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Dee* Dr. Keller: 

We have completed our review of your manueeript and regret a%H wa aia unable to eeeept it far 
publication in JAMA. Tfcia rejection if BO reflection on the odent&ejulityefyourttuttuccdFtbut 
die publication priariti«» of T B JOURNAL are iuch that we must be extremely eelecaive. However, we 
believe that you* paper may ha •••11 euited far aaotbar journal in our group. 

The lljoura^publiahodbyteAlitAconatiaueoanea^ 
aubaritted menueaipt more than one optlcn sat publication. That oonaortiua ineludea tho*4ria*iuoi of 
General £tye*ie*ry, to which we would be happy to forward your paper, abould you ao wiih. 

Obvioualy, your payer will not be guaranteed publication manly on the atrangth of being referred by 
ua. However, we would be glad to ferwexd all oopiea of your manuicript to the e&tornv evaluation, 
aloof with the reviews (oapiaa entloaed &r your information). Further diepoeition would then be 
decided by the epecialay journal editor. 

It on the other hand, you do not with to have your paper tewarded to the ArrAwee o/General 
Psychiatry, pleaae indicate your pvefexanee on the aaeloaedfern end return it to ue ae anon as 
poeeibto. If we do not hear from you within three week*, wa ihaU aaeume you do not with to have 
your m nnuecript farwerded. 

It ie the policy of TEX JOUIKAL not to raturftmaauacrjptl that hare been rejected. We will deatroy 
and reticle the original manuscript and any eopiee. Only the origina] artwork, if submitted, ia 
returned. 

You can MVO eome tame if you FAS your peraieaioa to u«- Our FAX number so 312-464-5824. 

'weha»S>d^aa>i(toH 

Interim Coeditor, JAMA J <t 

812-464-2418 ^ \ V 

]UciheTdwGlaaoe)ama-aean.orf / \ Yi A 
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- Y w ^ w i d ^ have my manueeript forwarded to the A>cAwe« of (Jenorni AyeAiotry. 

_ _ No, f do not wiahaay inamuaoript to be oonaiderod tether to publication. I uamoretand 
that the original manuscript and any copiee wHI be deetroyed and recycle d. Only the 
original artwork, if aubmined, will be returned. 
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Tufa: Efficacy ofncresem* ewteet *mtpeamia« IAma a*eoneetof aaokaceni mjor 4a**Mtton: A 
reoddfflHced contreflad ami 

Oanmemi tor winter: 

This paper Tepcroo* a targe ciBiWe»MM Thereare 
sevend problem* «d& mi* stedy 11 Mlawi; 

1. aa*anmjarfawe*efattie)e>w Pweruhiu peadaeod 
oriya20HMgacr • •!**«! jwduiiplioa^ and 
TltepemweedptiffiiiMlf amorTjcaTaidMiiatabowo***mmi THa wacrfcirftyof pereaatineover 
placebo came aacaata offtametmws wt0^nA^^m^MWm^mTmMmm^.'§mWmmf^^ 
aaaai aejgttnirai 1 itii iwi | inaiiiiiTim l a J l i a l i i H i i m fiTmTlTft •• •anaaiaiimi 1 raHHii 
ecaiaved wtm eerexednc wflaourmt efaefaTea ma Juppurrtn eojiAami iipy no t Ox pla^ho at i ied 

mU&Uutyioeeived TaatooiceBwxpeivaanefywaiiuuaQriam^ 
coataolvntRt l1leji ltbweaetycocJddoiaemhatB^n^^ *>JL 
atn^teh\(heird^aaiaioemu>*fiKta>a{bV n^ 
chafed nuiugemeoT andnotfhe medteeticn. 

2. W)^taeabavtjsn»tttaciaettpi^ 
paper fecludias posttbla matani fbr diebigh pfrctbo wacwt raav The wve*n*Men*f*trenny were 
penvMtofoda^pantewifteoadDtt GneofwcptpericiBd 
by me aaUwn (Uugfcas ei al, 1590) reponad *at web pitieots have 144b pJecebore«pc*seraieaad» 
lowiciuflMC me m imipmoinc, 

3. A*edwreaneibuieTiB to place** teqwe^ 
IWprctiiaa Rafog Scale ecotc of 12. M«y ****** * ^ t v e t o e d 2 e*ifctatc*lflu>wle be 
eof»>iaredftjpontamnracUruc«lm»brf Tbasatborsdoictnc^kda«ibkpotnr 
but do eat adam way mty chose ID iwdeaejndp«B«MorbowttiBy»cberf^ueatef^th« 
ftq4yerwnftonwy«Meonaty£sc^ 
rente if ftaae paean* worn ceelades, 

4. AnoaVr iteuea^aihoineRuwmegmftio* of the dnig^lacebc * f f« i e^ fr u» o « i count of 
fetaaote. ItkooayannciaJJoiochlttdiettt 
eoae îfons mallow 6* feadarnja^ 
coadhioA. T^iiaaoiaptavloaBoiafteaaito 
aztareedofteJi&b^afetieveTdoln^^ Tail 
huafmvtofcpejQcuWyjaaotauafta The a&tbnrc ebootd 
addrest {Hit krac and provide at least one figure ebewmg d* time eoazte ef refpense. 

5. The doting of imtprarome. Daring wMi t^c>^di4ii«efnplcyo>r»piuiicdni{Tneni»)rittaio 
adjusting dose 10 control for whrantftt mieilBjdi»idcal verhhfl^f in f a clearance, ft a t e involved a 
fofecd e&iiioa seaaonte wbieh w » slew « 
underdosed with Oft Aug for me tatwo *ceittaodyetieottircdKiiCvemeator»4c«of200 

- m^dayl»y<h««»)i«fvoekfbar. Thw dote wouU to laje> JOT ineay p e c t u s . Yci. 6 * e»1he» 
reeuifedo>ateacie»tF^ could orient Th» gosmg 
cehedirle and rtonirenienn are n e b mirftecateV wubfaaadm fmdiiBlpraimin bom thefauafve and 
poorly toLmted. In contrast, f*At*nm\»reatmt w e n eared and mefotainfd for floor weaki on its 
UBJanyeffscUveenno^prtesattao^ i teaeJdbeaniucddmftoaboecis 
sfamiy * teffceaon oXibc e u * oreptimil doting wiaaMxoummieleeUveteupu^lftm^Uu-tucBat 
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pajoaafiai la cowran* atrkyelic trtia^itamfltioci as anteremir*. howevat therapeutic drug 
tricenmrb*ett been uitdJbrMvml yean » 
nnfewiiiiw and emer rtcycfa aeMMpiaanma I«fla**»aeeVts*'d racial phamalevelt of 
imipftmof at weeks 4 and I hat did aotiaaoitthctasolB. 

6. TtwMgjbaeaeMaa^acaautoea^ 
fenataafeesfmiitaMie. However, tomtiehelmeri^Mvowtffecfceiiri 
one waoW fapact ihe aodwrx aneuld have be^ialemdeirmlne^wisonnwtvjemhwwta 
itatonable ceraumy. 

7. Ovefec6apeulate(r^l)JiaotMieealw^ 
litfceptuUtoiMwbaimediceUcctaeyareiateat. 

I. Tterie&ttaofrc^safOTiadTaijttftfee 

t. T1utMoedpieatuKpanmvieBe>meBpaB^ 
Tr*T»Htfdi«#eiK«btocdpmn«T<t5raHi). Thcau&onje^ebriry. 
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X. 

GENfi (ALAND SPECIFIC COMMENTS OP REVIEWER TO AUTHOR 

MS Noaabaf: JC C91339 
MSTWrEFH ^CYOPPAJLOXBlINBanjrNOTnelPtAMWEIN THE TMAlMENT 
OFA2>Oit£SC*toheVUQRI*^^ 
AMthor:KallcT I 

Tint lurjguig awJ ajbe a iradtHafopaeallgl groups daotoa^ study of perojaatiua, iuî sgaaujuaj cad 
placebo ugnYJgaa it of Adolescent oapreatioEi Moat hyJfcaYjn of oflfcgaty anYnaad c significant 

wdnBperjflaYnm r̂oattrveteaeeO^ There' 
tiTwJT<l*<̂ ^l*l*lWlt̂  fl ft fWf1l<pWM,Fl,lg **"**— **> fc^™ There wag so Overall order enact anvjgmu 
ian^c£6frrweiomvMr»Jov^on Itt addition, 
DiDFe fuhjects tx igloo* with hnjprwnine dropped out due to owajrjc events, MOOT. flottMy 
eardtovaaculax 

The atrosjgth of' ho atody U tto* ft hi the feat lejejoel am of aba sgBeooy of arir ltk|giittrtg hi 
vaaariatnT vaanieajcni^ ioe 
irnniKiifaJiHi doe a en excellent job of diecueeing the peat atudiaa ofadueaaaanc dtpicwhm and in 
dca^be^ hae Ji nmmtloM 
Aiu*mmtmi\»g m Batqr afjpniwmwhM, h # twe far e m—fa*feeeirnewt affaeT, «aeh ae mtW> 
treetrocni with i Biprjniirje, doe to placebo effect typical ofssooeptigjiBl tnau. The study 
cteaifjissBepdadibracMcdtrM 

AgafJKv^gaTa4wcfifaeiapc^ 
the* haaia of ajga fioerr evidence of afficacy ibi ^uyjtiuoroiatrentepwgebo, hot the abeaare of 
* a f a " ^ * — J * * ^ aaawga h a * — t t frwfcwmniwa and pmnrtwi. 11$^ Stent iStD 

aj»i tifriryainiiyjt^ 
be dainonatratot. Such an analysis appears not to have been nlanned. If dagfunsMiotL of kofc 
of efficacy of ia intaraine is intended^ more analysis of the power ofthe study to show that effect 
should h* fvovii ect Co&Jaief^theha^ofeffiMu^ttliloaty 
ttghpatcoboiwi io>n$aratefth0tifkahouMbcchana^ 
Tioarnaout of Ai ofeaeertf Major Depression: A Raamootod Controlled Trial1* If the authors 
WJantO OfrfiriTBH <^ awwdiaai»a *•» lai»lr mf*4m***y ft4mmS^^umknMi wwy nai l fn Amnanlim* 
ajaalv t!nm 9591 fnwav (to aola^ 
p^vm that tlaa nl U h^pothoo^ 
to desist a erud; to ghow that i i u i ^ Tnis is pexttfnlarly 
hrjpeitast e**cs rJw abet** *— "*> 
aortifnifaaYwido^ Wc^to image thonld be pitr»id^ 
groups fJivern' 0 kg evbjeet weighs a doee of 200 n ^ ^ ^ be fee* than 70 kg. Also, the 
author* should c a*^ A t afcWwigji ty t* tnn mg ̂ *» ^ m ^ U i a ^ «d|g—*« wmy* fr^U- haH 
steady stale lava aboand c^250 n^cVaaefccoalyB^weAj end cm 300 nag fcr only 3 mmrks. 
Therefore, the o tnperiwm wjtKpejoxctit» may have becademgnod far paroxetine to be at a 
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optional d( et Ostfl hTJJlptinfcfct, JhTtbeT unoartni&Big connUenoeJn 
differenfiai efBc icy. 

P . 0 7 

401 455 6441 P.06/09 

^ 

Of 

The study provi tea e n t r a n t tiensaltabeWbshowdef 
aajpraaBinc in n^wmsjieasi to placebo. In addition to nrevjona atiaajoi of TCAs, thaaa data add to 

Bwo^b^aRaytooon^aAthe^ 
:isr 

snhgfojaiifftrig^oflCAgwfflb^ How*w,lfcereiiiiDBJox 
tables. The 
domtftVvorpmterirje. Inn^hiatroohHBgu^theeasnowo^no<noiaa! 
m&AEgsAtt|ajijsMoue(^ a03bw twiner's rneue teat). 

OB»edtbetv/hnwworecid*arveaouIto 
saner to pivsone •. Hoawavacj arwen the high rate ofpratssry care paaaenjetlon. of amtjoamttrgsents 
andthaiSjgderjrfjpofjCtJe^ 

m may be mow serious than vd&TCAl aim1 thmt they 
fssjuYd oatsalafai peoadsjoo ofpayesuMne eisoisnwmt end nwmaemmoaa> snchaaasc aonaas to 

la other words, it is easier to asanas* omiUryooTAolsorBCO 
of the prjaairy cars peQWCnttt praasrobsog 

n asnaftorJas; ofthe rjoyehestrm aie* «raeot« of S & ^ and 

psychiatric hoi 

other 

It feeto tatter >gg*?aeaoce^ 
trendnstnt of odx lls&^bcpvaeasHL ThgstfBatndossftstgBnawe^ 

piewssed aa this stony is smmh aaov^moammtamî tfdcoverodbyanTJaJSt 

(provided by federalists or 

The protocol do w not exclude prior useofiniipisttsincorpaiwjsec^ 
i4c^aatetrHUwuta6tt0itfte TteasyaJlowMaaioflOftlite 

Till iwiriheT ofparjeols hrested wnnPfl or psroastnoa htfte past ahoithibo liaeed. 

Itisnotoenvw] 
the control 
reason for the 

about the 
embers should 
accuracy of the 
or whet 

Miser points: 

ty21 einlttrsattejveiipublkat^ Grvtn 
sponsor of the study, apparent oaaduct of data analyaia, and to pqbhVrarion, the 
atthma«toapOawUfl»b*u^ 

nyJluoed terwrVi be jentinVad to (he jontnal npon anhffiiisain. Given costooxn 
of tne authors ana stttBctant input into the eualyils god lUlcipfCtiriorL, use 
that all tuthori ware granted fliDascwtotheMditasetto vsiir>the 

cporl, that ell a u n ^ were m&Uagreesnett 
were peoviaed to receiving dUiogreernoiitt, particularly when they involved 
views of htvostigatOTa end the sponsor. 
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TbeuscofthetirASdoleSoaolmbaaMo^ofl Sofneofthsyou^fmrboysinay 
hmvebeeaprjpBbaTtaL Aawk TteTaavatrstaejeofall 
pavricspejata shoi Jd be nxtteed nitao description of the subjects. 

ii eninctiincs used when etTitscymwrrt we* beh^ tasted Throujgiout, the 

p. 5, Results - 'in?ro«ttnent in all trcnlxnem groups'tbcruldW 
r*S,Itaite-3fl&sm 
showhaX tbhi at i IgtitrVatnt ghrwitl be psovidad in the body of the report. 
p 1, HUM liiiriit 'iijilenal ilneo" fnipllre i sliiglr Inn rather then ileum lining Hi laian nf 
optional doesa 
p. 6,rjex*2-privifeth*n*e^eid 

p. 7, para I - 'Another stndy, MpIoyiaR a historical.,.' it etmreaengnbfkyarfng the previous 
opabtybeatflgBjâ iâ eu by dna oftnyoaioo! 

p. S, para 1 - Tht PPVT u not an awmlKswncetan̂ sofcsbB 
I t s j g ^ b e t a r i b c ^ t t P l ^ RoowdbefluthwcVenibedaaen 
•creator of am s ipeot of Isa^oafo rehnavely waft i IIJ leleml artrtt IQ. Hewamer, soapy swtansts 
With fc the hia^ rood of nrfldrnotinlre^ 
p. o, para 3—cb I&BJC pervasive nvtsal ontatder; to pcfwaetve daiat̂ ijM|a|̂  m\ oasorder 
P* 9, pera2 — itl pjiaiaj* thatylaaafort naum* aflminlaltuiad dtiwta^ lha apwaaiifi^ p^*— bottblS 

shouUbeclerifiadsttiecoinTM 
ofowthlVtna* ibastto « • » , gives} oon^ 
pilbheatiorjaabci* this topic. 
p. Il,amm2-atfurtbwjcviaaem^ 
patkflttwjthTCAlevc^BTejtotr^ 
doensp ad^ustm (ttt. Ahtô tho states should eon^nem 
pssinrti veot fig t totted frr 
TCAs, given thi t if a subject bed a level of > SOOng/inLsttheet^ofwe^^thcylikELyhad 
nttawAse^lo^althee&dofweeklorZ luMg^rfTCAsrvehsttbaeodofwemkda^theend 
ofwcektshoulL be provided. Thermmber of subjects axefodad wirhlereU> 500 nn/rnL should 
be peovftded. 
p, 11, par*2-il is likely th* the author* cWtenxb^ 
ajsroedtacy men* to c^ludo subject 
p. I2,para3-S ncaann%history vmjn'to^seribcdm 
authors aetnb) positive teaty history. Prcaaasbly, thk is any relative, rather then firsi<4egree 
laktrvesv but i i hotted be ekrifed 
p. 13?ps^»2-d»^thgesvdiwa4v^ 
p 13v poja 3 - a4 a?î  wbethev 1AXF or oon^Settt 
rotadtg and table itaoilbii^roauha 
p 17, pare 3 - A ecription of tntaTJerieeJly waperier* is >n>t ap^ 
daamrlbe4aKBUgajteotu>whsm Tlatreisab<Minr<pOfh^pero» 
tnmsvicafiy nap aior bat n ^ ^ 

p lt ,pen 1 - T at«sthD» doMtm 
already avatlabl»rather tha&NE specific reuptake blockers. 
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p, 18, para 2-
TabfeJ-ttaiitJai 
lircroeeeuri 
Figure 2 -there 

> -

m the teat ofthc Attn* to d m c m r ^ 

r teas bar s?epfas, but the p vahicaappewtoonlyxnfotooiieoflherjL 

Produced By GSK In Smith v. GSK (SuperCtCA) 
PAR000757507 
PAR000757507 



10-22-99 15:24 SALLY K LADEN STI ID' P . 10 

?Mf2 

JAMA 

3> 
GSNKRAL AND §FBX!lr*IC 00MMUMTS OF W«VI«WT* TO At/TMOK 

Pagt | J*M 

US TiUt: BPPICACV Of ttAROXETrNia HfUT NOT fMmftAMINC IN TH1 TRlATMSNT OF ADOLWCBNT MAJOR DEPRESSION: A AANOOKKSD 
cnyTHntJJBD TRIAL 

Author: TCalirr 
EpeaTir 

4.1 From the way the lest sentence is worded, n appears a* though a treatment (SSJU) 
^Jtftftt^ • is b t ^ compered t o t comparison (plec*^ This is 

caarrfied later ia the nuaojeriptlwttftabjut* 

4.2 Tbeworauig(a1oMseonpage7)sug^^ 
iroipramine is being compared to placebo. Again, this is olarifted, but only later. 

4,5 HDWW*sthebte(20ntg!o40Big)ofp^ 

5.1 T)at fifth effieatyeadpoint, CGI, s j o ^ 
improved. Hwc can ajsunm that very inuchuitpfo^ 
th«combiaoU these categories rttet^^ 
tobfcatguisbiniQogQ^^ This would be an inappropriate 
dtcbcrtoadsntuiDofivltf ̂  
D., and Hoiaciai, R . 19t4v

 KAnfJygin^ 
ycwnaa/qfA^aoicfter 311.442-441 Ai the vary least, neoests could b* classified as'Very 
much improvotT, "much unproved", or 'less than Much improved**. Then you would use 
gsiagtetAinyprelalnelv^atia SeeBergerV. 
W^ Petntutt T.. end Ivsnova A , 1998, The CCIOVCKHUIJ Teat for Ordered Categorical 
Data", Biometrics S4,1S41-1S50> 

5.2 Sigmflcandy greater raprovemem 

c\l What is the meaning of lifetime prevalence for an adolescent? 

9,2 Was placebo administered during the screening phase? If so, then were 
reapeodm to placebo excluded? If so, then this should be nmcfc explicit in the 
interpretation of the results. See "Run-In Periods klUudomiaad Trial*" Pebk>s-MeT*ie2 
et ai.v JAMA 1/21/98.279.3.222-225 and 'Threats to the Validity of Clinical Trials 
Employing Enrichment Strategies for Sample Selection", Leber P. D. and Davis, C. S > 
ContraUod Clinical Trials 1 9 , 1 7 8 - 1 8 7 , 1 9 9 8 . 

9,2 What determined the length (7-14 days) of te sat*iMgrjh« fore r ^ m ? 

12,1 It is deceptive to refer to an analysis population based on having at least one 
poet-baealtnc efficacy evahisiion as *1ntent-to<treer. The true inuBit-tcv.trwat population 
cojnujts of til patients rarjdomiicd, analysed as they were rindomiaed, See Hcftjan, D. 
F.» 1999, "Causal Inference in a Clinical Trial: A Comparative Example", Controlled 
Clinical Trials 20,309-318. 

12.1 A sensitivity analysis should be performed, using other imputation methods 

12.2 Were the ANOVAMSumptioni checked? Whet were the results? 

TOTAL P.09 
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