linked to an increased Wellbutrin
dose and the other case |acked details or an
out cone.
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The seven other cases involved
events that were explained by alternative
etiology or that continued after oxcarbazepine
was di scontinued. These included two cases of
sedation, one case of somol ence, one case of
forceful eyelid closure, one case of dystonia,
one case of depression and one case of nental
retardation.

For t he psychiatric unl abel ed
adverse events, the nine cases were confounded
by underlying nedical conditions and/or
concom tant nedications. For the three
suicide attenpts or suicidal ideation cases,
there was a 14 year-old nmale wth bipolar
di sor der who experienced sui ci dal and
hom ci dal ideation that was not new behavi or.

There was a 15 year-old fenale
wth a multiple drug overdose, including
oxcar bazepine and it is unknown if she had
been prescribed oxcarbazepine. And there was
a patient with bipolar disorder on nultiple
medi cati ons who experienced anger, agitation
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and frustration t hat conti nued after
oxcar bazepine was discontinued, and this
patient later attenpted suicide by ingesting
oxcar bazepi ne.

For the three hallucination cases,
there was a 9 year-old female on 1,200
mlligrans daily of oxcarbazepine for 16 days
for sei zures who experienced vi sual
hal l ucinations and an increased nunber of
sei zures. Oxcar bazepi ne was di sconti nued and
t he patient recovered.

There was a 7 year-old male who
experienced visual hallucinations of snakes
followi ng increased doses of oxcarbazepine to
1, 500 mlligranms and dexmnet hyl pheni dat e.
Oxcar bazepi ne was di sconti nued and the patient
recover ed.

And there was a patient on
multiple drugs to treat attention deficit
hyperactivity di sorder who experienced
hal | uci nati ons. An outcone was not reported
for this patient.
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Lastly, t he t hree ot her
psychiatric cases included a patient wth
epi | epsy, an unknown duration of oxcarbazepine
treatment who experienced attention deficit
hyperactivity disorder.

There was a pati ent on
oxcar bazepi ne concomtantly wth Adderall who
experienced tantruns, aggression and weight
gai n. Oxcar bazepi ne was discontinued and
there was no outcone reported for this
patient, and there was a 14 year-old boy wth
severe learning disabilities who experienced
breat h hol di ng spells.

O note, there is drug |Iabeling
related to cognitive or neuropsychiatric
adverse events noting that the nost comon
central nervous system adverse events are
cognitive synptons, I ncluding psychonot or
slowing, difficulty wth concentration and
speech or |anguage problens, somolence or
fatigue and coordi nati on abnornmalities,
I ncluding ataxia and gait disturbances.
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In summary, wth regard to the
exclusivity st udi es, t he deat hs wer e
confounded by suspect nedications, underlying
medi cal condi tions and/ or i nsuf ficient
detail s. And the nost common adverse events
seen in pediatric patients 1 nonth-old to | ess
than 4 years-old were simlar to those seen in
ol der children and adults.

Wth regard to the adverse events
seen since market approval, FDA s D vision of
Neur ol ogy Pr oduct s IS eval uati ng
hypersensitivity reactions to further consider
If there is an association wth oxcarbazepi ne.

And with this, | have now conpleted the one
year post-exclusivity Adverse Event Reporting

as nmandated by the Best Pharmaceuticals for

Chil dren Act.

In a few nonents, Dr . Evel yn
Ment ar i from the Dvision of Neur ol ogy
Products wll present an update on the

di vision's independent analysis of suicidality
in controlled clinical trials in all anti-
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epi | eptic drugs.

And after Dr. Mentari's
presentation, the follow ng questions will be
posed to the Advisory Conmttee. Does the

Advi sory Conmmttee concur with the Dvision's
approach and does the Advisory Commttee
recomend routine nonitoring of oxcarbazepi ne,
at this point?

And in <closing, again, | just
would |ike to acknow edge the nunerous folks
that assisted with this presentation fromthe
Ofice of Surveillance and Epidem ol ogy, the
D vision of Neurology Products and the Ofice
of dinical Pharnmacol ogy.

ACTING CHAIR WARD: | think we are
going to hold questions wuntil after Dr.
Mentari presents.

DR PENA: Dr. Mentari is a
medical officer on the Safety Team in the
Division of Neurologic Drug Products. I
should al so nention that Dr. Russell Katz, the
division representative here at the table, is
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D vision Director, D vision of Neurol ogy.

DR MENTARI : Good norning and
thank you for this opportunity to speak about
our division's evaluation of suicidality and
anti-epileptic drugs.

The D vision of Neurology Products
I's analyzing the potential association between
anti-epileptic drugs and suicidal thinking and
behavior in placebo-controlled trials. The
division's analysis 1is independent of the
post - pedi atric exclusivity post - mar ket i ng
adverse event review, which Dr. Collins just
present ed.

Post - marketing cases of suicidal
thinking and behavi or are difficult to
I nterpret. There are known limtations of
post - mar keting data due to their anecdotal and
uncontroll ed nature and patients wth epil epsy
and other illnesses for which anti-epileptic
drugs are being prescribed have increased
ri sks of suicide when conpared to the genera
popul ati on.
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An  anti-epileptic drug sponsor
approached the division wth concern of a
suicidality si gnal I n their controll ed
clinical trial database. In response, the
division initiated an analysis of suicidality
events in controlled clinical trial databases
of all anti-epileptic drugs. Sponsors were
asked in March 2005 to provide data fromtheir
pl acebo-controlled trial experience and our
division will conduct a neta-analysis of al
dat a.

Qur standardi zed approach is based
on previous FDA analysis of suicidality in
children and adol escents treated wth anti-
depressants. In this analysis, pediatric
patients treated wth anti-depressants were
found to have an increased risk of suicidality
conpared to those treated with pl acebo.

Qur analysis includes parallel-
arm placebo-controlled trials with at |east
20 subjects in each treatnent arm A search
for events related to suicidal behavior or
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possibly related to suicidal behavior was
performed by the sponsors using search terns
speci fied by FDA

Qur search ternms include the
followng, preferred terns wth the text
strings "suic" or "overdos," including all
event s coded as "acci dent al over dose, "

verbatim terns with t he t ext strings

"attenpt,” "cut," "gas," "hang," "hung,"
"fump,” "mutilat-," "overdos," "self damag-,"
"self harm" "self inflict," "self injur-,"
“shoot , " "slash, " "suic," " poi son, "
"asphyxiation," "suffocation," "firearm" and

t hese events wer e screened for fal se
positives.

Qur search terns also include all
deaths and other serious adverse events and
all adverse events coded as accidental injury.

After events were found using this
search strategy, structured narratives were
pr epar ed. Based on these narratives, events
were classified into seven categories and
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classification was done by raters blinded to
treat nent.

This is a list of our seven
suicidality event categories and they include
conpl et ed sui ci de, sui ci de attenpt,

preparatory acts toward inmnent suicida

behavior, suicidal ideation, self injurious
behavi or, I nt ent unknown, not enough
I nf or mati on, fatal, and not enough
information, non-fatal. And this is a list of

the drugs to be eval uat ed.

At this tinme, nine sponsors have
submtted data and the data received so far
I ncl udes 36, 290 subjects from 170 trials. The
oxcar bazepi ne data has been submtted.

O the nine subm ssions received
so far, this chart represents the age
distribution and of the nine submssions
received so far, 29.4 percent of trials have a
trial indication of epilepsy. 34.6 percent of
trials have a trial indication related to a
psychiatric diagnosis and 34.6 percent of
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trials have another trial indication.

As for t he oxcar bazepi ne
subm ssion, there are 12 trials which include
a total of 2,370 subjects and 1,470 of those
subjects were treated wth the Trileptal
And, again, this chart represents the age
distribution of the data received.

In the oxcarbazepi ne subm ssion,
55.3 percent of the trials had a trial
I ndi cation of epilepsy. 4.9 percent of trials
had a trial indication related to psychiatric
di agnoses and 39.8 percent of trials had
I ndications related to other etiologies.

In ternms of our future plans, our
neta-analysis wll proceed once all sponsor
subm ssions are received and, depending on
results of the analysis, data may be presented
at an advisory commttee neeting and/or
regul atory action may be indicated. Thi s
concludes ny talk. Thank you very nuch.

ACTI NG CHAI R WARD: Very good. I
believe the questions before the Commttee
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then are whether routine nonitoring IS
appropriate fromthis point forward.

M5. DOKKEN: | have a questi on.

ACTI NG CHAI R WARD: (kay. Debbie?

V5. DOKKEN: | guess this is nore
a process or clarification question, but the
recommendation is for "routine nonitoring,"
yet we heard about ongoing investigation of
hypersensitivity reactions and independent
anal ysis of suicidality.

And there is a part of ny brain
that can't quite say this is routine if these
ot her anal yses are goi ng on independently, and
there is a part of, you know, sort of thinking
about the public that routine doesn't seemthe
appropriate word either.

So could sonmeone clarify? |Is this
a process question, a clarification question
or just ne?

DR MJRPHY: No, we -- Dbecause
this is an active process that is ongoing
right now, we did not want to indicate that we
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t hought any other adverse event searching was
going to in the AERS dat abase.

You know, in other words, if we
come back in another year wth nore AERS data
or two years, that is why that question was
phrased the way it was, because we think we
have the best possible process which is the
re-anal ysis of 170 trials going on right now.

So it does seem a little
di sconnected, | agree, but that is what we're
trying to say. As far as our just com ng back
and giving you another followup on adverse
event report, we don't know that that is, you
know, going to be very hel pful.

ACTING CHAIR WARD: Yes. It seens
to me that part of the issue is have we
adequately fulfilled the mandate under BPCA at
this point in tinme. It clearly has identified
addi ti onal areas of concern that the Agency is
undertaking, but it's beyond the scope, |
t hi nk, of BPCA.

DR MJRPHY: The Conmmttee can say
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that you think the division should conplete
their review, decide whether they want to
change labeling or not or bring it to another
advisory commttee, and that's fine. You
could say we want you to give us outcones, you
know, of what the division finds.

You know, there are a nunber of
opti ons. | don't want to be putting words in
your nouth, because the division basically has
outlined, you know, we have a huge task before
us. | think anybody would agree with that and
we're not sure where it's going to cone out
yet, but that we're trying to tell you that we
are being very attentive to nmaking sure that
this issue is addressed.

So W t hout bei ng any nor e
directive, 1it's wup for discussion by the
Commttee for what other comments that you may
have or suggestions or requests.

ACTI NG CHAI R WARD: Rich and then
Tom

DR GORVAN: | am probably having
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| ess trouble with dichotonous statenents than
some people, | would be confortable, even
t hough I'mnot voting, for a routine continued
analysis, but wth the assurance from the
Agency that any pediatric relevant results
from the independent analysis for suicidality
and the hypersensitivity get reported to this
Comm tt ee.

DR CNAAN Along the sane |ines,
for the 170 trials, are you receiving actual
raw data or only the results to conbine in a
nmet a- anal ysi s?

DR MENTARI : W have the raw
dat a.

DR CNAAN.  Ckay.

DR MENTARI : W actually had a
data request that was standardized for al
sponsors.

DR CNAAN Because in |ooking at
t hese 36,000 and whatever subjects, there are
maybe 2,000 subjects under the age of 17,
about pediatric subjects, and | think I would
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like to request a sub-analysis or sonething
focusi ng on that group.

DR,  MENTARI : That is certainly
part of our plan, yes.

ACTI NG CHAI R WARD: Ckay. Can |
ask a nore technical question? The infants
under 24 nonths for whom efficacy was not
denonstrated, do we know that they had --
since the clearance seens to increase at that
younger age, do we know that they had
conparable AUC exposure to the group that
denonstrated efficacy?

DR KATZ: | don't know the answer
to that off the top of ny head, but | do know
that | believe we knew about the clearance
di fferences when the doses were determ ned for
the study, but | don't recall. Maybe there is
sonebody else in the room who recalls whether
or not we had the exposure data specifically.

| doubt we did in the trial but, yeah, |

don't -- | nmean, there is no way it would be -
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ACTING CHAIR WARD: When | ski nmed
back through, | didn't see any reference to
phar macoki netics in the analysis, as opposed
to just efficacy.

DR KATZ: Yes, but, again, |
don't think we had plasma level data in the
trial.

ACTI NG CHAI R WARD: Q her
guestions, comments? Sorry. H, Tom

DR NEWWAN. H . Yes, two things.
One, you know, as | seem to keep pointing
out, it is dismying that they got the
exclusivity when one of the trials they did,
the FDA felt was not adequately designed or
controll ed and t he results wer e
uni nt er pret abl e. That is the nonotherapy
study and so | guess just to try to figure out
how t hat happened and keep that from happeni ng
in the future.

And then a general comment about
how adverse events are reported. This is true
for many, maybe nost drugs, maybe all drugs,
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that the way FDA reports these is just giving
a table of which ones occurred in nore than 5
percent of the subjects, but wthout anything
that wll help the user of the label to tell
whether this is a causal relationship and
whether it's statistically significant.

And so reporting, for exanple,
that the adverse events are simlar to those
that were reported in adults, except that
there were nore infections and infestations,
seens to ne kind of silly because, of course,
children get nore infections.

And so unless there is sone
thought there that what you are reporting
relates to sonething that is causally related
to the drug, | don't understand what the point
Is of reporting it and would urge that these
tables of adverse events include, you know,
the difference and whether it's statistically
significant between drug and placebo or
between the various drugs, so that the person
reading the label wll know which ones are
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actually inmportant and which ones are just the
fact that these are children and they get
I nfections.

ACTING CHAIR WARD: But in sonme of
these tables, they are describing sinply
children or only children and they do have the
pl acebo group side-by-side. | think what is
mssing is the statistical analysis of those
two frequencies.

DR, NEWVAN:  Yes, that's m ssing.

DR KATZ: A couple of things.
Yes, first of all, the second point about the
I ncidence of -- it's hard to know exactly how
to apply statistics to those sorts of things
and we typically don't. W just sort of
present what happened nore often on drug and
pl acebo, and sonetines we even say in a sort
of footnote of the table what happened nore
often on placebo than on drugs to give an idea
of what sort of things happen in these
popul ati ons.

But we don't typically subject
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these sorts of things and there are, of

course, many, nany, nmany conparisons to fornal

statistical, you know, inferential statistics.
It's hard to know what that woul d nean

W just believe it's -- and,
again, it's done differently across probably
di fferent groups, sone tables of incidence of
5 percent and at |east twice as great on drug
conpared to placebo. So I'm not sure it's
| medi ately obvious how to figure out which
ones are drug-related other just to say this
happened nore on drug than on pl acebo.

The ot her t hi ng about t he
nonot herapy and granting exclusivity on the
basis of a negative study, | don't think we
thought that the study -- well, certainly,
going into it we didn't think that the study
was poorly designed.

| think it was high dose versus

|low dose, which is -- it's wvery, very
difficult to do nonotherapy studies in
epi | epsy, pl acebo-control | ed nonot her apy
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studies, and so high dose versus | ow dose is--
you hope you pick a range of doses that wll
all ow you to denonstrate a difference, so that
the study woul d be interpretable.

And, as it turned out for various
reasons, we didn't think it was interpretable
and that happens, but | think the intention
going in was to design a study that | ooked on
face anyway as one that could show a
difference and that was the goal. It ] ust
didn't work out.

DR MJRPHY: Tom this 1is a
probl em It gets to when you can't do
pl acebos or you're doing add-on trials and you
have an option sonetine of doing a dose
control and if you don't pick the right doses,
even though on face they ought to be high and
| ow enough that you would be able to see a
dose response, sonetines you don't.

And, actual ly, In our anti -
hypertensives we have seen this happen a
couple of tinmes now, but the whole -- it
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doesn't nean -- | guess that we're trying to
say it doesn't nean that they were poorly
designed. It neant that, yes, they didn't get
the right dose range and you could say we
should learn fromthat. But, clearly, people
who get exclusivity fail trials. That's the
way the lawis witten.

DR NEWVAN: | think the point is
that it wasn't just a negative trial. Just
reading from the executive sunmary, it says
conparison of results across trials indicated
strongly that the Monotherapy Study 2339 was
not adequately designed and conducted. The
maj or deficiencies include the short duration
of the study and |ack of docunentation of
seizure rate at baseline. These deficiencies
render the study results uninterpretable.

So it's not just a study that
wasn't  successf ul and, you know, had a
negative result, which is what you expect. It
was a study that FDA concluded generated
results which were uninterpretable. That
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concerns ne.

DR MJRPHY: That is the second
part. Ckay. | just want to nake sure we got
out that the dose design is an issue and
soneti nmes you pick them w ong.

The other question of when you
actually get all the way into the data and you
find out that people didn't do what they were
supposed to do and they still have gotten
exclusivity, because you hadn't gotten that
far into the data when you grant exclusivity,
Is sonething the Agency has articulated as a
probl em we have and we woul d rather be nmaking
t hat determ nati on.

Again, it doesn't have to succeed,
but we would rat her be maki ng t hat
determnation after we have had sufficient
time to get into all of the data. So we're in
agreenent with you on that point.

DR JOHANN- LI ANG | just wanted
to -- if it's okay, | just wanted to add a
little bit about the causality of the adverse
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event issue.

Figuring out what the safety
| ssues actually do to the drug is sort of a
novi ng target. | mean, at the tinme of
clinical trials comng in, the hypothesis
there is to -- is an efficacy endpoint and,
you know, you get a whole slew of different
adverse events and the two arns comng in.

It's very hard for us at that tine
to say much of anything, wunless sonething
really strikes out and if sonething is -- so
it's hard to sort of tease out what we think
will be drug causal, what we think will not be
drug causal at that point and sonetines, you
know, it's inportant to have a |isting of what
went on, so that as the body of evidence
grows, you can grow with the data comng in
look at the aggregate of the integrated
safety.

And so there is sone tine. There
are inconsistencies in how we do this and how
we put it into tables, but there are sone
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rationales as to why things are projected this
way .

DR NEWVAN: Yes, | do think, |
nmean, what Dr. Katz said, that, | nean, having
that list of tables and show ng the ones that
are nore often with drug than placebo or nore
often, you know, that's hel pful.

But, again, as the consuner of
that information, the question is, well, was
this nore than what would have been expected
by chance, and so the two things that you can
do to look at that or one are what are the
confidence intervals around the estinmates.

And then you can just sort of see,
okay, well, there were four things where a
drug was significantly worse, yet there is
al so f our t hi ngs wher e pl acebo was
significantly worse. You sort of go -- you
know, when you | ooked at 100 different things,
you're not inpressed, but if all of the bad
things are on the drug side rather than on the
placebo side, that is a little bit nore
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i npressive and that 1is information which
currently isn't always avail abl e.

DR JOHANN- LI ANG And | think we
would love to have that kind of nore of a
quantitative, you know, nore of a scientific-
driven look, but it's not always so easy to be
able to do that. And we really do try to be
bal anced in how we present it. And, again, as
nore data cones in and we're able to -- you
know, it is a safety analysis, so we're trying
to aggregate on it.

W can go to that type of nore
quantitative risk-benefit ratio and even an
adverse, you know, one arm to the other
statistical analysis.

ACTING CHAIR WARD: Yes, Dr.
Cnaan?

DR CNAAN: There is one risk in
doing all of this significance testing is that
quite a few of these exclusivity studies are
not large, are not powered to begin with to
| ook at any adverse event whose incidence is
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on the low side, let's say anything | ess than
10 percent.

And if we go to the trouble or the
FDA goes to the trouble or the sponsor goes to
the trouble of doing all of these significance
testing, we mght end up sending the wong
nessage by saying it wasn't significant and to
begin wth, it wasn't even powered to do it,
so we had better proceed with caution there.

DR KATZ: You know, and not only
that, sonething | said earlier, that there is

untold nunbers of these events and it's hard

to know how to apply statistics. | nean, what
do we call a different -- what do we call
statistically si gni fi cant, a nom na

significance, a .05 even though you have nade
100 conparisons. Does it have to be adjusted
for multiple |ooks? | don't think it's,
again, imedi ately obvious what the best way
Is to present it.

| agree, there's lots of things
that happen that are nore often on drug than
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pl acebo and there are sone things that happen
nore often on placebo than drug and it is hard
to know how to balance those two, how to
decide which one is real and which ones are a
chance finding. W don't have a perfect
sol ution.

DR MJURPHY: And | would say that,
at this point, our solutionis try to give you
the placebo versus the other at Ileast and
right to the point that was just nade.

These studies often are small and
we don't want to actually send a nore
reassuring nmessage than is there, and that is
why the subsequent followup in the post-
marketing, as has been pointed out, as flawed
as our data collection system 1is, post-
marketing, once you get out into large
nunbers, is where you're going to see what
really happens, and that we try to use that
data to change things as we |earn.

ACTING CHAIR WARD: Al right.
Let me bring the Commttee's attention back to
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the two questions. Does the Advisory
Comm ttee concur with the D vision's approach?
Anyone not concur with the Division's
approach? Let's put it that way. kay.

Does t he Advi sory Commttee
recomend routine nonitoring of oxcarbazepi ne,
at this point? Does anyone not? Ckay.
Larry, what is your coment?

DR SASI CH I like R chard' s
st at enent . Can that be part of our
recomendation, that the ongoing nonitoring
about the suicide risk does, in fact, cone
back to this Conmmttee for review?

ACTI NG CHAI R WARD: | think both
points that is once the neta-analysis is
conducted that it would be helpful for this
Commttee to hear those results, especially
focus on the pediatric sub-popul ation. Yes.

DR SASICH  Thank you.

DR MURPHY: Ckay. So
particularly this Commttee wants to see those
2,000 and sone. At mninmum now, we have
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patients that are classified as pediatric,
have that data analysis re-presented to them
whenever the division has conpleted that
review. And was there --

PARTI Cl PANT: The
hypersensitivity.

DR MJURPHY: And t he
hypersensitivity. Ckay. Thank you. Ch, you
want to say sonet hi ng?

DR KATZ: Just about t he
hypersensitivity. That's a much nore routine
sort of thing that we do. |If we believe there
Is a signal fromthe post-nmarketing, we go and
|l ook at the data and nmake a decision as to
whether or not the |l|abeling ought to be
changed.

Again, that is sort of -- that is
different, sort of qualitatively, from this
suicidality analysis, which is a nmuch nore
formal, much nore nmgjor, so |I'm not exactly
cl ear fromour procedure.

Does that nean the next tinme if
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and when we decide, for exanple, to nmake a
| abel i ng change, we have to cone back and tel
the Commttee or how does it -- [I'm just
trying to | earn the process.

ACTING CHAIR WARD: Let ne just
try to clarify wwth the Commttee. The |abe
as witten contains an extensive |list of
mul ti -organ hypersensitivity reactions that
seens to me to conprise or to contain all the
events that have been nentioned today as
occurring.

Is there concern that pediatrics
Is at increased risk? Is there a specific
| ssue about hypersensitivity that we think
needs to be addressed?

DR KATZ: Well, again, what was
presented here is sonething that the division
Is still looking at is specifically the
question of anaphyl axis and angi oedema. And,
again, we nmay, after having |ooked at the
data, decide just hypothetically that the
| abeling needs to be changed. | think
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angi oedenma or anaphylaxis is in sort of what
we call the laundry list at the end, but it's
possible that we mght nmake that nore
prom nent just hypothetically.

So that i1s sonmething we sort of do
in the routine course of our work. Assum ng
we did that just for argunment sake, what is
the process? Do you want to hear about that?
Do we need another presentation of that or
what is -- I'mjust trying to figure out the
process at this point.

ACTI NG CHAI R WARD: Let ne pose
that question to the Commttee. Do you want
to hear about the outcone of their analysis of
hypersensitivity, especially with respect to
angi oedema and anaphyl axi s?

DR GORMVAN: Both the outcone and
the determnation by the Agency of what their
recommendat i on based on that data woul d be.

So if you say that you have cone,
you have anal yzed the data and the labeling is
adequate in your opinion, we wuld like to
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hear that. And if it's not adequate and you
want to change it, we can either support or
hel p you phrase it in a way that wll nake it
nove faster through the Agency after it cones
froman advisory commttee.

ACTING CHAIR WARD: Is that okay?

DR MJRPHY: | think what we're
just -- fundanentally, you want to hear the
outconme whether it's nothing and if it's
sonet hing, they can cone back and say it was
sonet hi ng. The sponsor agreed with us. e
got it in the label. Are they going to cone
back and say we think it's sonmething, we're
still in negotiation, here is what the issues
are.

ACTI NG CHAI R WARD:  Yes.

DR MURPHY: That's what --

ACTING CHAIR WARD: And | would
maintain if it's no change and it's adequately
covered, that that doesn't even require
presentation, but could be covered in witten
docunentation to the Commttee. Wiy waste
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your tinme and ours in a presentation? | nean,
yes, | agree. | "' m speaki ng on behalf of the
Commttee. |s that okay? Al right.

W are noving ahead. | thought we
were going to just not talk about the next
one. Is that right? Ckay. So, Dr. Johann-
Li ang, do you want to deal with oseltamvir?

DR PENA: | should also nention
that at the table we have Dr. Deborah
Bi r nkr ant , Division D rector, D vision of
Antiviral Drug Products.

DR JOHANN- LI ANG |'m going to
ask Dr. Mosholder to sit at the table as well.
W're going to be tag teamng this talk, just
| ogistically it cane out better this way. |'m
going to sort of give you an update, bring you
to where we are, a little bit of history,
especially for the new Mnbers and then Dr.
Moshol der, who is our divisional, you know,
psychiatric expert and our epidem ol ogist,
will walk through with you our nost |atest
review, another one. W have done a series of
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these on Tam flu and neuropsychiatric events.

Ckay. So I'll go through sone of
t he background and then go over with you a
little bit nmore in detail what happened | ast
year in Novenber regarding this drug and then
give you the safety update. You wanted to
hear about what happened with the skin and
hypersensitivity that was di scussed | ast year.

"1l give you sone update on drug use data to

put things in perspective.

| am going to touch wupon the
pediatric death and then Dr. Msholder wll
follow me with a nore substantial discussion
on the update in neuropsychiatric events.

The drug 1is oseltamuvir. The
dosage form are capsules and oral suspension

It S an antiviral, a neur am ni dase

I nhi bi tor. The sponsor is Roche and the
current indications are the treatnent and
prophylaxis of influenza for, you know,
patients greater than 1 years of age.

It was first approved in 1999 with
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the capsul es in adults and then the
prophyl axi s indication was added and went down
to the age of 13 and above in 2000. The
suspensi on was approved also later that year.
And then last year, we presented the
pediatric exclusivity, the BPCA Section 17
review, in Novenber.

That presentation was basically
based upon the March 2004, one year follow ng
that cutoff. So it was really June/July that
the initial review was done. That review was
followed-up with a formal review from CSE in
Decenber . So there was a review done in
Decenber. And then that was around the sane
time that the prophylaxis of influenza for
pediatrics 1 to 12 was approved.

That's also the tine when the skin
| abeling went into, you know, the current
| abel . And then this year, because of the
Commttee's charge, we cane back w th another
year's review of neuropsychiatric events that
t akes account the 2005/2006 flu season and
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that is what's going to be presented today.

So going back to last year in
Novenber when you all were here, there was a
| ong discussion actually on this drug. The
FDA presentations included clinical trial
safety data by Dr. Linda Lews. There was
also pediatric post-marketing adverse event
review by Melissa Truffa and literature review
as wel | .

Presentations from CDC and Roche
were al so done at that tinme. The consensus in
the room was that it was really unclear if
t hese neur opsychi atric adver se events
represented a safety signal specific to the
drug or a drug overlay on top of the disease
mani f est ati on.

And there was a lot of discussion
regar di ng this | ssue of the Japanese
reporting. Mst of the events were from Japan
and the drug, you know, for whatever reason is
used in a trenendous anount in Japan. And
there was also a lot of discussion about
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whet her there were sone specific flu disease
mani f est ati ons to t he Japanese that's
different than the rest of the world.

There was a discussion about the
severe skin reactions and that was thought by
the Coonmttee to be nore likely drug-rel ated
than the neuropsychiatric discussions that
wer e ongoi ng.

So the charge l|ast year was that
we, the FDA should cone back after an extra
flu season and just to give you guys an
updat e. | nmean, it was kind of Ilike the
di scussion that went on right now. If there
wasn't nmuch to update, then we can just Kkind
of say that or if there was sonething to
update, then you wanted to hear it.

But what you really wanted was
after two years of flu season to really cone
back to this Coommttee and give an accounting
for what has happened. And you also asked
that the conpany who has a variety of other
studi es ongoi ng cone back as well and present
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to the Commttee with an update on the safety.
And if there are other efficacy studies being
done.

Ckay. So to start off with to
give you an update on the drug use data for
this drug, this is our assessnent done by the
DCRCUS folks with us using that Verispan that
| talked about earlier. And this |ooks at
sort of the flu season one year span. So you
can see that. You saw this data |ast year for
2005 after the end of the 2004 flu season and
that's sort of the blue bar is the total
market use and then the pink, you know, the
dark pink bar is the pediatric use in this
country.

The | ast set of bar s IS,
obvi ousl y, our update to you from the
finishing of 2005 flu season. And basically,
| think, the take-hone nessage is that there
Is a slight, maybe tiny increase, you know,
for both the total and the pediatrics. And
maybe that probably has to do with the concern
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