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PepperrrrintFTozac 
I

s your daughter depressed about acne? Saon, you may be 
able to tnkc her to." dermutoloalst for pcp,>ermlnt·navorccl 
Proznc. Is your son blue over an ingrown toenail? Take 
hhn to 1\ podhmist for !:OJ\10 nntldeprcGsnnts, fs he angry 

about ha"ing to wear braces? Mis orthodontist Inn)' soon be 
handing out pillll;tlong with" dinosnur toothbnu:h, 

Already, at least 580,000 children arc being prescribe~ anti­
dcprcssnnts-rmd tltosc num bcrs al-e likely to increase dramnl· 
ienlly. Fol' now, cloctors can prescribe 
Prozac to kids b'1t Ell Lilly, which manu­
fnettlrcs the cln1g, can't mnrket it as a 
children's remedy. According to the 
.'1\fcdicalScimlccsOull~:tin, howeve1·, •the 
FDA ls C\ll'rently evaluating Prozac for 
usc ns an antidepressant in child t-en." Jf 
the FOA gives its bleulng, Eli Lilly will 
be free to paddle "ehl1drcn'11" Pt·ozae­
cspccially now that the llt.>A is about to 
. clear tbe WilY for TV advertising of pre­
scription drugs. The compnny already 
hns on the mnrl<ct a peppermtnt·fln­
vored \'Crsion ofPI'Oznc, And where Pro· 
zac 1 eads, othc1· anti d epressant.!l, such as 
Zoloft and Paxil, nro sure to follow. 

Doctors may prescribe llntidepre.s­
sants to cbild•·en without any psychiat­
ric cvnluatlon. Yet the symptoms used 
to Jdenti{ydepression in a t·ecent l'rozac 
ad range fl·om feeling "tlmlSllltlly sad or 
irrltnble" to finding it "hard to concl!n· 
tra.te.~ I have two henlthy little girls, 
nges G and a, both of whom haw e.lqleri· 

· enced theso lifl1lptoms .. Indeed, I don't 
'know any nonnal children who haven't. 

nbuse. [t is ottr job tiG p•ll'l:nts to help our kids navigntc life's 
emotional. roller coastc1·. Their mentnl healll1 depends not 
only on lhciL' life c:ocpcricnces-good nnd bnd~but on how they 
learn to•cope \\ith them. 

. Children beluwe notoriously in line with the e;(peetations of 
the adults uround them. If we thin 1< they can't cope withol1t a 
1,111, they will gl'ow up believing that. If we ·teach our cltildron 
that pill:j \\ill make them feel b!)tter, howcnn we then tell them 

not to try a joint or a few d•inks.to lift 
\ theirspirit<>? · 

· It may not be long before strOS!lod 
pRrents and teachct'S, bombnrded with 
nds promising immediate relief for 
their kids-and themsclws-will tum 
to Protae with alanl1lng frequency. For· 
ty percent of American children live 
whhout n father In the house. Iiow 
tempting antidepressants Will seem to 
tho'se overwhelmed mothers. · . 

One pliychologist, Barbara Ingersoll, 
recently proclaimed that before long 
"n1ood disorders will be trcatocl not as 
exotic, uncommon conditioJtJ in chil" 
drcn but mot-e like (cavities] oL' poor \li­
llion .. , There won't be a stifmn for kids 
on Prozac-the stigma ,vjl · be on not 
takillg Pi'!Jzac." In the past, the upper 
classes typically dealt with the &tresses 
of childhood by &ending their kids to 
boonling school. Now, instead of being 
sent to Hotchkiss, children call be 
tl'nnsported to Cnmp Proinc. 

No doubt there nre chi1dre11 and teen· Will Pntlac he UGOII ror childhood bluas? . 
agers who could gem1incly benefit from 

'l'hcro are $0 mnny forces pushing us 
to accelerate the use of antidepressants 
for childNll1. But we nC!ed to slow down. 
"Childl<en are So vulnerable," says Mi­
chael Ftlenza, presl~ent and CEO of the · 
N11tionnl Mental Health Association. 
·\.Ye don't ltaw 1\ good body or research 
)'et about how nnti~lep1-essnnts will af­
fect them long term." Even in Aldous 
Hmdey'$ Brav6 Netu U.Wld, Soma-the 
clntg tl1at kept eve1-yni'C mllnngcnbly 

antidepressants. Hutit"s easy to sec how 
millions might winclttp taking llntide­
pressnnts ns a false cttre for chilclhood 
and ll(lolcscenee, One father In South· 
em CnliromiR wrote to me recently to 
say that one of his ~:on's friends is on 
:mlidepross:.nts "bcc~usc her pnrcnt& 
arc'toostl'ict' and she is dcptessedatnot 

Overprescribing nnti..­
clcpressants to ldcls is a 

form of chjJd a btise. 

being nble to do whtlt other kids do," 
1\ passing cloud. Signs of depression nmy be nothing more 

than n passing cloud-or an indication of unresol\•cd grief 1\1\ll 
loss. A doctor spending a f•~w minutes wHh n child cannot pns· 
::ibly know the difference, "It's part of the huntR\\ oondition to 
feel cnu'iml}" if somrthing bad is hnppening in onc'li lire," !inys 
Harol<l Koplc\\icz, vice chail'mnn of psychlnll'}' nt the New 
York Uni\'crsity lHcdienl Center. "But thnt is \'err diffet"CI\t 
f1·om hn\'ing 11 clinicnl di&Ol'tler." 

Indeed, J;ubstituting the quick fiJC of a drug for the oflCI\ 
fruslr•Hing I'Cillil)' or parenting can be a ,;uhtle f<•rm of chil~l 

numb-wasn't put In the kid~;' bottle~;. 
Here is a modest solution. Until nnu:lllllO\'e is known about 

the effects of nntidcpressa.nts oi1 children's brains, why can't 
doctors silllply refuse to prescribe tho dn1gs without n fu U psy­
c:hh\tl'ic e\·nhHltion? Sh\('.e Eli Lilly claims to be concerned pri­
Jnarily with the 111entnl health of its custo'mc•-s-as opposed to 
C)pt:ning nn cnormou·s new m:ttkct for Proznc~company cxcc­
u!lws ~\uuld no doubt agree to such a I'CStt·lction. And If they 
find thnt pill.ioo hlll'd to swallow, mnybc the •·uA'could gh•c it 
to them in a nice peppel'mint·fhwored \'Crsion. • 

,·1 ria 11 ua lfi!Oinf,ltltl ;~ '' llatiotW-1111 symUt:atcd cCJlumnist. 

' ~ 
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· - IJnl&s: Clildren are the next · maretlianl7 miWon American& And u Ell·:· ~haw al1erattcmaf bnln chemiab:y ina cbild - treated not aa e~~~tic:.; unc:ammon ocmdilibns 
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-~ · • · · - I..tlly.~·a~cturer,-~·in-.the.~ .. misht~~~~~-M.t."': -_ .;·· · .- lncllil~~~~e!iePtal¢ayjti.esor 
target_ as antideprestnts are . . - .amall ~'of .tbe ad-on strict -lawyer&' •·. t.lll.Y• 'worldwide sales In 1996' were . war vision. .Iage&C?Illlas -~ ~ ~ 
marketed like ~dy bars~·. · ·orders EIQ. doubt~~ .ha4 not .n· come··up. · -W& 'bimoD. uP by l4%:·~·1S9s. _ .; · annJt ~'·~ ~~ll:~·~ be·.a: stigma~ 

. · .. ,. :• . .::·--~~ 'l;hlt ~ .i~Ae-~ nsted under. ';- 'Iii tha.'narcll !or ever-expanding inar- Jrtida OZl ~4be -~:will ~be ~ no~ 
-----------~--··_..,\.,··PX:e~a"Qtio!IJ.i_·_ra~ge: frpm ~et,-.. (I :tm eblldrenwereboundtc~Lilly'anm·· ___ takln.g~.. · -- · · 
By~A~ ... · ~~~~~::~~ -~ ~.Butwhy_cfoesthe·FDA.aoeag8i-~· · _:·:~=r~=:a~:!=~ 
. - · _ . . - cure or . . . protect. cblldren from tobacco, have to '. the. water' in.qlply like. fi.Ucride. A.itd sfnce 
~ lat Ame~.t fundamezitana:ta · ablynotthecme_~~lnmind). ·. ~~ate! .. Alread,y, ~·· PreeCrfp~ ·:_nobOdyiB~~abuncb,¢.eiihfll-· 

acknoWledge_ that t:Jl.ert: 18. no.abaa~ pro- Despi~ a page. choc:k:a-block. W!th~ .. ~of~ ~tl ~ve ~ srader.; why: not- sell:.it in .. VeJ~.ding 
tectian of free ll!leech m the Constihl:Uo~~:- ~ . small-p~t warmnga and·. small-pr1n~ fnmi342,900 In 1.994 ~ 5'19,700·m 1996. · machi.!lea! Exi.t . .rae camel.- Enter Jl>e 

· Cryingfirein.aczowdedtbealerbnatcov-_ adv:tce- to ~onsult a db~tQr. LUly. baa __ .... -~-ia.qbvipUslya.~.~tq~af_,~;~·: . __ - _ .:._. · · -·_· . _ .. .... -_ 
, · .. ere4:. N~lther .-fs ·false ad~.- ~e ~ :· .. ]#lwiched a mul~-daUar ad ~-T. :- :rhllrfrym, u .. tbift is_-a ·I!UBU:~ .af. ;:;_f .;-':A,t:the·y~ ;rno«Q~ ~~-are bomb;ardlng 

fb.re&-'page Prclzae ad_DOW nnmfDg In IJl!IB'• _!pedfically deslgne:cl to ~ docf.m&_ aJI4 'adults, w-ho ~~ fnxn i'en!ri! ~ .. our· cliD.dren ~th acla· and serm.cmJ about 
-a.zinH ~ ~country~ Ttme t,a . .- target ~era_d.ir~_tly. · · ·_ .. _ ·. .. · . that needs to be medi<:all;rtreated. But tb1a ~ ''Do': ~ m;uga.· we are blurring far 
Coamapalitan~ morBlly indef~le. · ' Treating life as an Wneaa ill bad enough.· -. glpsay. (l.d campaign is ~l for them. ·The them any cDatinct.itm between feeling~ 

Under a storm cloud that on the aeccmd Buttreaqchildbcochsadiaeaseistraglc. . t:miaformatlonafagra.yclood.into ayellaw from-.P:ozlt~ ·and life~E'g ~ .... ~~ 
pageiamagicallytransformedfntoa brf&ht. And, 11\'l1al m.akea the timing· of this ~_. .. sun 1J1 Intended -to eanvfnoe -the average·,·· .l"l'heUI!etamfned .. nat ww-a.u .... ""-'6<, 

anm, the adlnfarms us that "Whe11 you·r~ paign~~-11-¥ft·alind~wi1h .. AmencanpursulcghappimsandJi.01:~ sald.Socre~wearetea~-aur~­
ci1Ji1cally. depressed ..• you may have · the·p~Ucation~of ~--OIHY ·larg~sca!e · _:findlngl:tthat:th~ll~iDstant~at · ~t!:"~~~~:::e: 
tnlab!e sleeping. Feel unusually sad or - &tu.tfy on the e.ffec:ta af anti~depr~ on -baUd. ·1dore ~ ls the fact that the - In the bra -ew w L:i ' designer droga. 
Irritable! Ffnd it hard to ca_nc:entrate? Lose . kids. wlllch'·fa.:~ oBed by U!Iy_ ~ get· .. cbUdfab dra~---~ clear.Ur ·aimed at we just~:~ ~er pill an.d}!ead tar 
yaur~'!'Lack.energy? Orhavetrou- _. Food~~ptuB.:Adminfstratio!;l~far. stre!iaed~ut'ParenW ~~~deal~ anathermeet:mg. . ·- · 
bl~ feelms ~!~are~ ~.tlle childreD.s ~: The. Ual.vemtty _af..Tep.~ children "W:ho. ~· a.ctlng. ap, :fu!.vmg ~ · .. · And W& don't evt!ll see the absUrdity -of a 
I!YtJlPtomli: that can ponn to dspr~n. itud,y faun4 that abol1t half of the ro 8- ~ . -at ~1 or BiiDPlY ·hems l',lloo<b". The aalu.- majOr advertising·campajgil for' a presc:rip-

Thesearealaosomeafthesymptomathat· 18-y~-olda lmproved.--.BI,lt.th~;so did tion ls slmple:·Drug tbem.up ~ yo~ ti.oD. drug for clinical ~reai.cm. aggres-
ean paint to Jife.IB there 8.I1J'bod;r on this ~thirdof~onapla~ · · · .' . expeetatitma, ·.• _ _ .. .- •· . lliV'elyawketed.Iikea·new'c:andybar. The 
p~.wha has never-lacked ~ergy, ~t · OnBilch,msb•kabJe.el!idence,~e.FDAia · ... Cliildrelionfrot.ae;"BarbaralngesOU.a kiddie Prozac about .to debut:ts in fact 

,3 , ,;, ·c -, . sad or irritable. Wund~t hard to~entrate . ·widely ~tO declare·~ ·a drug c:b:fld~ cheerilyproclafms "'tell .. _ rJ:enn,int~Jiayored.. Which ~es Eli 
;:0,·,.. ~- · ar had trouble sleeping! Because if there is. , . approved fDr children_ JsJI. Wendy NeQ- . ur.they are I!Ct as ai!8l'Y and not a,a tem: justa big-time drug puaher. 
to .. - I would sure like to meet that perfec~ berger, a· pediatrician who refused to pre- . peramental, behave better ~ f.i!el better. . _ _ . 
§ ~ spedme11. .: scrfbeProzac.putlt:"'PMzacisadrugtbat 'IUsatremendousdev~t.Wecanaee · ·. At?mM Hut/i:zgttm u a~ eo!-
~~~- ~ Prozac has already been ~ribed to alters .brain chemistry, and -we don't k:naw a .future w~ere.moad disorders· will be . wnnilt._E-maiZ: arlmmalmf@110~ 
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Lilly does ~ market Prozac for use in :tfng cllildre:n and adolescents. To diu, 
Prozac has been cleared by the FDA for use In treatms patil~1ts 18 years of 
ageandold . 

Lilly has not ought an indication from FDA for the use of Proac .W cbildreu 
al1CI adolesc ts. The c:ompany did ly ~pply data to the FDA concerning 
Prozac's use these populations. How ver~ this was done in response to 8D FOA 
request that td/ pbsim.al;eutical compeui provide the a.geDCy pediatric data 
rel~ted to a vldety ofmodicines. . . · . . . 

• • Pediatric ession cau be a serious i e.ss UI.Cl can be especially difficult to 
disgnose. . deciSion to diagnose and pediatric depression should be made 
only after a orouah e-valuation by a chi d psychiatrist. 
. I . . 

• We share the oncem that my use of an depressants in childr:en ~uld pro<:eed 
with great ca tion Wltil more reseilrch is done. · 

I 

- .. · ·· --· ·. ·-" r-· · > .. 1. ·-· ...... _. --· 
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(ofl. :cr0 r-:-a 
volved in their own health care . 

·. But, says Nancy Ostrove; a public 
health analyst h1 FDA's division.of drug 
marketing, advertising, and comm · nica­
tions, "Direct-to-consumer adverti ing is 
not inherently bad or good. It can e 
useful or harmful, depending on h w it's 
done." .. 

~ Truth In Advertising 
{\-- FDA has {egulated the advertisi 

prescription drug products since 1 62, 
under the Federal Food, Drug, and Cos· 
metic Act and related regulations. ost 
other advertising, including the adtertis· 
ing of. over-the-counter drugs, is rdgu· . 
lated by rhe Federal Trade Comm±' sion, 
under a different set of rules. 

FDA generally interprets the te "ad-
vertisement" to cover information ther 
than labeling that promotes a prod ct. 
The term includes promotions bro doast 
on television or radio, conducted y 
t~lephone, or printed in magazine 
newspapers. (Also see "Drug Pro 
in Cyberspace.") 
· For many years, prescription d 

makers promoted their products e clu· 
sively to health-care professionals But 
about 15 years ago, some manufH turers 
began to produce ads targeted to c n­
sumers. 

Since then, direct-to-consumer dver­
tising has become a popular prom tiona! 
tool. In 1996 alone, prescription d g 
manufacturers spent almost $600 illion 
on this type of advertising, accord ng to 
Competitive, Media Reporting, w ich 
projects 1997 spending to be at le st . 

twice that. ~ .. 
And co.nsumer-directed ads see to be 

capturing consumers' attention. I a 
1996 study by drug industry cons ltlint 
Scott-Levin, three-quarters of the ac­
tors surveyed said their patients h~ve 
talked about drug ads they heard 1r saw. 

FDA regulates consumer-direct d ads 
under the same regulations as pro es­
sional-directed ones. Like promot~ons 
directed to health-care providers, bon­
sumer ads may only make claims ~hat 
are supported by scientific evidenbe and 
that are not inconsistent with the fDA­
approved product labeling. And, like 
professional· directed advertiseme ts, 
they inay not be false or misleadi g. 

FDA oversight helps ensure tha con-· 
sumers understand both the benef ts and 

8 / .Jonuory-February 1 998 / FDA Co sumar 

• ,, . 
.. : . 

·~·· ·, . .:} .· . 

·• 
does not require pre-clearance of promotional materials. But 

PA.,,;a<>~ .. drug companies' draft promotional materials at their 
an advertisement a company is using is false or misleading, 

agency may .take eb:rorcetne:nt action against the company. The agency regulates 
drug company's drug promotions, including the promotional tactics 
salespeople. 

For the least violations of advertising regulations. FDA will send the 
d letter•:• outlining FDA's findings. · ·. 
.violations, FDA may issue ·a "warning letter'' requesting 

stop the violative advertising and. in many cases, take 

company may be asked to send a ":pear Doctor" letter to aJ 
tion to FDA's finding. The company may also be asked 

ents setting forth FDA's concerns and bringing the ad's l""!l'""l&" 
ally, a warning letter may request. that a company send its 

als to FDA for clearance before they are used. , 
untitled letters and warning letters, FDA may stop Jiolative 

a:fll:ec1ted products or enjoining the use of promotions that make 
These actions nnd the most serious remedy, criminal nr.-oo:~"ot•n 

coinDIUlY or the individuals involved, are used rarely-generally 

-T.N. 

are involved. 
action isn't the only thing that keeps companies honest, 

AsSociation of Advertising Agencies. ''A drug coJnp;~nv 
loose wi.th the rules because its most important asset is its 

people." • 
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~ limitations ofa~ advertised drug. (See 
~ \ "In Trouble with FDA.") The agency 

monitors ads to make sure they are. tai· 
lored for the target audience. For ex· 

· ample, a conSlJmer-directed ad may be· 
considered misleading unless it explains 

· the drug's benefits and risks in words 
that people who aren't medical profes­
sionais can understand. 

.. 

FDA regulations call for "fair bal­
artce'' in every ad. FDA reviewers look 
at tlie entire advertisement to see if it is ·sometimes print ads, coJ111P•anJ,c:o 

balanced. The risks as well as the ben~ •:{:·' bistor.ically opted for 
efits must be clearly identified, with· tte •. "reminder" ads and. "he! 
risks presented prominently and read· ·. ads-tHat are exempt l',.,.......,FhA 

ab.ly so that the bene,fits are n. ot unfairy sumn.lary req 
emphasized. · ·. · ·· ·. . · . Reminder ads, 

Urider the Federal Food, Drug, and ·. sian of the 
Cosmetic.Act, most ads. must include 'tention.to a 
"bdef summary" describing the effec . the is used 
tiveness of the drug and its risks. ln t king a~s tell 
print ads, drug companies usually me t 
the requirement by including entire ri k• IP.nl".n111'<11,_P 

relate.d sections of the approved label 
in g. M~ny J;leopl~ have e.xpr~ssed co -
cern w·FDA thaj,.~ecause drug label g 
is·primarily written for doctors, muc of 

. it cann,l,)t b~.und¢rstood by cpnsu~er . 
~'Th~ bdef summary might be fine or 

someo~e who went through :medical . 
schooi't says Linda Golodner, presid nt 
of,.the National Consumers League. 
Even thet\,.~he says, "you have to ge 
out a magni'fying glass to try and sor 
out the infom1ation." 

FDA is considering what steps ca be 
. tall:en towapd a more consumer-frien ly 
format. In the meantime, says Ostro e, 
"We e~courage manufacturers to wr te 
the bri~f summary information to be 
more understandable to consumers.' 

Help-seeking ads like thl.s one let p ople 

know treatments exlst for a medica 
condition, but don't name a specifi · 

drug. . 

(Source: Roche PMiluets Inc.) 

._:....... ' ....... ' 

be considered a help-., ...... \11111: 

ment, an ad may not or imply the 
naroe of a uct, although it 

facturer's name. 
IIJ.FI!!Il";nl~:: ad said simply,."Life 

It is now possible. See 

reminder and help-seeking ad 
has only part of the infonnation a 

. consumer wants, which can create a lot . 
of confusion," Ostrove says. · 

Completing the Puzzle 
·regulations have a] ways permit· 

t .. l'll...._,.,nn<:n•r" of television and radio ads 
a brief summary. Or, instead, 

.,,,,llu .... m•"'" "adequa1e provisioho' 
int,~reste,iNJeo•:lle to get the approved 

FDA had not de-

FDA Coiuumer I Jonuary-Feb~ory 1 996./ 
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Exit Joe Camel, but .lieft;; :cori:tesJ . . "') ·. ·... . 
... // ..... · ... : 

•• \. I 

. • Drvp:·Cilldren are the next .. mare~ t7.milllOnAm~·~~·Eli·~~, ~atbnm-~m·a: ~ · t:ea1i!d not.ualll:lc. unccmm0n ~ns 
: · tidep. · · · . IJlly.~amanUfactarer,·admit.stn .. the.. aff~tbefrdev~. : . inchildre.nbl,lt~l.Qce~tal!2~0r 

target_as ~ . r~ts ~ . . . .IIIlllll ~ "af .the ad-on ~ -l:awyer&' ... ~-. Lni;(.ir 'wOrldwide .sale~. in .1996"' were. ~ Viafo~":Jnge89Il haA -~ -~ ~ . 
.m.arketed like ~dy bars.·. · ·. · ·or den DQ doubt-:-!~ .Jla4 not ~- come··up. · ·$2.86 bi.IIioD, uP by 14$. ·~ 1995. . . : · and.~~ ·~~~·~be .a rtfg.tila ~ 

. · .. ,_. , .. _::·.-~~ ~ ~ .il¥.~ ~under. . :. ·rn the."Rsidl fDr inrer.fl;pandjng inar· kids on·~..:.tbe -~:will·be ~no~ 
--,-----------___,;· • \. .· .p;r:e~a~tto:ns::. ra~ge. frpm ~ety .. (I em cllildren. were bound tc be Lilly'• next· .. _taking~·· · .. · · 

. · · thought Proac c:ari!d:ariiiet:y} to liufdde {a · ·• . . · th . · · . : ·. . Per~ ~."a"V"Oi4 the ~-and until the 
By ~A.~ · · · fail-safe · · .. fi ' (I · · • ·thoUgh i;rrob- t.arget.:.But why .does e FDA. 10 ~ ~ . ·ada teacli full penetration. we can put it m 

· . · . . . . .· cure cr ~ . protect.c:blldren from tobacco, .bav~ tA? '.the.waler'iupply.libfflilaride. .A.Li.d.lfnce. 
~ 1st Amendment fundamentalbrts ably not tb&ane_LQJ.y~dfn.m.tnd). ·. cooperate! ._.Already, ~·s preacr!p· · nobOdy fa moodier than a bl.m.cb of eigh(h-

a.c:knoWledge_ that there is !Ia absol.ul.e pro- Despite a page ehock-a-block. with· \~ "af adnl.t ~tl have ~ .. grader~ why: "not. sell :.it hi.".vending 
t.ectian af free speech in""the Cclnstitutio~ ~ amall-prln:t warnings and. sm.all-prln~ . frolli342,9()(fln 1.994 to 579,7tXI"in 1996.. . I IIlaJ:hinea? Exi.t J"oe camel." Enter Joe 

· Cryingfireinacrowdedtheat.erblnotC:ov-. adv:Ice- to ~onsult a db~tQr. LUly. has ...... ~.ill.QbvipUslya~.~tas;eof, •. ~· : ... .:._. · · . · .. ... · 
.· ere4-· N~ther.u·falle adv~ .. ~e--· .. J,awiched a mult1m1J,lioJ1.-doUar ad ~.:·":.-ehllrfren u.tbiltei.l."a·am.all'~a( ~~~·-:·':At:the:ver,YJI'KlC!ientweare~ 
. . thre&~page Pro:mc ad_now l"ttZ1Dbbg m Dl!IB- .. · spedfically designed to bypa.as doetm:s. aJUl' ,.adultB ~ho ·sUff= trom.' &enre" ~. "" ciui'' ~en With ad,s· and aennanJ abaut 

azin.K around the country-from Ttme ~. :·target ~era.dir~_tly.: · · .. ·. . · . that~ to be medi~tleated. BUt th1ll aa.yjng ''Do" to druga." we are b1ittring far 
Cauoopolitan~monilly indef~le. · ' Treating ll.fe as an illneil.a is. bad enough.· . glpssy.~ campaign is net for them. ·The them anydistin.cti.oD between feei1ng ~ 

Under a storm ciDud that on the seccmd Buttreatingchfldbood asadiaeaseistragl.c. . tra.Iiaformatlonofa~·cli?Udinto a.yellow Fm·.Proiac. ·an.d. ~-good ~. Ufe,; 
page is magically transformed into a brf&ht . And, "'iJ\'lla.l makes the tfmlng· of this ~;,; .. sun 1J [ntended ·to cion 'Vince -the average· · • · "''he uneumfned life fa not worth l.iviilg. · 
sun, the ad l.Jl!arms ua that "When you·r~ paign ~~·is.¥ it·mind.~:with. . AmerfcanpurmlngbappjnPfl!l[ and nat _quite' said So~e:! we are tea"~OW' ~-
cl.l.n1caUy. dept'e&'!ed ••• you .m.ay have ·the·p~!fcaUon~of ~-.ot;!Y·larg~sca!e· _:findlngH:tha1"thereif~1JDta.n1~at ~~t ~~ ;:::_ 
t.rotib!e sleeping. Feel unumally sad or · study pn tlu~ ef(ect1 af ap,ti~depr~ em -baUd. ·1dore tro:ubii+lg lll the fact that the · vray . ..td' J: 
irritable! Fmd It hard-to co.ncentrate! Lose · Jdds, wlllch ·fs .. ~ ~ by U!ly, tq get· .. cNJdiab clrawtngs·.~ cleadt -aimed at ~e~ ~ cfu':, ~er :m~= 
your appetite! Lack energy? Or havetrou- : Food~~pnti.:Admfnist;ratiop~far . streSsed~ut'Paren~ t.aq ~~-deal~ another meetiDg. . . · · . 
bl~ feeling p~! '.I'heae are~ ~.t.lle ~dren.a ~~ The.UDlvi!IZ!ly .af. .Ttp~ children~~ actbJi. up,hJ!.vmg tro¢ll,e · .. · And W& don't even aee the absUrdity -of a 
symptamil that can pomt to W!pr~ll. Study foun4 that about half at the 70 8- ~ · at ~1 or siiDply .being ~qody. The~- · m.ajar advertilliDg·ca:mpajgil r~· a prescrlp-

Thesearealmsomeofthesymptomathat· 18-y~·olda lmproved. ... BI,lt.th~;ao ~ tion. Is elmple:·Drug them.up ~ yo~ t:imi drug for clinieal depresai.on. aggres-
c.an point to life. l5 there anybod;y on this ~third of:~ on a pla~ · · ·: . expectations, ·. . . . . . .. • · . stvely mazketed.lik.e a·new' c.andy·bar. The 
p~ who has n~ lacked el?-ergy, f~t ·[;-. Onsaclpmsb.,Jra)le,~~~~e.FJ?A:fa · ""'Cliildrelio~Protac;"~Ingeaoll.a kiddie ~e about to debut:fi in fac.t 
sadorirritable.ftlun.cilthardto~entrate widely apec:t¢ to declare·~·a. drug chpd~~ cbeeri1yproclaims, "'tell .. fi~PPemunt~..flayored.. Which ~es Ell 
or had trouble sleeping! Because if there is, I approved fur children. As. Wendy Ni!Q-. UK .they are not as 8.I!grY and not as tem~ · L11.lyjusta.bi.g-time drug pusher. 
I would au:re like w meet that perfec~ berger, a· pediatrician who refused to pre· . peramental, behave better ~ fi!el better. . . . 
spedmell. · .! scribe Prczac, putlt: "'Proza.e is a drug that "It ill atremendousdevelopmeot. We c:anaee · . A.rianM H~ u a ~ col· 

Prozac has ali:eady been pre~?Cn'bed to . alters brain chemistry. and ·we don•t know a .future where.mood disordea· will be . umrU:rt-_E-mail: .n.u.lm.f@IIQ~ 

~: 
' 'l ::) 
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flY 1\RIANNA HUFFINGTON 

Peppermint Ptozac 

I 
s your daughter depressed about acne? Soon, you mar be 
able to tnkc her to a dcrrnutologist for pcpl>ermln~·Oavorcd 
Proznc. Is your son blue over an ingrown toenail? Thke 
him to a podl:mist for ,;ome antldept-cssnuts, ts he nngt')' 

about having to went braces? Iiis orthodontist nl:l)' soon bo 
hnnding out pills ;~long with Q dinMaur toothbt"\l&h, 

nb,lse. It is om job 111= p;~rcnts to help our kids nJvigntc life's 
emotional roller coastc1·. Their mentnl llealtJl de})ends not 
only on lhcii·.Jife experiences-good nnd bnd-but on how they 
lenrn to 'COpe with them. 

Children beluwe notoriously in line wlth the expectations of 
the ndults :tround them. If we thin lc they can't cope without 11 

pill, they will grow up believing th:a. If we teach our cl,ildrcn 
thnt pill!$ \\ill make them feel b~tter, howcnn we thc11 tell them 

Already, nt least 580,000 children arc being prescribcp nnti­
d<:prcssnnts-tmd those numbers IU'C likely to incrcnse dralllnt­
icnlly. For now, doctors can prellClibe ·· 
Prozae to kids but Ell Lilly, which manu- ,.......,.,.,~------S!~~~~~~~ 

not to try a joint or fl few dtinks to lift 
their spirit-~? · 

It may not be long before strO!;Sod 
pnrents nnd tcachcl-s, boml)(l1-ded with 
·ads promising immediate relic£ for 
. their kids-and thcm$elws-will tum 
to Protac with alanttlng frcq\lcncy. For­
ty percent of .American children live 
whl1out 1\ fntllcr In the house. How 
tempting antidepressants \vill seem to 

factures the tlntg, cau't mnrl<et it ns a 
children's n::mecly. According to the 
.J,fcdicalScimlccs IJIIl/t:tin, h owevet·, •the 
FDA ls ettrrcntly evnluatinJt Protac for 
use ns nn antidepressant in children." lf 
the FOA gives it& bl6ssing, Eli Lilly will 
bn free to paddle Hchlldrcn's" Prozae­
cspeeially now that the JlUA is about to 
clear the way for i·v advertising of pre­
scription drugs. The compnny alrel\dy 
hns on the mnrlcct R peppenntnt·fin­
vored \'Crsion ofPt·nme, And where Pro· 
zac: Jeads, othct· antidepress::mts, such as 
Zoloft nnd Poxil, nr" sure to follow. 

Doctors m;1y prescribe nntidepres­
sants to chiJd,·en without any psychiat­
ric cvnluntlon. Yet the symptoms used 
to Identify depl'ession in a t·ecent l'rozac 
ad range ft·orn feeling "um1suaJJy sad or 
irritAble" to finding it Nharcl to colleen· 
trate.." I hnvc 1wo henlthy little girls, 
nges G nnd a, both of whom have experi· 
enced thcso 6Y11lptoms. Indeed, I don't 
~now any nonnal children who hn\'•en't. 

those overwhelmed mothers. · 
One pSychologist, Barbara Ingersoll, 

recently proclalmecl that before long 
"mood disorders will be trcatccl nnt as 
exotic, uncommon conditionJ~ in chilft 
drcn but m01'C like (cavities] oL' poor vi­
pion .•• 11\ero won't he a stigma for 'kids 
on Prozac-the stigma will be on not 
tald11g Pr~z.ac." In the past, the upper 
classes tYPically dealt with the &tresses 
of childhood by sending their kids to 
boarding school. Now, instead of being 
£ent to Hotchkiss, children ca11 be 
transported to Cmnp Proznc. 

No doubt there Rre child rei\ and teen· Will Prouc he u£Od far childhood blues? 

'l'hero ore lJO mnny forees pu!ihing us 
to accelen~te the use of nntldepressants 
for childN!I1. But we Med to slow down. 
"Children are so vulncmhlc," snys Mi· 
chael Faenza, preslclet\t nnd CEO of the 
Nntionnl Mental Health Association. 
"We don't luwc ll gnod b(Kly of research 
yet nbout how nntlclepl"CSsantt: will af­
fect them long term." Even in Aldous 
Huxley'$ Brave Nero World, Soma-the 
clrt1g tl1nt kept everyone m:mngcnhly 

Agers who could gt:mlinel)' benefit from 
antidepressants. Hut it's ensy to sec how 
millions might wine! \ll> taking antidc­
pt·essnnts ns n fnlsc cure fm· childbood 
and atlolcscence. One father In South­
em Cnlifomin wrote to me recently to 
say thnt one of his son's friands ts on 
:mtidcpressants "bccnusc her pnrent& 
Rre'toostl'icl' and she is depressed at not 

Overprescribing anti .. 
depressants to ldds is a 

form of child abuse. 

being nble to do whnt other kidll do," 
· J\ passing cloud. Signs of depression may be nothing more 
than n passing cloud-or nn indication of unresol\•cd grief mul 
loss_ A doctor spending n f,~w minutes with a child cannot pns­
::ibly kno'v the difference. "Jt•s pl\11 of the hllllll\1\ condition to 
feel cntnm\}' if somrthing bacl is hnppcning in OIIC!'!i life," snys 
1-I'Irol<l Koplc\\icz, vice chainnnn of psychlntry nt the New 
York Unh·c•·sity :Mcdicnl Center. "But that is \'cry diflct'Cilt · 
fmm hn\'ing n clinicnl disorder." 

Indeed, ~:ubstillll ing tho qtrick fix of a drug !or the oftc11 
frustr;Hing rcnlity oi' parenting Cal\ be a ~:ubtlc f(lrlll IJf chil~l 

. ,A ll~lrl.••;••·t::· "· ,,.,,.,, .~ u•~tv'tn..-. A•t•'":•'~T'•• 1 ,,,.,.,·c-·r ,_. '''·'"" 

numb-wasn't put In the kidG' bottles. 
Here is a mode3t solution. Until mucl1 mol'e is kno\\11 about 

the effects of nnticlcpressants oil childrcn'li bmins, why cun't 
doctors simpJ)• ref liSe to prescribe tho dn1gs without n fu \1 psy• 
c:hil\tl'ic c\'nhlation? Sitl('.e Eli Lilly claims to he concCJrncd pri­
nlarily wilh the men till health of its custO.lllCt'S-as opposed to 
opr.:ning nn cnormou& new m:1rkct for Prowc-company cxcc­
uti\'t!s would no doubt agree to &Uch a restriction. And If they 
find thn t pill too hn rd to swallow, mnybc the 1-'UA could gil•e it 
to them inn nice peppermint-flavored version. • 

Ari111111a lf1~Qinpm1 i:s rl natiorw.llysymlicatL-d colum11isr • 
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COMMENTS: 

As promised. 

~12l/tel'd. 
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Depression · feeling down. It's a 
illness with real ~ausc:a. Depr~sion can he 
trig&-ered by life events, like divoree 
a death in the Or it can appear sug.aetlilV1 

COJ:lC::e::.ntr.ate. Loae your appetite. 
trOL:w1e feeling pleasure. 

svh!lntt>ms that can ~nt to 

FDA PUBLIC AFF~IRS~ 92024565542:# 5 

, 
, 

\ 

depression-especially if they last for more than 
a couple of weeks and if nonnQJ., everyday life 
feels lib too much ro handle. 

. ' 
.• , ..... · 
•I 

• II 

To help bring serotonin Ievds closer to :.·• 
normal, the mc:di~e doctors now presaihe " 
most often ia Prozac~ Prozae .isn't a ~happy 
pill,t' It's not a tranquilizer. It won't take a.way 

' · yoW' peno:tlaliey. Depression can do that, but 
Prozac can,t. 

Prozac has· been carefully stUdied for nearly , .. · · .. · 
10 years. Like other antidepressants, it isn•t 

· habit--fonning. But some people do experience · ·· 
mild .side eS::cts, like upset sto~, headaches, 
ditliculcy sleeping, drowain~:Ss, anxiety and 
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JFIN 16 '98 17:31 FR LILLY RECiULFITDRY AFF 7 276 996e TO 9131Zl14431:SOO 

A Double .. blind, Random zed, Placebo-Controlled 
Trial ofFluoxetine inCh ldren·and 
Adolescents With Depre 
Gral!a,.). EmsU~. MD; A.J""" ~h. MD; Warren A. 
CaiTolZ W. R'~o~ghes. flltD: Tom'Cczmr.od)l, fftD:jciUUI~ 

lnber~. MD; R"bert A. KowtUCh, MD; 
relmc2nn 

•ck.Nun«h Depression is a major cause of morbt • 
lty and monalL'Y ln c:h~ldren and. adol.eseenw. To dat . 
randomi~•4. c:ontrqll11!4,, double·bltnd trials of 11ntfd • 
prasanlll (largely tric::yellc a&entt) have yellO reveal th t 
any anltdepl'at&ntl.s ore cfteca'l.ve tla.n pla~ob~:~. Th 
article ts of • rando lzcd, double-blind, plac:eb • 
controtled tr1al of flu xetlne tn ch1ldren rmd adolc: -

ettne. treatment arid "l8 tQ ~lacebo. Usi-ng the intent to 
treat sample, 2.1 ('6'16) of those r~e:eivil\1 fluoxetine and 
16 (33%) rec:etvin' placebo were raced "mv.c:h11 or "very 
m~h ~ lno.prowd eft lhe Clil'lic:ei Global ~t~resstonsscale 
lit study el!Ch (xa.5.1, df-1, p .. ,02). Stgnl£1cant c:lt£(or­
enccs were •lso noted In weekly ratingl of the Chil­
dren's Depruaton R.a'tins Seale-Revtsecl •fur .5 wee~ 
a£ treaunen1 (uslnalut obs~n-ation can1ccl £ol"Wlrcl). 
Equival.:nl response rat~~:s were found for pa.rlenw aged 
12 yf!r.rs and younscr Cn•48) and those aged L3 yea.ra 
.and olclet (n011-tS). However. complete symptom J>em\5-
sion (Chlld.ren's Dq'ra&on Rarlns Sale-'Revlsed :S28) 
occurrecl1n only 31116 of.the: fluoxetlne-treatecl p11.ttents 
and 13% of the placebo patienu. 

cenm wtl.b dept'CSSion. 

Melhellr N lne.ty·Jtx c:hi. and adolescent outpatien!S (age 
7 -l1 >·e~ars) wtth nonps (hOti~ major depresstve dl.sord r 
wtrt rtndomiz:ed (5tl11t~liCd for age and ltx) lO 2.0 l'!ll f 
n"'o~¢e,lne or placebo dd seen weekly £or 8 ccnaccutt 
weeki. Randomization preceded by 3 evahm.non vi 
i\8 that inc:lu&d. stru red dLagnostic intc:rvtews duri 
2 weeki. followed l we k later by a 1-~eek, stngle·bll 
plac:cbo f1,1n-in. Primary Ol.ltc:orne mmsuremcnts were t e 
globallmp:ovanmt of Clin~l Globa!llmprUII\Oni 5ca e 
l.nd me Ch1l.dnm's Dtp ion btmgScde-Revi!ed,a 

Cetttl••l••• Fluoxstint:.wu eupertor to p .. c=o in the 
acuce phu~ treaam:mof 11111jor depressive d.llo'C'd.e:rm child 
llnd adolescent outpl!llients with severe, persiRem d.e­
pn:ssion. Complete remission of symptoms wa1 'l'a.re. 

sure of the severity dep esstve $)'mptoms. · . 

Fro"' (ht· D~"'~n'''''"'~ <.1/' 
Psychlazrv (0•• .f1?15liC'. 

, It~#!. CUll; I(.Q14tt.UC/a a"d 
Ms llll~~:lrru:lll.ttJ. -x,•uraiQ!I.'' 
(0; W~ll~t&), <i~d A<~r " 
C:ompuhns (D~ Clli'IKr.ni\ 1. 

Uni'ttrsl t~ fJ/ Tc.'Cai 
SosaS.wfiU!rl'l M4tdlcal C e11~ r 
e~r Pr.lllm, Col"~ 'f,.rml .5t.:uc 
H111yit11l CD, l'fugilcSJ. 
T1rrcll. TC'.x. 

zs. -.a were randomtua to nuo • Arch Gen tsychtazry. L99T;:lf:IDJJ-lOJ7 

D 
EPRES$1 NISIImajore»\lSe 
o£ ma ldity and mortal­
lty ln hUdren and adc-

. lesc:en .1 School rallure 
and ac oal dropout are 

conunon outcamc:s ror h.lldren and ado­
lesc:enr. w1th d.ep~tsslo • ~.l and suicidf! re:- . 
rnalns one o£ the lead in c:a1.1scs o£ death in 
ad.olac:ents. ~ ... The age f onset of depres­
sion ts decnasins In th sc more rec:ently 
bam/ with the resul'' l many inc:Hvidu­
als will ex'Perltnee their rst episodes of de­
pntslon dt.lring ~heir ad 1escent year$. Pu~ 
betty n'Utrk, a 'u batanlla rise in 'b~ QVc=riill 
pre\•alenc:e of depresaio and ts auocialed 
with a shift in the sex nl lo. with a prepon­
derance: or fc~•lea. 

A mc\a-analysiJ o all available pla­
ccbo~conLrolled tnals ( • ~.2) of lriC}"clic 
ancldepressanr.s (TCAs) n pattent.s bctwt:e:n 
the asu 6 11nd l S years oru:lude:d. th:u the 
di!fercnce between 1\C:' ve 1.rentmen t and 
~laccbo i11 100 smAll to be cllnicAIIoy sis­
nificaru.~ This lack of fft<:~cy. as well as 

the prevalence or eiclt effects of ftlore nor­
adrenez-Fc: antidepressants, has led to an 
tnc:reased interest in selective seroto:ntn 
reuptake inhibllOr!l.1 Publlshl!!d art1c:les 
1bo"' Hl~tt.ve .se.rotonin rtuptake inhibi..: 
tors in adolescent df!pression include 2 
&t\ldlas of "tre.atmcnt·r'f!Si.&ca.nt" clc'Pru­
sion wtd' nuoxe:tine:9.1C: 1 tCtreepec~lve 
mecllc:a\ record Z'cvie:WS wlth fiUOXtllneU 
ancl scrtrallne: tl'f!:umenc1.a: and 1 nega• 
ttve, clo\l.ble·blind. plac:ebo-~ontrollcd 
study or fluoxetine. 11 Desp1te rhe lack of 
evtcience of effecttveni!SS ln randomized 
conlrol trtal,, antidepressant meci1ca­
uons c:ontmuc to 'oe preacrtbed widl!l)l tn 
this aae gro\\p primarily b•ud on adult 
data. For adults. the dficacy of antide­
pressant medication• for maJor depres-

. slvc dksorder (MOD) ls well estab· 
lishcd-1

•·" Noon~antldepNSSatnis darly 
more effective than another. e.~ecept that 
monoamine cxidue lnhiblton are mort 
effect:lvs dtllrt. TCA:> for d~preu!otz Wlth 
lllyptc:.l reatures. &o.lf 

AI\C:K CiB:-1 PlY HIATJII.YIVOL '~; NOV I "7 
\O.U 



SENT BY:FDA 1-16-98 ; ·1e:2e F6A PUBLIC AF~AIRS~ 92024565542:# 4 

JAN 16 '98 17:32 FR LILLY REGLlATORY AFF 31 276 996121 TO 913014431388 P.031la8 

' 
PATIENTS AND METHODS 

. 'PATI!NTS 

the Uni:VIII:IIIItY 
O&Jiu. In ldcil1t!cln 
thll illtttalii!V;IIUIIU<:IIIl 

tdlli, a phf$!cal a 
ntory tesr$ (blood dhe!mi~nrv 
nur.l,1plc analysil 
enr.lal cell ;o-unu, um•~al,osls. 
cardiogram.). The 
week pcriQQ. 

ME'Ilf01)$ 

At c~ il\11,111 lllsil. par.le'nt and pou-tnt(.s) wen: 
vt~!d separat•lY u the Diagnostic: lntcrvtcw 
drcn and 1\aolc,scenu:.· '• a scmiJt.I"''ACIUrcd ..,,.'"''"'·••-"''"' 
bueddi.ap!OIUC 'o es1abllsb 1hst 
DSM·Ill·R. c:riu:ri11 and ttl ldcnuf>· 
r~nt and I:CcUme dlsord.:ra. rhe 
noM& were bued ff'!Sm inten•~&:ws 
cntCsl and child. depr«~Lvc svnlDtCitml 

•nd cUtJf!Uilvll: !iltVCnty WUI! ll111155Cd WIU'I" 

The pcastblt 
<~~~ adolscezns h~tve 
rMd.lcations $Wdicd 
renerglc: orw•re Mctabol~&ed 
mbolues. Sued on 
tha' tht: nomcl.reaergic: 
early adulthood, WI !1\lg-ll:lng 
be more etrec~t\'C m 
levels or hormones 
fec:uvencas cf TCAs, 1 ~ 
mentcd ort deslgn ,., ... ., ... --
uonaof re:po~. 
placebo responte in 
C:OO(:r:r'l'l Is whether 
d~:n!l~ homo.ncoua tO 
~lion. The major cculcl!!lmll 
led an: abnormally 
s\lbjcct6 w1~h ;ttypic:al ae!I'J~!!ltcm 

IOSJ. 

dcpret~ivc items of the Kicidic: Sc:~duh: for Atremve Oil­
orders and S~h~phrenla"'7 and rht: Chilclrc:n's Dq3mslQO 
Rat~l:l£ Scale-ttevitcd (CDilS-R),11 rc&i)CCtivcly. Pl.&lcnw 
c:ompl!ted l sclf·repon~ !ord•prossibn. clmerche <:hil· 
dren's Depresslol! Invent~ C.U patient& !1111 yean) or 
the ll·ltel'l\ llcck D!pres510n In'IICJUoryXI (all paliCZI.IS il:l3 
yeart) and the We!nb1r1 Scrccntns Aflcct1ve Scale.J1 OVer­
all runctlgning was IIISI:IIIId uslns tftl!! Childtett'$ Global 
A.ueasment Seale (CGAS).•~ 

· Follawtns lht lni~ dLD&ncstlc: Ia~. Ute padents 
wer~: seen fot 2 udtdj)nal l"llow-up lntmlil::.,_ l at vlil& 2. 
and 1 at vtstt 3. Ourill& tltdol\ow-up iftC~ the p~Atieflt 
an,d parent(&) werr tntel'V'i&wed scp~l"'ltely by 1 o£J ohu t:~~:• · 
perienc:ed In evaluarin& cbitdren and adolacmq; (GJ.E., 
W.A.W., and lt.A.l<J. the Diagnosrlc: lqCIMew far Ch'll· 
drcr\ cmdAdolu::miS wu rmewed. 'The Kiddi•Schld.~ lor 
Atrec:Qv.s Dl.lorden and Schb:ophrenladcprmrv.t~ were 
KOJI!:d tQT the pHI week and fOl' lhe nadir of tae pl'Citll!ftt !!pl• 
!lod4 •nci wt!'e used pn.mrllY ll' ,a ;rttma ~ ru bu~ 
line. The CDR.S·R •~ci Briel Psycllia&nc Ralinf Scale­
Children (BPRS-C).31 a cHnttlan-nted ~re a am•P.I.I 
psychopatholocl-: chcaacttrislic.t. were also compll:rcd. The 
COU'I"R ohllnUI. includlnstbc numbcl'.lcngc.b.lnd timing 
of prior and ~urnnt epiiOdei, wu cstabbshc;d and d!c fam. 
Uy htscory was reviewed. 

Jllnal con•ensua dlagno.se• were det.cmUrwi (oilow­
inS 'oll.!rtt 3 In a research confereracc that lw be~ mccttns 
weekly for tne put 10 yeus. To mrolll~:~lhs PNccf;. llzlllc" 
blind. placebo nm·ih at vtlt' 4 (} weelelroru tntdal !nter­
Vitw), all patienr$ h•d to co11ttnue to mat criteria for MOO, 
luivc i CDRS.R score amater than 40. aNi meet the prcvt­
ouslnclulitorwxd'l.lslon crl&crla. At the end of th.c plac:d» 
Nft•lll week, the patients Wl:l'e randomized 10 etlJler naox• 
ctlne rrutment OT placebo if &hey t.tiU met all o( thrrenroll­
mCJ\t crt~ert•, lncluding 1 CDR.S-lJCorc JrCIUer dw1 40 
the prc:ccdln; wc~k. Rl.ncloml%ai'On wu by a table of ran· 
dom naunben srrtUfied for age and IIC3C, Randoh'liai:SOft wu · 
conduclecll:ly the ;thaTIIIILC)' :11nci c:Untaans:. w~ .-.:JMtned. 
blind t~ N!IIJnmczn until the end of the study. Th01e St•· 
ticnt5 whose ccndicions Lmproved (n:e7) dun1:21 the l­
week placebo T'IID•in period cor~unued to rc;lllve pla~;ebo 
for an. acldiUonal week to determine If the I)I!Tiptoi'I\S re­
t umed. If th41 pat1e1:211' condltions stili improved. the)! were 
withdraWn rram the .mzdy <n-n . 

bidity), {2) lhe p0p~oaladons •~ overly aatment respon­
sive; (J) the sar:npl.ea arc too heterosenecus to detec:t mec!f­
cation e£fee~. or ( 4) the wrong medications ha\le been 
evaluat~d. 

Our ·"udywae undertaken tO evaluat£ the compara­
tive cfl'icacy, sarety, and tolerability of fluoxetSnc treat­
rn.ent c:ompared with pla.cebo in child 1U1d adotcsc:en' o~t­
pacients whh nonpsychottc MOD. 

ltl 'ol I I '• 

· Flvc hundTed eiahcy•three J'illientswcre scr~~:ened by tele­
phone duri-ng the cou n;e of chc study ( Aprtl L. 190 1 to 
Januzny .31, 1995). 2:S6 of whom Wl!rcintervtewrchtle"st 
one~. Or ~nese, .1015 patients COI'nplcted the: lnHLJ.Ieva1U· 
lUton visltUnc:hnrolled In tbe placebo run-in p~;rtod. Of 
the 150 incli,lible pati~nts. li ( 23%} rtf used to J)artici­
pate in the treatment study, 55 (3il!6) dlci ttOl meet tn· 
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01Jl'COMI: M'EASllllES 

01.1\I;Qm~ W49 mcuurcci wcckl)l'. ihe <:lilltc11l Global I • 
presstons ( CG\) rlU!e improvemen.t rating and tho!! CD 
were: acl~cted, a prtorl. aalnc m111jo-r CJutc:ornc me~~.~~. 
ditJ.onally. the c:llnldan completed !he CGt\S and U\e BP C 
wtc:kly. TM patle.ntlcomplctcci the B~ek O~r:prctaion n­
vel\tory or Chltdrcn'~O~pre,;$iOt'l rnvemory anc:l theW n· 
berg Scrunins Alfec ve Sc1le 111 the bc,il'lnill!lllnd the nd 
of treatment. AJlaubJ Cia c:oncin\IC:d in d\C StUd)' ror 8 ka 
11nlaa c:ontlnucd no rellponsiv~~:ne!t$ Ot' ~tdvers:a 0\/lltlll C• 
·tated a c:tumae lll ue ~mcnt. 

foUOVMgnand~ lz&zton,ach patleni wae g,ivcn I. p-
z.ulc of plactbo or MS o! fluoxettnc every momlng. All 
patie:DIS wen: se:cn lcly Fore COt'\SCC:\ltive wee~. Serum • 
elswerecollc..tcd~:~n llpacicntutwetlcs 1, 2, 4,6,~J~~4E! • .,._ 
proximately 8 hou.rt r !he last doN; howr;ver. rdlu!Uofb 
dv.m!suy l.ewl.s ~r~no& praY'Ided to clinic:~l1&. Compll.a r;:11 
waamonlton:c:lby~o ntin;re:tum£dpllls. N~wboul~ ere 
pn:~vid.ed. weekly, wit :Z •¥crs pilll in IM event ofscher:l" tng. 
dUikultiea for then ~ V\9\t. The ph.anncrcy pi'O\I\ded bll 
mcclt~uon baud on the l'llndom aS!i•anl'l'lt!l L Elec:troa.r o· 
&rami lnd routiricla r:ztOt;.' WOrk (rep!Gt cfbll881ibe I • 
la)wm:repatcdat eelu .. and8 (om~~ villul oflht dy. 

The daaa ·were: c:om u~.trizcd and m~~na&cd uains se ~n· 
and ll'LCJIU·guJcied St tlstical An~~lyt~it System &QftWDra ( AS, 
C:aty, NC). 'Th.roug o1,11l o\l.r stud.y, ~uality c:ontrol pr •-

. dura were in pl..ct o ensure ac:cunatc 111nd compli!Lt :ua 
(e:a. dual entry al\d ultLplc: m;n~o~al..;omparuons). 

To un&s In u:r r~llablllly 11pect£1c for our •t dy, 
tbc CCi L ac:a1e and C 'RS· R 5c:Ora w~re aMtssed in lhll s m• 
~nUl:~ by 1 QPC · need clin!c:tans dunn~~: vnio~a 1t 'e$ 
~;~r the cvawauon a tTIC.lrT\Int phllll5 or tJ:!e smdy. Pa· 
titt\tlll'ti:tlvtng cl hu=~•men.u were seltc:tec::lsolel on 

· thl •vall•blll~y of C tnlC\11\5 It rht tlmll g( appOil\lm nt, 
thou&h padents we a~:r:n by 2 ~:Hnkianl on c:ompl• lon 
or tb.r snuiy lt at al pot,!ble. As the CCil ~cat' impr n· 
rncnu~ore ianot co plete:ci dunnl,lCYilluauon, p::~ited ~:e res 
are l\"tllable for 48 patien IJI Cor the CC RS·R and 41 p:l• 
t~ra [or the CCil sc !e, 35 o£whh:h wcrr: performed a1 · it 
S .. Theintr3class co cl•tlc:m 1

• tonhc 'CRS-R wus\).9:1 nd 

duslonary .;riteria: l (lo%) met c::otc:ltJs•onary c:riu: ·a; 
Lh.e CO\'IdH1Qn of 22 ( 1 %) Improved during the eval -
lion, thereby. becomi i Ineligible: and 1' < 10%) nee d 
tmmedlll.tetr&atment. f !he l06 pauenr..senrollcd in he 
plllC&bo run•in perle , 96 WCI"O randomized. 0£ the 10 
n.ot randomizc:d. the c nclitlon oi 7 Improved . .ll'et\1 c1 
further uudy, and 1 stgntfic:llnL side crfaets while 
CCivtng pJac:ebo. Of l II ~6 palients tO.t'-c:iOml::Ccl. 48 e• 
c:~lved f'luoxt:un~: trc:a mCH'lt :and -+6 tll:Celvtd plaC:4:b 

A5 mentioned pre cusly, the sample wll$ suutifit by 
.,.,e (5 Ll ye:aru.nd an .1!: tl }'Cilr5. and by !;CX. or the -+8 . 
pa.tlen~ ~andomi.:ed t fluo:~eeune t~atmtn L. 2.-+ wt:te l ~d 
12 ye11rund younser ;a d l4 wtre llglld l3 yc'-'rs 11nd cl el'. 
0 r those randomized t~ \>illc:tb<). l4 wc:re lllf,C:U ll years nd 
younaerand l-4 were aged 13 ~·e:uund oldc f. fhe 2. gro ps. 
!iuoxctin.e-t.rea~6d and placebo, were notd!frm:rcnt ln ny 
dc:mograpl\t~ or c:lu'll :d fc:3turca, . .:~c:epl that those as-· 
-5igneci to Cluoxetin.c t atmtnt hmd a greater ltr!tlme 1 c:i-

th8 CGI !mprovemelit rating wu (), ~!. U the CGI s:caMI lm. 
proYcmcnt ~~Ins 111 usa~ u a ca~~~:soricd variable:•' (tc. tc­
sponder vs n.onrllSpOnder}, tAfi'l •co•0.95l, 

The primary OULCOmc rnc:qu~ (or the11r1.1dy were eat­
tgorlclll. The proportion of patienaa who were rm~ 
(intent IQ tm~t) who rllllllpendcd in~ grcup (drug eel pla­
cebo) u defined by a CGl scale lmprovcrncn.c rating of 1 Of 
l. ("wty much· or "zm.u;h" i~t~pi'O'Ied, rapec:CveJy) a!Ul cl1-
1'4tnJIO!'Itl Cth• F£Jup mean weekly) CDRS.'EI. scor111. Sec· 
ondary analyses tl) Uplorc In D'lort de.p1h the pqem or rt· 
sponsc: to tluoutine utaem.~n1 and plla:bo lnchldai a surviwl 
analyai& or tlli'ltl lO.·teml.slftan (licfl:led u the tQ, oll con­
secutive we:t:kl)' COl •call! rarinp of 1 Ot' 2) and. repeated· 

· marura of IIMlytet oiwN:ac:e IUin& wi!:tkly c::nas..a KOra 
with chc lalt obscl:'YIIIion Qlrt'i.ed. foi"WWJrd. (1.0CP', 

Howt".'er. tbtl results cf ~ l..OCF method arc uoc aJ.,. 
~q'f'l rclb.bl~ QWin;to the creation of ~canted forward~ d.ara 
ror Wtelu aflerdiscom1nuatiQI\. Thiac:ould bl.l8 th&baMen· 
goup compar1aon dependi.Jl.ll on how tbe palW!S cr c!~-p· 
oum Ylriet betweea. PJUps. Tbuefore. an addi!ic:aal11111thod 
of a1111l~iS wu "sed 10 ob~:aln raulta bNed on aU o£ lbc da\a 
bul witbQI.lt the bias hliH:rent \n cbt LOCF method. l'or d\li 
anai}'Sis. the rate ot ciuln&~ in the CDRS-R sc:orc wu Mr:l· 
mated for~ paewu (fluoKetmc-matcd. or plilcebo) \Q.di­

vldually Ullin& :all datJ avatlablc fqr dw JIA!WlL Tile rares of = for aU paclcnu in each pup (fiuoxesinc-awwi or · 
o) IM!te averapd to~chcr. The •veraaa !or lhese 2 

groups wen thm com~red usl.q a r t1111t. the naw of ~n.&• 
COr •lgpe) wU nrtt Ul'llll.ltett ust.n; ll.DI!IIt"cCiftSIIon (which 
~ ptOduc:es art estimatcci buelli'lt CDR$.1. store). ICrae· 
mer 1nd ThlemanJt rcc:ommel'ld. analysts of linear ngrrs· 
slon eloptt 11 an emctent metho4 (o\" 1o1M with •tQfl" daaa. 
.'\£ a check onlbc Yaltdity oi thit merhod. tha avanp slope 
\n CIIC:h pup and dte v!U'iability or the •~ra~~ ..,.. ali- . 
mated Ulift& che more ~dclted. empneal B:lytslmauly­
'll clat:ribccl 'by Mort et al. ~The ~:meirtcal !ll)'alan IJN.IyN 
""' aelec~ed bec:auae tt acljusti fer !he eormadon between 
the probabtllty of c:lropo~.~& -.nd lhe uur:. unobservable rat. of 
chan&t (ic. info:mative rigl\t ce:!$C~rlng). S~o~~ ~litlal'l o.tt 
be testedJT an.i W1S stgnii'k:ant in OUr rbfa (P•.02). Sl!cond• 
.aryo~o~tc:ome mcNura were comparl!d ba54'.d on the luc avstl­
•l:lle mtaeutement USI.nll anal'ysU o( ;cmarian" widt the baile­
line maauretant 15 the c:ovariale. All ta~ were 1-:ikla:l With 
P<.05 used for sipincana. Mn.rJB an: prucntcd. a ::SO. 

clcn;cor c:om.orb\ciaMiety disordcota (7(-4.l. dfml, p ... ,O-;.). 
,...._ 1 listS the clCmop-aphic and clinical c:hara~ter!s-

.. tics of lhcsc 2 uoup$ (fluoetinc tn:arm.cnt and pla"bo). 
· '•Jtle • ll.$1:5 t:h~ tlming and bull fol' pa&tents not 
eom'Ple~ng ~he 8-wet.k trial The most commQn n:a50n for 
dJsconLlnua,lcm Will contin!U!d non!'tSpOnse (19 patients 
who were receiving placebo and 7 who we:re rec:eivtng 
0\.\0xetinc). Stde erfflc:ts, u a reason for d.lscormnuadon. 

· were mlnll'l'Uil. aff'ectit\j only 4 partents who were r~lv· 
ing nuoKetinc and 1 who was receiv1l'LI pla.;&bo. The side 
..,rrecls Leadll'\g to discontinuation of duoxedne trcatmen t 
tNtr• ll\ 3 pa.tltl'ltsln whom m~ntc sym~tcms develQp~r:d 
and 1 POl~ient who developed a severe rash. 

BasedonaCGI.JCIIleiruprovementrat:izlgc£1 or2{wty 
much. or much Improved) ~0 dtfinf rnponsc. 17 (56CJb) of 
-+8 patients r~ccivtng fluoxeune treatment; and 16 (~3%) of 
48 pam:ncs an pLacebo rt!spondfld co Ll'catmentat exit from 
the 111.1dy ()(l•5. O•n, d./ •1. P• .on On the other hand. of 

\~CH ce:o-; r. CtiiATRYNOl ~·· ~0\1' 1097 
lQ!J 
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TUI• t Cllnlul an~ DemaGriJfilo CUraarlaUaa Tahla 2. Reuaa far Dlsaantilllltln 

·-Dtmoaraplllc:s 
Afa·'t 

(Range) 
Ftmtllt. NG. (%) 
Wtt.8o.(%) 
SaaiotiiOI'IIM!ie liiB1IIrl. No.: ('IC.)t 

1-2 i 
J 
4-5 

ClltlrwdwlcrArt&tlcs 
CDRH scorw.t 

(Ran;•) 
M*Jdlalc. DS»IIM!I ~) 
Fll'lttpllade, No. ("'o) 
NO.Ofl&lillldll 

(IIIIIVtt 
D_,fi!IIOII, ~~ tOI*It. 

( ... 1111) 
l..lllglh at IIIIIIM. mo 

(Ain~o) 
Ageltonalt.y 

(ltanol) 
Podlwflmlty tlla~. No. lf 
CGASICGIIII 

(Rlllp) 
Coftltll'l*t IAOnOSRs,lifnme, 

No.(%) 
Nan. 
t'tMTtmiiJ 
Alldi!Ydlaartlllft 
ADHD 
0~121110D11dl1Ct 

those who com~letcd 
(7fl&) of3.pati.mtln'l5pQ1'1ided 
15 (S8CJt,) 
df•l. 
cfropout orlllom:aa:,onc1tr\'l 
condition o(m.anypa1:ten.f.$ 
1.5 (ll ~) g( .. 8patientB 
11 (~l'l6) gf +8 patltnt5 
symptoms (ie. a CDRS··R 

To e)Camtne ~he 
time 10 respon!, was <l~JI<nom 
2 consecu tiw: weeks 
oral (m.uchorvtry 
vival curv"l .. were ca.,nna.rO"n 

PatlPI lniiiJI· 

hn1illlle-
'IWitld Plltftg 

1Ud.7 . ,~,..u 
(7·11) (8"1t) 
112 (48) U(48) 
3& (n.V) 41 (~M) 

14(21.2) 11 (i:J.3) 
1&(1U) 11 (17.5) 
11(SU) ,, (211.2) 

5U.,f0.5 ~.&10.4 
(41. 14M2) 

7(1o4.11) t2(U) 
i3 (47'.8) 13'(47.1) 
1.7.0.7 1.WJ.a 
f'I•S) (1oo4) 

14.111.7 13.7:'1.5 
(~) '(4-.12)' 

18.111'20.1 11.0.18,7 
(1-841. (1-12) 

10.11d.7 11.0.2.8 
(a.tl) . (5-17) 
2!1 (U.l) D(ISO,C) 

47.W.S ..... 7.8 
(&G) (38-10) 

7('14.1) 11 (22.9) 
20(41.7) 1412Ul 
:J2 (111.7) 22145.11 
1G {33.3) 18(~.1) 
13(27.1) 18(3UJ 

were found slgnificantl)' 
( ... Ill .. 1). 

The othu pM!\'IJ~ :1:1utc:o•mc 
CDRS-R scorll'. wu 
....... a ihoWS the lrBI[]HIIDDill 

FtiiiiiWbll R•ullltllliaUGa ...... .; . ·: 

llluaatiA .. IIUid 
~..totemo.or 
811MIIffll:tl 
l'nftiii:GIIr10JIIIan• 
~ .. lllo 

!.a* at lflll:&y 
. Sldllltfac:ll 

PftiiOCOt v!CIIIIDII ....... 

1.0 

u 
a .a 

'Ill 

I.~: ' o.l 
I o.c 

ju 
II. I 

a.t 

Wlli .. . '\1~ •• ' 

I I I I & .r··a.Tatll 

1 ' 1 

1 
1 . 1 2 

. . • 1 3 2. ... 1 - · T 
1 :!! 1~ .. ~ .. 4 

' 1 
1 

, .. .... ,.:· .. ; I 
,.,/1~.0:·. 

5 8 I ·~•!., .. 11 
! :111"i:ts:. 1 

, ...... ·~-~:7···· .. I 
4 I 11 a .... a..::..u . ---·,'··~, .. 

~~~~--~--~--~--~--~~--I 

pa&tent attritlon durtns the CO\U'IC of che trcatmenl: 
(ie, weekly CD'RS-R.IICOIU for eac.b.group are pramted 

· wtth the LOCF). The las~ &vailable observadon il Blled 
In Cor the ~u~ for patients who dtsconunued studypar­
ttdpadon before 8 wcr:ka. A reputed measure (analysts 
ohanance) Usini all 96 patiauubowecl a ttgn1ficatn drug 
bytlmeUHC'L'Iction(F•3.66:cif•8, 7,2; P•.Oll.Agegroup 
by treatment interaction was also examined but was not 

· significm~ (P•. 76)'. Compartns thewre:kly CDRS-Rscores 
for each treaunertt &l'Qup ustnz r tes~. th~ fir.!lt week that 
the g\'0\lps \W1'e signi£iamt!y cUC!eren~ wu week 5. At 'WCC:k 

. '· t.lunnean CDRS-R•cor• Cor the f1uoxetin41·lt'Mtl!d sroup 
(39.8± 13.l) wae lower th.an the placebo &roup 
(46.8::!:::16.6) (t .. -2.~8. df ... 04, p ... 03). 

To make the mo1t etltcten' l.l&e of ;he •VIIi~blc dllm.~<~ 
wtthoul resortins1o a complctl.on anlllym or LOC:hnlly· 
siS, the rate of ebanse (slope) •nd baseline: CDRS•R.IiCON 
(tnltrapt) w~re e!ltimated from linear reattaJiODS en cac;h 
partent ancl (or eac:h sroup. The estimau:d buellnes Wet"e . 
1tmllar ,, ... 2 £or the OuoXCEtne-treatCd &roup YS 53.8 tof 
the placebo group). Howe~er. the fluoxcu.ine~treatedgroup 
elope of -2. 7'5:!: -2.5'2 wM .sifJn!Rcantly difFerent £rom the 
placebo &roup slop~ o( -1.27!:-2.86 (l,.2.68. 4/•0+. 
P<,OOl) . 

........ - .. ~ ~· '" .. ..--·--or-· .. -·····--··-- ···-··. -·· .. 
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so 
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31 

0 3 ' ' lllnlliRI or Ttlat, w11 

Plaure 2. Will~ Cltllartn ~ D~ll~ Rllrlng Sa.it,_ll,vletd 
ICQIH (fftt fJbSIIMlfiQil Cllflf/1 frJflllllrJ) frJt IIU~M Inti plll;lbO. 

score o[ 54.2. and the r •cores improvecl by Z.T, 

I 

That: r:esult$ m.Jy be tmerpreted as follows. 
nuoxetine-trcatedgro~p beian with an average 

wel!k to end wtth an es mated w~ek 8 score: a£ 32.1. 
plac:ebo patient5 bega with a stmllar a .. ·eraJe .... ...,~-" 
scare (.53.8), thc:ir :s<:ohl !mprC>ved. only L.21 U pu 
to the el\d ar the stlo\ y wtth an cstlmattd exit 
'1-3.6. UsLng ~he Empt c:al Bllye:si&n am~ lysis C~f l'lm:mat­

lna slopes (tnterce:pt aUma.u:s were unavailable) 
an estimated S)OpC 0 -2.60:2,36 (Or the: IIUOXI!UI:lC:• 
treued group and sisniHcantly smaller 
-1.32:!:::.3,,6 for the pi c:ebc group (1•2.08, df•94, 

To further t'llalu te the eCfect of age and sex 
sponse, re~ion lin were c:akulated for patients 
ll yean; and yc...-ngdr and 1J yetrs .and older it\ 
aroup. There were t1b stanincan; drus by age in 
tlons (P•O.ll, df·L 2; P•.7J).thoulhlh.e:voull'l.tu!r'lft,a• 

. lieftl$ independent 0 the treatment sroup 
loWe'C' CDRS·'Rsc:ore: (F•8.77, df•l, 92, P•.OOi). 
larly, lf the sample ls -vid.cd by sex, usin& the si.U'I\e 
5e&. there was no dru by sex lntenu:tion (f .. ,OO~: 
92.:P•.96}, · 

Finally, Cor dee.c: 1pttve purposes,,. .. ._ 3 
lnttialancllast avaUa le •cores for all 96 padents 
dlni~U1n measures a d $tl£·ttpOI't depr~tsslon 
zraups. Fh.Loxe:tint eatrnenl and placebo W~ri! 
atcd with 51&ni£ic:ant "rtliSI!!s br:tween baaeUnc .. ·, 1a1•~n 
scores on t~ me&~ res. A$ notec:l. Dr.,:VIcou ... v_ trn•,'tl'llol!!. 

mcn1 tn the CD~R c:cn:s we~ grea~CT In thE UIJoi)"e~~nc::· 
1roau:d. gro~o~p Cftnal DRS-R score:, 38.4:14.6) 
Lhe placebo group en II\ CDRS·R iCOre:. +7. 1:!:. 17 
the •n•lysis of c:ova~nce (P=10.S8: df·l. 93; P• 
However. on measur menu of gene rAt psychilllrlc 
toms (J~PRS·C) :lnd ,t bal Eunc:tloning (CGAS), 
slgnlficant lmprovc:Menu; In the condition 
tle:nr.s in both &TOioiP ciurl ns the: course of the: 
the impravemo!nt \n he Ouoxctint·treaLe:d group 
~ignlftc:~tntly su.perl r to 'ht= placebo gro~p. Fu 
mo~. self·rel)orted •presr.\ve sympccm ml!~tlrl!'rrl!!:n 
also 5howe:d impro eme.nt u, both ~~:roups. 
cwoo:n-1ro1.\p dMlcre cce were net sigl'llric:ant. nu·wc·n~r. 
gtvl!n the wtde v:u1a lity "'£Initial ch.ild ~ll·rt:pcm.a, 
l'l.ndingJ &!t ciifrlclo\l~ w lncerpn.l. 

,. 

276 9960 TO 913014431388 

101• S.lwliaiO bit Dutcamaa 

CDM-R 
.(tlluge) 

a:liiiDI 
.. <'-'l wus 

' (NIIOtl 
IPRS-C 

(RIIIOII 
CIAI 
~) 

P.2161218 

47.1aS7.0 
('7-'l'l) . 

11.h10.8 
(.D-41) 

1Ua13.1 
'··.(04) 
iiWIB'!U 
(2'1:ofT) 
~14.8 

.. ~~) 

Fluoxetine coeaaztent was supertor to placebo ln relievins 
depres&ivc symptoms. The ciitfemtee betwecl\. fl\loxetine 
tteatmellc and. 'Placebo Wll8 evi.d.cnt in clln1c:tul. 115SC:SI• 
mmt of cUntcid sloballmprovtment (thr: CGI scale) and 
In weeldyellniclancl~ ~om sevmoryraUnp (the 
c:oas. 'R), Dtlf'ercnccsbetween Clu<*Cdne treacnent and pla­
~ba became scattstic:ally significant aft£r 5 weeks. 

There was no cla.r difitrrent:e tn patlent responsive­
neu to either nuoXc:ttnE tn:atmeDt or piKcbo based on 
ase o,; sex. 'the overotil rates of responie were &1mUar to 

' t6cst t2ported In adults for nuoxet1nt treatment and pla­
cebo using comparable analyses. For example, the De· 
presslon Guideline Panel' 1 reports that a ftleta•analysi$ 
of all avaiLable double-blind Studies o£ fluoliCetin~ trl!at­
nunt, wLth in~ent•to-treat samples. r~car.. a 40% n:· 
sponse rate: to nuoxetJne treatment and a 2.2'16 differ­
ence between fluo.xetine u·eatm£nt an.d placebo. 

. Despite improvemenu; In dtprsslve sympltlms. rcmw· 
tlvely complete remiaalon a£ depreutve symptoms (3 
CDRS-R score :&:28) was unc:ommon. which Is not dis· 
similar to ac!ult clata Ln t;. to 8-week l!ffi.cacy trials. DLt. 
re~nces between the lluoxetine-lreated group and the 
placebo g;ro1.\p were le55 evident in self-n!porr scale& (ChU· 
d.ten's Dc}>reulon lnvl!ntory. Stell. Depression Inven­
tory, and Weinberg Saeening Affo~c:tive Scale) •ad In eli. 
nlclan ratings of g,ll!neral psyc:hlauic symptom:;; (the 
BPRS-C) and alobal functioning (the CGAS). 

COMPAlllSON W1TH fiNDINGS 
FROM PREV10U5 STlJCti!S OF CHILDREN 

AND ADOLESC£NTS 

Several factors may e~pLaina p~ttlve result tn our study. 
comparc:d wi'h previous 8t\1cll.es of c:htldrtn •nd ad.ole&· 
cents. While depressed at b•selinc evaluation. ;as evl· 
denced by CDRS·R !!Cores, du= tample as a whole wa1 nei· 
t.her OV~rly T15p~:tnS\IfC {iC, the piO.Cebo 'l'alpon5e t'llte or 
;3~) nor t!'UcniiiJt\t rti1"•nc (if:, tbe 0UOKC:t1ne-trCIIted. 
croup f11ponae nte of 56~)' 
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sive evt.luar:ian period (3 wtdca) ind a single-olind pta. 
c:ebo periOd ( 1 week) prtor to randomizad.oll. . 

The choice or du~ c:trus »tudiecl resulted 1n ~ abil­
ity to atW.n adequate level5 of roedlt&t.iou wtrh few Ride 
dfecra. Also, prcYlous $tudles, apan frora Simeon ~ •1.1 ~ 
have used medtcad.cms that an: mo~ noradrettergic ot 
mea.bollzed to noradreller,tc ta.c&a'bat\ces. 

To our l=.owlecfse. there have beta. no ltQdiq In this 
a1e group C'omparing selective S«atomb reuptake in­
htbi~a~ uwl TeAs oi,nc;tly. However. Ill t.n open mal of 
15 adolesc:ems and youna adul15 (q«i16-l4 YtSJ:S) who 
had &iled to respond to I TCA. Boub ct aJ.P lot.Jnd 1 641)6. 
response rate to ftl.loxe:tinc ueatttwu dun~. a 6- to 7· 
week trial. ,AJ,c, it bas been propo~~ed du:orcticlUy tha~ 
differcncq tn.&be mte of develgpment or ncurotnnsrtdt­
tn l)'lllm!l coulci ~1uribuu: to dlffm:nces iD ~oD5c 
to azutdepresunC$. Dar& from ttudln or t!Onpruna":s:!O 
aud rheau• rnor&keys:u suggest that the dcvetopmenr or 
monoal'Din~rrp~ .storaa!: capad~ and syn~ia c:ontin· 
ues thmt~&h r:h1Jdhood and. is gerlftRlly naore tBptd fer 
sen~tonin i:han. for c:arecllclamitlcs. 

STWY UMITATIONS 

Tbe pattea.ta recrult~td evidenced relalivdy sewn: anrl per-­
•l•tent symptoms of dcpra~ion and would not bt rep­
ruen~auveofaUchlldlenandadolcsetnttwithMI>D.Of 
UO patients who d14 not enroll tn the treaunl!tlt phase 
oFibe RLlcl.yfollow:in&lhe lnlt111intemew, only 55 (.1~) 
bad not met MDP crtteria initially. The rUl ilnprowd. · 
met uclusiorua.-y crfterla, or refuted.~:nl'Oilmal.t ll.'\ the 
s~uciy. Twenty-nine patttnts responded co the cvalua· 
tion or ttuglc-oblmd placebo. · 

PolloWinirmd,o='Zatiol'l, attritiou dvrtng the scudy 
te:liUlt£dtngrta~U"auridonfromlheplacebocmupbeeJU!Ie 
oi faJEu~ to raspal'\4. Moat patknta hacl been seen weekly 
£oratlast8 vtstruad discontinuanonfrolilaheltlldy ~ 
ac; the pttil!:nt'a or pa~lu's N:qu~l&nd tt would. have been 
unelhic&l to contillUt .1tudyt.na lheae panenu. Everycffon 
wu lNd.c to bave the patUmts continue wtth the •tudy as 
!on, as po•ibh:. his inlpos.sible to know wbdhc-oonre· 
Jponders at wt:ek + or later would have bcco=c respond-

' en~ If they hadcomlnued longer uuhutud.ylb~:Lthcpwp. · 
wl\k:h would eff'ec:t the reiiUil of the)(! test of the CGI scale 
atQ:iL HOW«YeT, daram adultssugcru thatp~ raponci­
mJ arcJnore likely 10 occur early in tteatm41Uand.lhe pla­
c:~:borapol'l.5era~einthiaswdyparallcJsadultllndlDSsand 
Is not ~essively Jaw. Additionally, the analysts of tke 
CDR.S-R uatn1 slope, (tom lrui.Mdual n:~mshould 
not be cffec1r:d much by a ttrtr;fon. Seve~l:iimullluon tNd· 
ies have shawn that an unweighteci &ft:rap o!izu:!ividlllll 
slope& is subject to ltnle: bias OwinJ to dJ'Ppouu. n.la Also. 
an additional slopa IUII.Iysts Will ~rformcd UIV1g the pro• 
c:edure or Mori l:l aP' thlll WIUi datsnm specift~Uy to ad­
justfarnonnnuiomcifopouts. Bothofthi'Ma~ly5Ctahowed 
sip&f~eant trea,ment effect. 

Finally, the study ~ay ha"£ becl'l too short to dem-
. · onstrate stgniRca nt di(fc;renc:e.s between the groups hlalo­

bal £\1ni:Uonins (cht: CGAS) ond, 45 ~omorbicS dilordt:rs 
were frequent, mea5urcme:nts assesslns other symp· 
toms. not only depression (the BPRS•C), micht c:hange 
difl'eretui&lly as a l'ur~ctic:m of rreatm.ent, although botk 
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