The Use of Selective Serotonin
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The introduction of selective serotonin reuptake inhibitors (SSRIs), which are, in general, safer
and more easily tolerated than conventional antidepressants, has had a profound effect on the treat-
ment of affective illnesses and obsessive-compulsive disorder (OCD). A number of symptoms associ-
ated with eating disorders overlap those of depression and OCD, suggesting atheoretical and practical
caseforevaluating the SSRIsin the treatment of anorexia nervosa, bulimia nervosa, binge-eating dis-
order, and obesity. Despite the expectations for SSRIs in the treatment of eating disorders, clinical
investigations have yielded mixed results. In this paper, results from clinical studies of SSRIs (with
and without concomitant psychotherapy) in the treatment of anorexia and bulimia nervosa, binge eat-
ing disorder, and obesity are reviewed, directions for future research are suggested, and practical rec-

ommendations for the clinician are provided.

The introduction of the selective serotonin reuptake
inhibitors (SSRIs) has revolutionized the.-practice
of psychopharmacology. Although not devoid of side ef-
fects, they are often less dangerous and better. tolerated
than their predecessors. Their efficacy in the treatment of
psychiatric disorders such as depression and obsessive-
compulsive disorder is now well established. Because of
the frequent overlap in symptoms between these disorders
and eating disorders, the utility of SSRIs in the treatment
of eating disordersis of substantial clinical and theoretical
interest. This paper reviews the clinical studies of the
SSRIs for the treatment of the eating disorders (anorexia
nervosa, bulimia nervosa, and binge-eating disorder) and
obesity.

There is substantial uncertainty regarding the role of
medication in the therapy of eating disorders. Results of
clinical trials of medication in the treatment of anorexia
nervosa and obesity have been generally disheartening,
and work with SSRIs in binge-eating disorder is just be-
ginning. The efficacy of antidepressant agentsin studies of
the treatment of bulimia nervosa has been much more en-
couraging. However, because forms of short-term, fo-
cused psychotherapy are at least equally effective and may
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have superior long-term benefits, the precise role of medi-
cation in the treatment of bulimia nervosa requires further
study. Additionally, despite the fact that anorexia nervosa
and bulimia nervosatypically have their onset during ado-
lescence, clinical trials have focused entirely on adults.
The utility and safety of SSRIs in pediatric populations
have yet to be addressed.

ANOREXIA NERVOSA

Anorexia nervosa is a psychiatric illness that predomi-
nantly-affects adolescent girls and young women. It is as-
sociated with distorted perceptions about shape and body
image, |eaving-the teenager or young adult thinking sheis
fat and disgusting. In-the‘most severe cases, the relentless
cycle of dieting and weight loss can result in death.

The American Psychiatric Association (APA) Practice
Guideline for Eating Disorders' recommends a multidisci-
plinary approach for the treatment of anorexia nervosa.
The primary interventions are family and individual psy-
chotherapies, incorporating a major cognitive-behaviora
component, and with pharmacotherapy often-used as an
adjunct.? Although basic and clinical research has greatly
contributed to our knowledge about various neurotrans-
mitter and neuroendocrine disturbances associated with
starvation, the etiology of anorexia nervosa remains un-
known. Therefore, despite recent advances, behaviora
and psychosocial treatments remain the standard, and the
search for effective pharmacologic interventions actively
continues.

Antidepressant Medication

Patients with anorexia nervosa often present with
symptoms consistent with major depressive disorder (in-
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cluding depressed mood, low energy, and poor concen-
tration) and obsessive-compulsive disorder (such as ex-
tensive food-related rituals and obsessional preoccupa
tions with weight and shape). These observations have
prompted trials of the efficacy of SSRIsin the treatment of
anorexia nervosa. Although there islittle evidence that the
efficacy of one SSRI is superior to another, controlled
studiesregarding use of SSRIsin the treatment of anorexia
nervosa have used fluoxetine exclusively. Ferguson® re-
ported that fluoxetine treatment was successful for a
woman with anorexia nervosa who had previously devel-
oped significant side effects to other antidepressants, and
thus been difficult to treat. In an open trial of fluoxetine,
Gwirtsman and colleagues® described 6 patients with ano-
rexia nervosa who all showed improvement in depressive
symptoms and an increase in weight. Our own group at
Columbia® has recently completed what we believe to be
the only placebo-controlled trial of fluoxetine among un-
derweight patients with anorexia nervosa. Analysis of
these data suggests that the impact of fluoxetine, provided
in the context of a behaviorally oriented inpatient pro-
gram, was disappointing.

More encouraging findings regarding the utility of flu-
oxetinein the treatment of anorexia nervosacome from re-
search with a dlightly different focus. Most ‘controlled
studies of medication for anorexia nervosa have concen-
trated on the weight gain phase of treatment, usually in
hospitalized patients participating in a structured, behav-
ioral program. Such programs are effective in helping pa-
tients gain weight, and thus make detecting a supplemen-
tary benefit of medication more difficult. However, the
subsequent phase of treatment, the weight maintenance
phase, which occurs in the less structured outpatient set-
ting, isquite challenging, and typically is associated with a
substantial rate of relapse. There are hints that fluoxetine
might be helpful during this phase. A preliminary report of
Kaye and colleagues® describes the course of 35 patients,
all of whom met criteria for anorexia nervosa, restricting
subtype, and who had successfully completed an inpatient
hospitalization. They were randomly assigned to either
fluoxetine or placebo and discharged to the community for
continuing psychosocial care. The fluoxetine-treated pa-
tients were better able to maintain their weight and had a
significantly lower rate of relapse than those receiving pla-
cebo. On the other hand, a naturalistic follow-up study by
Strober et al.” suggested little benefit from fluoxetine.
Data from 33 patients who had received fluoxetine during
and after a successful inpatient hospitalization were com-
pared with data from 33 historical control patients who
had not received medication. Follow-up outpatient treat-
ment, although not standardized, included at least weekly
psychotherapy, with the addition of family therapy and di-
etary counseling as needed. Assessments were made dur-
ing face-to-face interviews performed by the research staff
at 6-month intervals for 2 years' duration. No patient was
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lost to follow-up, and compliance with medication was
high, with only 4 patients discontinuing medication by the
end of the second year follow-up visit. Overall, the authors
found no significant difference between the fluoxetine-
treated and control groups on measures of compensatory
behaviors, need for rehospitalization, and tendency to
drop below target weight. Although interpretation of these
datais limited due to the naturalistic design of this study,
they cannot be summarily dismissed. Thus, whether treat-
ment with fluoxetine is helpful in preventing relapse re-
mains an active and important question for further re-
search. There have been no controlled trials of other SSRIs
in the treatment of anorexia nervosa. Whether the alterna-
tive agents in this class offer significant benefit, either to
the underweight patient with anorexia nervosaor as a pre-
ventative measure against relapse for those who have re-
gained weight, remains an open question. In addition,
there is substantial clinical and hiological heterogeneity
among patients with anorexia nervosa. It is possible that
only patients with specific, as yet unidentified characteris-
tics respond to pharmacologic intervention. Thus, trials
conducted including patients with avariety of characteris-
tics may obscure the benefits of the medication. It may be
helpful, in future studies, to focus on subgroups, such as
patients with the restricting or binge/purge subtypes, pa-
tients with short duration of illness, or, as previously de-
scribed, patients who have already attained a certain level
of weight restoration.®

BULIMIA NERVOSA

The development of pharmacologic treatments for bu-
limia nervosa has been much more successful than for an-
orexia nervosa. Several factors have presumably contrib-
uted to this difference. The higher prevalence of bulimia
nervosa, compared with that of anorexianervosa, eases re-
cruitment into clinical trials.-Secondly, the medical condi-
tion of patientswith bulimianervosaistypically much less
precarious, which allows more patients to be treated on an
outpatient basis, thereby reducing the cost of clinical tri-
as. In addition, it is possible that the more normal physi-
ologic state of patients with bulimia may be necessary for
the therapeutic impact of antidepressant medications.

Antidepressant Medication

The antidepressant medications, in general, have been
shown repeatedly to be effective in curbing the binge-
purge cycle®*® and the SSRIs are no exception. Again,
fluoxetineisthe most rigorously studied,**® although case
reports and open trials of sertraline,’® fluvoxamine, 2! and
paroxeting® exist.

Because of the high frequency of depressive symptoms
seen in bulimia nervosa, it was plausible that the effective
dose for bulimia nervosawould be identical to that for de-
pression. A single study of fluoxetine directly addressed
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thisissue.r” In this large trial (N = 387), one group of 129
patients with bulimia nervosa was randomly assigned to
receive the “standard” dose of 20 mg/day of fluoxetine, a
second group of 129 patients received 60 mg/day, and a
third group of 129 received placebo. The results showed
that 20 mg/day of fluoxetine was, at most, marginally su-
perior to placebo. On the other hand, 60 mg/day of fluoxe-
tine was clearly superior. Subsequent studies of fluoxetine
in bulimia nervosa have generally used 60 mg/day, which
isusualy tolerated with minimal side effects.

There is further evidence of a divergence between
depression and-bulimia nervosa. Although depressive
symptoms and bulimia tend to co-occur, the presence of
depressive symptoms does not predict the degree of im-
provement in bulimic symptoms with antidepressant treat-
ment®!%'5; that i, the eating disorder symptoms of patients
with bulimia nervosa who .are depressed do not respond
more dramatically to antidepressant medication than do
those of patients with bulimia nervosa who are not de-
pressed. These data, and the preferential effectiveness of
the 60 mg/day dose of fluoxetine, suggest that the mecha-
nism of action of antidepressants in bulimia nervosa may
be different than that in depression.

It should be noted that the pharmacol ogic studies of bu-
limia nervosa have, for the most part, been restricted to
normal weight, adult women who purge through vomiting,
and the results may not be generalizable to other popula
tions including men, overweight patients, or patients with
bulimia nervosa who use alternate methods of compensa-
tion such as fasting or exercise.

Medication and Psychotherapy

Compelling data have emerged in the last decade dem-
onstrating that focused forms of short-term psychotherapy,
particularly cognitive behavioral therapy (CBT), are effec-
tivein the treatment of bulimia nervosa.? The existence of
effective forms of both pharmacotherapy and psycho-
therapy has complicated therapeutic recommendations,
particularly because many important clinical questions
cannot be directly answered with the data available. For
example, concerns regarding the comparative efficacy of
medication and psychotherapy and, especially, regarding
the long-term outcome of medication treatment |leave the
precise place of antidepressant medication in the treatment
of bulimia nervosa unclear. The studies that have com-
pared medication and psychotherapy and evaluated the
potential benefits of combined treatment have yielded
somewhat inconsistent results. Several studies have been
published comparing the combination of focused psycho-
therapy and fluoxetine.

Fichter and colleagues,® in Germany, examined the ef-
fect of fluoxetine (60 mg/day) compared with placeboin a
population of patients hospitalized for bulimia nervosa
who were actively engaged in a program of intensive be-
havioral psychotherapy. The authors found no significant
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difference between the fluoxetine and placebo groups and
suggested that a “ceiling effect” may have limited the
power of the study to detect a benefit from medication;
that is, the intensive inpatient psychotherapy was so ef-
fective that no additional medication effect could be
observed.

An interesting study by the same group examined the
value of fluvoxamine in preventing relapse following in-
patient treatment.? In a double-blind, placebo-controlled
study, 72 patients completing inpatient psychotherapy
treatment for bulimia nervosa were randomly assigned to
receive 12 weeks of outpatient fluvoxamine or placebo
treatment. Despite a high dropout rate in the fluvoxamine-
treated group, both intent-to-treat and completer analyses
showed active medication to have a significant effect in
reducing return of binge purge behavior.

Goldbloom et al.?* conducted a 16-week, randomized
trial of individual CBT, fluoxetine, and the combinationin
76 women with bulimia nervosa. All groups improved
over the course of the study, and intent-to-treat analysis
yielded no statistically significant differences in outcome.
Completer analysis showed a significantly lower subjec-
tive binge frequency in the CBT-treated group compared
with the group that received fluoxetine alone. Interpreta-
tion of these datais limited by the absence of placebo and
control groups and by a surprisingly high dropout rate
(43%). It is uncertain whether the absence of differences
in outcomes reflects similar treatment effects (that is, that
fluoxetine treatment is equivalent to CBT, and that the
combination is no better than either alone) or limited
power to detect group differences.

Beumont et al.?’ conducted a randomized, placebo-
controlled trial of intensive nutritional counseling com-
bined with fluoxetine. In an 8-week trial, with follow-up at
12 and 20 weeks, they compared 60 mg of fluoxetine with
placebo in 67 patients receiving weekly nutritional coun-
seling. Both the active medication and placebo groups
showed substantial improvement over the course of the
study. During active treatment, fluoxetine was superior to
placebo only on measures of dietary. restraint, weight con-
cern, and shape concern. Although there were suggestions
that bulimic symptoms reemerged after fluoxetine was
discontinued, the fluoxetine- and placebo-treated groups
had statistically similar levels of behavioral symptoms
both at end of treatment and at follow-up. Whilethis study
suggests that fluoxetine does not dramatically add to the
benefit of nutritional counseling, the rate of improvement
from nutritional counseling was quite impressive with
61.5% of patients reporting no binge eating episodes dur-
ing the last week of active treatment. This impressive de-
gree of improvement may have limited the ability to detect
any benefit from medication.

Our group recently published the results of a placebo-
controlled trial designed to compare 2 forms of psycho-
therapy for bulimia nervosa (individual CBT and indi-
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vidual supportive psychotherapy) and to examine the ben-
efit of combining medication with psychotherapy.® The
medi cation intervention was unique in that it was 2-stage:
patients randomly assigned to receive active medication
werefirst treated with desipramine; if they could not toler-
ate this medication, or did not show sufficient improve-
ment, they were switched to fluoxetine. The study was
large (120 patients were randomized) and placebo-
controlled. The short-term results clearly document that
CBT was superior to supportive psychotherapy and also
indicate that the 2-stage medication intervention modestly
but significantly augmented the effect of psychotherapy. It
was also of interest-that the group of patients receiving
only medication had an outcome on most measures similar
to that of patients receiving CBT and placebo.

Although the results of these trials are by no means en-
tirely consistent, they emphasizethat, in most patients, the
symptoms of bulimia nervosa respond both to structured
psychotherapeutic interventions and to antidepressant
medication. There are hints that combining medication
and psychotherapy may confer some additional benefit, at
|east in the short-term, but hard evidence for superiority of
combined treatment is limited. The most convincing data
come from our own study in which the effects of psycho-
therapy were not as dramatic as reported from- other cen-
ters. Conceivably, it is easier to detect the additive benefit
of medication in a population of patients relatively resis-
tant to the effects of psychotherapy.

It is safe to conclude that we have at least 3 effective
treatment strategies to employ in the treatment of bulimia
nervosa: CBT alone, antidepressant medication alone, and
combination therapy. Pressing questions for clinical re-
search are how to match patients with treatments and what
interventions are useful for the significant number of pa-
tients who fail to respond to these established treatments.

BINGE-EATING DISORDER

Binge-eating disorder is a newly proposed diagnosis
in the Diagnostic and Statistical Manual of Mental Dis-
orders, Fourth Edition (DSM-IV), Appendix B: Criteria
Sets and Axes Provided for Further Clinical Study. Binge-
eating disorder is characterized by repeated episodes of
the consumption of a large quantity of food associated
with feelings of loss of control (similar to bulimia nervo-
sa), but without the inappropriate compensatory measures
such as vomiting, laxative abuse, fasting, or excessive ex-
ercise that follow binges in bulimia nervosa. Other simi-
larities to bulimia nervosa include marked concern with
body image, shape, and weight,*>=! and a high prevalence
of mood symptoms including depression, worthlessness,
and low self-esteem. Although the diagnostic criteria for
binge-eating disorder do not require the presence of obe-
sity, most patients presenting with these symptoms are
overweight. The number of controlled treatment trials for
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binge-eating disorder islimited, and the number of clinical
trials investigating the efficacy of pharmacotherapy for
this disorder is fewer still. Preliminary results regarding
the efficacy of SSRIsin the treatment of binge-eating dis-
order are mixed.

De Zwaan et al.** examined a group of 64 obese pa-
tients, recruited specifically for complaints of “emotional
problems” to attempt to better characterize the subpopul a-
tion of hinge eating. Although “emotional problems” were
not defined, they recruited 64 overweight women and ran-
domly assigned them to 1 of 4 treatment conditions: CBT
and fluvoxamine, CBT and placebo, dietary management
and fluvoxamine, or dietary management and placebo.
They conservatively estimate that roughly 22% of their
sample met DSM-IV criteria for binge-eating disorder
(disregarding the frequency criteria). Fluvoxamine (100
mg/day) did not seem to confer additional benefit to those
with binge eating in terms of weight loss.

Prats et al.** conducted a 16-week open clinical trial in
9 patients of the efficacy of paroxetine on binge frequency.
Preliminary results suggested a significant reduction in
binge eating. However, these results are difficult to inter-
pret as the cohort included patients with both binge-eating
disorder and bulimia nervosa.

An open clinical trial by Devlin* attempted to assess
the efficacy of phentermine and fluoxetine for binge eat-
ing when used in conjunction with CBT. Although a more
complete data analysis is currently in progress, prelimi-
nary results suggest that phentermine, fluoxetine, and
CBT might be more helpful than CBT alonein decreasing
binge frequency and weight and improving mood and
body image symptoms in the short-term (less than 6
months).-However, recommendations regarding long-term
efficacy and safety remain premature, and given the recent
concerns regarding phentermine and dexfenfluramine, it
would be prudent to await compl etion of data analysis and
the results of controlled trials before arriving at clinical
recommendations.

The only randomized, double-blind, placebo-controlled
trial of an SSRI specifically focusing on binge-eating dis-
order to date isthat of Hudson et al.* which examined flu-
voxamine. A preliminary report indicates that fluvoxamine
was of benefit in reducing binge frequency.

One additional, double-blind, placebo-controlled trial
has relevant information. In the context of amultisite tria
of the long-term efficacy of fluoxetine for weight loss in
the obese, Marcus et al.* further divided their obese popu-
lation into binge and nonbinge eaters. All patientsreceived
52 weeks of behavioral treatment, while half aso received
fluoxetine (60 mg per day). At theend of 1 year, those sub-
jects who had received both fluoxetine and behaviora
maodification had lost significantly more weight than those
receiving placebo and behavioral modification, but there
was no significant difference between binge and nonbinge
eaters.
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Thus, athough there are a number of clinical similari-
ties between binge-eating disorder and bulimia nervosa,
and although a few open trials suggest clinical utility of
the SSRIs for promoting weight loss and reducing binge
frequency, convincing data regarding the use of SSRIsin
binge-eating disorder have not yet been published.

OBESITY

Although obesity is primarily considered amedical dis-
order, interest in this condition on the part of psychiatry
appears to have increased in recent years. Obesity results
when energy intake-exceeds energy expenditure over an
extended period and carries with it many serious medical
complications such as diabetes mellitus and hypertension.
Although dieting and exercise are clearly effectivein pro-
ducing short-term weight loss, long-term maintenance of
thislossisvery difficult for mostindividuals. Whereas the
treatment of depression with tricyclic antidepressants was
often associated with significant weight gain, the initial
clinical trials of SSRIs in depression suggested it some-
times had a more welcome side effect: weight loss. This
observation, along with the known role of serotonin in the
regulation of appetite, led to trials of SSRIs as a pharma-
cologic treatment for obesity.

A decade ago, Ferguson and Feighner®” enthusiastically
reported preliminary data suggesting fluoxetine to be
equivalent to benzphetamine and superior to placebo asan
appetite suppressant. A 6-week, double-blind trial of
fluoxetine (60 mg per day) in 23 obese, nondepressed
women by Pijl et a.*® reported significant weight loss in
the fluoxetine-treated group (3.6+ 0.5 kg vs. 0.3+ 0.5
kg). Levine et al.* conducted a similar, but larger study.
An 8-week, randomized, placebo-controlled, double-blind
trial of fluoxetine (60 mg) evaluated weight loss in 120
nondepressed, obese subjects. As early asthefirst week of
the study, the fluoxetine-treated group showed signifi-
cantly greater weight loss compared with placebo, a find-
ing that persisted for the duration of the trial. The degree
of weight loss was correlated with initial weight; that is,
the greater the degree of obesity at baseline, the larger the
amount of weight lost while taking the drug. Overall, flu-
oxetine was well tolerated, the only significant side effect
being asthenia. A second, large study was designed to
evaluate the relationship between the dose of fluoxetine
and weight loss.”® Six hundred fifty-five patients were ran-
domly assigned to 5 groups and treated for 8 weeks either
with placebo or with 10 mg, 20 mg, 40 mg, or 60 mg of
fluoxetine. Findings supported a dose-dependent relation-
ship, with those receiving the highest dose of fluoxetine
showing the greatest amount of weight loss. This result
contrasts with studies of fluoxetine for major depressionin
which adverse side effects outweighed the beneficial
mood effects at higher doses, |eading to the recommenda-
tion of 20 mg/day as the standard dose for depression.
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Although these studies provided new and potentially
exciting information regarding the utility of fluoxetine for
obesity, they were limited by the relatively brief duration
of treatment. Thus, alarge (N = 458), multisite study was
designed to assess the effect of fluoxetine on weight loss
over 1 year.* The results were interesting, albeit discour-
aging. The fluoxetine-treated group showed significantly
greater weight loss than the placebo group for the first 20
weeks. After week 20, however, those who received fluox-
etine began to regain weight, despite continued treatment
with active medication. Overall, although both the fluoxe-
tine and the placebo groups ended the study at weightsless
than baseline values, there were no significant differences
between the groups at the end of the 1-year period. The
reasons for this weight gain remain unclear. Possihilities
include development of tolerance to the drug (a concept
that may be worth pursuing, given the observation that
some depressed patients treated with fluoxetine seem to
|ose the antidepressant effect over time). Another explana-
tion offered related to a decrease in the frequency of visits
which occurred after the first 8 weeks of treatment. What-
ever the reason, fluoxetine appears to be a successful
short-term weight loss treatment, but its long-term effi-
cacy isnot established.

Two of the sites published their own results from this
large trial. Darga et al.** added dietary counseling to both
groups. This added intervention, however, did not appear
to augment the weight loss effect of fluoxetine, nor pre-
vent weight regain. However, the results (mentioned
above) of Marcus et al.* portray a slightly different pic-
ture. In addition to receiving fluoxetine or placebo, all pa-
tients at this site received behavioral modification coun-
seling-and were encouraged to restrict their caloric intake
and to exercise. Unlike the results at the other sites, at the
end of 1 year, there was a significant difference in weight
between the drug- and placebo-treated groups. The pa-
tients receiving fluoxetine lost an average of 13.9 kg over
the course of the year, whereas the placebo group gained
0.6 kg (p < .004) (this analysis was based only on the 21
patients who compl eted the entire year). This study leaves
open the possibility that a combination of fluoxetine with
more intensive behavioral treatment might assist long-
term weight loss.

An examination of another SSRI, citalopram, for obe-
sity was disappointing. Szkudlarek and Elsborg® ran-
domly assigned 72 severely obese patients to either citalo-
pram or placebo. All patients also received instruction in
the consumption of a low-calorie diet. Over the succeed-
ing 3 months, both the citalopram and the placebo groups
lost between 5 and 10 Ib. However, citalopram provided
no significant additional benefit compared with placebo.

Wadden et al.* wereinterested in the potential utility of
an SSRI in maintaining weight loss. Specifically, these
investigators examined the utility of sertraline in pre-
venting weight regain following a very low-calorie diet.
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Fifty-three women who had lost at |east 10% of their ini-
tial weight during a very low-calorie diet in the prior 26
weeks were randomly assigned to receive either 200 mg
of sertraline or placebo for 1 year. During the initial 6
weeks of the study, those patients receiving sertraline
continued to lose weight, while those receiving placebo
began to gain weight. However, this difference promptly
disappeared, and, at the end of 1 year, both groups had re-
gained similar amounts of weight, and there was no sig-
nificant difference between the sertraline- and placebo-
treated groups.

PRACTICAL RECOMMENDATIONS

Anorexia Nervosa

As reviewed above, no pharmacol ogic agent has been
established to be of benefit'in the treatment of anorexia
nervosa. The mainstay of treatment is an eclectic ap-
proach, including psychological, nutritional, and behav-
ioral elements aimed at restoring body. weight and nor-
malizing the distorted thinking concerning food, body
shape, and weight. In addition, for children and adoles-
cents with this disorder, involvement ‘of the family in
treatment is essential.

Antidepressant medications may be considered when
evidence of a significant mood disturbance or-of OCD
persists or emerges after weight restoration. Because of
its side effect profile, extensive experience in the treat-
ment of bulimia nervosa, and more limited experience in
anorexia nervosa, fluoxetine is probably the preferred
agent. Treatment may be initiated at 10 to 20 mg/day.
If target symptoms include OCD, higher doses (e.g., 60
mg/day) should be employed and can be reached for most
patients over 1 to 2 weeks. The limited data available sug-
gest that fluoxetine can be used safely for patients with
anorexia nervosa, but the physiologic disturbances asso-
ciated with this disorder merit careful monitoring of
medication side effects and interactions. It is likely that
other SSRIs have similar effects, but there is very limited
information concerning their use in anorexia nervosa.

Bulimia Nervosa

The major pharmacologic intervention to consider for
patients with bulimia nervosais the use of an antidepres-
sant. Because it has been extensively studied and because
information concerning the effective dose is available,
fluoxetine should be considered the drug of first choice.
The preferred dose is 60 mg/day; most patients of normal
weight with bulimia nervosa can be started immediately
on thisamount or can increase from 20 to 60 mg/day over
the course of aweek. Side effects arerarely amajor prob-
lem. Anecdotal information suggests that other SSRIs are
probably also effective and should be considered if the
use of fluoxetine is complicated by the need for other
medi cations with which it may interact.
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Binge-Eating Disorder

Data are too limited to support a recommendation for
a specific course of pharmacologic treatment for binge-
eating disorder with any confidence. The utility of SSRIs
in bulimia nervosa suggests that these agents also may be
useful for binge-eating disorder. On the other hand, the
discouraging outcome of most long-term studies of SSRIs
for obesity may portend difficulties with such agents
among obese individuals with binge-eating problems.
More work is clearly needed.

Obesity

Thereisenormous clinical and economic interest in the
development of an effective and safe pharmacol ogic inter-
vention for obesity. The SSRIs, while full of short-term
promise, appear unable to sustain weight loss in the long-
term. It is of someinterest that sibutramine, which hasjust
been approved for marketing in the treatment of obesity,
combines the blockade of serotonin reuptake with reup-
take blockade of norepinephrine. This development offers
hope that medications related to the currently available
SSRIs will eventually prove to be useful adjuncts in the
treatment of obesity.

Drug names: citalopram (Celexa), desipramine (Norpramin and others),
fluoxetine (Prozac), fluvoxamine (Luvox), paroxetine (Paxil), phenter-
mine (Regitine), sertraline (Zoloft), sibutramine (Meridia).
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