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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
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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.
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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
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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
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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

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

125

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.
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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

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

132

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