Efficacies of dexfenfluramine and fluoxetine in preventing
weight gain after smoking cessation*™
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ABSTRACT W teslod whether 4wk of desiond Wisimane
131 gl or Jlwosetine (40 mg] treatmen wouhl provent weight
pain e subjects qubt sreeking, Mormal-weight wouen (= Jdd)
were rmdon ly assigned o digg or placelo on o donble-hbling basis
br 1wk belore goiting smoking and 12wk herealier. The
Aupseting growp g imee doopoats (2R4%, 57.0%) than the
destentlumraing groug ¢ 177, 36.2%0, with an atermediate ntm.
T o deepurids Tronn the placebo ooy (248, SLEE AN proups
enined weight during freatinent, bol their amonm and paviern of
acipht pain differed, In the Grst month afier guitiing smaking, the
phcehbo growp gained more weight tha either the dexfont oo iise
or Nueseting growp (< 0005, By 2 mio posteessaisn, dexion.
Mizining stilk soppreaged veeiphy i i comgison with e
i S weight pain with Meoxcine was not differentiplile
Toowne wither destontlurmine or e, By 3o puosterssation,
the dexlenflurmmine groop T goined 1O 2 007 kg sipniGeantly
s thzm gither the placebo (L5 £ 007 kgpor Mooxetine (2.7 & (L5
byt grimps. Three momths afler drog diseomimanion, foomely
wiedicnredd, by nol placelo paticots, shiwesd sdditionnd weigh
wain, clirimting diflerences between groups, Resibis indicate thal
wetuli pain, an adverse sccompaniment of smoking cessoion, vin
b minimized o some depree by serotoninergic dongs, slihugh
only Tor the duralion of drag teatment, A f Ol Mulr
1Usa2: =7,
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INTHRODUCTION

Weight gaim usually follows the cessation of smakinge (1, 2
and increasingly, foar of weighl gain discourages imany smok-
e from aptenapling o guit (33 More Temades are initinting
anoking, se (hat iV ewrrent trends continue, there will soon be
mine femwle than mole smokers (41, A majorky of women say
Mt Al prospeet of weight gain increases heir relachmes b
sty sicking (3, Yel, weipht gain alter quilting smsking bas
prereed sorelractory 10 preventive elfons @ o supgest tht
weight maintenace might even be incompotible with siceess.
Tl smoking cessation (5, 6), Innovalive freptments et v
[ vent oy mininvize weight gain are badly necdvd o encon pge
wenlben fo d)uil smoking,

The oweelanising thal vause posicossation weight paln we
[ertialy wnlerstood and probmbly involve e than ome con-
wibuting factor. Cuitting simokinge has md been Bamgd 4o pro-

duce any consistent change in physical octivity (1), but altee-
ilivns in metabnbism ond energy inlake both appear to chonge
ciergy balance. Some lindings suggesi that guitting smoking
reduces metsbolic expenditure by =~418 &} {100 keal)ifd (7).
which cxplaing 39% of the variance in posicessation weight
pain (XL alihouph wiher fovestigations failed o show thal
cassalivn 1educes resting ctabolic re (9), Heightened enerpy
imuke prabalbily makes a larger contribution to weight gain,
heeouse encrgy intnke increases by =627-1463 kI (150-250
kealyd afier smoking cossation (1, 10-12). Energy intake in-
vreares intmedimely afer smoking cessation (10, 13) ond has
beew extimated o aceount for 9% of 1he variance in posices.
satiom weighl gain (8),

Quitiing smoking wamlly aliers enting behavior by selee-
tively incrensing the intake of sweets wd other canbwhiydete.
rich sinck foods thal commonly eontaln Yarge amounis of [;
polcin imoke chonpes winimally (4= 165 The exsmoker’s
heighlened Imoke af sweet treats resembles the Rind of carbo-
biydimie preference thal has boen abserved in other syndromes
i which patients cluim that they sell-administer carhohydrates
i iprove wmoml. Overgonsimption of sweels is presumably
reimforeed by their clficacy in dispelling the agitation and
dysphorin Wit vesult frm o Tonctional deficiency in brain
sevalonin (17), even though the exling pattern is also punished
by weighn gain, Do viicty of syndmmes thar exhibit carbo-
lydime preference Jeg, cmbohydrote-coving obesity (18} sea-
sonn| aflective disoreder (193, wil premenstrual dysphorie dis-
ander (200, :.':':mluniucrgie agedits have heen found (o reduce
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energy intake by decreasing consamption of cmbuobydite-rich,
protein-poor foods. Becnuse nicoting administration is known
1o increase serotonin release (21), it is possible that the carbo-
hydrate craving associated with smoking withdrnwal rellects
diminished serotoninergic neurotransmission that can also he
corrected pharmacologically.

To test whether serotominergic agents minimize weight gain
alter quitting smoking, Bowen ¢t al (22) administered 50 mg
L-tryptophanckg” -d 7' or placebo (0 adults who were in the
process of gnitting smoking. Tryptophan was very successiul at
preventing dyspharic mood after nicotine withdawal, but did
not suppress weight gain. To test a more potent seroloninergic
agent, Spring et al (11) snbsequently conducted a double-hlind,
placeho-controlled trial of the serotonin reuptake inhibitor and
releasing agent dexfenfluramine among overweight women
who were quitting smoking. Like t-tryptophan, dexlentlura-
mine prevented a worsening of mood. but, in addition. it
pmevented an increase in enerpy and carbohydrite intakes and
cansed o slight weipht loss during the fiest month alter subjects
discontinued smoking (11). Although widely used internation-
ally as an antiobesity agent, dexlentloramine is mavailable in
the United States. Consequently. a goal of this sty wias (o test
whether fluoxetine, an accessible scrotonin reuptake-inhibiting
drug that has anorectic propertics (23) would also prevent
posteessation weight gain, We aimed to compane the elficacies
of dexlentluramine and Thoxetine in preventing weight pain
among nonobese women during it lonper posteessation period
than previously studied (3 mo) and alter ding discontination.

SUBIECTS AND METHODS
Subjects

We used newspaper advertisements to recruit normal weight
women who feared gaining weight alter quitting smoking.
Study candidites were sarcencd via telephone and asked 1o
mail back questionnaires ahout their smoking and health habits
and histories. Lintey criteria required that subjects had smoked
at least one pack ol cigavettes daily for the past vear and that
they were within the range ol recommended weight for height
according to the 1983 height and weight tables of the Metro-
politim Life Insvrance Co lor midpoint frames (249). Partici-
pants were also required (o be committed to stopping smoking
and in pood general health, To verify health stius, o physician
performed an evaluation that included o medienl history and
physical examination, wrine analysis. clectrocardiogram, thy-
roid profile, homan chorionic ponadotropin test, complete
hoad count, and blood prolile (plucose. Blood urea nittogen,
creatinine, total protein, allmmin, calcinm, phosphorous, total
bilirubin, wric acid, cholesterol, nincylplycerol, sodium, potas-
sinm, chloride, total carhon dioxide, atkaline phosphate, Tactic
dehydragenase, serum glutamic acid, oxaloacetic wansaminase,
and serwm glutaumic- pymvic transaminase),

At the time ol their medical evalwation subjects signed a
consent torm. The consent form and all procedues were ap-
proved by the MIT Commitice on the Use of Hnans as
Experimental Subjects and the Advisory Commitiee of the MIT
CRC.

Methods

Subjects who met the entry criteria were endomily assigned
o rececive daily placebo, 30 mg dexdenthurmine, or -0 mg

Nuoxetine. The study was conducted in a double-blind fashion.
Al subjects received identical packets of thice pills with in-
structions to take one pill in the morning, one at noon, and ove
in the carly evening. (The noon pill Tor all groups was a
placebo). Ta enswic that plasma drug concentrations had sta-
bhilized belore smoking cessation, medication was started 2 wk
belote the quit date. when hehavioral stop-smoking treatinent
also began. Study medication was dispensed every 2 wk, al
which time suhjects reported any side effects ocenrring during
the previons 2 wk. Exeept for an additional session held 48 h
alter the guit day, group hehavioral treatment sessions occuorred
weekly for the initinl 4 wk after the guit day and biweckly
therealier wntil - last treotment session 12 wk alter the quit
date, The Tast day of medication coincided with the last treut-
ment visit mnd was preceded by 3 d of decreasing doscs.
Subjects who relapsed to stmoking were encouraged to continue
treatment and 1egntar assessments, and to try 1o quit again.
To evaluate weight status alter diug treatment ended, sub-

jeets were ollered a small gilt il they returned for a fallow-up

visit 6 mo alter the yuit day (ic. 3 mo after drog discontinna-
tion), OF those who completed the study, 80% returncd Tor
Tolfow-up.

Meassnrements
Nicotine dependence

The cight-item, self-repont Fagerstronm Tolerance Questionnaire
(25) was used to assess atibutes suggesting physiologic depen-
dence on uicotine. Scores 2 7 suggest nicotine dependence.

Smoking status

Selreponts of smoking stotus were validated against two
hiological measures. IFirst, at every visit, exhaled carbon mon-
oxide was assessed vin nmn ecolyzer. Second, plasma cotinine,
nicoting’s major metabolite, wns quantilicd Trom Mood sam-
ples taken at baseline and 4, 8, and 12 wk after the quit day.
Blood samples were analyzed by the American Health Labo-
vatory (Valhalla, NY) using madified gas-liquid chromatogra-
phy (26). To be considered abstinent from smoking, atl of the
foltowing were required: self-report of no smoking, expired
cmbon monoxide < 8 ppm, and plasma cotinine < 10 pp/L.
Subjects were categorized as “chipping™ if they sclf-reported
hetween oue pulf and five cigarettes per day smoked at any
time dwming the past week, had expited carhon monoxide
concenhations between 8 and 1S ppin and had plasma cotinine
concentrations between 11 and 125 jug/l., based on the estimate
that each of live cigmettes would contribute 25 pg/L (Neil
Benowitz, personal communication, 1993). They were desig-
mated as “iclapsed 1o smoking™ il they excecded any one of the
thice criteria for chipping. At the follow-up visit 3 mo alter
drug withdiawal, cotinine was not measwred, and self-reported
abstinence status was biochewically veilied by cmbon mon-
oxide alone.,

Beely weight

Bady weight of subjects without shoes was always measured
by using the smne balance-heam scale. Baseline weight was
assessed 1 d before the stmt of ding treatiment. Subjects were
ieweighed 1, 2, and 3w after the quit day, and 3 mo afier
sty medications were discontinued.
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Snack intake

To quantily snack intake, the Massachusetts Tnstitnte of
Technology (MIT) Clinical Rescarch Center (CRC) provided
subjects with all of their food to be caten during a 48-b period
at three intervals during the study. Food intake measurements
occurred al baseline before drug treatment began, on the see-
ond and third days after the quit day. and 10 wk afler the quit
day. Only those subjects who remained smoke-free participated
in the last two assessments. Subjects were told to follow a fixed
meal plan consisting of {oods provided by the CRC dicet
kitchen. They were told o consume meal foods in their entirety
1o minimize the use of snacks as substitutes for missed or
incomplete meals. The subjects were also given an assortinent
of prewcighed snacks in cxcess of what they anticipated con-
suming cach day. Snacks were cither carbohydrate-rich and
low in protein, or protein-rich, as shown in Table 1. The snuck
packages had colored labels that subjects removed and attached
o a log book to record which snacks they atc. They returned
. the book and snack pickages to the CRC dicet kitchen @t the end
of cach measurciment period.

Statistics

Between-subjects analyses of variance (ANOVAs) were
used to compare the characteristics of subjects assigned to the
three treatment groups. Mixed-model ANOVAs contrasted the
treatment groups on changes in the outcome variables over
time. The Huynh-Feldt (27) correction was used 1o compensate
for violations of the compound symmetry assumption. Signil-

icant results were interpreted by supplementary comparisons of

pairs of groups by using the Newman-Keuls test and by simple-
cffects F tests of chunge over time. Survival analyses ol attri-
tion and smoking status followed an intem-to-treat approach,
wilh all subjects who were randomly assigned (0 (reatment
included in the analyses. These analyses were based on
the conservative assumption that dropouts had relapsed (o
smoking.

The primary analyses of weight gain and food intake in-
cluded only those subjects who continued to take the medica-

TABLE 1
Energy and macronutrient compusition of snack food choices’

Snack item Portion size  Encigy  Protein Fat Corbohydrate

I3 kitheal) I3 I3 g
Caramel corn (C)? 369 627150y 25 18 28.0
Rice cakes (C) 370 . 648(155) 260 23 30.0
Rice puffs (C) 38.0 665159 29 A4S 29.0
Fruit chews (C)™ 70 6270150 0 30 o
Graham cookies (C)* 227 36 (9 1.5 30 16.5
Chocolate chews (C)? 450 702(168) 05 3R 36.0
String checse (I") 230 293 (7 70 40 07
Lean tnkey (17) 709 523¢125y 125 15 25
Yclow cheese (1) 28.3 08 (%) 70 o0 1.0
Fruit yogurt () 125.0 S 100 30 15.0

! C, carbohydrate-rich, protein-poor snack choice: P, protein-rich snack
choice.

2 Cracker Jucks, Borden, EI Paso, TX.

* Starburst, M&M/Mars, Bl Paso, TX.

? Portion sizc is number of pieces. rather than goams.

*leddy Grithams, Nabisco, Easton, MD.

* Towsie Roll, Toossie Rolt Ine, Chicaga,

tion and completed the [4-wk trial withoul relapsing to smok-
ing. Because subjects who relapse to smoking self-administer
nicotine, a weight-suppressing agent, the inclusion of smokers
in the ialyses of weight change could potentially have biused
the outcome in favor of the drug treatment that produced the
worst smoking cessation oulcome. Limiting these analyses (0
nonsmokers enabled us to compare the drugs’ abhililies to
minimize postcessation weight gain and overcating when the
confounding influence of self-administration of nicotine was
removed. Chippers who smoked five or fewer cigaretics per
day at sonie time dnring the study but did not exceed this
atmount (as verificd by biotogical markers) were considered (o
have slipped but not to have relapsed to smoking. They were
included in the analyscs of nonrelapsed subjects because there
were no differcnces betwecen chippers and continnously absti-
nent subjects on any outcome measure. -

RESULTS

Demographic characteristics

The 144 Temale smokers who enrolled in the study were
randomly ussigned w0 treatment as follows: 48 placebo, 47
dexfenfiuramine, and 49 fluoxetine. At study entry, the three
groups were comparable in age, body mass, and smoking
chavacleristics, as shown in Table 2.

Attrition

Survival analysis showed that the three treatment groups
dilfered significantly in their rates of attition {log-rank chi-
square (df = 2) = 79, P < 0.05). Flgure I displays the
nuinber of wecks untit dropout for subjects in each group.
Signilicantly more dexfenfluramine (30/47, 63.8%) than flu-
oxeline (21/49, 42.9%) subjects completed the trial. and the
number of placebo subjects who completed the sudy (27/48,
56.3%) was intermediate.

Euch dropout’s main reason for attrition was coded as side
clfects, personal reasons, disappointinent aboul failure to quit
smoking, intercurrent illness, or noncompliance (failure to take
medications or atlend groups). The major causes of attrition {or
cach treatment gronp are shown in Table 3. Some dropouts
were altributed to drug side effects in all three groups. Re-
ported side cffects thal caused dropouts for the placebo group
were mood disturbance (= 2), confusion (# = 2), and hair
loss. In the dexfentluramine group, dropouts because of side

TABLE 2
Demographic characieristics of subjects a1 study eniry’

Treatmem

Placeba Dexfenfluramine  Fluoxetine
Chanaeteristic (n = 48) (n =47 (n = 49)
Age RN U J0.S + 1A O 21D
Height (cm) 1634 + .8 1648 = L1 164.0 % 1.1
Weight (kp) 64.6 = 1.3 629 1.0 624 % 1.0
BMI (kg/m™) 24205 232+ 04 232204
Cigarctteshl 21.3* 16 215+ 16 28015
Fagerstrom score” 0.7 +03 65 *0.3 6.1 0.3
Plasma cotinine (p2g/L) 289.7 2164 262.2+ 174 268.1 * 150

T% o+ SEM.
" Relerence 25.
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Smwking cessation

Talble 4 shows the number of snhjects in eoch geoup wha
completed the gl snd remained contivuonshy stsinent from
amaking threughout treatment, those who chippod occasion-
ally, and fhose who al senie time during teatiment awt eriteris
Voot o relapse to smoking. Survival anadysis of the relapse cirves
shvrwed Al the drags did et ditfeventiolly inlluence suceess o
renaining smoke-lree, althongh emd ol Ireatnicnt cessaion
riles were spmewiat betler For desfenTomnuine (53.29%) than
placelm (48.3%) or Muexctine (33,359

Weipht gain

A preliminary analysis compared Body werghis measured m
bazcline, and at 1, 2, amd 3 mo afier the uit-srnking date by
means of @ mized-model ANCVA that inehaded time as the
repeated - measieres Belor, as well oy drag treatment group and
end-ol-studly smoking status {abistinent, chipping, or relupseed )
as between-subjects [aclors. The anolysis included only sub.
Jeets wlo completed dthe Wil and remained contimmnesky and
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TARLE 4
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'{'1III1|P|:'LL'|I thae aril. sl between the aquit daie ool ool of Irentivent
repaited contigee: w-pod| phatigenee, mind mever exlilited expioad ear-
bisth s icle =8 proo noy plusing codining =10 ppil.

¥ Comiplesed e teial, wid nf soine fime boiween e goin dote and end of
weinnent sell-veponed smoking between | poff sl 5 cigarettes'd or
slerocea] eapired cnibisn pwoncixite beltween & amd 15 ppmoor plaswia
eotinine Yetween 11w 125 o]

" Coanpbetedd The mial. avd s time betwesn the quit date ned end of
tiesmwent exeevdhad ot Ieis vne of the eriterin for chipping.

appraprizely medicated (hroughoul tresiment. The ANOVA
vichbed @ signilicant main elfect of lime [Fiy 49, = 226, F <
GO0, which was embedded within signilicant drug % time
(P pgyy = TP = (UMY, and smoking slates X me (Fig oy
= 4.5 £ = 0.00) inlecactions. To interprel the status X lime
imersctien, we performied Mewman-Keuls tests eomparing
weeight gain a4, 2, and 3 mey ofter the quit date as o function
ol smoking status. The resnlls indicated 1t 3 mo alter e guit
daie, subjects wlho relapsed (o smoking bad gained signifi-
cantly less weight than tbwse who bad chipped ot remained
abstinenl (F < 005} Nu differences in weight gain a8 a
funetiom of smoking status were evident earlier. Because re-
Iapse to smnking detnonstralily suppressed weight gain by the
end of the trial, smokers were excluded from all sebsequent
anillyses, Mo diferences boiween abstinent subjects and chip-
pers wore evidentl ol any e point, 5o that these suhgroups
were coimnbined in subseguent analyses.

The mixed-model ANOY A cxcluding simokers and compar-
ing the three dvug groups’ weight gain during the treatmen
peritad yielded o signilicunt drog > tioe interaction (Fg gy =
5.6, P = OO0 Simple-elfects analyses showed that all groups
pained weight, but the exien and time eowrse of their weight
gaing iffercdd, as shown i Flgure 2. The placebo group
showed signilicamt weipht gain Trom baseline to the Gist month
postcessation (f* < 0.000), after which furiler weight gains
were nonsigniliconl. The desfenfMuramine group showed o
significant weight gain between the st and second monibs
posteessdinn {17 < 008}, bt not between baseling and | or
between 2 and 3 mo posteessation. The fluoxetive group
shevwed significant weight gains across all time intervals: base-
line 1o 1 me posicessation (P < 0.05), 1o 2 mo, and 2 te 3 mo
posteessation (bath £ < () Coe month after quitting somok-
ing, the placelw group’s weighl gain exceeded that of both 1he
dexleoliwramine and uoxetine growps (7 < 1003), Thas, hoth
drogs reduced weight goiv for the Frst momb afler quitling
anwking. Dexlenlinenine continued w seppiess weltght gain,
compared with placebo, in the second momh postcessation
(F < D05, whereas Nuoxeting’s elfect became intermediate:
ie, not diffcrentialle fiom efther dexfenlluramine or placeba,
Three wumths adter the guit date. desfenMuramine redueed
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enler dexfenflurmine (F =< ALIKE ) on Ilrosetine F < 40,05
elied shevw signiticant weight gains of slightly = 2 %p, a5 show
i Figewre 2. The weight vebesund afer ding discontinion was
sl thad, by the time of the Geoin Dallow-mp, the oeatingng
crowaps g lowgger difTersd booweighl pain

Sogre & Ireterke

Twees anixed-model AMOYAS cxmnined changes i the car-
bothydrate and protedn suack inlahes of the noosmoking sub-
Jeets, Those data appean i Talide 5, Boih analyses vichled
signilicant ellects of tme o the abscoce ol tme % ding
mleractions, showing tat mest sobjects, regandless of rem-
et increased their el §0,,,, = 206, 1 < CH
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and protein (Fjs an 03 0 = Doy snack dmakes alter
shopping stoking. The analysis of carbolydeate snacking also
vichkled o sipnificant niain eflect of drog neatment (F, o, =
A= 5], which indicaled that subjects sandomly as-
signed o oreceive dexlenfluramine hwd lower corbalivdrie
smack imgakes than those raodomly assigned o receive other
midications. T compensate for between-groop differences in
intakes, we conputed twe change scores that reflected ench
sulject’ s carbobydroe suack iminkes 2 and 70 d alier the gl
tlate, subiencting o her bascline, premedication intake, Be-
twcerigron)s commpanison (-2 I0S) showed that 2 alier
smioking withervwal, earbobydimte snacking had incicased sip-
nitienntly e b the placelo groap 1659 £ 259 k), or 397 *
62 keal) than i the deslenfluramine growp (723 = 259 k), o
173 = 42 kealy, wherens the Muaxetine prosp’s (1517 £ 418
k1, ow 303 2 100 kealy inerease in carbohydile snacking wos
mtermedinte. Ten weeks [mer, theee were no bebyeen-gronp
differences in cmblydite swacking,

PSCUSSION

The resulis of his study are relevant o e growing mnnher
ol women whose lems of weipht pain ke then reluctant 1o
quit smaking, Behavioral techniques bave thos Tar proved
mefloctive al minimizing posteessalion weight gain {5, 6),
Aanenp the pessible pharnmeologic interventions, aily phenyl-
prrogzmalamine (287 and the seretominergic ngents (5. 11, 39,
0 have sloown proinise i short-term tials. The present find-
ings sugpest that two sercloninergic digs, dexlen(luramine
and Muosetive, can both be of some value i manimizing
weight gain afler quiting smoking o5 long as subjects continoe
o ke the medication, These lindimgs are imporant i Gt
ey provide evidence against the premise hal smoking cessa-
tieny g weight minimtenanee are funcdwmentnlly incompatibie,
The teswlls demoisteate that weight gain ean e minimized
without jeopmidizing abstinence from smoking, at least when
an alieiuive anectic agenl substiues Tor nicotine,

Fomerits comment that neither dexfenfluramine nor fluox-
etine significantly cnhanced spceess al gquining smoking, de-
spite their weight-comrol  popeities. These  findings or
dexlenlurmuine moe diveclionally consistent with prinr resolbis
shwing then sereoninergic apents increase the probabiliy of
sucersslul sinoking cossalion by 13-17% (11, 23, 3. The
fimalimg Al Nuosetine lowercd cessation ales slighily in com-
pinisom with placeho wis pncaproeted and is ineonsisient with
othier Thodings {29, 30,

Fvew thaugh mist subjects didd poin weight after guitling
smoking, desfenflnumine mul fooxctine were both helpfol in
reducing weight gain. Their efficacies were comparable for the
st ol prosloessalion, wehen hath corlailed weight gain in
cogaison wilh placelbo. Fomd intake data suggesied that the
druges wonkedd al least pantly by peeventing an inerease iy
eittbohyvarzile spacking. Inothe sccond wenth aller gquitling.
dexlenluramine was relatively more potent, becawse it retained
i signifwant weight-sappressing action relative (o0 plocebo,
wherens Huexeline’s efTect was no longer sipmfican. Afler 3
e, teleranee had developed o fluoxetine’s weight-suppress.
g action, as others bave also abserved (31 Thus, 3 mo after
quitling siaking, dexfenfurnmine’s ability 1o limin weipht
i surpassed et of bath Moexctine i plicelo,
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Dealenfluramine s somowhn superor perfunmomee in com.
pariscn with Muoxetie may releet (s groster range of actions
a5 a releaser ps well as g reoploke inbibitor of serolonin.
Alicmatively, it con be argued that the deses of dexfenMo-
mime sl Muoxetine were vimaslched in their efficacics Tor
weight control. We adminisigred 30 mg dexlenllummine, the
s reconimcnded For weight loss. but only 40 o looxeline,
whercas G0 g is recommended Tor weight boss. s possible
that (rcotment with 60 mg Quosctine wonld have yiclded
weight suppression comparable with thal achicved by 30 mp
dexlenlurmime. The prespect of jmpleinweming  flunscetline
teeatment gl an inceeased dose, Tiwesver, tevds 1o be consiil-
el duw fight of the high despeoat swe shown by parlicipons
miedicoted with fuosetine, Only =435 ol Muesctise-treated
subtjects eomprleed the 3-mo wial, on alkrition rate sigaificaniy
higher than that foe dexfenlluramine. The differential anriion
perniits severul possible explanations. Possibly, the agitation
that can be 5 side effect of Maegetine proved onuswadly Jilficull
i wlerate when iU augnenied agitation sxsocivied with nicotine
willulewaal. An alicinative cxpination is i e MU stugdy
hysiciams pay bave heen Tess wolernt of Heoxeting's side-
ehlect profile because they had fewer yesrs of expericnce with
nfminisiering  Duesetime  than  dexfenilormine.  Arguing
againsl these cxplanations. however, is the dacr that similar side
efleets were reported Tor both seretiminergic drugs. bn view of
these uncertaintics, further research is needed o test whether &
thise of Muozetine sollicient 1o prevent weight gain ean be
well-tolerated during smeking cossation,

The earrent lndings suggest el the weight-contrgd benelils
of serotoninergic agents during smoking cessation, although
evident. persist only 95 long as subjects continue to iake the
medication. We had hoped ti the lirst 3 mo afler nicotine
withdrowal mighl constilute o phase of reequilibration afier
which the risk of weight i diminished. Appaently. how-
cver, the ipterval from 3 to O o pasteessation wos nol a safe
perimd Tor weight maimtenanee, at Ieast for subjects initinfly
mmedicated withy dexFonfuemine or uoxciine, D oontist, poie
il by 3 1 posteessation, the vnmedicated subjects in this
winl did vench an ssymytatic weight. alier which they accrued
niy defitional weight gain for the rensinder of the sy,

Unlike plncebo-trealed subjects, those mcdicated and then
removed from serotoninergic frestment showed  significant
weight pnn when frestient was discontinued. By 6 me post-
cessalion, their weight gain eoqualled tat of never-medicated
subjects. These results show thal o 3o serotsminerpic inter
vertion during smoking withdrawsl only served n delny
weight pain. The possible use of more extended teatiments or
combined o scyuential phimmacologic and behavieinl ap.
previches sarmants further inveslipaion,

A guiestion can be raised about whether the nsual magnitnde
of weight gain aller quitting simwking (4.4 kg: 2) should be
vonsidercd sufficient o warrant prolomged ding therapy, We
suggest that medicalion may be warrapled i fwo comexts: §)
when the patient’s histary indicates that she is among the
13- 1% of women whe goin = 15,6 kg alter yuiliing {2}, and
21 when the smoker is =0 hiphly weight conscious tha =he is
vnwilling t try 1o quit withsnit o mems of preventing weight
gain. Lo the |alter instanee, the risks pssocimed with rweeiving
serotoninergic roatment are smaller than the nuarhidity and
morialily assecited with nicaline ke, 2]
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