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* agers who could genuinely benefit from
. antidepressants. But it's ensy to see how

L LNNLY
N RS NN

PACE.2/5 . .

BY ARIANNA HUFFINGTON

Pepp ermint Prozac

8 your daughter depressed about acne? Saon, you may be

able to take her to a derimatologist for peppermint-flavored

Prazac. Is your son blue over an ingrown toenail? Take

him to a podiatrist for some antidepressants, (s he angry
about having to wear braces? His orthodontist may soon be
handing out pills along with a dinosanr toothbrush,

Already, at least 580,000 children arc being prescribed anti-
depressants—and those numbers ave likely to increase dramat-
ieally. For now, doctors can presciibe
Prazac to kids but EH Lilly, which manu-
factures the drug, can’t market it as a
children's remedy. According to the
Mocdical Sciences Bulletin, however,"the
FDA {s currently cvaluating Prozac for
use a3 an antidepressant in children.” If
the FOA gives its blagsing, Fli Lilly will
be free to peddle “chlldren’s” Prozac—
especially now that the FDA is about to .
‘clear the way for TV advertising of pre-
scription drugs. The company already
has on the market a peppermint-fla-
vored version of Prozae, And where Pro-
zacleads, other antidepressants, suchas
Zoloft and Paxil, areo sure to follow.

Doctars may prescribe antidepres-
sants to children without any psychiat-
rie cvaluation. Yet the symptoms used
to Identify depression in a recent Prozac
ad range from feeling “unusually sad or
irritable” to finding it “hard to concen- .
trate. I have two henlthy little gicls,
ages 6 and 8, both of whom have experi-
‘enced theso symptoms. Indeed, I don't
know any normal children who haven't,

No doubt there are children and teen-

millions might wind up taking antide- -
pressants as a false cure for childhood
and adolescence, One father in South-
ern Califormia wrote to me recently to
say that onc of his son's friends is on
antidepressants "because her parents
arc'too strict'and sheis depressed at not
being able to do what other kids do”

A passing cloud. Signs of depression may be nothing more
than a passing cloud—or an indication of unresolved grief and
loss. A doctor spending a few minutes with a child eannot pos-

sibly know the difference, "It's part of the human eondition to

feel crummy if somcthing bad is happening in one's life,” soys
Harold Koplewicz, vice chairman of payehiatey at the New

. York University Mcdical Center. "But that is very different

from having a clinicnl disorder.”
Indeed, substituting the quick fix of a drug for the often
frustrating réality of parenting ean be a subile form of chikl
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Will Prozac lie usedl far childhood blues? .

Overprescribing anti-
depressants to kidsis a.
form of child abuse.

abuse. It is our job as parents to help our kids navigate life’s
emotional roller coaster. Their mental health depends not
only on theit life experiences—~goad and bad~but on how they
learn to'cope with them. ,

Children behave notoriously in line with the expectations of
the adults around them. If we think they can't cope without a

. pill, they will grow up helieving that. If we teach our children

that pills will make them feel better, how can we then tell them
not to try a joint or afew drinks to lift
their spirits?
" It may not be long before strossed
parents and teachers, bombarded with
ads promising immediate relief for
their kida—and themsclvas~will turn
ta Prozace with alanming frequency, For-
ty percent of American children live
without a father iu the honse. How
teinpting antidepressants will seem to
those overwhelmed mothers, A
o One psychologist, Barbara Ingersoll,
8  recently proclaimed that before Jong
d  “mood disorders will be treated not as
exotic, uncommon conditions in chil-
dren but more like [eavities] or poor vi-
gion . .. Theve won't he a stigma for kids
on Prozac—the stigma will be an not
taking Prozac.” In the past, the upper
- classes typically dealt with the strosses
of childhood by sending their kids to
boarding schoal, Now, instead of being
sent to Hotehklas, children can be
transparted to Camp Prozac.

Thero are so many forees pushing us
to accelerate the use of antidepressants
for children, But we neced to slow down.
“Children are 2o vulnerable,” says Mi-
chacl Faenza, president and CEO of the
National Mental Health Assocfation.
“We don't have a gnod body of research
yet about how anticdepressants will af-
foct them long term.” Even in Aldous
Huxley's Brave Netw World, Soma—~the
drug that kept everyone manageably
' numb—wasn't put In the kids' bottles.
Herc is 1 modest salution. Until much more is knawn about

the effects of antidepressants o children’s brains, why can’t
doctors simply refuse to prescribe the drugs without a (ul} psy-
chiatric evaluation? Since Eli Lilly claims to be coneorned pri-
marily with the mental hicalth of its custamers—as apposed to
opening an enormous new market for Prozac—company exec-
utives would no douht agree to such a restriction, And if they

A10nt nagis

~ find that pill too hard to swallow, maybe the FnA'could give it

ta them in a nice peppermint-flavored version. "

————an

Avianna Huffington is a nationally symdicatcd columnise,
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V__Ex1t J oe Camel but Here Comes ]oe Prozac

' mthaanmﬂHnnAmaicann AnduEll

. target as antidepressants'are -
»markeuhkeeandyba.ts

ByARIANNAH]JFFINGI‘ON

Eve-n 1t Amendment hmdamentalixts
acknowiedgethatthmxsmatmhnepm-
tection of free speech in the Constitution. -

" Cryiog fire in a crowded theater by not cov-

:'-_ered. Neither .is false advertising.. The- -

-pagermc ad now running o mag-
-azines around the country—fram Time to
" Coamapolitans—is morally indefensible.

Under a storm cloud that on the secom:l
page is magically transformed into a brlgh
sun, the ed Informs us that “When you're
clinically depressed . . . you may have
trouble sleepmg Feel unumal.[y sad or-
irritable? F'ind it hard to concentrate? Lose -
your appetite? Lack energy? Or have trou-
ble feeling pleasure? These are same of the

sywptoms that can point to depression.”

These are also some of the symptoma that -
can paint to life, Is there anybody on this

planet who has never lacked energy, felt -

. sad orirritable, foumd it hard to ocanceafrate
* or had trouble eleeping? Because if there s, -
I would sure like to meet that perfel:t
-specimen.

Prozac has almdy been prescn“bed to

-amall print
"'arders np doubt—it hag not all come up.
;—--,m’l‘headva-seaidemnmdlmder

AT

Lilly, Prozac’s maniifacturer, admits in the .
of the ad—on strict lawyers®

precauttonl"'*range from anxiety (I

&bly not the ane Lilly had in mind).

Despite a page chock-a-block with-

small-print warninga and small-priat -~

‘advice to consult a dbctor, Lilly has
Jaunched a multimillion-dollar ad l;m‘.z

specifically designed to bypass doctars and
targetconsummdnecﬂy..

MMMeaummhbédmmlgh'

Btntreaungchﬂdhoodasadismhmgic.
And what makeés the timing of this cam-
paign mdhhnhingistbaﬁtunnddawﬂh

- the publication of the. only large-suale

study on the eﬂects of anti:depre
kids, whichishemgnsedbyhﬂytoget

Foodand.Drug Administration approval far

children’s Prozac. The Unlversity
study found that about half of the 70 8- to
18-year-clds tmpraved..But then. so du‘l
one-third of those on a planebq.

. Onsuchxmshakahleevtde.nce,theﬁ'DAm .
widely expected to declare Prozac a drug

.approved for children As Wendy Neu- -
berger, a pediatrician who refused to pre- .

scribe Prozac, put it: “Prozac Is a drug that
alta'sbra.inchanish'y andwedo 't know

thought Prozac cured anixiety) to sulcide (& -
", fail-safe cure far depreision, thongh prob-

_eqnc

hawaltennanafhnlnchenmtrymachﬂd
nﬂgh.taﬂectthdrdzvelnpmm T

- Lillys "worldwide sales in 199" were -

sz.ashininn.upbyn%hnmmss

- In the, zearch for ever-expanding maz-.

kets, children were bound to be Lilly's next - -
target.Butwhy does the FDA, sc eages to

protect. children from tobacco, have to °

coopérate?. Already, children's prescrip-
. tions of adult antidepressan
from 342,900 in 1994 td 579,700'in 1996. -

Thueuobvmmlyamllpmtageaf N

chﬂdm.uthereuaamanpmhgeuf
adalts, who suffer from gevere

thatneedst.obnmedxallytreated.nmth.la
giossy. ad campaign is not for them. ‘The
u—ansrormatinnatagraycbudinto a yellow

- sun i Intended to convince -the average' "

American pursuing bappiness ang nat quite
ﬂndlngttthaithmhqnlnxtmtsolmnnat
‘band, More troubling {5 the fact that the
childish drawings-are tlearly -aimed at
stressed-out parents toa busy 1o deal with
children who are acting up, havihg trouhle .
atschoolormplybemgmoody The solu-
tion ' Is atmple. Drug them .up to your
tations,

Clﬁldrenoann, Barbaralngmoll,a
child psychologist, cheerily proclaims, “tell .
us they are not as angry and not as tem-
peramental, behave better and feel better.

Ttis a tremendous development. We cansee -
a future where-mood dzsorders will be

tahaveaoarui'

t:utednot umtu:. uncemmon emdnmns

* . In children but more like dentsl cavities or

pootviawn." Ingesouhassemthetuture.,
it worke “There won't be a stigma for
kidam?xozac—theshgmamﬂbemnot'.

Per taavuid:heaﬂgmaandanﬁlthé

ads. full penetration, we can put it n
the water supply, like flucride. And. xince.
'.nobodyilmoodia-thanahmchuf :

graders, why not gell.it in vendmg
mm:hmea’ E.xit Jae Camel Enter Joa

er,ymnment. we are

"dméhndrmwithadsandsemmabmn

saying“m"todmga.wamblnrrmgﬁm
thmanydnnncunnbetwemfeeﬂnggwd

from.Praz¢ and feeling good from life.
'Ihelmmnﬂnedl:feianatwnrthlmng,

aaldS&t:ates,btnweare our chil-

dren that symptoms with drags s

- the best way to lead busy, ve lives,

" In the brave new warld of designer drugs,

: wejustgulpdnwnanntherpmandheadmr

_anather meeting.
Andwedan'tevenseetheabsmdnyofa ‘

advertizing-campaign & eacrip
tion drug for clinical dep orap!;w

ression,

* . sively marketed like a-new candy bar, The
liddie Prozac about to debut:is in fact -
_pe permint-flavored. Which makes Eli

jmlabsg-’nme drug pusher.

Amnm Huffuzgton ita tyndwated col-
. umnist, E-mml n-lm:hnf@no

“97 (WED)
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Children, soft money and McProzac

resigent Clingon's mpmu!lut
m”&'fnmmf?&
- sinpd ;‘;“,mkm"“"m‘“’"?
axefrant opoe
m of children gas.

mlvwmmy the manufactur-
er of Promc, lsmnmnhatonn'r:ﬂt-

- patfasani imocent

sﬁmd I.co'Btunmaf'a?i'
ap »

llu!M’

Lil!y-pub&cstam:sofaqvw-
ninded campany whose sols connern iy
tha well- bdmofchiurm—
the miftions of childran whose golet suf-

oould come (0 an end
fering hymhbmu _

mﬂ“

:mrepollﬂuimdm comm!ttu, ﬁly

mmmﬂnlalmdoﬁdmm
Washingron will not ba
S:Jdmnbmc?roucand 'dm in

lant 10 years, the PAC hastuds
severs] hundred contributions to fader-
at nigns — among them those of
Newt Gingrich, Dick &y, Tom De-
an.Tronth.CluuDoddmd

of the House Comunerce subeom-

miuaoauhulth.

Lilly tw elso become gxpart at the
saft-mongy gwne, The company went
from sero soft-maney on one i
the 1902 election cycla ta $746.67o in
1996, When asked to explaln this tarst

. deicke

mam-

- Arianna
| Hufﬁggton

M. .
Newtoa 2 *Wo do it because we
ﬂmhwhavewmldmhthcw

m&‘mmmnndm .
Wnymm’
Progac on kids.
This lotter

inpart of a well-grches-

 trated, cold- blooded ttamk aummed

executive Christina
egoenerUmepeoph'm
told a drug industry conference ia May,
referring to anyone wha darea be disre-
spectiul of Prosac, oreain gresting
cards, “with a very serius nteat 1o get
them ro cense and desist from thelr ac-
tivitiea.” Any attack on Proxecis being
ommtuedaa‘bomﬂmgmmmffem
'Lilly’ dmaa-comol mﬁ!‘wnln
[} -
clude secret, nutlemcnuvhhpamzim

wp by M

mmmﬂ?ﬁmmmm
gat user who iifisd tight and wounded
Izhlptmtmgﬂmnhooﬂum

mﬁbmu nwam.

" R ow, procaaly,does tik incen
’ [} “
tive plan -~ growing hier by ex-

»guinet life"o emotiona! roller coxster

nduﬁurtznu:Wtoft!tchlmw
© Crastors Aynillcate
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Prozac and children/adolescents

Lilly does ' matket Prozac for use in freating children éﬁd adolescents. To daﬁ..
Prozac has been cleared by the FDA anly for use in treating patients 18 years of
age and older, .

.~ Lilly has not pought an indication from the FDA for the use of Prozac in children
and adolescents, The compagy did recently supply data to the FDA concerning
Prozac’s use in these populations, How ver, this was doge in response to an FDA
request that afl pharmaceutical compeni provide the agency pediatric data
related to a variety of medicines. : ' o '

i essandcanbeespéciaﬂydifﬁcuhw ’

* " Pediatric depgession ¢an be 2 serious §
diagnose. decision to diagnose and pediatiic depression should be made
only after a thorough evajuation by 2 child psychiatrist.

. We share the poncem that anty use of antidepressants in children should proceed
' with great caution until more research is [done, E

¥k TOTAL PAGE. A2 xox
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volved in thcxr own hea]th care.
- But, says Nancy Ostrove, a public

health analyst in FDA’s division.of drug
marketing, advertising, and communica-
tions, “Direct-to-consimer advertising is
not inherently bad or good. It can be

useful or harmful, depending on how it’s
done.”

Truth in Advertising

FDA has regulated the advertisin
prescription drug products since 1962,
under the Federal Food, Drug, and| Cos-
metic Act and related regulations. Most
other advertising, including the advertis-
ing of over-the-counter drugs, is regu- ,
lated by the Federal Trade Commi$sion,
under a different set of rules.

FDA generally interprets the term “ad-
vertisement" to cover information other
than labeling that promotes a prodjict.
The term includes promotions broadcast
on television or radio, conducted Hy
telephone, or printed in magazines or
newspapers. (Also see “Drug Promotion
in Cyberspace.”) '

' For many years, prescription dryg
- makers promoted their products exclu-
sively to health-care professionals| But
about 15 years ago, Some manufadiurers
began 1o produce ads targeted to con-
Sumers,

Since then, direct-to-consumer dver-
tising has become a popular promotional:
tool. In 1996 alone, prescription drug
manufacturers spent almost $600-
on this type of advertising, according to
Competitive Media Reporting, which
projects 1997 spending to be at least
twice that.

And consumer-directed ads sce
capturing consumers’ attention. Inj a
1996 study by drug industry cons leant

Scott-Levin, three-quarters of the doc-
tors surveyed said their patients have
talked about drug ads they heard gr saw.

FDA regulates consumer-direct¢d ads
under the same regulations as profes-
sional-directed ones. Like ptumot ons
directed to health-care provnders, on-

sumer ads may only make clalmst at
are supported by scientific evidence and
that are not inconsistent with the A
approved-product labeling. And, 1 c

professional- -directed advertisements,

they may not be false or misleading,.
FDA oversight helps ensure tha}t con-

sumers understand both the benefits and

8/ Jonuc:ry—Fabruary 1998 / FDA Consumar

gof -

v 2 3-88
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to be

-John Kamp of the

In Trou

Generally, FD £
agency often revie

If FDA finds thp

égency may take e
drug company s p
salespeople.

For the least sei

company an “unti

For more serio
company immedi
rective steps.

For example, th
who prescribe the
corrective advertis
into compliance. |
promotional mates

* Beyond sending
tions by seizing af
same or similar cl{
tion of the compar
tional and serious

The threat of ag

won't play fast an
tion with the Ame
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ble with FDA

does not require pre-clearance of promotional materials. But the
vs drug companies’ draft promotional materials at their request.
t an advertisement a company is using is false or misleading,
nforcement action against the company. The agency regulates 4
rescription drug promouons, including the promotional tactics g

€ .
l1ofa
f its

ious violations of advestising regulations, FDA will send the d
led lettes” outlining FDA's findings. © :

s violations, FDA may issue a “warning letter” requesting thatithe
tely stdp the violative advertising and, in many cases, take other cor-

ug

& company may be asked to send a “Dear Dactor” letter to alert those.
medication to FDA's finding. The company may also be asked lto.run
ements setting forth FDA’s concerns and bringing the ad’s language
inally, a warning letter may request that a company send its fuure
ials to FDA for clearance before they are used. :

; untitled letters and warning letters, FDA may stop Violative promo-
fected products or enjoining the use of promotions that make the
hims. These actions and the most serious remedy, criminal prosgeu-
1y-or the individuals involved, are used rarely—gencra]ly whe mten-'
misstatements are involved.
yency action isn’t the only thing that keeps companies honest, says
American Association of Advertising Agencies. “A drug company
i loose with the rules because its most important asset is its reputa-
rican people.” &
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limitations of an 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, & consumer-directed ad may he
considered misleading unless it explams
. the drug’s benefits and risks in words
that people who aren’t medical profes-
sionals can understand.

FDA regulations call for “fair bal-
ance” in every ad, FDA reviewers look
at the entire advertisement to see if it is
balancéd. The risks as well as the bens v
efits must be clearly identified, with the
risks presented prominently and read-|
ably so that the beneﬂts are not unfairly
emphasized. : '

Under the Federal Food Drug, and .
Cosmetic Act, most ads must include
“brief summary” describing the effec-
tiveness of the drug and its risks. In |
print ads, drug companies usually mept
the requirement by including entire risk-
related sections of the approved label- -
ing. Many people have expressed con-
cern to'FDA that, because drug labeling
is primarily written for doctors, much of

it cannpt be, understood by consumers.

“The brief summary nught be fine for
someofie who went through medjcal |
school;” says Linda Golodner, president

, of ithe National Consumers League,
_ Bven then,she says, “you have to ge
outa magmfymg glass to try and sor}

out the information,” o
FDA is considering what steps can be
_taken towafd a more consumer-friengdly .
 format. In the meantime, says Ostrove,
“We encourage manufacturers to write
the brief summary information to be

more understandable to consumers.”] .

[

H elp-seekih'g ads like this one let people
know treatments exist for a medical
condition, but don t name a spec;f' o
drug.

-(Saurce Roche Producrs Im.- )

" ‘sometimes print ads, co panies hayx

,“reminder” ads and “help-se
-ads—tHat are exempt from

‘particular condition andencourage them

; 2= 3-98 ; 20:07. ; FDA

radio ad,

rers have found it d:ffu:ult to
summary reqmrement. ‘
, detailed brief sum-

ision,” writes
drug law expert Wayne ines.in the
Thompson Publishing Grdwp's Advertis-
ing and Promorion Marn. al

So, for television comn ercxal

'nd'

historically opted for two types pf ads
ng”
e brief
summary requirement,
Reminder ads, like/the original ver-
sion of the Clarig#fl commercial, call at-

tention 1o a dpdg’s name| but don’t state .
,the conditip '

it is used 1o treat.
© Helgféeking ads tell ¢ consumers only
that fh€re are lreatmems available for a

PUBLIC AFFAIRS=

. ¢an mention thg
serekn is not practi- -
- without y

Aeach has only part of the information a
_consumer wants, which can create a lot .
' of confusxon,” Ostrove says‘

. ted

" labeling.

- 82024565542;4 3

—— S ke weear e g

to talk-to a health-care profgsional. To
be considered a help-segKing advertise-
ment, an ad may not stite or imply the
name of a particulaf product, although it
efnanufacturer’s name. -
One such mpgazine ad said simply, “Life
ers. It is now possible, See
your dbctor.”

Phe reminder and help-seeking ad

Completlng the Puzzle

FDA regulations have always permit-
sponsors of television and radio ads
to predegt a brief summary. Or mstcad
they coulipake “adequaie provision”
for interested eople 1o get the approved

Before August 199 FDA had not de-
scribed “adequate provision” for con-
sumer-directed ads, so drug companies

QOnLY A DOCTOR CAN DECIDE WHICH
TREATMENTS AKE RIGHT FOR HIM.

FDA Consumer / Jonuary-February 1998./°9)
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" Crying fire in a crowded theater bs not cov-
.-.ered’ Neither.is false advertising. The-

~ symptoms that can point to deprassion."

flos Angeiss Gimes

MONDAY, JULY 21, 1997

.-Dngs. Children are the next
: Lilly, P:ozacamanixfactmer.admnsinthe..
targetasanhdepresamsare amall ; ‘of the ad—on stiict luwyess'
markewdhkemndybaxs ""orders no doubt—it hag not all' come up.
mTheadvmesidediecunstedlmda' ER
: precauttons”'range from anxiety. (I
By Anmnmnumcmu " thought Prozac cored assiety) to ulcide (x

" fail-safe cure far depreksion, though prob-
Even 1st Amendment findamentalists - &bly not the ane Lilly had in mind).
acknowledgqthatthereismamohnepm-
tectian of free speech in the Constitution. -
advice to consult a dbctor, Lilly. has

three-page Prozc ad now running bn mag- -

- azineg around the country—from Time tp,
Cosmopohtan--is morally indefensible.

Under a storm cloud that on the seeomd

page is magicaily transformed into 2 bright .
gun, the ad infcrms us that “When you're
clinically depressed . .. you may have
trouble sleeping. Feel unusually sad or-
irritable? Find it hard to coocentrate? Lose -
your T Lack energy? Or have trou-

ble feeling pleasure" These are some of the

spedﬂcaﬂydesignedcobypaudocmm

But treating childhood as a disease is tragic.
And what makeés the timing of this cam-
paign o

study on the eﬂects ufanﬁ sdepre

children's Proxac, TheUnivdemx
study found that about half of the 70 8- to
18-year-olds tmpraved.- But t.hen. 80 dxd

These are also some of the symptoms that -
ona-thn-doithoseonap]aneba,

can point to life, Is there anybedy on this

sad or Irritable, found it hard to cancentrate
or had trouble aleeping? Beumezfthereis,
I would sure like to mee{ that perfect
specimen. N scribe Prozac, put it “Prozac Is a drug that

Prozac has alteady been prescn'bed to| alters brain chemistry and we don't know

widely expected to declareProzacadmg

plangt whao has never lacked energy, felt / Onmchtmshakahleevtdence.theFDA.m .

’ methanl?mﬂlinnAmericam A.nduE;ll*

Despite a page chock-a-block with-v

tions ‘of adult
small-print warnings and small-print \

-Jgunched a’ multimjllion-doilar ad l;mz o

Treaungn:easanmnmubadmmxgh."

klds.whichishemgnsedbynllytaget:
Foodand.DmgAdminiauaﬁnpappravaIfar )

approved for children. As Wendy Ney- ..
berger, 2 pediatrician who refused to pre- .

Inthemnmb.forem-expandmgimr

km children were bound to be Lilly's next |

target.Bntwhydoes theF’DA,soengertn

protect.children from tobacco, have to

cooperate?. Already, children's prescrip-
antidepressan

from 342,900 tn 1994 td 579,700'm 1996.

Therenobvinmlyamnllpa'eenmgeaf,
_children, as thete is a sinall percentage of, ;-
~ adults, who suffer from severe ’

Lha:needstobemediallyh-eated.ﬂm&hh

- gloesy.ad campaign is not for them. ‘The
. transformation of a gray cloud inta 8 yellow
.- sunt (g intended to convince :the average
18 that it caineideg with. .
- the- publication of the.only large~scale- :

American pursuing happiness and ngt quite
it that there i3 gn instant solntion at

" hand."More troubling i8 the fact that the
. childish drawings are clearly -almed at

stressed-out parents toa busy {0 deal with

chﬂdrenwﬁnma.cungup.hnvmgtmuhle:_-
- at school ot gimply being moody. The salu-

tion ls simple:" Drug them .up to ynur

'apectaﬁans,

Cliildreron Prorac;” Barbanlngeaoll,a

peramental, behave better and feel better.

Itis a tremendous development Wecansee -

a future where mood disordets- will be

tahnveaoare@

. txm&ednotaaemﬂn,tmcommn conditiona

. | in children bat more llke dentsl éayities or
Y. Lilly's worldwide sales in 1996 were
'iz.astﬂnmn,upbyuﬁfmmlsss. .o

pocn'vis!.on."lngmuhaaseenthefuhme..
- and it works *There won't be a stigma for
kidsonmi‘mc—-t.hemgmawﬁlbemmt .

. Pex toavaid the stigmai and until the

;ads. 1 full penetration, we can putit in
thewmwply.mﬂmde.mm.
. hobody is moodier thar a bunch of eighth-

" graders, why not sell-it in vending
ma.ch.ines’ Ekit Joe Cimel. Enter Joe
‘Prozac.

) Att.hev mmnazt.we arebombarding
omc.hﬂd.;gywjth ads- andsermamabtgn:
smng' nm&"y“mbgllg:
them any distinction between feeling good
from-Prazm¢ and feeling. goad from life

- *The unexamined life s nat worth living,”

sald Socrates, bat we are g aur clul-
dren that i drogs .

. the best way to lead busy, ve lives.
In the brave new wearid of designer drugs, -

we just down, anoth and head for
gulp er pill and bes

And we dan’t even pee the absurdity of a
majir advertizing campaigo for a preacrip-
tion drug for clinical depression, aggres-

K sively marketed like a-new candybar. The
kiddie Prozac about to debut:is in fact -
- & permint-flavored. Which makes El

justablg-hme drugpmher

. Arianna Huffmgton ita tyndwated col- -
.ummt.E-nm‘L arlml.hnf@u
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Peppermint Prozac

s your daughter depressed about acne? Saon, you may be
able to take her to a dermatologist for peppermint-flavored
Prozac. Is your son blue over an ingrown toenail? Take
_ him to a podiatrist for some antidepressants, (s he angry
about having to wear braces? His orthodontist may soon be
handing out pills along with a dinssaur toothbrush,
Already, at least 580,000 children arc being prescribed anti-

depressants—nond those nnmbers avelikely to increase dx‘nmut-ﬂ )

jeally, For now, doctars can preseribe
Prazacto kids but EXf Lilly, which manu-
factures the drug, can't market it as a
children's remedy. According to the
Medical Sciences Bulletin, however, “the
FDA i3 currently cvaluating Prozac for
use as an antidepressant in children.” if
the FOA gives its hlagsing, Eli Lilly will
be frea to peddle *children's” Prozac—
especially now that the ¥bA is about to
clear the way for Tv advertising of pre-
scription drugs. The company alyeady
has on the market /& peppermint-fla-
vored version of Prozae, And where Pro-
zacleads, other antidepressants, such as
Zoloft and Paxil, avo sure to follow.

Doctors may prescribe antidepres-
sants to children without any psychiat-
ric cvaluation. Yet the symptoms used
to Identify depression in a recent Prozac
ad range from feeling “unusually sad or
irritable” to finding it “hard to eoneen- .
trate” I have 1wo henlthy little girls,
ages G and 8, both of whom have experi-
enced theso symptoms. Indeed, I don't
know any nonnal childeen who haven't,

Nodoubt there are children and teen-
agers who could genuinely benefit from
antdepressants. But it's easy to see how
millions might wind up taking antide-
pressants as a false cure for childhood
and adolescence, One father in South-
ern California weote to me recently ta
gay that one of his son's friends is on
antidepressants "because her parents
are'toostrict’and sheis depressed at not
being able to do what other kids do/”

A passing cloud. Signs of depression may be nothing more
than a passing cloud—or an indication of unresolved grief amd
loss. A doctar spending a few midnutes with a child cannot pos-
sibly know the difference, "It's part of the human eondition to
feel erummy if something bad is happening in one's life,” savs
Harvold Koplewicz, vice chaivinan of psychiatry at the New

York University Mcdical Center. “But that is very different’

fram having a clinical disorder.” ‘
Indeed, substituting the quick fix of a drug for the often

frustrating réality of parenting can be a subtle fonm of ¢hild

IR YR WO Ganse v S8% N0t o ITEANE T A teN)'ev sm 7 A ooroa cor V3 binen

Will Prozac hia used far childhood hiugs?
Overprescribing anti-

clcp ressants to kids is a
form of child abuse.

abuse. It is our job as parents to help our kids navignte life's
emotional roller coaster. Their mental health depends not
only on theiv life experiences—~good and bad~but on how they
learn to'cope with them. ‘
Children behave notariously in line with the expectations of
the adults around tham, If we think they can’t cope without o
pill, they will grew up believing that. If we teach our children
that pills will make them feel better, how can we then tell them
not to try & joint or a few drinks to lift
their spirits? _

It may not be long hefore stressed
parents and teachers, bomnharded with
‘nds promising immediate relfef for
-their kide—and themselvas~will turn
to Prozac with alarming frequency, For-
ty percent of American children live
without ‘a father in the honse. How
teinpting antidepressants will seem to
those overwhelmed mothers. '

QOne psychologist, Barbara Ingersoll,
recently proclalmed that before long
“mood disorders will he treated not as
exotic, uncommon conditions in chil-
dren but more like {eavities] or poor vi-
gion . .. Thera won't he a stigina lor kids
on Prozac—the stigma will be on not
taking Prozac.” In the past, the upper

- classes typleally dealt with the stresses
of childhood by sending their kids to
bearding school, Now, instead of being
sent to Hotehkiss, children can be
transparted to Camp Prozac.

Thero nre so many forces pushing us
to accelerate the use of antidepressants
for children, But we need to slaw down.
“Children are so vulnerable,” says Mi-
chael Fpenza, president and CEO of the
National Mental Health Assocfation,
"We don't have a gnod bodly of research
yet about how antidepressants will af-
feet them long term.” Even in Aldous
Huxley's Brave New World, Soma~the
drug that kept everyone manageably
numb=—wasn't put In the kids' bottles.
Herc is a modest solutian. Until much more is known about

the cifects of antidepressanta oil children’s brains, why can’t

doctors simply refuse to prescribe the drugs without a full psy-
chiatric evaluation? Since Eli Lilly claims to be coneerned pri-
marily with the mental hicalth of its customers—as opposed to
apening an enormous new market for Prozac—company exec-
utives would no douht agree to such a restriction. And if they
find that pill too hard to swallow, maybe the ¥DA could give it
to them in a nice peppermint-flavored version. . u

Arianna Huffingon is a nationally syndicated columnist. -
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Children, soft money and McProza,c

wack that phisrmaceutical cam

Pmmcumm.mmm
panies teat all drugs Hkaly to be

for children Lrought to the

acefront onoe again the ungettling is-
mdmmw
What is particalarly the
“'g“bml?lﬂv the;umhmlr
er !imc, oonmuin; mtt.
e i
process to
m:pggvalforpedhtn'cmug.

pressanta.
l""mﬂ!auunﬁouhwm :

Lifly representative Dr. Ga
mwhnu!.udm mn:
about Lilly's “partnerehip with tha ace-
desic cotnmgunity,” “peer review medi-
catjournals” and the nead to catablish
‘whuhmlhebmnﬂmmmm

Lll!y lwb&cstmmoﬁcmo-
ninded company whosa sala concern iy
the well-belng of chikiren —
the millions of childran whose guiet guf-
quldmetomendbymm
pe”umb-ﬂ-wmd

. active polldui agtion eomnﬂttee, ﬁty

?mm that etec:tt’:u officials in
achiagron will nat too many
about Prozac and children, In
lask 10 years, the PAC has mada
several hundmd cmtn'bmimc to fedar-
at them thooe of
Newt Gingrich, Dic oy. Tom De-

'Lv.‘l‘ront[.on,cmm -

bers of the House Conanerce suheom-
mittew ap bealth.

Lilty taw also become expert at the
soft-money game., The com went
from sero s0ft-money co ong in
the 1992 edection cycls ta $746, 67n in
1996, When asked to explain this turat

Arianna

Hutﬁggton |

of genswouity, Lilly spskeamah Jeff
Newtoa : “We doit because we
think we have to participats In the pn-

h%Y udnwmwhywdn

wlumtdy.Rep.Dmmth:mch.a
Reform -

agency regnanded by dting D-C Re-
which covers the industyy:
mmhmmﬂdwmmm
foruuhp!hmbunderlsmd
ageand. . N.D.A.(New Drug
tiou) was made.”
diructly contradicts tha peadive

, mmwmmmm

that my celran
pushing Praeac on kids.
Thiy latteria part of a well-orches-

. trated, cold-blooded attempt seummed

np by Lilly executive Christing Hen-
dcicks: * cgodtertlmepeople*.hc
told » drug industry confexenca In May,
referring 16 anyone wha dares be disre-
spectiul of Prosae, ovenin
Mw“vnmavcrymnaulntcnnom
tbmltommmdmﬁmmduc-
tivities.” Any artack on Provecisbeing
countered as “elittling those mxffemu
from deprexsion,”
Lilly’a dema strategies in-

_clude sacre mtlmumtn with plaintiffe

e o o the i
rat tser who kifled aight and wounded
12 in » printing-plant shooting

8
'f‘

wm&:ﬁnnwmmm:
‘in chiidren yad sdolaacents,
thtmnordodmhlmdem
toufco!wm
wiien, with dProzac, ack
roron perfection mAxmrlm
hood eonld be at hend? Watch out,
Amgyica. That's howthaysﬂdmemy
at Lifly, They talk obsesstvely about
thereintively faw children with serious
daprossion, while leaving ot the -
millions of kdds whoae braists
are being meddied )
mummmalmmaa
the Jang-téxm effects of Prosac,

Next time you hear 2 axacutive
talking whout Wtﬁn‘u

kids hooked. Last yexr, Lilly CEQ Ran-
dall Tohlas took homa §6.68 mallion in
coapensation, a 75 percent increass
over the previous year,

And how, mcwelv does thisincen-
tl'! —_— wealthisr by ex-
panding the snarket of restless and
agxinut life"s emotisan! roller coaster
— differ fiom thet of the Call cartel?

© Crestors Rywdicate o
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Depression isn't just feeling down. [t's a
iliness with real ¢auses, Depression can be

triggered by stres
a déath in the family. Or it can appear sudder
for no apparent reason. C

Some people think you can just will yo

‘out of a depression. That’s not true. When
you’re clinically depressed, one thing that
happen is the level of serotonin (a chemical i
your bodly) may drop. So you may have trou
sleeping. Feel unususlly sad or irritable. Find
hard to concentrate. Lose your appetite. Lac
energy. Or have trouble feeling pleasure, Th
are some of the symptoms that ean point to

$2/20'd - BBEIEMJlTBEI oL

ful life events, like divorce pr  fiels like too much w0 handle.

FDA PUBLIC AFFAIRS~ 92024565542;% 5

4 depression - especially if they last for more than
a couple of weeks and if normal, everyday life

y ~ Tohelp bring serotonin levels closer to
 normal, the medicine doctors now prescribe
elf  most often is Prozac® Prozac isn’t a “happy
. pill It's not a tranquilizer. It won’t take away
' your personality. Depression can do that, bu
Prozac can’t. v :
le Prozac has been carefully studied for nearly
it . 1Oyears, Like ather antidepressants, it ian't
~  habit-forming. But some poople do experience
e mild side effects, like upset stomach, hesdaches,
. difficulty sleeping, drowsiness, anxiety and

¥4 SE:6T 86, £B g34d
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’ Depressxon breaﬁs ives :
person who 8 depre 9!

| tsa rﬁl 1l]ncss w;th ea},causes .,But the good'
' rwws.ls‘ tll‘lat it mnbl. eated ; o
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Backgrounds Depression is a major cause of morbid-
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A Double-blind, Randomized, Placebo-Controlled
Trial of Fluoxetine in Children and

“Adolescents With Depression

Graham J. Emslie, MD; A, John Rush, MD; Warren A, W‘rinbcrg. MD: Rabert A, Kowatch, MD;
Carveil W. Hughes. PhD; Tom Carmedy, PhD; Jeanne Rintelmann

ity and mortlity in children and adolescents. To date.
randomizad, controlled. double.blind trials of anzide-
pressans (largely tricyclic agents) have yet to reveal th
any antidepressant is mjore effective than plasebo. Th
article is of a1 randomized, double-blind. placebg-
controlled trial of flugxetine tn children and adoles-
cents with depression.

Metheds Ninety.six child and adolescent outpatients (age
7-17 years) with nonpsychotic major depressive disorder
were randomized (stratified for age and sex) 10 20 mg of
fuoxerine or placebo n:Ld geen. weekly for 8 consecuti

weeks, Randomization was preceded by 3 evatuation vi
it that included struenyred diagnostic interviews durl
2 weeks. followed 1 week lateri‘;'u 1-weel, stngle-bli
placebo run-in. Primaryloutcome measurements were the
Clinical Global Impressions gcale
ion Rating Scale—Revised, s

3, +8 were randomized to fluox

x

etine treizmem and 48 w0 placebo. Using the intent. to
treat sample, 27 (56%) of those receiving fluoxetine and
16 (33%) receitving placebe were rated “much” or “very

. much” improved on the Clinical Global Imapressions seale

ut study exit (x2=3.1, df=1, P-.02), Significant diffar-
ences were eiso noted i weekly ratings of the Chil-
dren's Depression Ratng Scale—Revised after 5 weeks
of treaunen: (using last observation carried forward).
Equivalent response rates were found for patents aged

12 yenrs and younger (n=48) and those aged 13 yeats

and older (n=8). However, complete symprom remis-
sion (Children's Depression Rating Scale—Revised =28)
occurred in only 31% of the fluoxetine-treated patients
and 23% of the placebo patients,

Conslusiom: Fluoxetine was superior 1o placebo in the
acute phase treacment of major depressive disorderin child
and adolescent outparients with severe, persistent de-
pression. Complete remission of symptoms was tare,

~ Arch Gen Psychizry. 1997,5¢:1031-1037

lescents with depressio
mains one of the leadin

EPRESSION IS 0 major covse
of morbidity aad morval-
{ty in children and ade-
lescents.! School fallure
and scphool dropout are
coramon outcomes for children and rdo-
2 and suieide re-.
causes of death in

the prevalence of aide effects of more nor-
adrenergic antidepressants, has led to an
Increased interest in selective serotonin
reuptake inhibltors.® Published articles
abour selecrive serotonin reuptake inhibi-
tors {n adolescent depression include 2
studies of “ireatment-resistant” depres-
sion with fluoxetine”'®; 2 retrospective

. Rush, and Kowaech and

From the Deparvmonty )
Pgychiatry (Drs Emslic,

Ms Rintetmann), Neuralogy
(Dr Weinberg), and Acader
Computing (DY CditioisJ,
University of Texas
Southwesiern Medical Cened
at Dallas, and Terrcll Siaic
Hoapital (Dr Hughes),
Terrell, Tex.

B

adolescents.** The age ol onset of depres-
sion is decreasing In those more recently
bomn. with the result that many individu-
als will experience their first episodes ol de-
gmalon during their adolescent years. Pu-

erty mirks a substantiaf ris¢ in the overall
prevalence of depression 2nd is asseciated
with a shift in the sex ratlo. with a prepon-
derance of females, '

A meta-analvsis of all available pla-
cebo-conurolled trials (R=12) of tricyelic
antidepressarus (TCAs) {n pattents between
theages 6 and 18 years goncluded that the
difference between active treatment and
placebo ig 100 small 10| be clinieally 9ig-
nificanc.® This lack of ¢fficacy. as well as

ARCH GEN PAYCHIATRYAVOL 34, NOV 1997
1031

medical record reviews with fluoxetine!!
and sertraline treatment’?; and 1 nega.
ttve, double-blind. placebo-controlled
swdy of fluoxetine.*’ Despite the lack of
evidence of effectiveness in randomized
coatrel trials, antidepressant medica-
lions continue to be prescribed widely in
this age group primarily based on adule
data, For adults. the efficacy of ancide-
pressant medications for major depres-

" give disorder (MDD) Is well estab.

lished.!*'* No one antidepressant is clearly
more effective than another. except that
monosmine oxidase Inhibitors are more
effactive tham TCAs for deprassion with

“atypical [eatures. '/
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PATIENTS AND METHODS

. ’rA'n!NTs

Chlid and adolescent cutpatients (aged 7-17 veurs) who
self-referred or referred by other practitioners o our mgod
disorders program arjd who met DSM-I!I-R eriteria for non-
psychatic MDD, single and recurrent, They were In goed gpns
ersl medicol health and of normal inzelligence. Patlents wi
bipolar | and 11 di . psychotic depression (lifedme). In-
dependent sieep-wake disorder, sleohol and ocher sybs
stance abuse (within the last year), #norexis nervoss or bu-
Urnia (lifetime), or us L& weatonent with {luoxe

{20 sng/d for ac least |3 weeka) were excluded. Any patipnt
with at lewst 1 flr relsttve with bipolar | disorder
on fsmily hisory by a parent) was alsa excluded.

" Posuible padents for study were scheduled fora
evaluation after tel

wasg explained and
wined (rom the parent(s) and assent frém the patient.
grudy was approved |by the inatitutional revigw board| at
the Unijverstty of Texas Southwestern Medical Cente
Dallas. In addition to a struetured psychisinc tntervt
the {ntttal evaluation included a medical review of sy3-
teses, a physical and neurnlogical examination, and Ia
tatory tests (blood chemistry study using an automated
multiple analysis system. complere blood cell and diffar-
ential ¢ell counts, utinalysts. thyrotd pane!, and electyos
lustion was completed during a|3-

At the inilial visiv. esgh patient and pasent(s) were inv
viewed separstcly using the Diagnostic Interview for Chil-
dren and Adolescents. ' > a semistructured DSMaIlL-
based diagnostc integview 1o establish that the patient
D5SM-{il-R cxiterin for MDD and to idennfy othsr coneyr-
ren: and lifetime psvehiatric disordars, The final di
noses were based on intlormation frem interviews of the
ent(s) and child Addigonallv. criterion depresiive sympiots:
snd depressive symplom seventy were aunessed using the

depressive ttems of the Kiddir:’Schadu!c for Affective Dis-

" otders and Schizophrenia” and the Children's Depressian

Rating Scale-Revised (CDRS-R), respectively. Patients
compleied 2 self-reporuseates for depression, either the Chil
dren’s Depression lnventory™ (all patiens %12 yenra) or
the 1)-ltem Beck Depragsion Inventory™ (afl patienrs x 13
years) and the Weinberg Sereening Aflective Scale.)’ Over- -
al! functioning was rescased using the Children's Global
Azsesgmenit Seale (CGAS).H

" Following the initial dlagnestic interview, the patients
werg seen for 2 addidenal follow-up intesviews, } st visit 2
and ! 9t visit 3. During the fellow-up inttviews, the pauent
and parent(s) were inteyviewed separutely by L of 3 of us ex- -
perienced {n evnluaﬁn%child.nn acd adolegeents (G J.E.,
W.AW, and RA.K.). The Dingnostic Intarview for Chil

- dren and Adolescents was reviewed, The Kiddie Schedwle for

Alfective Disorders and Schizophrenia depressive ftems were
scored for the past week and for the nadir of the present epte
sade and were used primarily as a criteria messure at base-
line. The CDRS-R and Briel Psycbiatric Ruini Scale-
Children (BPRS-C).Y a clinitian-mced measure of ganeral
psychopathologic characterisics. were also completed. The
course of illness. including the number, length, and dming
of prior and current episodes, way established and the {am-
ily history was reviewed.

Pinal sousensua diagnoses were determined follow-
ing vistt 3 in a research conferance that has beun meeting
weekly for the past 10 years. To enroll in the 1-week, single-
blind. placebo run-ir at visit 4 (3 weeks from ininal incer.
view), all parients had to continue to meet criteris for MDD,
have 3 CDR$-R scote greate? than 40, and meet the previ-
ous {ncluston-axclusion criteria. At the end of the placebo
run-tn week, the parients were randomized (0 etther fluox-
stine (reatment or piacebo if they still met all of the enroil-
ment criteria, including a CDRS-R score greater than 40
the preceding week. Randomlzation was by » wble of ran-
dom numbers straufied for age and sex, Randomizaton was:
conducted by the pharmacy and clinicians, wha vematned
blind to assignment until the end of the study. Those pa-
tignts whose conditions improved (n=7) during the 1-
week placebo run-in period continued 10 receive placebo
for an additfonal week to determine (f the symptoms r¢-
wumed. 1 the patieats’ conditions sell improved. they were
withdzawn from the study (A=), :

920245655424 4

The possible reaso:ﬁ for the differences betwe¢n adul

and adolescents have been reviewed ' ° Rvan'® noted tht
medications studied to date have been prichanly norad:
renergic or ware metabolized quickly to noradrenergic me-
abolites. Based on limited animal studies. it is suggeste
that the noradrenergic system does not develop fully uneit
early adulthood, %! suggesting that serotonergic agents ma
be more effective in age group.” Alwernatively, hig
levels of hormones during puberty may decrense the ¢
fecttveness of TCAg.'* Severnl articles have also com
mented on design Issued.H small sumple sizes, defint
dons of response, cornorbidity, [gngth of wreatmens, and larg;
placebo responge in childven and adolesconts. A primany
¢concern is whether the populanans studied are suffi
ciently homogenzous o aljow s study of the eilicacy of medip
are that (1) the populations suwds
ied are abnormally treatment resistant (incipient bipolar
subjects with atypical depression. and substanfial comor

~ bidity), (2) the populations are overly treatmens respon-
" sive, (3) the samples are too heterogeneous to detect medi-

cation effeers, or (4) the wrong medications have been
evaluated.

Qur study wag undertaken 1o evaluate the compara-
tive efficcy, sulety, and tolerability of fluoxedne trear-
ment compared with placebo in child and adolescens out-
patients with nonpsychotiic MDD.

‘Flve hundred eighty-three patients were screened by tele-
phone during the course of the study (April L. 1991 to
January 31, 1995). 236 of whom were interviewed at least
onge, Of these, 106 patients completed the inicial evalu-
auon visits and enrolled in the placebo vun-in peried. Of
the 150 ineligible patients, 34 (23%) cefused to partici-
pate in the treatment study, 55 (37%) did not meet 1n-

\Rut GEN MSVCHIATRY/ZAVOL 4, NOV 1987
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OUTCOME MEASURES

Qutcome was measured weekly. The Clinlcal Global |
preasions (CG1) seale improvement rating and the CORS-R
were sciected, a priorl. as the mojor suteome measvres. Ad-
divlonally, the cliniciah completed the CGAS and the BP
weekly, The patient/completed the Beck Depression a-

ventory or Children's Depression laventory and the Wein- -

berg Screening Allective Scalo ai the btgi:nlng and the ¢nd
of treatment. All subjects continwed in the study lor 8

‘tated a chamge in trearment.
Followingrandamization, each patieni was givon & cap-
sule of placebe or 2¢ mg of fluoxetine every morning. |All
patients were seen weekly for 8 conssacutive weeks, Seram jev-
els were collected on Al patients arweeks 1, 2, 4.6,9nd 8,
proximacely 8 hoursafter the last dose: however. resultz of b
chemisery tevels were not provided 1o clini¢ans. Complishce
was monitored by cofintiag returned piils. New boitles were
provided weeldy, with 2 extra pilla in the event of scheduiing
diRcuides for the next visit. The pharmesy provadad bil
edicution based on the mndom sssign men . Electrocardio-
grami and routine laboratory work (repest of bassline 8
{es) wererepeated at weeks +and 8 (or st lagt viswt) of the

STATISTICAL ANALYSIS

The dam were computerized and monsged using serden-
angd menu-guided Stadstical Analysis Svsiem software (3AS,
Cary, NQ). Throughoul our study, quality control procs-

" dures were tn place go ensure accurate and complele data

~ (eg dual errry and muliiplc menyal compansons).
To aszess interrater reliabllity specific for our stydy,

the CGt scale and CDRS-R scores were assessed inthe s
interviews by 2 expefienced clinicians during verious stages
of the evaluaren and wresument phagas of che study.|Pa-
tients vereiving dual ssscgsments were selected solely on

- the svailability of clintcians. ar the time of appoiniment,
though patlents were seen by 2 clinicians on completion

of the swdy i\l ot al] possible. As the CGl scale improve.

ment ycore is aot completed dunngevaluauen, paired seores
are available for 48 patients {or Lhe CORS-R and 41{pa-
tienms lor the CG1se
8. The ineraclass co

¢lation** forshe CORS-R was 0.95and

ks
urless eonrinued nonresponsiveness or ydverse dvenis dic-

le, 35 of which were performed ar yigic

the CGl improvement rating was 0.93, If the CG! scale im-
provemens meting is used as a categortcal variable!? (ie. re-
sponder vs nonresponder), then xu0.951%,

The primary cutcome meayures for the snidy were ear.
egoricol. The proportion of patenu who were mndomized
(intent to treat) who redponded in each group (drug and pla-
cebo) as defined by a CGI scale improvemens miting of 1 or
2 ("very much" or “much” impreved, respecrively) and di-
rensional {tha group mean weekly) CDRS-R scozes. Sec-
ondazy analyses to explere in more depth the pextern of re-
sponse to luoxetinie treamment and placebo included a survival
analysis of time to.remission (dciud as the firvss of 2 con-
secutive weekly CG) scale ratings of 1 or ) and repeated-

" taeasures of analyses of varignce using weekly CDRS-R scores
“with the last observation sactied forwsrd (LOCP),

Hewever. the resulis of the LOCF method are not al-
ways rellable owing ta the creation of “carried forward™ dara
for weeks after dtscom{;un;ﬁon. Th:l; cmeebi.u :hsbuwemt .

QUp COMPANAON 4, on how the parern of dzop-
gm vaHes Eer.ween grou }'li'iuefore. an J:hnoml method
of analysis was used 0 obtain results based orrall of the duta
but without the biag inherent in the LOCF method. For this
analysis. the rate of chiange in the CDRS-R score was eant-
mated for each padent (fluoxetine-treated or placebo) indi-
vidually using all data available for that padent, The races of
;m\ for o1l patients in esch group (fluoxetine-weated or -

0) were averaged togecher. aversges for these 2

groups were then compared using a ¢ test. The rwte of change
(ordlope) wid Brit esdmared using Linear végression (wh'::sh
also produces an estimated bageline CDRS.R score). Krae-
mer and Thieman® recommend analysis of linear rzﬁ
sion slopes 35 an efBclenc mexhiod (07 vae with “goft®

As 2 chack on che validity of this method. the avernge slope
in each group and the variability of the svernge wes esth-
mated using che more sophisticated empirical Rayestan analy-
sis described by Mord 1 al.37 The empiticul Bayesinn stalysis
.was gelected because it adjusts for the correlaion between
the probability of dropout and the true unobservable rate of
change (i¢, informative right censoring), Such cofrelatian &n
be testad™’ and was signilicant in our data (P=.01). Second-
ALy GUICOme mepsures were campared based on the last avait-
uhle mesgurement using analysis of coveriance with the bage.
line measurernent as the covariate. All tesis were 2-sided with
P<.05 used (or signifieance. Means are presented v =5D.

clustonary criteria: 24 (16%) met exclusionary crite
the ¢ondinton of 22 (15%) improved during the eval
tion, thereby, becomirig ineligible: and 15 ¢10%) needed
immediate treatment. Of the 106 panenis enrolled in (ke
placabo runsin period, 96 were randomized. Of the (10
not randomized, the condttion of 7 improved. 2 refuged
further study, and 1 had significant sidc effects whilere-
ceiving placebo. Of the 96 patients randomized. 48 re-
celved fluoxetine treaiment and 48 received placek

As mentioned prettously, the sampie wax stratified by

age (=12 years and and 213 yvears) and by scx. Ol the+8
patients randomized tof fluoxetine treatment. 2+ wers aged -

12 yearsand younger and 24 were aged 13 vears and older,
Qf those randomized t¢ piacebo, 2+ weee aged 12 years gnd
younger and 24 were aged 13 vearsand clder. e 2 groups.

' Ouoxetine-tréated and| placebo, were not different in any

demographic or clinigal features, except that thase as--
signed 10 (luoxetine treatment had a greater lifetime inci-

dence of comorbid anxiety disorders ()i=4.2. dfl, P=.04).
Yabie 1 lists the demogmphic and clinical characteris-
~tics of these 2 groups (fluoxetine trearment and placebo),

Table X lists the timing and basls for patients not
completing the 8-week trial. The most common reason for
discontinnation wus continued nonresponse (19 padents
who were receiving placebo and 7 who were receiving
(luoxetinie). Side effects, as a resson for discontnuation.

© were minimal, affecting only 4 patlents who were receiv.

* ingfluoxetine and 1 who was receiving placebo. The side

_ elfects leading to discontinuation of fluoxetine wearment
we?d |n 3 patients in whom mantic symptoms developed
and | patient who developed a severe rash, -

Rased on a CGlscaleimprovement rating of 1 or 2 (vety
much or much improved) (o define response. 27 (56%) of
48 patienus receiving fluoxettne trestmentand 16 (33%) of
+8 pauentg an placeba responded to treatment ac exit from
the study (x'=3.097, dfal. P=,02}. On the other hand, of
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Tubls 1. Clinleal and Damagraphia Charasteristis
e —— -
: Patlant Group
T
Festwres . Treatad Plassbo
Demapraphies :
sy , 122e27 148
(Range) : (711 (817
Fermale. Mo, (%) | » 48 22 (48)
whity, o, (%) g $8 (72.9) 41(34.4)
Sosigessnomic atatua, No. (%)t ‘
2 i 16{202) 16 {32.4)
3 ; 16(332) 18 (37.5)
43 : © 18(8TY) 14 (29.2)
Clinjeal chametaristios . o .
CDRS-A scared ; 58.5+10.5 57.6:10.4
(Ranga) b (e (42492)
Melanchalic, DSM-1-A (%) T (14 8} 12 (26)
Amtepiands, No. (%) | 23 (47.8) 23479
No, of sxiavdan : . NIRRT 1.83a0.8
{Range) : - (19 {1-8).
Dynmior, ourrent adisode. wk 1487 13.7z1.5
(Rarge) ] (4-55) - ($-32)°
Langth ot iiness, mo 18.8:20.9 18.0219.7
(Range) ' (1-84) - (172 .
Agemtonaet y - 108227 11.043.6
{Range) (6-18) @&
Poaitive tamily Mstory, No. (%) = 29(8.1) &9 (80.4)
CGAS scor 47983 - 4?8
(Range) (25-85) (3880
Cogl:.tbid #iagnases, lifetims, ’
None . Co 7 (14.8) 11229
Dyathymie . @ @Ln 14232
Amiely disarders | REL7) - RMEBA
ADHD ‘ 16 (33.3) 189
Opposiioral/conduct 13 (27.1) 8 ma)
* There ware 43 patients 1 &ach groug (MaensSD).
t Twosfactar index (A B. Maliin d. unpudlishaq geee, 1975),
$CORS-R indiatss Children's 8i00 Rating Scale—-Ravised;
CRAS, Cniigreny Glotal A ant Scale: ang ADHD, attarition daficit
Ryperzctiviy disorder. .
- BA firsr-degres reiative with & tisorder iredted with eithar
hospiiwliration or medicstion.

. sympioms (ie. a CDRS-R|score =28) by end of the study

) ora 2 (much ot very much improved), Kaplan-Meier surs

o
i
i
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 appoimments. Elipsey indloata na patieny discontinuec,

ary ‘T' | -
— ,

1Based on sversys of scorss svehustion.

(74%) of 39 patients responded to fluoxetine treatment s
15 (58%) of 26 patients responded to placebo (x’=1,683,
?‘ml. Pe.2Q). This reault; s influenced by the differentia
ropaut of nonresponders in the placebo group. While the
condition of many patients improved during thestudy, only
13 (319%) of 48 patiens of{the flugxerine-ireated group nm;
11(23%) of 48 patients of the placebo group had minima

those who completed the entire 8 weeks of U“mtmiﬁf
!

To examine the pattern of change in the 2 groups

tme (o response was defined categorically as the firsrof

21 consecutive weeks when the CG\ scate rmring wos a |

vival curves™ were compared using the jog-rank test and

were found significancly different \x*=3.86, df=1.P= 017}

(Figure 1). ,

The other primiary dutcome measure, the weekiy
CDRS-R score. was exargined as 1 continuous variable,
Flgure X shows the traditional method of dealing wiil

Table 2. Reazons {or Disesntinmution

Fallowing Randomization el
Ty SRy
) Week et
Patlent Qo 1 2 3 ¢ B 6 .1 3.t
Auectine-treated N 1o
Lack of effioscy NI T B B A IL R
Sksefecs ... ... ... 1 2 .., t-.... 4
Protocal vielsdon™ ... .., 1 .. v Y eent d
PRIDO HIgEm,,
Lakofeioay ... 1 -1 3 5 8 8.3 .98
.31’"“ ’ [AZ IR RN LN 1 atr vy !:!I‘é!:.!-‘
Protocoivicion T ... .., | L Y
Wl . 1 1 2 4 8 4 BuR6SE

*Protocal viclations included taking nonstudy medications snd missing

10, _ . [whiesdm
9.9+ S _ = fumo

0.8 4 .

i 0.5
Eo .
jol " |
1 _ .
0.1 4 3 ‘
] v ——
1 2 3 [} [} [ 7 L}

Curation &t T7ig). wk

Figure 1. Surwivg/ curve for time to response comparning Auoxmting and
Discado, Rzspansa is Clinical Global impressicas saate (provament) ixting
of 2 ar iess for & congecutive weeks.

pattent auritlon during the course of the restment
(e, weekly CDRS-R scores for each group are presented

" with the LOCF). The laar available observatdon is filled

in for the vulues for padents who discontunued study par-
ticipadon before 8 weeka. A repeated measure (analysis
of vartance) using all 96 padents showed a signifieant drug
by trae interaction (Fa 3.66: dfu8, 752; Pe.01). Age group
by treatment interaction was also examined but was not

" significant (P=.76). Comparing the weekly CDRS-Rscores
~ for each treatment group using r 1esta. the first week thae

the groups were significancly different was week 3. Atweek

. 3, the mean CDRS-Racore for the fluoxatine-treated group

(39.8x13.1) was lower than the placebo group
(45.8+16.8) {tw=2.28, df=04, P».Q3).

To make the most efficient use o the avnilable daca®®
without reserting to a completion analysis o7 LOCF analy-
3is, the rate of change (slope) and baseline CORS-R score

‘  (intereept) were estimated from linear regteagions on each
patient and for esch group, The estimated besellnes were -

simtlar (3+.2 for the fluoxerine-treated group vs 53.8 for
the placebo group). Hawever, the fluoxesne-treated group
slope of -2.78 = -2.52 was significantly different from the
placebo graup slope of —~1.27=<1.86 (132.68. dfsd4.

P<ool).
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Figure 2. Weakly Chilaren's Dégrasuive Rating Scsie-—=Ravised (CDRS-A,
scorms (st absonaticn aliried fanderd) for Huoxeting 2nd oircedo.

These resuits mdy be fnterpreted as [ollows.

fluoxetine-treated group began with an average COR3-R
score of 54.2 and their scores improved by 2.73 U per
week to end with an es(imared week 8 sqore of 32.2. While
placebo patients began with a simtlar average CDRS-R

scare (53.8), their scote improved only .27 U per wi
- to the end of the study with an estimared exit acer
43.6. Using the empifical Bayesian analysis of esti

ing slopes (intercept estimates were unavailable) g

an estimated slope of -2.60=2,36 for the {luoxerine-
treated group and 2 significantly smaller slopd of
=1.32%3,56 for the placebo group (i=2.08, dfuS4, P=,04).

sponse, regression lines were caleulated for padents aged
12 years and younger and 13 yeers and older ift each
group, There wete no significan: drug by age intetac-
tions (Fw0.12, df=1,92. P» 73}, though the younge

- tients iridependens of the treatment group started
lower CDRS-R scores| (F=8,77,dfa 1,92, P=.00%), §
larly, tf che sample is divided by sex, using the samie
3¢5, (here was no drug by sex interaction (F=,00): df=1,
A 92: P=.96), ' o
- Finally, for descriptive purposes, Tahle 3 lis

clinician measures and seif-report depression scal
groups. Fluoxetine yeatment and plagcebo were
aced with significant decreases between baseline and exit

ment in the CDRS-R scores were greater in the luoxetine-
weated group (final CDRS-R score, 38.4X14.8) th
the placebo group (final CDRS-R score. 47.1217.0)|and
the analvsis of covar{nce (F=10.58: df=1, §3; P=.002).

slgnificant improvements in che conditlon of thel pa-
tients int both groups during the course of the study| but
the improvement in the lluoxetine-treated group was not

more, self-reported depressive sy mprom measurements

twesn-group differences were not sigatficanc. However,
{ven the wide variability of Inicial child self-rcporw, these
ﬁndi.ng; are difficuly w interpret.

scores on these measures. As noted previously, improve-

significantly superior to the placebo group. Further-

algo showed improvement 1n both graups. but the be-

To [urther evalupte the elfect of age and sex onjre-

trutiz| and tast available scores for all 96 patlents onjthe

However. on measurgments of general psychiauic symp-
toms (BPRS-C) and globel functionting (CGAS), there were

Tablo 3. Baselne 1o Exit Outeomas
W

Faraxstine-Troated Pisesdo
Sqalet  Basaiits  Final | Bysetina Pl |
CORG-N  50Bal03  38Aaldd 0760104  d71ai7.0
uoge) el (8M)  (RED (77m)
COVRDI 1584108  DSa120 1835118  112:108

.. (Rangu) O<1) - (O59) 08 @ O
WEAS 08118 81120 208428 187a136
+ (Range) (14%) - {043) -(0-48)
EPRSE  O%r7  S00e100 4GB0 ANOe106
(Range) (4B5)  (168) (@A) (1)
caAs A78:33  038a120  4B84e78  GOMI4SB

Fargn) @568 | (089 @40 ()

*There were 48 patiems enroied it sach group (meansSD).
4CDAS-R indicates Chiaren’s Dapression Rating Scale—Ravived:

CDI, Ghirdren’s Dapression Invemiory; 801, Beck Depression

4 ““"“'N'y-
WBAS, Wainberg Scracning Affective Scals; BFRS-C, 8riad Paychistric Rating
sm—cmwgm CGAS, Criltren’s Wmmtm .

Fluoxetine treatment was superior to ghcebo in relleving
depressive symproms. The difference between fluoxetine
treatment snd placebo was evident in cliniciin assess-
ment of clinical global improvement (the CGI scale) and
in weeldy clinician d ive symptom severity ratings (the
CDBS-R), Differences (luoxetine reacnent and pla-
cebo became stauistically significant after 5 weeks.

There wzs no clear differencs in patient responsive-
ness o cither fluoxstine treatinent or placebo based on
age ox sex. The overall rates of vesponse were simidlar o

" those reported in adults fer fiuoxetine treamment and pla-

cebo using comparable analyses, For example, the De- -
pression Guideline Panel'’ reports that a meta-analysis
of all available double-blind studies of flucxetine treat-
ment, with intent-to-treat samiples. reveals a 46% re-
sponse rare to fuoxetine treatment and 2 22% ditfer-

" ence between fluoxetine treatment and placebo.

Despite improvements in depressive symptoms, rela-

' tvely complete remission of depressive symptoms (a

CDRS-R score £28) was uncommon. which is nort dis.
stmilaz o adult data in 6- to 8-week efficacy trials, Dif.
ferences between the fluoxetine-treated group and the
placebo group were less evident in seli-repart seales (Chil.
dren’s Dépression Inventory. Beck Depression Inven.
tory, and Weinberg Screening Affective Scale) and in cli-
alclan raungs of general psychistric symproms (the
BPRS-C) and global funcioning (the CGAS).

COMPARISON WITH FINDINGS
'FROM PREVIOUS STUDIES OF CHILDREN
AND ADQLESCENTS

- Several factors may ezipl.iin 8 posttive result in our study.
. compared with previous studies of children and adoles-

cents. While depressed at baseline evaluation. as evi.
denced by CDRS.R scores, the sumple as a whole wag net.
ther ovarly responsive {i¢, the placebe response rate of
33%) nor treatmient restetanc (ie, the {luoxetine-treated

- group response rate of 56%).
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In the study of 38 children by Fuig-Aniich ecal ¥ 6%
(9716) of the chlldmiovesponded to irnipramine therapy

and 68% (15/22) responded to placebo. Four parents tn
the imipramine-treated group, but none in the placebo
group, falled 1o compjete the S-week protocol. An open
extension of this study suggesied that tn addition to the

tic levels of imipramine limited effectiveness.*

In part, as a result of this study. Geller 2t al* de-
signed their study of normiptyline in children to be longer
(8 weeks) and controlied for blood chemisiry levels. The
randomization wes preceded by a 2-week placebo wagh-
ow phase, The patients had severe depression, had a
chronie course, and had 8 high rate of comorbidity in-
cluding faruily hist of bipolar disorder. Of the S0 chiil-
dren madomized, 30.8% reaponded to active trearment
anid 16,7% responded !o placebo based on an earlier ver
sion of the CDRS. The mean unrevised CDRS scores|at
the end of the study for acive and placebo were 329114
and 32.0%9.8, respectively, -

In adolessents, using the same design as for chil- -

dren, Geller et al® enrglled 52 padents, 35 of whom were
randomized. Respanse was defined as & CORS score of lags
than 25 sad a Kiddie Schedule for Affective Disorders ssd
Schizophrenta de e {tgms szors of 2 ot léss, except
concennmtion. One aclive treatment patient and 4 pla-
cebo parients responded despite mean nortriptyline ley-
els for the active treerment group of 33070 nmoi/].
Kutcher et al'® re on & madomized. double-bling
placebo-controlled study of 750 amolA, of desipramine per
day im adolegcent outpstients, which was an extension of
an earlier reporr. Of §0 adolescents randomized. 18 dropped
out before 6 weeks, 13 of whom were receiving desipra-
mine, With response defined as a 50% or greater decieds
in the Hamilton D ton Rating Scale, 48% responded
10 desipramine treatment compared with 35% to pla-
cebo, a difference that faifed to reach significance,
Simeon ecal® deseribed 40 adolescent outpadents wi
MDD in 2 doublesblind, placebo-conuolled swdy of fluex-
eting. All of the pattents completed a 1-week, single-bling
placebs run-in prier to undomizaden, though the leng
of tune prior 1o enrolling|in the single-blind placebo run-
was not described. Padents' dosages were titrated to 80 m§
of Muoxetine by week 2 jand studied for 6 weeks, Fifceet
patients in esch group completed the siudy. Simeon et a
teported that 2 of every 3 patignts showed mild to mod;
erate {mprovement wl:t-.:‘ix er luoxetine weatment or pla

¢eba. All clinleal measyves showed a greater {mprove
raent with fluoxetine tredtment than placebo except sleep
although none were stagstically significant, perhaps ow
Ing ta the reiadvely few patients tested, Stmtlar to the stud
by Pulg-Antich et al.’® the placebo response mre was high
The design of our study benefited {rom the expe
ence of pravious studies. Factars possibly contriburing

to @ pogitive result included sample characterigtics suchy . -

as a relatvely large sample, the exclusion of padents with
psychotic depression, bipelar symptoms or a family his-
tory of bipolar disorder, knd the recruitment of patients
from a range of socloeconomic backgrounds. including;
those who were able to pay lor treatment. All pacierts
were scif-tdentified pstients, None were recrutted by me-
dia methods. Methadelggic issues included an exten.

- onstrate sighificant differences between the
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sive evaluarion period (3 weeks) and ¢ single-blind pla-
cebo period (1 week) prior 1o randomizadon, ,

The choice of the drug studied resulted in the abil-
ity 1o attnin adequate levels of medication with few side
effects. Also, previous studies, apart from Simeon et el
have used medications that are more noradrenargic or
metabolized to noradrenergic mewubolites.

To our knowledge, there have been no studies in this
age group comparing sclective serotonin reupake in-
hibitory and TCAs direcly, However, in an open wial of
13 zdolescents and young adults (aged 16.24 years) who
had failed w0 respond to 4 TCA, Boulos et al’ found a 64%
response rate to fluoxerne treatment during s 6- to 7-
week trial. Also, it has been proposed theoretically thae
differences in the rate of development of neurotransmit-
ter gysiems could contribute to differences in response
10 antidepressants. Dati frotn studies of nonprimates®
and rhesus monkeysd suggest that the development of
monoaminergic stotage capacity and synthesis contin-
ues through chtldhood and is generally more rapid for
serotonin than for catecholamines.

STUDY LIMITATIONS

The pldénts recruited evidenced relatvely severe and par-
sistent symproms of depression and would not be rep-

- resentative of all children and adplescents with MDD. Of

150 patients who did not enroll in the treatment phase
of the study following the inttial interview, only 55 (37%)
had not met MR criteria initially. The rest improved, -
met exclusionary criterls, or refused enrollment in the
study. Twenty-nine pattents responded to the evalua-
tion or single-blind placebo, '
Following randomtzaton, atxrition during tha scudy
resulted in greater aurition from the placebo graup because
of faslure to respond. Most padenmiad bezn seen weekly
{orat lcest 8 visits and discontinuation fromthe study came
ax the patient’s or parent'’s request and it would have been
unethical to continue studying these pacients, Every effont
was made to have the patients continue with the study as
long as pogsible. Is is irnpossible to know whether nonre-
spondats at week 4 or later would have become respond-
ers if they had continued longer in the study ih elther group,
which would effect the resultof the X’ test of the CGl scale
atexic. However, data in adultis suggest that pliacebo respond-
ers are more likely to accur early in trearment and the pla-
cebo responise rate in this study parallels adult Aindings and
13 not excessively low, Additionally, the analysis of the

" CDRS-R usi:g slopes from individual regressions should

not be effecied much by atiririon, Several simulntion stud-
ies have shown that an unweighted average of individual

* slopes is subject to ltile bias owing to dropous.’™ Also,

an addidonal slopes analysis was performed using the pro-
cedure of Mori et al’” that was degigned specifically 1o xd-
justfar nonrandom dropouts, Both of theseanalyses showed
significant treatment effece.

Finally, the study may have beeti too short 10 dem-

roudpJ: inglo-
bal functioning (the CGAS) and, a3 comorbid disorders
were frequent, measurcments assessing other symp-
toms, not only depression (the BPRS<C), might change
differentially as a function of ireatment, although both
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groups improved on both measurements. Self-report
gurernents for children and adolescents, as mentoned pre-
viously, did not significantly differentiate the 2 grofips,
presumably in part becuuse of relatively poor teliabili
For example, some patients rated themselves on 3
report as having mizgimal or no symptoms, wherea
clinical interview, they met ¢ricaria for MDD,

ONCLUSION

These data indicate thas fluoxetine ag 20 my/d is safe s

‘effective in children jand adolescents with MDD, Repii
cation is needed to eyaluate the certainty of this finding.
In sddition, whether long-term treatment would resule
in the ameliomtion of school. geners! functioning, or can-
current comarbidities is unknown. How long to don
tinue fluoxeting treatment, assuming it is effective, de-
serves study. Subseq tmt analyses (0 evaluate predicfors
of response are plangied. ‘ '
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