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] /ﬁ DEPARTMENT OF HEALTH & SIUMAN SERVICES Pubiic Heallh Service

Food and Drug Administration
Rockyile MO 20857

NDA 20-031/8-037

(Glaxo Sm:ﬂ'HKJn‘w

Diirector, UJ.S. Reguolarory Affairs

1250 5. Collegeville Road, P.O. Box 3089
Collegaville, PA 194260389

Drear Mr. Kline;

Please refer to your supplementa!l new drug application dated and reeived Apwil 11, 2002, submitted under
section 5Q5(b) of the Federal Food, Dmg, and Cusmeuc Act for Paxil (paroxetine hydrochloride) lenmadiate
Felease Tahlats.

We acknowledge recempt of your amendments dated July 3, and August 8, 2002,

This supplementa| derugapphcaumpmpoamﬂmusuoﬂm]mmemmmeEMdemﬁwdhmdn
ﬂvmn}mxiubmmmnxpulmudlmdertﬂcn}mthepedmmpulaum

We have completed the review of this application, as amended, and it is approvabile. Before the application may
be approved, however, it will be necessary for you to submit the following nformation and respond to the
foilowing issues:

Labeling

We agres that the requlix froen  Stady 704 demonstrate the short-term sfficacy of Paxil in pediatric patients with
OCD, and that the results from Studies 329, 377, and 701 fiiled to demonstrats the efficacy of Paxil in pediatric.
paticnts with MDD, Given the fact that negative trials are frequently soen, even for antidepressart drugs that we
know are effective, we agree that it would not be useful to describe these negative trials in Jabeling.

Accompanying this |eiter {Attachment) is the Agency's proposal for the labeling of Paxi in the treatment of
pediatric OCD. We have used, as our base labeling, the most rmcentdy acceptable paroxetine labeling (ses
Agency letter dated October 2, 2002). Double undertine font denotes additions fo the labeling, and striksout font
denotes deletions to the labeling. Brackets [] embedded within the text that follows inchude comments and
expianations. conceming our proposed labeling. The Agency’s revisions ars based on the labeling changes
proposed in your Aprl |1, 2002 subwmission. For some sections, few changes were proposed, while others
required extensrve modification.
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Reqneh for Additlonal Infermation

L.

i

3.

4,

3

.

7.

L

As conveyed in an electronic communication 1o you dated August 30, 2002, we are requesting that you subrmit
addifional ECG analyses. The ECG QT interval data which you included for study 715 (pharmacokinetic
study) was only summary data

The following raw data is requested.

a) QTe interval and heart rate data for the studies in chiidren: and adolescents.
b} Any complets (e, collected foran entirs dosing iaterval) adult PK, (Tc misrval end heart rate data.

As conveyed in an electropic communication to you dated Ruly 15, 2002, we noted that you did not provide
any enalysis of ECG terval data for the controlled studies. The Msults provided for studies 701 and 704
consisted of 2 count of the mnmbers of patisnts with ECG abnoomalities. In study 329, ECG aboormalities
were considered adverse events but were not ctherwise analyzed, = -

In order to complete our review of this application, we are mquasting that you submit the typical ldnd of
analyses condncted for these type of data; 1%, amanalysis of mean change froem baseline for measured ECG
intervals, and a count of tha numbers of patients on drug or placebo suceeding potermially clinically significant-
thresholds, We request that you use the ECG data Bom the placebo-controlled, parallel group trials that
included pre-reatment snd on-treatment ECGs (shudies 329, 701 and 715). :

Please provide the exposurs (total number of patients and person-years) for placebo i ait studies cominined.

Please prepare a tabie showing the duration of exposure and mean daily dose for all paroxetine patients. In
this table, the cohrrms should epresent mean daily doge and the rowa should represent duration of exposure.
Patisrts should be enumerated within each cell, and sach patient should be countad in only one cell, according
to the patient’s duration of exposure and inean daily dose. We can provide an exampis of such a table if it
would be helpfil,

IS5 tables 18.43 through 18 47 provids a listing of peroxetine patients with sericus adverss events, Pleass
provids a similar listing for placebe patisnts. It would also be helpfit] to provide a summary tabulstion of théss
serions adverse events, similar to ISS table ¢.1.2, .

Hmm&&ﬁﬁnhﬁm&mmh@mMMmﬂmmm&?ﬁ;aﬁ:MQfﬂﬁs

Table 6.14 in the ISS listed paroxstine trzated patlents who experienced adverse ;:-vmts coded under the
terms hestility, emotional lability or agitation. However, the table did not meluda placebo patients, nor did it
Includs psychiatric adverss svents that were coded under other terms. Plesse prepars an expanded version

“of this table, including all psychiattic and behavioral adverse events, and also those that coaured among

plazebo patients, In addifion, it would be helpful if you could attach the narrative case sunmaries for those
svents thaf were either serions or resulted in premature discontinuation.

Plesse provide your rabionalk fior coding sucide aiternpts and other fiooms of sclf-injurious behavior undar tha
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10.

11

12.

WHOART term “emotional lability.”

153 table 4.2.6 provides a comparison of weight gain velocity between paroxetine and placebo in study 329;
however, the comparison is shown only by age subgroups. FPlease provide a comparison pooling all
paroxetine and placebo patients across ages.

Weaight corrected clearance was shown to be significantly higher in male children than in female children.
Although section 16 of the 153 described analyses of adverse events according o age and gender subgroups,
you did not explare the effect of gender on adverse event incidences within age subgroups. Please conduct
an appropriate analysis to address this issue.

Tables 11.14, 11,15, and 11.16 in the IS5 present the mean change from baseline for vital signs (including
height and weight), for all subjects combined, children: alone, and adolescents alone. Pleass perform an
appropriats statistical test for the differences between treatment groups on thess parameters.

Wammmmappﬂmﬁmdjdmtmmaiﬁmyiufomnﬁmwmﬁmnmml bnpact as requird onder 21
CFR 25.15. Pleass submit either a claim for environmental excivsion under 21 CFR 25,30 or 21 CFR.25.31

_ or zn environmental a3sessment under 21 CFR. 25.40.

Safety Update

Our asssssment of the safety of Paxil in the pediatric population is based on qur review of all safety mformation
providad in your original submission. Please provide a final sericus events update to include setons adverse
avents up to a more mecent cutoff date. ,

Regu.lato.ry Status Update

Worldwide Literature Update

Pleas= provide mynewinﬁmmﬁunnnth:regu]ah:ryMufPaxﬂin&upediaticpopldau:on!.aruﬂdwidz.

Please provide an updated werldwide Literanire search for paroxetine,

Phase 4 Commitments

As requested in an Agency leter dated January {0, 2001 and a3 part of the A gericy’s pediatric initative, we
believs that additional studies m young animals will be oeeded 1o sipport a complets pediainc assessment,
Therefon, we are requasting that you commit, a8 a Phase 4 commuitment, to conduct juvenile animal studies.

Since thers are no sandard protocols in this ares, we suggest that you design a study that would address drug
effects in animals of an age range which is analogous to that of the proposed patient population. in addition
1o the usual toxicological parameters, such a study would presumably evaluate effects on growth and
neurnlogical, behaviordl, and reproductive development '
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ﬁ'addiﬁmalinfnrmnﬁonmjaﬁngm the safety or effectivéness of this drug becomes avzilable, revision of:ﬁg
[abeling may be required.

Within 10 days after the date of this letter, you are mquired to amend the supplementai applications, notify us of
your intent to file amendmants, or follow one of your other options under 21 CFR. 314.110. In the absencs of
any such action FDA may procsed to withdraw the applications, Any amendment should respond to aff the
deficiencies listed. We will not process a partial reply as & major amendment nor will the review clock be
reactivated unti! all deficiencies have been addressed.,

“This product may be considered to be mishranded under the Federal Food, Drug, and Cosmetic Actif it i
marketed with thess changes prior to 2pproval of this Supplemental application. '

If}rq'i have any questions, cail Paul David, R.Ph., Senior Regulatory Project Manager, at (3017 594-5530.
' Sincerely,
{Fee appended slpcivonic signetire page)

Russel! Katz, M.D,

Directér

Division of Nevropharmacological Drug Products
Office of Drug Evaluation [

Center for Drug Evaluation and Research

Atachment



