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ntidepressant medications are currently the main-
stay of pharmacologic treatment for both anxiety
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Background: Antidepressants, including selective se-
rotonin reuptake inhibitors (SSRIs), have been associated
with significant weight gain, a problem that frequently
leads to noncompliance and premature discontinuation
of treatment. Topiramate is a novel anticonvulsant that
has also been used as a mood stabilizer and augmentation
agent in mood disorders. Topiramate has been observed to
have an interesting side effect of weight loss in some indi-
viduals. In this study, topiramate was added to the treat-
ment regimen of patients with a primary DSM-IV anxiety
disorder who had experienced substantial SSRI-induced
weight gain, in an attempt to induce weight loss.

Method: Topiramate was added to SSRI treatment
in 15 anxiety disorder patients, starting at a dose of 50
mg/day and titrating up to a target daily dose of 100 mg/
day, with a maximum dose of 250 mg/day. Subjects’
weight was measured at baseline and after 5 and 10
weeks of treatment.

Results: Before topiramate treatment, SSRI-treated
subjects in this sample had gained a mean of 13.0 ± 8.4 kg
(28.6 ± 18.5 lb). After the addition of a mean dose of
135.0 ± 44.1 mg/day of topiramate for approximately 10
weeks, subjects lost a mean of 4.2 ± 6.0 kg (9.3 ± 13.3 lb).

Conclusion: Topiramate may have a role in managing
SSRI-induced weight gain in anxiety disorder patients.
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A
and mood disorders. Treatment with antidepressants,
particularly tricyclic antidepressants (TCAs), is fre-
quently associated with weight gain.1–3 Patients have been
reported to gain 20 pounds during a year or more of treat-
ment with a TCA,2 and many patients will continue to
gain sizable amounts of weight for the duration of treat-
ment. Weight gain can be a major cause of antidepressant
noncompliance.4,5

It is a widely held belief that TCAs are much more
likely to cause weight gain than the selective serotonin
reuptake inhibitors (SSRIs).2–4,6 However, findings from
a recent study by Rigler and colleagues6 indicate that
TCAs may not facilitate weight gain any more than other
antidepressant groups.

Several mechanisms have been invoked to explain
TCA-induced weight gain, such as stimulation of appetite
via blockade of the histamine H1 receptors, altered food
preference toward calorically dense foods and carbohy-
drates, and alterations in the metabolism of nutrients.3,5,7

Other hypothesized mechanisms that may account for
antidepressant-induced weight gain include neurotrans-
mitter modulation at the hypothalamic level that leads to
a change in the regulation of body fat stores, increased
energy efficiency, and, in some cases, clinical improve-
ment in anxiety and depressive symptoms.7

SSRIs were initially considered to be weight neutral;
some were even believed to contribute to weight loss.4

However, long-term treatment with SSRIs has been asso-
ciated with weight gain.4,7,8 Sussman and colleagues8 re-
cently analyzed data from 6 completed clinical trials com-
paring nefazodone with SSRIs and with TCAs in terms of
effects on weight. Patients treated with SSRIs demon-
strated more weight loss than those treated with nefazo-
done in the acute phase of treatment, but significantly
higher rates of weight gain during long-term therapy.8

Potential mechanisms contributing to SSRI-induced
weight gain may include the presence of comorbid disor-
ders, such as hypothyroidism, and recovery from depres-
sion, as well as possible changes in serotonin 5-HT2C

receptor activity.5,7 Increased appetite may also play a role
in SSRI-induced weight gain, although weight gain has
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also been observed in patients who exercise and carefully
monitor food intake.5,7 According to Fava,7 there have
been no definitive studies that describe the pathophys-
iology of weight gain induced by either SSRI or TCA
therapy.

Pharmacologic agents have proven useful for manag-
ing some weight and appetite issues. Stimulants, includ-
ing methylphenidate and amphetamine, have been used
to counteract antidepressant-induced weight gain, as have
histamine H2 receptor antagonists, bupropion, phenter-
mine, sibutramine, liothyronine, and naltrexone.5,7 These
agents are typically added to the patient’s current SSRI
treatment.7

Topiramate is approved as an anticonvulsant and has a
chemically novel structure.9,10 It has been used in clinical
practice, off label, as a mood stabilizer. In a retrospective
chart review of 58 patients who received 16 weeks of
topiramate treatment for mood disorders and who were
refractory to previous therapies (including lamotrigine
and gabapentin), 62% of patients showed moderate or
marked improvement as evidenced by qualitative assess-
ments.11 Data from recent literature indicate that topira-
mate has been used both as an augmenting agent and as
an alternative mood stabilizer in treating bipolar disor-
der,12 refractory depression,11 and, recently, binge-eating
disorder.13 Topiramate has been noted to have an inter-
esting side effect of weight loss in some patients12,14–19

and, for this reason, has been used in treating patients
with comorbid psychiatric disorders and obesity.12,13,15,16

Most of the available data are in the form of case studies.
In these studies, which involved patients with mood
disorders, topiramate was added to patients’ pharmaco-
logic regimen12,15 or, alternatively, replaced their regular
mood stabilizer (primarily valproic acid).11,16 Shapira and
colleagues13 published an open-label trial of topiramate
treatment of 13 female patients with binge-eating dis-
order in which topiramate was added to existing pharm-
acotherapy. The treatment period in the studies reporting
weight loss with topiramate ranged from 8 to 20
weeks, with weight loss ranging from 0.7 to 56.5 kg
(1.6–124.3 lb) and topiramate daily dose ranging from
200 to 1400 mg.12,13,15,16

Topiramate appears to have several mechanisms
of action. It is thought to work by enhancing
GABA-A receptors at nonbenzodiazepine sites, by in-
hibiting glutamate via the α-amino-3-hydroxy-5-methyl-
4-isoxazolepropionic acid/kainate subreceptors and by
blocking voltage-gated sodium channels. Topiramate is
also a weak inhibitor of the carbonic anhydrase isoen-
zymes CA2 and CA4.9–11 The mechanism of the alleged
weight loss that occurs with topiramate is unknown.
However, it has been postulated that the weight loss may
be mediated through first or second messenger systems
and augmentation of 5-HT2C receptors, as well as possible
effects on dopamine, norepinephrine, and glutamate.12

Several preclinical studies carried out in various
strains of rats have attempted to characterize the effects
of topiramate on energy balance regulation. The results of
these studies indicate that topiramate may reduce protein
gain, decrease the activity of lipoprotein lipase, reduce
food intake, and enhance regulatory thermogenesis.20,21

In clinical practice, patients treated with SSRIs have
been reported to have a high incidence of weight gain.
We elected to add topiramate to current SSRI treatment to
evaluate its potential as a weight loss or weight control
agent.

METHOD

Fifteen patients with a primary DSM-IV anxiety dis-
order diagnosis (panic disorder with or without agorapho-
bia, social phobia, obsessive-compulsive disorder, post-
traumatic stress disorder, or generalized anxiety disorder)
entered an open-label trial of topiramate treatment in ad-
dition to their current SSRI treatment. Written informed
consent to participate in the study was obtained from
all subjects by the study nurse.

The sample comprised 11 women and 4 men with a
mean age of 41.5 ± 12.7 years. Primary diagnoses are
listed in Table 1. The mean weight gain on SSRI treatment
was 13.0 ± 8.4 kg (28.6 ± 18.5 lb) with a range of 4.5 to
30.0 kg (10.0–66.0 lb). Five (33.3%) of 15 patients gained
weight on SSRI treatment within a month of initiation,
while 10 (66.7%) of 15 gained weight gradually. Thirteen
(86.7%) of the patients were still gaining weight when
they were started on topiramate, and in 2 patients
(13.3%), weight gain had plateaued. None of the patients
in this study had used specific weight loss strategies or
agents prior to topiramate initiation. The mean duration of
the SSRI treatment that induced the weight gain was
12.9 ± 14.0 months.

Topiramate was started at 25 mg twice daily and in-
creased by 25 mg/week to a target dose of 100 mg/day.
Further increases in the dose were made on the basis
of weight loss effect and the absence of adverse events.
Patients were seen twice at intervals of approximately 5
weeks. At each visit, patients were weighed and the pres-
ence of adverse events was evaluated.

RESULTS

All 15 patients were able to tolerate the dose titration
schedule to the target dose, and all completed the trial. The
mean weight loss at week 10 was 4.2 ± 6.0 kg (9.3 ± 13.2
lb), although 4 patients gained weight during the trial.
There was a significant weight loss from baseline to week-
10 endpoint (mean baseline weight = 89.7 ± 25.9 kg
[197.8 ± 57.1 lb]; mean endpoint weight = 85.3 ± 24.7 kg
[188.1 ± 54.4 lb]; F = 8.3, df = 1,14; p = .01). There was
a significant change in body mass index (BMI) from
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baseline to week-10 endpoint (mean baseline BMI =
32.6 ± 9.3; mean endpoint BMI = 31.0 ± 8.9; F = 8.5,
df = 1,14; p = .01). The mean change in BMI from
baseline to week-10 endpoint was 1.6 ± 2.1. The mean
dose of topiramate at week 10 was 135.0 ± 44.1
mg/day, with a range of 100 to 250 mg/day.

Topiramate was generally well tolerated. Seven
patients (46.7%) reported no adverse events. Numb-
ness and tingling in the extremities were reported by 3
individuals (20.0%), and 2 patients (13.3%) reported
blurred vision. Other adverse events occurred with the
following frequency: insomnia, N = 1 (6.7%); nausea,
N = 1 (6.7%); fatigue, N = 1 (6.7%); headache, N = 1
(6.7%); and myalgia, N = 1 (6.7%).

DISCUSSION

SSRI-related weight gain is a significant problem in
clinical practice. In addition to the associated health
risks, weight gain frequently leads to noncompliance
and premature discontinuation of treatment. The re-
sults of this study suggest that topiramate may be a
useful strategy to combat SSRI-related weight gain.
Actively treating the side effects of a drug to which the
patient has shown an otherwise good response may
have significant benefits over switching to an alterna-
tive treatment with which the patient’s response and
tolerance may be uncertain.

Norton and colleagues19 reported a mean weight
loss of 11% in patients remaining on topiramate treat-
ment for 6 months. Findings from a retrospective trial
by Rosenfeld and colleagues18 indicated a significant
mean weight loss of 8 kg (18 lb) for those patients
receiving concomitant valproic acid treatment. In an-
other study that examined the effect of weight loss
with topiramate, Lin and colleagues17 found that dose
of topiramate and age were not related to the degree of
associated weight loss. The results of these studies
lend support to our findings of significant weight loss
with topiramate use.

Although quantitative measures of anxiety were not
elicited in this study, the majority of patients reported
a reduction in their anxiety symptoms, including panic
attacks, social and performance anxiety, and obses-
sive-compulsive symptoms. These observations sug-
gest that topiramate may also have a role as an anxio-
lytic agent, but this role warrants further study.

Most of the adverse events noted in previous topira-
mate studies were reported as minor central nervous
system effects including paresthesias, somnolence, fa-
tigue, and impaired concentration and memory.11–13,15

The literature contains 2 reports of gastrointestinal
disturbances.11,13 Also documented in the literature are
adverse psychiatric symptoms, including 1 report of
increased anxiety and irritability16 and 2 cases of exac-Ta
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erbation of comorbid manic symptoms.13 The adverse
events in our study were comparable to those previously
reported in the literature, with the exception of a lack of
cognitive side effects. The lack of cognitive side effects in
this study was most likely attributable to the use of lower
doses of topiramate than were used in other studies.

Both investigator and patient bias are limitations inher-
ent in the open-label trial design of this study. We did not
control for changes in diet or physical activity. In addi-
tion, participating in a study focused on weight loss may
have induced individuals to adhere to their own weight
reduction strategies.

This study supports further investigation, using a
control design, of topiramate as a weight-loss agent in
antidepressant-induced weight gain. Other unanswered
questions raised by this study include the following: (1) Is
weight loss with topiramate maintained when topiramate
is withdrawn and SSRI monotherapy is resumed? (2) How
long do people need to be treated to maintain the weight-
loss effect? (3) What is the optimal topiramate dose that
needs to be achieved in order to obtain the weight-loss
effect? and (4) As 4 of our patients gained rather than lost
weight during the study, what are the predictors of topira-
mate response?

Drug names: amphetamine (Adderall and others), bupropion (Well-
butrin and others), citalopram (Celexa), fluoxetine (Prozac and others),
fluvoxamine (Luvox and others), gabapentin (Neurontin), lamotrigine
(Lamictal), liothyronine (Cytomel, Triostat), methylphenidate (Ritalin
and others), naltrexone (ReVia), nefazodone (Serzone), paroxetine
(Paxil), phentermine (Adipex-P), sertraline (Zoloft), sibutramine
(Meridia), topiramate (Topamax), valproic acid (Depakene and others).
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