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RE: M3#»J0C91839, EFFICACY OF PAROXETINE BUT NOT DMIPRAMINE IN THE
TREATMENT OF ADOLESCENT MAJOR DEPRESSION: A RANDOMIZED CONTROLLED

Dear Dr. Keller:

We have complated our review of your manuseript and regret that we are unable %o acoept it for
publication in JAMA. This rejection is no refloction on the scisntific quality of your manusceipt, but
the publiestion priavities of THE SJOURNAL are such that we must bs extremely seloctive. Howevez, we
beliove that your paper may be wall suited for snother jerrnal in our group.

The 11 jourmals published by the AMA conatitute an editorial sonscrtium meant to give each
submittad manuacript mere than one option for publication. This consortium includes thetrahives of
General Psychiatry, to which we would be happy to forward your paper, should you 8o wish.

Obvisudly, your paper will not be guaranteed publisation merely on tha strangth of baing referred by
us. Howevar, we would be glad to forward all copies of your manuscript to the editor far evaluation,
slong with the reviews (copies enclosed for your information). Furthar disposition weuld then de
decided by the specialry journal editor. :

14, on the other hand. you do not wish ta have your paper ferwardod to the Archives of General

, please indicats your prefezance cn the saclased form and seturn it to us aa 200 a3
posaibls. If we do nat hear from you within thres weeks, we shall aasums you da not wigh to have
your manuseript forwarded.

Itisthe poltqnfm-!mnetw:m:ammuuipumthm been rejected. We will dastroy
mdnc:lnthnaiﬁmlmmuimudmmpim Only the ariginal artwork, if submitted, is
retwned,

You can save same time if you FAX your permission to un. Our FAX sumber i3 312-464-5824.
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EFFICACY OF PAROXETINE BUT NOT IMIPRAMINE IN THE TREATMENT OF ADOLESORNT

MAJOR DEPRESSION: A RANDOMIZED CONTROLLED TRIAL
Ed;.tor Richard M. Glsas, MD
October 22, 1999

—_— Yo, 1 wish to have my manuacript ferwardad to the Archives of General Paychictry.

e  No,1do not wish my manuscript to be songidersd further iy publication. I uaderstand
that the eriginal manusaript and any copies will bs destroyed and recycled. Only the
ariginal artwerk, if submictad, will be returned.

Axthor Signature:
Date:

Martin B, Ealler, MD
Departmant of Peychiatyy
Brown University

345 Blaclestens Beulevsrd
Pravidence, X1 02908
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Tue: Efficacy of paraxstine but wet imiptamise ia tha westment of adolescent major depeatsion: A
randowiend contrellad tris)

Comments for suthérs:

This papar teporw on 2 large dondie-blind trial of patoxstias a0d imipranine versus placebo. There are
sevel problemy with this study m Sllews:

Thewnior finding of this study wac he high plncsbe respasse twe, aanety $0%. Parexcting weduced
anly & 20% higher respanse rate Ussn plasebo and tien andy on sowss but wetal) of the wealas used,
The parant snd patient seli-mport scalas 4id wat show 3 difference. The mpeviadly of paroxetins over
placebo oame hecause of the mamnbers ydied reior dran tha sffvet siie of Sia deng. Saudu of tic
gupermight raceive e wrong impression sud balisve that 3 £5 to 70% responss tate conld be
achisved with parexeting without the edicsdon md sapp poychatherapy that tie

paziony @ this sudy received. That acrcome is partisnlarly weerisame in this era of health cost
containrnent. Vows, tiris sindy could do move haren S goed Sflens dhe ssthors devese ruch moee
sttzation fa their discnsyion i the face thaz e bulk of tha sffect itt this stedy war the result of good
clinical managezsent ond not the medication

MmmmumM%mmmrmwrmmmb

; 12 ressans for the Yrigh placebe response rae, invesiigators sppazently were
mmm:“wmmmmmadw defiant disurder. One of Be papeis cieed
by the suthors (TRughes e al, 1990} repartad thet such patients have a high placshs recpoass rase azd 2
low reaponse ruze W imipnmine. .

Anether sontfbulor i the placeds response ruir is Uie inclusien of cubjects with 8 17-iem Hamileo
Depression Rafng Seals score af 12. Muny pationi with 3 valus of 12 on this scgls weald be
considered respenders in most clinics! wialy of sncideprestenss. Ths suthors do ackmowledge this point
but da so¢ address why they chote to inclede such prients or bow miny such paiears eatered the
stady or whether thoy ware equally diswibutad between the three conditions ar whaz happened to the
sesnles if ese padisets were excinded

Another issus thal bery ar (¢ magritade of the diug-placeba diffewencs is (he tires course of
espaase. It is comvantions) in such studies to thew 3 plot of respanse vevsss thme for the vazious
conditions 1 allow the roadet 10 judge when che active yustment saparyind froen fhe placebs sontrol
condition. The authors provide no infoemation about whether pacoxatine separated frem placebo anly
2 the end of the smdy o ax severa) ditffereny time pOiZEY in n tempotally congistent maahet This
infornmnies is paricularly impormes given e manginal atog-placebe differance. The zudiar shoold
addrass this jaxuc and provide 3t least onc figurs shiowing the time course af response.

The docing of imipramine. Dosing with s drog did ez enmploy therapautic deug menisoring to
adjust the dosa % contral for mbstmeial interidividoal vartability in #s clearance., (taiso invelved o
forecd tanatian schedale which was slow st the beginaing such st most padents would have beed
underdogest with this deug for the flesr wo weeks and yet required achievemest of 3 dose of 200

. day by the end of weck fous. This dess would be kigh for asay patiesiz. Yei, (e suthers

required that patients who could talcmas such s daiz had o be wilbdrywy Sen the study. This gosing
schadule snd reqoirenionsx are such thar the stady was binsed ™ find dipramine both inefisetive and
poorly wolarated. Tn contrast, patienss on peresating were mared and pintained for foor wasky on it
osally effostive antidepeassany Gose baxed 68 siudies tn adults. it sould be angued (st the sdove is
sirmply a refluction of the ease of eplimal dasing with & scrotonin selective ceuptake Inhibilar such &
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paroxsrisa in conmast 1 & tricyslic antidepressans sich a5 Mnjpramine. Nowevar. therspeutic drug
mouwitoring hat been used fog severa! years is bl adults ead shildoam to radionally adjust the dase of
mipraming snd sthor tricyclic safidoprassants. In fact, O sethens did mondtor plasma levels of

imipramine &t weeks 4 and § bux id not vepert the results.
. ‘The high doss of imipcamiss smplayed in this sudy likely also compremised tic Blind. The suthoms

do net addvess Thix issue. However, the antichotingryic adverse offack cited fn ‘Tabls § ars puch that
onz woold expact the authars should have beav shie to desrmine who was on invipraming with

tessonshia nertminwy.

(Page 9) is nox an ideal w2y to puswns the blind of 3 sudy. Masy parienss will opes

' the cuptule 1o sae what medicetion they are nicag.
The definition of remission and responss overlaps in this mamuseript (page 10)-

. mbhdmmﬁvmum 11 do nat reske sewse (i, sytiolic blood pressge >140
mum Hig/dinsteltc biood prestsr < 5 xan Hy). The authars should olxxily.
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MS Thie: E CY OPF PAROXETINE BUT NOT DMIPRAMINE IN THE TREATMENT

quu.m SPECIFIC COMMENTS OF REVIEWER TO AUTHOR

OF ADOLESCENT MAJOR DEPRESSION: A RANDOMIZED CONTROLLED TRIAL

Authez: Kaller '

mm xibe 3 multi-site puralle] groups shady of paroxstine, isnipeamins, and
. placebo zesx ddohnmm:'on Most of efficacy showed 2 significant

w jor trestmoet with paroxating relative to placsbo. Thers wers no significent
:mpom mmmhnnmphu‘m. There was an overall order effact in which
ratingy of depredsion. were Jower on placebo ot the end of trestment than st baseline. In addition,

more sulpects tkated with imipramine dropped out dus to advarse events, moat notgbly

cardiovascular changes
mmd Muhhtbﬁnmﬁsﬁndﬁ“dw:n
md depression and the first repor: of efBioacy of
intraduction de anpbothg!hpﬂMhofMdedh
describing the Hi of all but one of hose studiss. The study {s well-powered for
demonmrating of dmumhnmmmwsm&
treatment with inipramine. dus to plecebo effect typical of xmideprassant ¢rials. The study
design ts stand Maeﬂnlduﬂ-&husefmumwam
measures. :
A major weakngs dhmhmmwmnwhmu
the basis of signjficaze svidence of efficacy fbr paroxstine relutive 1o plapebo, but the sbesncs of
© asiguificent & betwoen imipramine md placebo. 1f the fment is o compare purcomting
Mawnm“mbmm&umwm
be demonstrated mhnm!yﬁsammmuhwhemﬂnmd 1f demonstestion of lack
ofcﬁmyof mine is intended, more analysis of the power of the study o show ther effect
ded. Considering the Jack of efficacy is likaly a lack of power, considering 2
lﬂghphabo fponse rate, the titls should be changed to “Bfficacy of Paroxstins in the
Treatment of hqu‘:rDepm A Randogized Controlled Tximl.™ If the suthors
wish to continnd to emphasize the lack of eficacy of mmipraming, they nead to demonstyate

grontar than 95% power (to adhers to the standard of 5% alpha Jevel for 2 positive statement -
g-:rventhnm )1l hypotheais in Iack of efficacy is presence of efficacy, the sthors would need
to design & study to show that imigwasine isn't afficacious given 5% powsr). mslspmhly
:mpamntm abssnse of s report of the TCA levals obtained and a relatively low —
administered do} Wmhmpwhwmmd&hum
groups. Given oumm.a-otmnmummmu Also, the
suthors should garify thet although up to 300 mg was administered, subjects would byve had
steady state lave Mm”ﬂubnﬁrm&Sw&ﬂa!ﬂouﬁerv&
Therefore, the oz n with peroxetine mey have been degignad for paroxetine to bo ata
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more optimal ddee s imipragine, Swther undermining confidence in & aseertion of |

W Sesls .

The seudy provifies extremely usefil tables in showing adverss events of pacoxstine and :

tmipramine in opmperison to plassbe. In addition to previons mudies of TCAs, these dats add to ;

tricyolic antidepressantx. It would be sasy to conclude that TCAs should no loages be considered :
first Ine treatmnis for adolesosnt depression and thet is implisd in disctmsion of whether

sibseguen trisl§ of TCAs will be perfrrmed  Hownver, there is & major omission from the
tables. The seripns adverss svents should be a2 the 1op of ey able of adverss veaits and theee

do not fhver pasbuetine. 1n fhet, & is troubling thet ths wathors do nat noee a significant increase
it SAEs afier pgrometing (bat 20t DMI) reintive to placsbo (p < 0.03 by Fisher's somct test).
Mowx importantly, many have sssunsed thst with fewer eardiovasenlar side effacts, TCAs ave
safer to prescriby. Howaver, given the high rate of prisery cars prescription of
and tha resdersiip of JAMA4, & i important w emphesise thet behaviors] sids efiscts in a
. Mof s treated with peroxstine may be mowe sericus than with TCAs and that they _
renuire exc puhbnofpyshﬁhwﬂmuh&zmw f
psychm:iaho ization. 1n other words, it is sesier to sssume quality comtro) for ECO |

sdministration ad reading than to know that all of the primary cars physicians prescribing
-mdqnnnls mmhMomeﬁMoand

iers

It is also essier mmm!&smwwmmmww in

treatroent of addiascant depression. The suthers do not scflolently highlighs that the Jevel of
mbhpnl et provided in this srody is smch more intense than that covered by almost
every hoahh i phndkmodnhunlﬁuqu“umac
phy-nlnnda , d patient given continuing pressure from third party payers snd engoing
dsdnant;n gainst psyohiatric patienis and peychiatric trestmert (rovided by geasralists or

The protocol dojs not exchide prior use of imipramine ar paraetios, other than recest use or an
adequate trial wihkin 6 toonshs. This may allow inchusion of ejther past responders or past 20n-
responders. The number of patients treated with IM] or parowstine in the past sheruld be kisted.

It is not clear wiy 21 msthors are given publication cradit, but 9 are only acknowledged. Given
the cantro] by the sponsor of the study, epparent oanduct of date analyris, apd its publiestion, the
resson for the two suthors at the sponsor’s sits being given suthership cradit and the
ptohsinuh mm&m&mmmmm Given concern
sbout the antongmy of the suthors aud nuficient input inte the analysis and imterpretation, the
aud:m:hmﬂ te that all suthars wers gramted ful) access to the full data 3et to verify the
securacy of the fepore, that sll suthors were im full agreement with the memscript as submitted,
or what meshanians were provided for resalving disagreements, pasticularly whan they involved
diserspancy ¥ A visws of investigators and the sponsor.

Mipor points:

] PAR000757505
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The use of the tgem adolescent is besed only on an age 0f 12-18. Soms of the younger boys may
have been prepubertal. Adolescent is dsfined by post-pubertal status. The Tagner stage of all
pacticipants shoyid be included in the description of the subjects.

Throughout, theiterm effectivanses is sometimes used when efficacy is what was being tasted.

P- 5, Results — ‘mprovemant in all trestment groups’ shonid be reworded
p. S, Results - ifla statemest is mada abowt incressed drop-out Som imipeamine, an analysis

_ showing this is fignificane thould be providad in the hody of the repart.
p- 5, Conclusions ~ ‘optienal dose’ implies a single dose rather then determining the range of
optimal doms agress adolescents ‘
§. 6, para 2 - pryvide the madian and range of provious sempls sises of TCAS in adolescaxs
p.?.ptll— hother study, emplaying 8 historical .. is confusing Sllowing the previous
sertenices and ajprobably bast dewarcated by & new paragraph or other indieator of wansition.
- P S.rlnl- m!mmﬂgmﬁnim“hmunlq:m
Tt should be d d as PPVT standerd score of at least 80. 1 could be further described as sn
miumufn peoct of langnage relxtivaly well correlated with 7Q. Howsver, menty pationts
with in the bigh ddﬂummmmamduww.
p.l,pnu!- hang WMW»‘MWW’
p. 9, pera 2 ~ it gppears that placebo was not administered dirring the scraening phase, but this
should be clarif m:mmumm«mmnﬂuw
ofutMmst ﬁr::;'ndumu:hlwma&mlhm

o
p- 11, mz- - mmdmmmmofwummm
petionts with TCA levels grester than 500 were dropped from the study rather than heving
dosage adjustmdnts  Also, the suthors should commnent on whather GCP was followed, if

pu:iurts w&hhlw*mﬁdomwwﬁhmonofwm

‘ TCAs.ginu thee if a subject had & Jovel of > 500 ng/ml st the and of week 4, they Kiely had
mexsased the end of week 1 or 2. Range of TCA Jevels st the end of wesk 4 and the end
of week 8 she
be provided.
p- 1, pann 2 -t n&bwﬁm%‘tmwﬂws,unu

sswamed they mpant to exchuds subjects with diastolis hlood presgure > RS mm Hg.

7. 12, para 3 = Since femily history wasn’t described in the methods, # is unknown what the
aithors mesn b pouiﬁwﬁmihlimw. Presumably, this { any relative, rather then first-degree
relatives, tant it ghould be clarified

p. 13, pare 2 — dptail the cardiac adverse events leading to rematize discontiouation

P 13, paral ~ el wmmcrermmmnmwmm&

P17, pars 2~ 2 of ‘mmerically superior’ is not sppropriats and results should he
dasaribed == x cnly-hluiﬁe-ut There is a blag in reporting pevoxstine remlts as
aumerically supprior b fhiling to enmbasizs this is 2180 the case for many of ths outcome
mgﬁ' ..........

p 18, para 1 — The authors do not address why comperison t buproprion isn’t possible since i &s

already availsh nﬁ:rﬂlnNElp-aﬁemmhhckm

Produced By GSK In Smith v. GSK (SuperCtCA)
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1ig be provided. Thmmbﬁdmbjacswhddwhhleveh>snoww '
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. 18, para 2- Dise-Snding was inadequats for making comment on doses adminieterad
?tables— 80 mantios in the text of the filure 1o demonsteate afficacy for the quality of
life measures & jio this table.

Figure 2 - there M&Mhthepvnhnuwhoﬂyu&mmofm

P - e e it e i | e v it e 8w e 1
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ME Numbas JOOBIN ARGXETING MUT NOT (MIPRAMINE N THE TREATMEN OF ADOLESCENT MAJUR DEPRESSION: A RANDOMGZED

CONTROLLED TRIAL
Auther: Keller
Eponific
Camivents

4] ' From the way the last sentence is warded, it sppears as though s treatment (SSRI)

zshuwmpndmamm(plmbow atioyclic amtidepressant). This is
clarified Jater in the mammseript, but at this juneture it is unclesr.

4,2  The wording (likewiss on page 7) suggests that the combination of paroxetine and
imipramine is being compared to placebo. Again, this is olarified, but only later.

4,5 How was the dose (20 mg to 40 mg) of parexatine chosen for a specific patient?

5,1  The fifth efficacy endpoint, CGl, groups very much improved with puch
improved. If we can assume tha: very much ireproved is better thar much i

then combining these categnries is tartamount to throwing sway data which can be used
to distinguish among differsnt outeomes. This would be an inapproprisze
dichotomization of what is at least a trinomial endpoint. See Moses, L. E., Emesson, J.
D., and Hosseini, H,, 1984, “Anplyzing Deta from Ordered Categoties”, New England
qumm 4472-448. At the very least, patients could be classified as “very
much improved”, “much improved”, ar “less than much improved”. Then you would use
a single comprehensive analysis, such as the Smirnov two-sample teat. See Berger V.
W, Permutt T, and lvanova A, 1998, 'ﬂnCemI-huTmforOrdaadezal
Dara”, mu, 1541-1550).

Page parn

52  Significantly grester improvement than what?
6,1  Whatis the meaning of lifetime prevalence for an adolescent?

9.2  Was placebo administered during the screening phase? If so, then were
responders to placebo excluded? If po, then this should be made explicit in the

of the resuits. See “Run-In Periods in Randomized Trisls™, Pablos-Meadez
et al., JAMA 1/21/98, 279, 3, m-zzsmm;»mvmmacmrnm
Bmployngﬂ‘mchmeut Strategies for Sample Selection”, Leber P. D. and Davis, C. S,
Controlled Chinical Trials 19, 178-187, 1998,

92  What determined the length (7-14 days) of the screening phase for 3 patient?

12,1 It is deosptive 1o refer to an analysis population based on baving st lsast ane
post-baseline efficacy evaluation a3 “intent-to-trest”™. The true imtent-to-trest populstion
mdwmmmwywumymrm See Hedtjan, D.
F., 1999, “Causal Inference in a Clinical Trial: A Comparative Example”, Conrolled
czwmmzo 309-318.

12,1 A sensitivity snalysis should be performed, using other imputation methods.
12,2 Were the ANOVA asrumptions checked? What were the results?

TOTAL P.@S
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