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Food and Drug Adrnhrurrtton
Roclqvllle M0 20€Ul
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Glsxo SrnihKlirte
A[totion Tbcmss KErc
Dlrector, U.S. Rs$trtcrry AFrirs
1150 S. Collcgcvi.llc Roa4'P.O. Box 5089
Collcgwillc, PA 1942ff989

Dcar lr,{r. Klinc;

Plcase refrr trt your srpplemrutal nct# ftrg agpLcation drtrd and rEcdved AFil I l, 2002, zubmird unds
scctioil 505(b) of t+ Fcdcral Foo4 Drug, and Cogncdc Act fof Palal (paru.ctiac hy&ochJoridc) tcrmrdiair
Releasc Tablets.

Wc acloowtedga rcceipt of yfi-E. amcudmse datrd tu$ 3, ard August S, 200?,

This nmlmental orw dnrg applicuim prcposct bc usp of Pqil in &c trcaErent ofmajord4'ressiw distrrdtr
[MDD) md obsessirc mmputsivc disddft (OCD) ir the pcditric poputa-ticr.

We havc completrd ttre.rur.icw of rtis appUcati:!, ag madad, aDd it is approvablc. Bcforc thc application may
be appovc4 bowrvcr, it n'dl be Deft$sf,y ft" y* to $$adt tlrc fotbwhg infomaticn rnd rcryond to thc
fDtloulmg iqY'"s

Libdirg

Wc agrec$af d!€ rEsdts frcffi Shrdy?Bldceoost'de frssbut-tsrmcfrmyof Paxil inpcdiatsicpetima with
OCD, ""'l 

thatfrcrtgrls froc. SEdia 3?9,1n,tud701 Eitcdo dcmmstnedrc cfficacy ofPonlmpcdigtic.
paticns wfft MDD. Gn/co fu hct ttra oe$iw uialr ue tEqufiilly 60cr, cl4iu fir rmitcnntt*omdrugp 0ut urc
loow ue etrcctiw, we agrec rhd it wqld not bc rr*ftI b drscn'bc rbcsc ncgaiv.e dalr_iq lfibclng.

Accoqaryttg ftir letu (Auchunt) iB the Ag{:trc:/s Fropocal for fu labcliry of Parrl in the ttatnent of
pcdiauic OCD. Wc lraw us+4 ar cilr bssc labctfure thc mo$ recc.rtly accepcrbh pcoxainc hbeling (scc
Agcrrcy lcfc 4qd Octobd 2, 1002). Doublc rndcrlinc funt dtootfi additbus fo Sr hb.ling, End st'ikruu fou
dcnotc$ delctioru to he labding: Brackec I cmbedded wiftin fir Ed thel folhws incMe corrrruqB md
erpluufions conccrning our prufoscd bbclng Ttc fuony'$ rcvirions arc based on Sc labcliug cbangE$
proposcd u yow April I l, 20OZ subrnissioo- Fcr some sectioru, fcw changes ws{E proposcd, whilc othas
rcqu:rcd octerui vc qlodifcatiotr-
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Requert for Addiflontl l-nfonnadon

l, As cmvcyod in an elecrqrdc comgudcetioo m yor darcd Aryst 30,W2,wE uc teqBcsting tttat you s:brrit

additisnj ECG anrlyses. The ECG gr irfcffal data which you incLrded for sucy?l5 lpharnacoklnetic

shrdy) wa* onlY summrrY daa

ftc ftUowingraw daa is rcquestcd

a) eTc {r:tcnral rnd hean rate daDa for the sildica lr childrtn end adolcsccnts.

Ui Any corrplee (i.e, coll*tcd for an c*irc dosing iurrrva4 adult Pf{, {tc irta'ral EDd hcfft nJc dab'

Z. As convqred in an clcctrauic commr.nicaticrf, to you drJcd IJfy 15, 2002. wc r:stcd tiut you did not providc

any ",ralysb of ECO inrcryal drra ior thc contolled studies. The resrrlE pmvidcd for ctudics 70] aDd 704

coruisred of n courrt of the nr,unbers of PdticnB with ECO ah'domslities. In surdt,329.ECG abnormalities

urgI? considffed rdversc cvcltb but wcre nol otiawfuc analyzcd

In ordcf to complcte our rcaicw of Sis eprplicati<ra wE aft: requesting, that ycl zubmit $c r'"icil Hnd of
analysc* ccodJctof for thcsc q/pc ddatq Le., au:anatysis ofmcan cburgo fro{at basclinE for gcasrcd ECG

infr."q rrd a cou:t ofbc rurrnhcrs of pstlcoB on dn:g cplaaebo €fi.cctdigg potEdsly clinicaltl $ipiEcstt
ftrE{hslds, S/c rtqucst tnat you usc thc ECO dah Eom thc placcbo+ouolJed, peElld gru.p tia& tbat

includcd pre-trtaErcnt andon-ueamentECG (rfudicr 129, 701 sld ?15)'

3. Plcasc pnovidc tre eqos:rc (bhl nrmber of paiarb and peruon-ycts) fur placcbo br all surdies combitrcd.

4. Plessc prr+are a tEbJc sholvitrg tbc drratioa of arpozurc ard mean daly doec for all pqorctjnc poricos, In
this ubta, trc crh:uuls shcn:ld rtpre+nt nrcau daily doec ard tE ro',rrs sbould reprtsarf d.ratioo of eq,orurc.
hrie{css}rouldbecoumcrrtdwithinochcc4andHhpetlntstuuJdbc cotrftdmcttty wp cc[ dffirry
to thc paticnt's duri[ion of apcsurc and mean daily dose. Wc can provide. an exaqrlc of such a cblc if it
would hhelpN.

5. ISS t#Ies t8.a3 firough 18.47provide a listingofpe$nutiaeparitut wifi $fliuu advasccrrenrs. Plsasc

Huvi& g siqriLr Iistttg ftrpircibo pgtian lrwurH abo bc bch,fin m prorddc r nnsey bbulstiari ofthEsc
scrioru Edwne svenEr snnii+ g6 ISS tablc 4. 1.2.

6. Plcasc prorada fufta inftmtion on tc scriu.ic ad\EE evors thst ocfl[rcd in sn:dy 6761 at fu tiruc of this
submissi.co. 6c taurmt assigrocnt ware still bllndcd

7. Tablc 6.14 in thc ISS lista4 puoxetinc trEaFd padcnts who cxpcricnccd sdvc.rsi evcot coded under the
tsnns hostility,'ernotiorral l"biliry o5 alflation Hotracvcr, thc fablc drd rct includeplacebopatiarc, nor did it
lfflud€ psiachiaric adwrsc svrriB tid wcrs codcd under othcr Erus. PlcascprEp€ro an cryadd vasiqn' -'bf fijs tablc, including all p.rycirjaric urd beirviocal advenc cvcnu, and also hosc bat ccqnd arnong

d*bo p*t.nn. In addifrofl. ir would bc hlpfuI if pu could atEch 0rc narrative casc nrnnr.rries fo'r tilose
evsnts th6f wcrc cith*.scriow or rcsulfcd in prrrnsn-re disconrtmrgrion

8. Plca-rc providc tcur ratjonalc for'codrng Stdcidc iltscfDptr aDd ottler forrrrs of sclf-,rU"riour hcira'rior urdrr *t!



:t

NDA 70-0ll/s-01?
P1ge 3

WI{OART tm *caotio!flJ ltbilitY'"

g. ISS table 43.6 povidcs ,t comFsrison of wcight pin velocity bctwtcrl paroxetinc and placcbo in srudy 329;
howewr, dre_compsison is shcwrr only by age zubgroups. Please providc a coroprison Foolrng all
pamxetinc and plsccbo paticnts &cross agel'

10. Weight csrre*ed clEa$s# tlt.s showr to be significaffly highu in male chil&sr hffi itr fcmalc chitfrEn
Al&otlgh s€ctioo 16 of &c l5S dcsqibcd analysts of ad'rcrsc evsnts according to 6gE agd Stod;1' n$gpu's,
y,nr didmt crptorc thc cffceof geudcr on adve6q.sr,'sg incideoces within age s:bgroups. Plcasc conduct
ur appropriat+ analyss bo ad&E$ this issllc-

I l, Tables 11,14, I1,15, snd I l.16 iE Ulc ISS Prusant thc mean change fr6s [sseline far vital sigDe (including
hci$t sdd *eigfu), for ail rubjecE combiqod, childcn-alonc and adolcscenb alone. Plcarcpcrforu an
appropriaU sbdstical tcst for thc differcncts bctwpEn rcahmsrt grory$ oo theso pranrcbrs.

I2. \Va ooE rhat )Erl rpplicatico.did uot conrain any iaformstioq o'n enviroorn'rrtrl iropact as &qufucd tndcr2l
CFR 2t.15. Plcac n:bmit citiir E clairu ft,r tnvironrnatd orclrsion r'-rrla'21 CFR ?5J0 or Zl CTRZ5.3I

- or an cnvtronnenral asscssctiol under 2I CTR 25.40.

$afety Update

Orr arsesocnr of 6E sfrty €f Podl in Sc podgtic pop,ulanou istescd on cilr rgyirw of dl safrry infou'dou
Prcvi'dcd inlouroriginal sutdttssio[ Plcasc ptovidc s finrl ssious cwoq rpdars to includc scrirnrs advesc
evenLr.qp to a EDrc rcrtrctrt cl$off&lE.

RegulrDoiT Srerur Update

Phasc p,rovidc u'U/ EEw hfumrtior on hc regulatory stEnrs of Pa>dl in thc pcdiauic poprdation worldrridc.

Worldwtdc Litrr*fisc Updrtr

Pleasc pmvidc an rydated worldlridr liararurc seairh for paroxctinc,

phrre 4 eqwrnrtgtrtu|r

A.r rcqucsed h al furncy lcncr dsrcd Jaarury tO, eOOf md as part of thc fuairy's pediatric iDirilrive, qlg
bcliqtt frgt additioflsJ shdics h yoqng ardrub will bc uredcd to Er.pporta complete pediaric asscsssut
Thcrcfort, we arE lEguFsting &r yoir coarmil, as e Phasc 4 cornr1j6na31q to coudrrctjwcoflc ilinlal *rdjes.

Since thae arc rro sEndard p'nobcols in Sris uta, s/c suggist that yur dcsip a su-rdy 6c wcnrld adrttss dug
effect in mimab of aa aiit rangt which is enalogor.u to rlar of rtrc proposcd pati'drlt populatior In s.titien
to the ususl bxicological pdramat?r$, such a sqrdy would presr.mably tatugtc cftcts on growth ud
ner.uological, bchsviorgl, snd rcpadustive dcrrlogmcnr
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If aiJditional infuroatiotr reJatiDg m tlrc saf*y or efEstvrrrcs of ttris dqg bcco,6es arzilablq rsrririon of rha
kbcline Eay & required.

Wiilln l0 days s$cr thc date of this letttr, you arc rcquircd to ammd tlc applemelrci applicaloru, notify rx of
yo:rintrrtmElcurcodrnrot,orfrllowoncofyor5otreroptim.ludsr2l cFR3l4.rt0, Lnthcabsenccof
lrlf sudr action FDA tnay proes to wihdnw thc agptications. Poy amcndgffi should rcryord to alt tbe
defclencica llrtcd Wc will not Proccs$ r partial Eply aB a rnjcn amco&nmt nor will the reraerv clock ,"
mactivard r,:ndl all defic.iencies harc bcca adfrEs56d

I
This product mly b€ considc*d to bc misbnnded tddcr tbe Fcdqal Foo( Dtlug, and Cos:retic Act if ir iS
urlrhd widr tlEsc cbqrges pior to apprcvd of thfu nplenrmtsi application_

Ifyouhave anyqu6ri6s, catl Paul Davi4 RP[", g6isy Rcguhory hojcct ]vtauger, atS0l) 5g4-j530.

Sirlccrtly,

(See dpp.a.k.J elcdrontc titaafurc pagc)

RrIsseU K.ate, MD,
Drrcct0r
Dilisro of Nvruaptauacologol Drug pmducb
Oficc ofDrugErahariml
Cenm for Dnrg E nluatiou eqd Rccuch

'Ahclumot


