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Figure 1, Of XXX adolescents who were screened, 275 fulfilled critexin

. for major depreasion and ware random

ized to receive 8 weeks of

treatment with paroxetine (93 gubjects], Imipramine {95 szubjects), or

placebo (87 subjects),

the trial. Withdrawal rates were 283% for paroxetine, 40% fox

A total of £9% of subjects (N=180} complete

imipramine, and 24% for placebo.

reasons for exclusion.
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Somnolence 16 (17.2%) 13 (13.7%) 3 (3.4%)
Tremor 10 (10.8%) 16 (14.7%) 2 (2.3%)
Headacha 3z 134.4%) IR (40.0%) 34 (39.1%)
Respiratory 5y51¢m
Cough increasad 5 {5.4%} 3 (3.2%) € (6.3%)
Pharyngltis 5 {56.4%} 12 (12:6%}1 B (9.2%)
Respiratery disorder 10 {190.8%) T (7 .4%) 11 (l2.6%)
Rhinitis 7 (7.5%) 3 (3.28) 5 (5.7%)
sinusitis 6. {6.5%) 2 {2.1%) 7 1&.6&)
Cthear
Sweating 1 {1.1%) & [6.3%) 1 (1.1%)
annormal vision 1 {i.li) T(7.4%) z {2.3%)
Asthenis 10 (10.8%) 7 {7.4%) 10 {i1.5%)
Back pain 4 14,3%) 2 (2.1} 10 (11,5%)
Infection it (10.8%) 5 (5.3%] 9 [10.3%}
Trauma 2 {2.2%) 1 (3.2%) § (6,9%)
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@
tfable 5. Adverse effects cceurring in 2 3% of subjects in ths
paroxéting, imipraning, and placabo groups
— Paroxetine Imipramine Placabe
hdverse sffect Mgl N=95 Nm87
Cardiovascular sﬁstam
Tachycardia ' T2 {z.2%) ‘1B (18.9%) 1 (i.1%)
Postaral hypetenalon 1 (1.1%) 13 (13.7%) 1 (1.1%)
Vasadilatation ] 0 (0%} B (6.3%) 2 (2.3%)
. Chest paln 2 (2.2%) 5 {5.3%) 2o (2.3%)
Digestive system
pry mouth 19 {20.4%) 43 {45.3%) 12 {13.8B%)
Nausea 22 {23.7%) 23 (24.2%) 7 17 (14.5%)
. Conatipation 5 (5.4%) 9  {9.5%) 4 {4.6%)
| Decreaned appetite 7 (7.5%) 2 (2.1%) & [4.6%)
biarrhea ' E 17.5%) 3 (3.2%) T(8.0%)
Dyspapsia ' 6 (6.5%) 9 {9.5%) 4 {4.6%)
Tooth disorder 5 (5.4%) 2 (2.1%) 2 (2.3%)
Vomiting 3 (3.2%) T (7.4%) 6 (6.9%)
. Abdominal pain ‘10 (10.8%) T {7.4%!} 10 (11.5%)
Nervous system
Rlzziness 22 (23.71%) 45 {47.4%) - 1& {(1B.4%)
Emotional lability . -6 {6.5%} 3 (3.2%) 10 {1.1%}
Hostility 1 (7.5%) 3 (3.2%) 0 (0%)
Inscmnia . 14 (1%.1%) i3 (13.7%) 4 (4.6%)
Hervousnegs 8 (§.6%) 6 (6.3%) 5 (5.7%)
. Adolescent Deprassion Study. {PRR 1320)/DOC E3116/Pagm 33
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 rable 7. Medication Doses ab Study Endpeint (¥=2731
Treatmént GEoup Daily Dmsa at Endpoint (mg) Numbar of Subjects (&)
Paroxetine 20 mg . §5 1484}
N=03 30 mg 22 (23.7%)
{0 mg 26 (28.0%)
Mean dose in mg t s.d. 20.0 £ B.54 my
Imipramine - 50 mg . _ 3 3w
. =85 100 mg _ 11 {11.5%)
150 mg 5 (5.3%)
200 mg 45 (47,4%)
250 mg . 15 {15.8%)
300 mg 16 (16.8%)
. ' ) Mean deze dn mg = s-d. 205.8 + 63.94 mg
Placsho 2 ocapsules 5 (5.7%)
HmBT 3 capsaules . . 5 (5.7%)
4 capsules 27 {31.0%)
5 capsules 14 (16.14)
. § capsules 36 (41.4%)
WB 202575
I hdolascent Depresaicn Study (PAR 329} /DOC 63116/Page 30
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P, 3@
Family history of 86% 90% 95%
major depression
nge at onset of first 13.1 & 2.8 13.2 £ 2.7 13.5 £ 2.3
epigode in years
{mean & s.d.)
‘Mean baseline HAMD 18.98 £ 0.43 18.11 £ 0.43 18,97 & 0.44
. total BooTe
teatures of : 36% : 35% 40 %
nglzncholic/
Endogenous depression
features of atypical  25% 163 28
dapresgalon
Comorbid peychiatric
diagnosis
. Any diagnosix qdl% 50% 45%
Anxiety disorder® - 19% . 26% z8%
Externalizing 25% 2613 208
disorder”
» Includes separation anxisty, panic I agoraphohla, agoraphobia, social
anxiety disorder, generalizad anxlely disorder,
» TIncludes conduct disordey, oppogitional deflant discrder, and attention
definit/hyperactivity.
o ‘ W8 202524
Adolescent Deprsssion Study (FAR 3291/00QC &3116/Page 29
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Taple 1. Demographic characteristics and mean baseline depression scores for

275 randemized subjects

ID=

Parametar Paroxetine NwS3 Imipramine ¥=35 Placebo N=87
Gendar M/F 35/58 39/5% 30/57
Mean age £ s.d. ¥} 14,8 & 1.6 1409 % 1.6 15,1 + 1.6
. Race
Caucagian 17 {82.8%) 83 (B7.4%) 70 {B0.5%)
Afrisan-hmerican 5 {5.4%) 3 {3.2%]) € (6.9%)
Asian-American 1 [1.1%) 2 [2.1%) 2 (2.3%)
Other 10 (l0.B®) 7 (7.4%) 9 {1D.3%)
. Child Global : 42.7 + 7.5 42,5 £ 7.4 42.8 £ 8.3
' ksamsament Scale :
[mean  5.d.)
" puration of current 14 + 18 14 & 1B 13 & 17
depreagive mpisode in
. months (mean * s.d.])
Number of prior
deprassive eplsodes
1 . 81% 79% 17%
2 T 14% 14%
23 7% 6% 8%

adolescent Depzassion Sstudy

{PAR 329)/DQC E311&/FPaga 28
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&8f QT intervals during imipramine therapy resulted in treatment

discomtinuation in ane-third of the 31,%% of subjects who prematurely stopped

treatment with the tricyclic antidepressant.

in conclusion,- the findings of this study provide avidenee of the
affectivenass ang safety of ths selective serotonin reuptake inhibiter,

paroxetine, in the treatment of adolascent depreasion. Additilonal atudias

are callaed for to define the optimal length of therapy and dose of selactive

serotonin reuptake inhibitera in this peopulation.
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e\ NGy

repreideprasaarts . Rother  s-udies in adQepsoasty-af noradrentzgic _
dveristle o\ ke wquied Jo address
antlidepressants not y=t clinicall%\ava&%ab¢1mm;y-p:anédi;33§;§$:?¥?gytttmrtm
. . i f
(e obu.m”no.r\ 9% cﬁ:&aﬁﬁk\ e TICRCY 'Qf
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6ur study employed & flexible-dose design in which dosas could he adjusted

pased on clinical rchponse and tolerability. Reughly half of subdadts were

maintained 2t B 20-mg dgily dode of parcxebing,

The mean daily dose of

paroxetine in thiy etudy wad 28 mg, which is comparable to the findings of

Flegisle-dese trxiale in adults (Claghorn, 1952:'Cohn and Wileox, 198Z2; Dunbaz

st al, 1591; Fabre, 1$32; Feighner and Boyezr, 1952; SBhrivastavs &%t al, 1992
smith and Glaudin,

1992} .

Tha adverse effect proflle of paroxztine in this adolescent population was
cengordant with that reported in studisas of edult patlents with deprégelon
(Claghorn, 1992; Cohn and Wilopw, 1992) Dunbar et a), 1981, Fabra, 1992,

Paighner aad Boyer, 1092; Shrivastava et al, 1932; Smith ang Gilawdin, 19324).

advarst chrdlovasgulay affects wers not chasrved in subjects freaved wiwh

parcxstine.

Ta contrast, tachycarzdia, postural hypetensien, and prolengation

515207 8M
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This demcnscration of efficacy for pazexetind FordliSr—dopportis—the indings

W%n(m rc,u{;"rmke b«n‘ant%"‘ O..r\‘{\c-lqu\b

of apen&labnl studies of p1:ﬂxet13ﬂF"fI3vBIEmIne“—fiﬁ&aa—ans_—fnm&d:urErg*ing
A

{Aptey et al, 19947 Boulos et al, 138%; Masi et al, 1997; McConville at al,

1896; Rey-Sanchez == al, 1997; Rodrigu4z-Rimos et al, 1996 Simeon et al,

1938), & retrospective r:ev:.aw of fiunxctim (Jain &t al, 1992 and %‘Ql, I

{rom

randomdeot, pplacebo~conirolled shodiwr-ofi—f£baendiiné (Emslic et al, 1997‘) ""‘\J'

weteticel coperconiyol ) 2, ARALD #

WD,{SCEO!&QI’ et al, 1993]2{th'“ findings of sfficagy for
paroxetbind and othar SSRIa are norablé in that randomized, doubl--bling,
p}.acﬂbo-cangrolled triale (Geller st al, 1980, 1988 ﬁuqhos st a.l, 1930;
Kashﬁni et al, 1964: Klein et al, 1992; Kramar and Feiguine, 1981; Xutchaer st
2o 19#4: Kye et al, 1996; petti and Law, 1982; Proskorn ek al, 1%87: Puig-
Antien &t al, 1987) end one meta—analysis (Bazell et Bl, 1933! have neot shown
ef?icagy for the trisyclic antidepressants in the Treatment of adolescent
depresglon. Becauss iﬂc frigyslis antidepregsants are ne longer under patenc
protaction and thay ard wésdcidced wigh_an unACoApTabiyY h.L.gh rigk of
cardiotoxicity, sapecially in children, further cantrolied gtudies of these

suek futurt
ageants ark not Liksly te ‘wa conducted. hee—sElOronergic-nabldeprmadents (ie,

LEd 1

Adolaazent Dapression Study [FAR 325y /D0C G3116/Page 20
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incsasEeq Or Gesreasss Ln body weight wers not observed &meng any of e

thohe LLARTMENY arms of this study.

OFf sumiects in bhe inipramine group who stopped therapy dug to adverse

eEfects, nearly coe=-third (13.7%) dad 3¢ Decauvse of cardipvascular affects,

including tachycardia, postural bypatension, and prolonged QT intarval. Mean

standing heart rats increzsed by 17 beats pex ninkte over bafeline smong

subjects treated with imipramine.

Weither paraxgtihe ror placebo was
Asrocipted with changes in hearg rate.

*

magaf e dueardtde
tholtrlatmant of adelsscent deprassied, Paraxetl

A A

E.FFEEEEEEL—JiE) X 01:'£' C
- This 418 the firat study ®e compareAAn 38ES With/% cricyellic ancidspressant in

ng was numerically supﬁriOI
| | anc
te placebo on all 8 Df_tha proapectively defined meazursd =} a:::ca:g)- g

.  ohhe hieally
Tk e Significantly m

ora effectivm than placebo with rugarzd

to the deprassion Lltem of the HAMD and =ns K-5AD&-L. the percent ol subjects

achiaving s CGI acors of'l (very much improved) or 2 (much improved),

and the
parcant of subjects achlieving fuli remisslon.

y15z0Z BM

Adclesceht Daprassion 3tudy {(FAR 3231 /00C €§311%/Page 18
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savarse Effects

Parcketing was wall-telesatad in cris adolescent papulation. The most commen

advarse offects reported guring paraxctine thezapy were headaghe, nausex,
dizrzinaas, 4ry meurh, ma sampolence (Table 5. Thess cogurred gt retes that
weze nimil;r Lo the placebo group with the gxceptlon af uomnaien;n, wh;ch
‘¢ccu:;edAat rates of 17.;% far pa:oxntigt and 3.4% for placebo. Dlzzineass,
dry mouth, headashs, nausea, and bachysardia ware mostfccmmonl-y reported

durlng imipreming treatment, Tremoz oeeurred in 10.84 of pazoxetine-, 14.7%

cf imipramine—, and 2.3% of plaseba-troataed subimcta,’

‘boverse eifecta in all sreatment groups qc'c;u:.re.-d most often during the flzét’
wetk aof Eherapy, Doaage reductlons were mo¥t aften required for somncolence,
inaomnik, and restleasness ancng parcketing-Treated subj-ctﬁ. Dry mouth,

. cunatipation, &nd tramor were the 203L common adverie wffocts ladding te
Q%P\imipraminl dowe radusticons. Prematuzra withdrawsl from tne srudy due to
\K\E‘ adverss effects occwzred at rataa of 3.7% fov parexetins, 31.3% for
%{‘\\\\6 imipramine, and 6.9% for placaba (Figurs 1}. Clinically significant
N1 ,
' e Vo

zignlficence?

£15207 g

i .

] ? 99 reviewsIz: Did betwmen-gzsup dlfferances attain atatiztical
| ,

|

. ' Adalkacent Deprasyion Otudy (AR 329]/@ £3116/Bage 18
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subjects in all treatmant Jroup

rpres, defined as & HAMD xotal scors < 8 at study endpol

wasks &f che study.

187/90; = 019 Yersus placabo},

versus pid ¢) s

and 46% ar placebo subjec{:s {46/87) at encpolht (EE‘iqu:
N

Although neither paroxetl

ne nor imipramire separadted statistically from

placeno ACLoOEl rhe secondary effd

50V of imipramine subjects {47/94;  P= 374

ancy variable$, impravements over basaline

o

wers achleved for each &«tlve treatment Goup.

deprossicn subscore (P=.043) and mean CGT scora (f=.084) trended towaxzd

. atatigticel =ignificance in the parexetine group,

wxhihited prograssively gredter wemission

nt, durling the Sigst ¢

femission wae achieved in 63.3% of paroxetine sunjscts

e 2. )
Sl ~ fieny G Yo dobboc o Uhelolel Mm__um—nw S,

£ \cws AL

o

@ ST T il

E-\Q.Mbp

Improvamants in the K-Suhe-L

but not in the imipramine

group (P=.98 and P=.89, rlt:spacti.vcly] {Table 4). ' :DQEF'; 1\/\[3- “\’LE{

Y we Saxp N@
CDPAthb(t' '
hosage Titzation _ - P\ QC»&/E)Q 2:-

. Nearly half ef subjects in the paroxetine group remaineg at the initial

stazting doge of 20 mg per day (48F). Hean dose at study endpodint fax

pAYeHALANG was 2B.0 mg (9.d. 2 8.54 mg) and for imlpramine wasz 205.8 mg (=.4.

-

63.94 mg). The most common “daaes” of placeds {adminlsterec as divided

dos«d] wers 4 capsules rper day (31.0%} and 6 sapsules per day (41.4%).

adolascont Depresélon Study (FAR J25)/DOC £1116/Page 17
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yregature Diadentinuavion

L botal of 190 sublects {694 af 275} iampletad.thi B—u‘uk study (Flgure 1).
premature wWithdrawel rates were 28% for parodstine, 40% for imipramine, and
244 for placebo. Btudy withdrawal due to advarse gffects was thas momt common

I

rmason far diszsnzinuation in the paroxeting 1$.7%) and imipremira (31.5114. O\J\d)‘;}gg -

&
- groups, respectively. Cardiac adverss aftacts led to withdrawal ameng 14% of %

sukiects in the imipramins gzoup (13 sumdacts). Protocol violatien,

tneiuding lack of compliance, was Lhe Most common Zsason for wichdrawel in

the placebs gzoup (8.0%).° LUQ o d W{-\-Jr@ ‘S‘\ﬂ%-‘p’h—tﬁ.w

‘&L-qupym aggrap{1ant ;
e8., dfelfcaap wy  wolhdrwwal

RIEioacy Reaulis \'Q-E \r\&uux\ g{wg -

0f the 8 primary wfficacy vaziablag, paroxetins separated stabiganically from
plaseso along 4 of the paramaters: remiasion, HAMD depregsed meod item, X-
gA05-L depresscd meod item, and CGI 2corm of 1 (vexy much impraved) or 2

[—’i‘m—& g A fardah i) SYRUREA Dlgadiee gw g GbRLARA
{much impreved)!iTaple 3). The reaponas to imipramine was. not signifieantly

differant than|placebo acraas agy ¢f the 8 primary efficacy variables.

© nevieweze: Did differeances between active tragtments and plecelo attalh
pteTlstical signiflcance?

Molescant Deprosgion Atudy {PAR 329)/DOC 631L16/Pags LG
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standard daviation er atandard error) and 45% confidence intervals are

reported where appropriate.
RLEULTS

Of ¥R¥ subjects who were_‘screencd, 275 were enrolled in the study and
randoml‘z?d fcz traatment (Fig\u.;c 3.3 Treatment groups werw well-matched with
regard to demographic characteristics and psychlatric profile (Table 1). A
typical subject was female, 15 years cf age, and Caucasian., Most subjects
. had a .pos_inive family history for depresaion and had experienced only one
prior episade of major depression. The mean duration of the current
depressive episode wag OVer o¢ne year, with a mean baseline HAMD total ascore
betwasn LB ‘and. 19, Approximately 30% of subjectalexhibil:cd features qf
. melancholic or endogencus depression, and 20% had featursas of atypical
depre=sion, Paychiatric comorbidity was QOmmen! anxiety disordara, such as
separation anxiety and sociél a;nxiety .diaordgr, and externalizing disorders;

occurred Ln approximately 20% to” 30% of subjects.

r

included in the Clinical Repert.
. 3 ppvigwers: How many subjects were screened?

Adblescent Depredsion Study (PAR 329)/00C §3L16/Page 15
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(ANOVA) imgpamentad in the SRS procecure Ge&n

eral Linear Models

{(GLM} . The
medel included terms for treatmanc goolp,

ftreacment interacticn. tategorical variables, such as tha percentage of

sunjects respanding te treatment,

were analyzed using logistic analyais
implsmenfed in the categ

orical medeling procedure [CATMOD] of tha SAS system.

l pair-wise comparisqns betwasn craat

ments were made at the 0,05 leval of
signlficance using the CONTRAST statement,

ALL statigtical tests comparing active treatments to placeho were two-t

ailed
and performed at an alpha level of 0.08.

Using a power of 0.B0, to deteor a

P

difference betwean active treatments and placebo, a sample size of 275

subjects was datermined a priowi as the target recrultment, EREficacy

analyses were carriad cut on the sample of randomized =ubjects wizh at least
. one post-baseline efficacy avaluation (8=275, referred to her=in as the

varficacy population®).

For subjects who did mot complets the entire study,
endpoint was dafined as the last eval

uation during treatment and was used a3
an eatimate of the missing data

{ie, last obaervatlion carried forward) i this

wax the primary populatien raporcted.

W
o]
Data are reported as mean values (& §
o
jast
s
' Reviewers; I8 khis gtatement necezsary? 1f mo, the cut-ofl point waarno:
"I" A T - e Negin wEH - = taralanhoaal LUR wayl e ISV D R gy
Lo W T 1A 8y NTOs Ca oo
Adolascent Dapreszion Study (PAR 328)/DOC 63116/Page 14
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mg or 300 mg per day were reduced by 50 ag, ‘and 3ubicocts at £ 200 mg
nec

imipramine were Wwithdrawn fvamh whé study

Cardiova::ﬁlbr paArAmecers

masitating doaage reduction or studvy witherawal wers defined prospectively

a5 heart ate @ 110 beats per minute {bpm! At two cOnMecutive visivs, or hesrs
rate &

130 bpth bt a zingle visit) systolle blood prassure 2 140 mmig/diascelic
blood presauce € Bh mwndls) PR intaryvel

0.01 seconea; QRS interval 2z 0.12
secondy and = 150% of baseldné, oz QTC intarval & 0.4% zeconds.

Biood samples were optained at weeks 4 and B for determination of plasma

concentrations of imipramine, desmethylimipramine {the madcr,
pharmagelagicelly aztive,

etabolite of imipramine), and paroxetine

Subiects wers wilthdrawn IfzZem the study if the sombined Loipramine and

daam&thylimlpramine concentratbion sxceaded 500 ng/mL

A The paroxetines plzemi
v C\’iO\ concantration cat=-gff point for study withdrawal was Xx¥xx.*!
P,
\% % y LJ&'??
QQ (\, ‘-?’U I8

Staa:ti.au Mayghods

thanges from bassling to sndpoint in the total HAMD sqors, CGIL inproveamant

scala, and K-SADS<L were anaiyzed by uaing a 2-Idagtor analYaas of varianca

e 20259

Adcleszent Daprasalen Study (ERR 329} /P04 63116/Page 13
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nad mchisved & HAMD score ¥ B oy a 2 50b reduetion in passline HAMD kcore,

Remizsrion wae derinsd as a HAMD gscore s § ac andpeint

The secondary s#fficacy parameters consisted of .) Rutoncmous Function
Checkiist, completed by the perent, that kssadded the subject’a autonomy in
pocforming daily Qttivitill”{Sigltoos‘at 21, 1988); I} §elf Parcaption
p:;:i;a,. gumplated by the subject &o determine Bili-es-tgem (Hart.er_, 1888, ;

an¢ 1) Sickness Impact Scale, completed by the subdmet, Lo measure pressnt

health and quality of life (Bergnar ot &L, L981).

;\;lv-rsa‘ sventy, hazrt rate, blopd preasure, and bedy weight were determined
at msach waaklyrviait. Rhythm $Trip EKGS wWere obtainsd &t aach viasit, and 12=
lxad EKGs wersm cbtained duzing the acreening phase and #t weeka 4 and 8.

Routing clinleal laboratsry studies wers condusted doving the screening phaae

and &%t weekx B, or upen study withdrawal.

Changes in cardiovaxeular prametars ragulred dosage reduckisrs.

Dodes wers

veduced hy 10 mg for paroxatine dones of 30 mg or 40 nmg; dubjects at 20 ng

paroxetine wars withdgawn Zram the study. Similarly, imipramins dogep of 250

WB 202507
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per day for WeeX ; and 2o 300 mg pel day For wgaky & through § Were allowed

Lf dudged necesldry by the invescigator.

" Supportive CEAS qnanagement way provided e all subjacts at &ath weekly elinic
visic ascordipg te the methed described by Fawcatt (Fawesty ec al, 19873 .

: Sucj{ panagemant Wajs Limited to cll_nical guppart and cbhservatlion af traatmant
affactp ame grriprly pronibited interperganal or cognitiva/beneavioral

paychocherapeutic intarventians.

. Efficacy and Jafsty Evaluation
qulpuing randomisition, subjects were seen gt weekly inkorvals and gvaluatad
with standardized ilngrrionents and global asasssments for sfficacy. Eight

primary efficacy paramRers ware assexsed: 1) remiszidn At endpoint; 2}

: responas at sndpeint; 3) change in The depressed mood item of the RAME; '

changs fn tha deprassion ltem of the X~8ADS~L: 5] CGI improvement scorwa of .

{vaIy much improved) or 2 (much improved); 6) changa in the $=item den-ession

subscala of the K-SADE-L; 71 mean Clinical Glebal Impressions {GGI)

Lmprovement acores; and 8) change from bastling in HAMD TOLRL ¥¢exe.

T

Subischs Werz considarag e be responciars Lf, AT tne and of wwgatment, They

W8 202508

. ndolesewnt Depreszion EFrudy (PAR 129) /D0 63114/ 7age 11
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within 30 days of study eatry,qr within 3 halfelived Qf thie drug. Females
who werg praqnin: or braxsavfasding, and those who wWere sexually active and

4ot using reliable contraception were also exciuded.

Blinding, Randemixmtdon, and Tresetmant

" ALl subjmats underwent 4 7- to 10-day screening phase to doeuesmine

persistence of entry diagnostic and sdverity eligibility cwlteris and to
sbrain baseline globzl functioning scorey, physical sxamination, and clinical
'.abcntcl!ry studiea, Ua_f.nq 3 computér-generated lList, subjects w_nc still m%tﬁ‘{ﬂ
criteria wapre randomized to.an 8-waex course of trentment wizh parcxatine,
j.mipramine, a:'placuba inl 1 1:1'._1 ratio. T;hlats ware oversneapsulatsd in
matching capsiies to preserve medicatlon blinding. Subjects sd$igned o
paroxetins traatment received 20 mg per day in the morning for weeks 1
through 4. Opticnal dosags lucreases to 30 ing Puaxaﬁinn per day were
aliowqd at week ?"nd ‘to 40 my per day at waeés € through ¢ 17 deemed
n-cellgry by tha }n?faﬁiéfF?r<1”?@ipr?¢ine Treatment was inltlated with a
forc;ﬁ tieration achedule in which subiscts raceivad dally doasy of 50 my

during wask 1, 100 mg {in divided deoses) during week 2, 150 mg durlng week 3.

and 200 mg during week 4. Thareaftar, opticnal dosage increases to 230 my

Adol48CAnt Daprasalon ¥uudy (FRR 328)/D0C §3L16/7age 10
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Lntarviawed separdtely

For those cases where Thexs exigred 2 significant
discrepancy belween infosmasion provided by th

e pdalascent and The parant,
the <l

inician met w;nh Both thi~a#Dla#eﬁﬂt*uﬂﬁ“tht“ptrtﬂt ro 2disguss the
\f\t’
obrfane g

rU\Mf
infsrmation, &nd r4nch a'conaEﬂﬁLs¢

penX Wik 5‘ne, 3\
agraed that:ih#

4

fuld *o rtdx:ﬁl
f&ligiblg gunjects and thair pnr.nt(a}
(nvs hgadof ew

v The

T nad a disorder requiring breAtmaent.
the diagnosis was hot gaztaln

M sages whave
angdioctapas of the acrasning intervigw wgre
r

gviewed and the diagnosiz was varified furcher by an indspenfant &xXpert fromn
aAnoT

rher participating alte pricr to certifying srudy mligibilitvy

. Subjects® WAER B €

urrent or lifetime BSM-III-R diagnoais ¢l nipolar dlaorder,

schizo-affsstive dingrder, sating digorcder, alcohol or AuBEtAncs WEe
disorder

obsessive-compulsive disorser, autien/pervasive mental disorder, or

erganic brain dizorder were axcluded frem conzideration

A diagnosis of
poat-treumatie stress dimcrder within 12 montha of feeruitment Was also

Tehtkdrzwd nx:lu:icnlr%/ § Wax current suicidal ideation or a nistery of

guicide athtwsompts by drug overdose(with intent or specific plany &ny madical
_~

condlition in which the uie of an antidsprassant was contzreindlcated, suzrent

pEychotrople drug use, AN adacquate trisl

<f antidapressant madication within
of e ;
5 menthg of =tudy entry, or expmaurr ko e,ther investigationsl druguse-
AN ‘

Mielassenl Depreasion Study (PARR 12§)/00C £IliG/Page 3
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i987) critebia for & curzant

[(DAM-TII-R) (Americdn Peyzhigtric Association,

episode of major depression of #2 ledst & weaks in duratieh Wére enrolled

Hujor deprédsion wWaz dlaqﬂo:ld by structured. Lnterview using the juvenile

~578]

The K-S ADS  cederence Swould ke 1ngeri
of the Schgdule for Affadtive Disorvers
S

°

and Spivzer,

version (Endicoty
~-L) rating scale,

tiferlme Varsian (£-S5ADE

anc Schizophrania for Adolegcents -

The K-

which haz beern modified from the adult SADS assessment techniqus,

8ADS~L uues separate patien‘-lhd parent reports to asseId lifstima pregence
fhe

. ' aﬁwe\
of atractive and schizophrenlc disnrd-rs,F:%*4n480n—dt£so&hzhxggggggix¢;yb_

Thweg T IRTwAe full range of childhood and mdoleazent baychopathological

eriteria for|major depreseien,

conditions. In addition ko fulfilling

subjects wers reguired te have & total scare oh the 17w=item Hamilton

Depresslon Rating {HAM~D) scale of aT léast 12, & Child Global Aszassment

and an Intelligsnce Quotlient (IQ) score of

Scllertc-CAS} §core lmea than €0
all

at least 80, ap determinkd by the Feabody Pigfure Vocsbulery Tast.

ubjects were medicslly heaithy,

Porwntial Bartigipanta in the atudy weru sereensd inltially by telephcne, and

candidatas who werd conaidermd Likely to meat diaghortis Sritesia Were
. . il
T =
w0
mralusted immediately at the study sius. Adolescants and parenty Hex4 b
™
fas
=
} Reviewers: How many supjectd wars scraaned?
hdnlescant Deprozsion frudy (PAR 325]/DOC 63116/Fage 8
PAR0Q0212934
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double-blind, placebo-contralled compacison of a selective serotonin reuptake
{nhibitor, paroxdatine, . )

trieycli¢ antidapressant, imipramine.

METHODE

to__,; = pho—akn N o T I NIV TEL SRR :j
. - Btady Dasmign

This was an B-week, multicenter, doublw-blind. randomized, parallel~design,

placebo-gontrelled comparisen of paroxetine and lmipramine therapy in

adolescents with wajor depreszion.

—

The trial was counducted at 10 cenﬁers in
the United Statea and two ih Canada. XX¥ subjects’? were screaned for

Po O~
N, P
eligibility, and 275 subjects were randomized to active treatment. The trial

wan conducted in accordance with gosg Clinical Fractices and the Helsinki

bmclaratien. All subjects and thelr parentis) provided written informed

pongdent before entry into the study.

Bationt Eligibilitey

Male and female subjecta}agas 12 through 18 years of age, Tulfilling the

 pr Ryan:

piagrostil and Statistical Manual of Mental Disorderns, Third Editipn, revised
plesase provide complete citation for this paper;
¥adLine did not identify- it,

5 aearch of

WB 20250'1
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time, cardiovascular seffects and lethality in ovard059.335ociatad with the
¢rieyclic agents has groatly limited thelr use in cliﬁicai practice.
Incentional overdase of cardiotoxic tricyclic antidepresaants ia a -
particularly éalient cengern for younge; patients for whom subeddgrity-mey-ba

. i
o Factom UM of MudedTR A Raeeidd  Sdongi A g:
~

e N S c\;euhai Lt D e W \0dlLG;L4 . ﬁp\ JCUNEAE ) N
(runmaaphosns rhy R FEPHL. TP~ _ VR TC I s poptalodoans

P

gines their commercial availability, the safety, tolerability, and

L ia YAt s SRRl Yo pdofestsnil 3

effectivenass of selective serotonin reuptakae: inhibitors (SSRIsflﬁava heen

noted in several open-label reports (Apter et al, 1994 Boulos et al, 1992;

Masi et &}, 1597; McConville et al, 1996} Rey-Sancher et al, 1837; Rodrigumz-~

Ramos at al, 1936; Simeon et al, 1998). Although controlled trials reamain

the standard aqaihst which effactiveness is determined, dnly three have busn

reported [Emslie et al} 1997; Simeon et al, 1996; Strober st al, 199%%) , One

_ 5 Vg '
placebo-gentrolled study (Emslie et al, 15597) shame & drug-placebe difference
T e © pabide 0ot \mn Tun dBrDAt - £~au\ wa  Beng b arlaeds

in efficacy of 23%.\_Rnother study; employing a historical cazse control

design (Strober et al, 1999) demonatrated greatex efficacy of Lluoxetine

compared to imipramine in a seversly ill, inpatient populatien of adolegcents

with major dapresaion. We now report principal Iindings from the first

WB 202501
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INTRODUCTION

The treatment of depresalon in adelescents is an area of burgsoning redearch
interasat, Unfortunately, few weil-controlled, large-scale, randomized

azpignment clinical trialg bave been conducted in. thils populatien to date’
oY of  apdiamal adiedhy ed dsaTNes o DR T RENTC oo GIRTPRE- TN -.l.m.»Ll:
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| Data from the 1,769 adolescents and young adult partieipants in the NHational

Uemorbidity Survey (Kessler et al, 1998} indicate a lifetime ﬁrcvalence rate

of 15.3% for major dapresalon, comparable to the 17% lifetime prevalence of

depression in adults (Kessler et al, 1994). As with adults, thé courss of

. major depres=zion in adolescents ig often charagterized by probracted

plsodes, frequent recurrance, and impairment in social and academ;,c demains
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The efficacy of trieyelic antldepressants have besn 1nvestlgnted in at lsast

11 douhle-biind, randomized studies {Dulean et al, 1598; Ryan and Varma,

1998), none demeonstrating superiority ¢f active treatment over placebo.
However, methodplogical deficiencies in thege studies, including very small
T

sample aizes and heterogeneity of diagnosti{c compoaition of subijscts, limit

statistical inference and gemeralizability of the findings. AL the same
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K~SKDS-L depressed mood item, and ¢GI score-of 1 or 2. 10 QONLYasy, the
therapeutlic response to imipramine was not gsignificantly different than
plagebg Ior any of the measures of antidepresasant efficacy. Neither

paroxetine nor imipramine differed from placebo acrosad tha behavicral

measurss, nowsver, impraovements over bassline weis af L for each :
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frsatment group. |Parosetine was very well=tolarated, with adverse effects| Y.
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that were similar in spectrum and severity as observad durihg treatment o

adults. Imipramine wag less well-tolerated, with 31.5% o¥ subjects

T

withdrawing from the study due to adverse effact&.
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of ths subjects stopping

imipramine tharapy, nearly one-third did go because of advarsa cardiovasgular

effects, including tachycardia, poatural hypotenalon, and ECC abnormalities.
[

conclugions: Paroxetine imjmafe and affastive Traatient o 10

the adolescent patient. Further studies are warranted to determine the-

. : optimal dose and guration af therapy.
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ABSTRACT (404}

Coptmxt: Deprassion is a highly prevalent discrder among adolescantsy
r~d Y ol VW M Saand C_HJM'&M\“WWQA@;MHT
mnticdeprassant treatment of adolescent depressisn iy vastly understudied.
Tricyclic antidepressanta, with their attendant cardiovexicity and lethality

in overdeas, are the best stugdied agents te date., Until now there have been

H

no gouble=biind, placebe-contzolled comparisans of-a selective serotani
' RSV e e At

Objectiva: To compare the efficacy and safety of paroxetine and
"imipramine with placebo in the treatment of adolescsnt depreasxion,
" Dmpign: Eight-week, multicenter, randomized, double-blingd trial.

Setting and Bubjactni:gzgj§éolescent gubjects (agms 12 to 18 yeazs) 8 L \hij
meeting D

SM~TII-R critpria for major depression wers randomized to treatment
at 10 centers in the United States and 2 in Canada.

Intarvantion: After a 7- to iﬁ—day screening perlod, subjeats racaivpd
a double-blind 8-week course of paroxetina, imipramine, or ﬁatching placebo.
VFarbxétine was administered in doses of 20 mq to 40 mg/day. Imipfaminc
therapy was gradually titrated upgards, based on tolerance and response, to a

maximim of 300 mg/day.

Main Outcome Memsurms: 1} Percentage ramisslon at endpoint (HAMD score < B

at endpoint); 2) percentage responsge at endpoint (2 BAMD score £ 8 or a = 56%
reduction in basellne HAMD score); 3} depressed meod item of HAMD; 4
depression item of K-SADS-L; 5) CGI improvement scores of 1 (very much
improved) or 2 (much improved):-ﬁ) 9-item depressiaon subﬁcala of K-SADS-L; 7)

mean CGI imprevement scores; and B) change from baseline HAMD total scare,

Mezaures of behavior {Autonomous Function Checklist; Self Perception Profile;

T

Sickness Impact Scale) were also axsessed.

Results; Erfficacy waa demonstrated foz paroxetine, with significantly
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greatesr improvement across measures of remission, HAMD depressed mood item,
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