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Comparative Safety and
Tolerability of Nefazodone
David L. Dunner, M.D., and
Lyle K. Laird, Pharm.D., B.C.P.P.

Nefazodone is a novel antidepressant, belonging to the
phenylpiperazine class. It is theorized to have potent an-
tagonistic effects on postsynaptic serotonin type-2 (5-HT2)
receptors and moderate presynaptic serotonin reuptake in-
hibitory effects. It is also believed to possess moderate pre-
synaptic noradrenergic reuptake inhibition properties, but it
has low affinity for muscarinic, cholinergic, α-adrenergic,
dopaminergic, and histaminergic receptors.1 Since its ap-
proval in the United States in 1994, nefazodone has been
found to have a well-established safety profile, and it is
effective for short- and long-term use. To date, up to 9.4 mil-
lion patients worldwide have used nefazodone, and the drug
has been rigorously studied in worldwide clinical trials in
at least 7000 patients with major depressive disorder. This
article reviews available short- and long-term safety data
that have accumulated since the release of nefazodone.

TREATMENT-EMERGENT
ADVERSE EXPERIENCES

By mid-1993, 1310 patients had received nefazodone in
acute (6- to 8-week), placebo-controlled, clinical efficacy
studies.2 Active comparators included selective serotonin
reuptake inhibitors (SSRIs) and imipramine. Nefazodone
was generally well tolerated; treatment-emergent adverse
experiences were considered mild or moderate in severity.
Typically, the intensity of the event diminished over time
or the event completely resolved.

In Table 1, adverse experiences that occurred at an inci-
dence of 5% or higher and were significantly more com-
mon in nefazodone recipients than in placebo recipients are
enumerated.3 These findings reflect specific conditions ex-
isting at the time of each study and thus may not be useful
to predict the incidence of adverse experiences across all
patients. However, they do allow the clinician to better un-
derstand the relative contribution of nefazodone to the
overall adverse experience profile in the patient being
treated for major depressive disorder. Robinson and col-
leagues2 noted that the number of patients who did not dis-
continue their nefazodone regimen after experiencing a
treatment-emergent adverse experience in the first week
decreased by 50% or more after 6 weeks. Of the 10 most
commonly reported adverse experiences (see Table 1), only
dry mouth tended to persist4; other adverse experiences
tended to decrease in reported severity, if not resolve en-
tirely. The adverse experiences were of mild-to-moderate

severity and resulted in few to no clinically important
sequelae. Thus, patients who continue treatment with
nefazodone appear to develop increased tolerance to most
adverse experiences.

DOSE RELATIONSHIP ISSUES

Some adverse experiences reported with nefazodone
appear to be dose related (Table 2).3,4 An analysis was
conducted on 3 placebo-controlled trials in which 2 dos-
age ranges of nefazodone were used (low ≤ 300 mg/day;
high 300–600 mg/day) to permit maximum titration by
week 25,6 (data on file, Bristol-Myers Squibb Company,
Princeton, N.J.). Downward dose adjustments were al-
lowed to help manage adverse experiences, if necessary.
Although use of higher doses of nefazodone resulted in
a greater incidence of adverse experiences than use of
lower doses, their occurrence did not dampen the overall
efficacy of nefazodone or its tolerability.5,6 This finding
underscores the importance of progressive titration of the
depressed patient to higher doses of nefazodone (300–600
mg/day) to improve efficacy rates.6

Table 1. Treatment-Emergent Adverse Experiences
Occurring at an Incidence of 5% or Higher in Short-Term
(6- to 8-week), Placebo-Controlled Clinical Trials of
Nefazodone (300–600 mg/d)a

Patients (%)

Nefazodone Placebo
Adverse Experience (N = 393) (N = 394)

Dry mouth 25 13
Somnolence 25 14
Nausea 22 12
Dizziness 17 5
Constipation 14 8
Asthenia 11 5
Light-headedness 10 3
Blurred vision 9 3
Confusion 7 2
Abnormal vision 7 1
aAdapted from the Serzone packet insert.3 All adverse experiences
significantly higher for nefazodone versus placebo (p ≤ .05).

Table 2. Dose Relationship of Adverse Experiencesa From
Placebo-Controlled Clinical Trialsb

Patients (%)

Nefazodone Nefazodone
Placebo ≤ 300 mg/d 300–600 mg/d

Adverse Experience (N = 212)  (N = 211)  (N = 209)

Somnolence 13 16 28
Nausea 12 14 23
Constipation 9 10 17
Dizziness 4 11 22
Blurred vision 2 3 9
Abnormal vision 2 0 10
Confusion 1 2 8
Tinnitus 1 0 3
aAdverse experiences for which a statistically significant difference
(p ≤ .05) was apparent between the nefazodone groups.
bAdapted from the Serzone packet insert.3
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Higher starting doses of nefazodone (e.g., 100 mg b.i.d.)
have been reported to be associated with a higher fre-
quency of early-onset, treatment-emergent adverse experi-
ences (e.g., diarrhea and dizziness). Indeed, the manufac-
turer advocates titration, starting at a dose of 50 mg b.i.d.
and increasing to 200 mg b.i.d. by the end of the third
week, as tolerated.

NEFAZODONE VERSUS SSRIs: DIFFERENTIATING
COMMON ADVERSE EXPERIENCES

Safety data have also been gleaned from 6 head-to-head,
double-blind, controlled studies comparing nefazodone
with 3 SSRIs (fluoxetine, paroxetine, and sertraline)7–9

(data on file, Bristol-Myers Squibb Company, Princeton,
N.J.). Results of a pooled analysis of SSRI-treated patients
demonstrated that adverse experiences that occurred at an
incidence of 10% or more included agitation, dizziness, dry
mouth, light-headedness, and sexual dysfunction (in men).
The nefazodone group fared statistically better (p < .05) in
terms of agitation and sexual dysfunction, whereas the
SSRI group experienced less dizziness, dry mouth, and
light-headedness. Activating side effects such as agitation
and insomnia are uncommon with nefazodone and are
noted in controlled studies to occur at a frequency similar
to that seen with placebo.2

RELATIONSHIP OF
ADVERSE EXPERIENCES AND AGE

When nefazodone was administered in controlled clini-
cal trials in doses ranging from 100 mg/day to 200 mg/day
and 500 mg/day to 600 mg/day, no clinically relevant dif-
ference in the rate of adverse experiences was observed
between patients 65 years of age or older (N = 953) and
patients younger than age 65 (N = 6571) (data on file,
Bristol-Myers Squibb Company, Princeton, N.J.). Safety
data from pediatric patients are not presently available.

OTHER ADVERSE EXPERIENCES

Other safety aspects of nefazodone, including cardio-
vascular effects (e.g., electrocardiogram [ECG] changes),
induction of hypomania/mania, seizure potential, induc-
tion of priapism, and abnormal vision, also have been
examined.

Cardiovascular Effects
Nefazodone has limited effects on the cardiovascular

system. In short-term, placebo-controlled trials, no clini-
cally significant differences were apparent between nefa-
zodone and placebo in terms of orthostatic blood pressure
changes, whereas patients receiving imipramine had sig-
nificant decreases in blood pressure.2 Thus, while tricyclic
antidepressants (TCAs), monoamine oxidase inhibitors,

trazodone, and venlafaxine can cause changes in blood
pressure that warrant close clinical monitoring, special pre-
cautions are not necessary in patients taking nefazodone.

ECG Changes
No clinically significant ECG changes were noted in

placebo-controlled trials involving 1153 patients taking
nefazodone.2 Nefazodone did not cause cardiac conduc-
tion disturbances, including QT prolongation. Asympto-
matic sinus bradycardia on ECG was noted in 1.3% of
nefazodone-treated patients and 0.4% of placebo-treated
patients (p ≤ .05). The specific cardiac effects of nefazo-
done in patients with cardiovascular disease (e.g., history
of recent myocardial infarction or unstable heart disease)
are not fully known.

However, a potential for corrected QT interval prolon-
gation exists if nefazodone is combined with terfenadine,
astemizole, cisapride, or pimozide, drugs that are metabo-
lized via this pathway.3 Because nefazodone inhibits the
cytochrome (CYP) 3A4 isoenzyme in vitro, coadministra-
tion increases the plasma levels of these drugs, which are
associated with prolonged corrected QT intervals and rare
cases of serious life-threatening cardiovascular events.
Terfenadine, astemizole, and cisapride are no longer avail-
able in the United States.

Hypomania/Mania
All antidepressants carry a risk of inducing hypomania

or mania, a phenomenon that most likely occurs when
bipolar disorder (especially bipolar II) is mistakenly di-
agnosed as unipolar major depression. In premarketing
clinical trials, hypomania/mania occurred in 0.3% of
nefazodone-treated unipolar patients, 0.3% of TCA-
treated unipolar patients, and 0.4% of placebo recipients.
In bipolar patients, however, the rate of manic episodes
was 1.6% with nefazodone, 5.1% with various TCAs,
and 0% with placebo.3 Thus, while the risk of inducing
hypomania/mania with nefazodone is small, its use in
patients with a history of bipolar disorder should be care-
fully considered, especially if the patient is not treated
with a mood stabilizer.

Seizures
Nefazodone rarely exacerbates seizure disorders. Ma-

jor motor seizures were not reported in 3496 patients
treated in worldwide clinical trials, and only 1 patient with
a preexisting absence seizure had a recurrence of that sei-
zure type.2,3 Rare postmarketing reports of nefazodone-
associated seizures have arisen, although a causal relation-
ship has not been established.3

Priapism
Priapism was not reported during premarketing trials

of nefazodone, but rare cases have been noted since its
approval in 1994. A literature search revealed only 1 case
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of nefazodone-precipitated priapism (i.e., clitoral pria-
pism).10 Because of the extremely low number of reported
cases of nefazodone-associated priapism and because of
inherent confounding variables, a clear causal relationship
has not been established.3

Abnormal Vision
Abnormal vision, generally consisting of scotoma and

visual trails (palinopsia), has been noted in case reports.11,12

It was observed as a treatment-emergent adverse experi-
ence in the short-term, double-blind, placebo-controlled,
nefazodone clinical trials described earlier. This adverse
experience occurred in 10% of 209 patients taking nefazo-
done 300 mg/day to 600 mg/day (see Table 2) and in 0% of
211 placebo-treated patients.3 Although this adverse ex-
perience is generally considered benign, it may be dose
related (see Table 2) and can usually be managed by low-
ering the dose of nefazodone or by altering the time of day
the dose is given.

MEDICATION DISCONTINUATION
DUE TO ADVERSE EXPERIENCES

Overall, discontinuation rates with nefazodone due to
adverse experiences in short-term, placebo-controlled,
clinical trials are similar to those observed with the SSRIs.
Of the 1310 patients included in acute efficacy studies,
12% of those taking nefazodone stopped treatment because
of adverse experiences as compared with 10.5% of those
taking fluoxetine, 21.8% of those taking imipramine, and
7.4% of those receiving placebo.2 Others have observed
adverse experience–related discontinuation rates of 14%
to 19% for nefazodone recipients, 12% for sertraline re-
cipients, and 13% for paroxetine recipients.7,8 Common
adverse experiences (≥ 1%) that resulted in discontinuation
of nefazodone in clinical trials (based on 3496 patients)
were nausea (3.5%), dizziness (1.9%), insomnia (1.5%),
asthenia (1.3%), and agitation (1.2%).3 In a recent study of
patients with chronic major depression, the dropout rate
due to adverse experiences was 14% in the acute (12-week)
treatment phase with nefazodone alone and 7% when nefa-
zodone was combined with psychotherapy (the nefazodone
dose in each group was about 500 mg/day).13 During the
4-month continuation phase, only 2% of patients discon-
tinued treatment due to adverse experiences (data on file,
Bristol-Myers Squibb Company, Princeton, N.J.).

LONG-TERM SAFETY ISSUES

Consideration of adverse experiences that may occur
during long-term antidepressant use is critical when initi-
ating therapy, as adverse experiences can significantly de-
crease patient compliance and otherwise negatively affect
outcome. Altered sleep patterns and weight gain, impor-
tant issues that may adversely affect long-term patient

compliance with therapy, are discussed in depth elsewhere
in this supplement. The role of antidepressants in causing
sexual dysfunction is reviewed below.

SEXUAL DYSFUNCTION

Sexual dysfunction (abnormal ejaculation, anorgasmia,
impotence, and psychosexual dysfunction) caused by an-
tidepressants is underrecognized because it is gauged
largely by patient self-reports. When it is measured by
clinician-initiated methods, one gains a more realistic in-
cidence of this important adverse experience. Feiger and
colleagues8 applied a sexual function questionnaire in a 6-
week, double-blind, randomized study comparing nefazo-
done (100–600 mg/day) with sertraline (50–200 mg/day)
in 160 depressed outpatients. While both medications
were comparable in antidepressant response rates, nefazo-
done was better tolerated with respect to sexual function.
For example, significantly more women taking sertraline
(47%) reported difficulty in achieving orgasm than did
women taking nefazodone (17%; p < .03). Likewise, sig-
nificantly more men reported greater ejaculatory diffi-
culty while on sertraline treatment (67%) than did men
taking nefazodone (19%; p < .01). Mean overall sexual
satisfaction scores at baseline and endpoint were similar
in nefazodone-treated patients, but worsened in the sertra-
line group.

Ferguson and colleagues14 have recently examined the
reemergence of sexual dysfunction in depressed patients
who had experienced this adverse event while taking ser-
traline (100 mg/day). Validated self-rating and clinician-
rated scales were used to measure sexual dysfunction. In
this 8-week, double-blind study, 105 patients were ran-
domly assigned to receive nefazodone (titrated to 400
mg/day) or a rechallenge with sertraline (titrated to 100
mg/day) after a 7-day washout phase and a 7- to 10-day
placebo phase. Antidepressant responses were similar
in both treatment groups. However, 76% of the sertraline
group (25/33) reexperienced sexual dysfunction whereas
only 26% of patients (10/39) taking nefazodone did so
(p < .001). Although the rate of sexual dysfunction with
nefazodone observed in this trial (26%) is higher than has
been reported, the study population consisted wholly of
patients who had developed this adverse experience while
on sertraline treatment.

In addition to sertraline, other SSRIs (e.g., citalopram,
fluoxetine, fluvoxamine, paroxetine) have been associated
with sexual dysfunction.15–18 The exact incidences of iat-
rogenic sexual dysfunction caused by SSRIs are not fully
known. Estimates by some investigators of greater than
20% are probably more accurate than figures reported
during the early SSRI experience and are a result of more
accurate ongoing reporting.19

In the recent nefazodone chronic depression study,13

sexual dysfunction occurred in 3.5% of patients taking
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nefazodone alone and 3.5% of those receiving nefazodone
plus psychotherapy. No patient receiving psychotherapy
alone reported sexual dysfunction. Collectively, then, nefa-
zodone appears to be associated with a relatively low inci-
dence of sexual dysfunction.

HEPATOTOXICITY ISSUES

Rare cases of hepatic necrosis and/or failure associated
with nefazodone have been identified through postmarket-
ing surveillance, and these findings prompted a revision
of the nefazodone product labeling. Hepatotoxicity is not
unknown with antidepressant therapy. Indeed, product la-
beling for many newer agents such as citalopram, fluoxe-
tine, sertraline, and venlafaxine contains information re-
garding isolated and rare cases of hepatic necrosis and/or
failure.

To date, at least 4 cases of acute hepatic failure and/or
necrosis temporally associated with nefazodone use have
been reported in the literature.20,21 The reported rate in the
United States is about 1 case of liver failure resulting in
death or transplant per 250,000 to 300,000 patient-years
of nefazodone treatment. This represents a rate of about
3 to 4 times the estimated background rate of liver failure
(data on file, Bristol-Myers Squibb Company, Princeton,
N.J.). This rate is an underestimate because of under-
reporting, and the true risk could be considerably greater
than this. It is not possible to entirely discount nefazodone
as an etiologic contributor in these cases. However, these
reports are complicated by the presence of other con-
founding variables such as preexisting underlying hepatic
conditions; use of concomitant illicit drugs, alcohol,
other medications; or exposure to other hepatotoxic sub-
stances.

Worldwide, nefazodone has been used by up to 9.4
million patients since its introduction; approximately half
of these patients are in the United States (data on file,
Bristol-Myers Squibb Company, Princeton, N.J.). Routine
serial testing for liver function abnormalities is not gener-
ally warranted for patients using an antidepressant. How-
ever, it is clinically prudent to obtain a complete pretreat-
ment history to assess underlying liver disease. It is also
important that patients who develop signs and symptoms
suggestive of liver damage while on treatment with nefa-
zodone or any antidepressant be promptly and appropri-
ately evaluated and treated.

SAFETY IN OVERDOSE

Nefazodone is similar to many newer antidepressants in
that it is relatively benign when taken in overdose. In 7
cases of intentional nefazodone overdose (taken alone or
with other substances) in amounts ranging from 1000 mg
to 11,200 mg, all patients recovered without sequelae.3,4

Symptoms of toxicity typically seen after nefazodone over-

dose include drowsiness and vomiting. Management of
nefazodone overdose consists of supportive care.

SUICIDAL IDEATION AND ATTEMPTS

No statistically significant differences have been noted
between nefazodone, imipramine, and placebo in terms of
treatment-emergent suicidal ideation or suicidal attempts
in placebo-controlled studies.22

SUMMARY:
COMPARATIVE SAFETY AND TOLERABILITY

To date, nefazodone has been taken by up to 9.4 million
patients worldwide and has been rigorously studied in clini-
cal trials in 3496 patients with major depressive disorder
(data on file, Bristol-Myers Squibb Company, Princeton,
N.J.). This broad experiential base supports the unique
safety and tolerability profile of nefazodone. In short-term,
controlled clinical trials, nefazodone has a well-established
adverse experience profile that often diminishes with
continued use. Unlike SSRIs, nefazodone causes minimal
activating side effects (insomnia, agitation, anxiety) or
sexual dysfunction. The drug is well tolerated by depressed
geriatric patients. Nefazodone is relatively devoid of
adverse cardiovascular effects. As with many other anti-
depressants, isolated reports of hepatotoxicity with nef-
azodone have been published, but routine or special moni-
toring is not warranted. Nefazodone is relatively safe in
overdose situations and does not increase suicidal ideation.
Postmarketing and premarketing safety data consistently
show that nefazodone has a well-established safety profile
when used for acute and long-term treatment of depressed
patients.

Nefazodone:
Discontinuation Issues and
Safety in Chronic Major Depression
John Zajecka, M.D., and
LaGenia Bailey, Pharm.D., B.C.P.P.

Studies evaluating nefazodone for prevention of relapse
in acutely depressed patients have established both the
efficacy of the drug as well as the lack of a discontinuation
syndrome on abrupt discontinuation.23 The following sec-
tions discuss the evidence for antidepressant discontinu-
ation syndrome in patients treated with TCAs and SSRIs.
Data on the effect of abrupt discontinuation of nefazodone
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after 16 weeks of continuous treatment are presented.
The long-term tolerability of nefazodone in chronically
depressed patients also is reviewed.

ABRUPT
ANTIDEPRESSANT DISCONTINUATION

An antidepressant discontinuation syndrome has been
well documented and described following acute dis-
continuation of some antidepressant therapies. The TCAs
have been associated with a discontinuation syndrome
consisting of general somatic distress, sleep disturbances,
gastrointestinal disturbances, akathisia or pseudoparkin-
sonism, behavioral activation, and flu-like symptoms.24

More attention has been given to discontinuation phe-
nomena associated with the SSRIs and other antidepres-
sants.25–29 The discontinuation symptoms associated with
SSRIs are unique (Table 3) and have been reported with
varying frequency.30 Incidences ranging from 0.06% to
5.1% have been reported in postmarketing surveillance. In
some published reports, up to 50% of patients have expe-
rienced discontinuation symptoms on discontinuation of
paroxetine.26

The elimination half-life, dose, and duration of the spe-
cific SSRI utilized appear to correlate with the frequency
and severity of discontinuation symptoms. For example,
in a randomized, double-blind, 5- to 8-day interruption
study in 242 patients, those having used an SSRI (paroxe-
tine, sertraline, or fluoxetine) for 12.5 weeks or more
showed significant differences in the number and severity
of discontinuation symptoms.29 The severity of symptoms
was most prominent with paroxetine followed by sertra-
line and fluoxetine. Among the SSRIs, fluoxetine may be
least likely to cause discontinuation symptoms on abrupt
discontinuation because of its long elimination half-life
(4–6 days). Symptoms also may emerge with missed
doses or during dose reduction. Although rarely danger-
ous, SSRI discontinuation symptoms may be perceived
as a new side effect or reemergence of the underlying ill-

ness and may result in either premature discontinuation
of treatment or increased use of emergency health services
if the patient has not been properly educated about their
potential.

In contrast to the SSRIs, nefazodone has minimal asso-
ciation with a discontinuation syndrome. Zajecka and as-
sociates31 evaluated 259 patients who were maintained on
nefazodone treatment for 16 weeks as part of a relapse pre-
vention trial.23 Patients who initially responded to nefazo-
done were randomly assigned to continuation treatment
with nefazodone (N = 128) or placebo (N = 131). Patients
were evaluated for relapse of depressive symptomatology
as well as emergence of spontaneous, new-onset adverse
experiences on either discontinuation of nefazodone (i.e.,
placebo substitution) or continuation of the active drug
over a period of 36 weeks. Symptom emergence was mea-
sured using COSTART terminology and was rated on a se-
verity scale from 1 (mild) to 3 (severe). Assessments were
made 14 and 28 days after randomization. In the continued-
treatment group, 22 (17.2%) reported at least 1 new-onset
or worsened adverse experience at 14 days and 40 (31.3%)
reported at least 1 new-onset or worsened adverse experi-
ence at 28 days, while in the placebo group, 27 (20.6%)
reported at least 1 new-onset or worsened adverse experi-
ence at 14 days and 38 (29.0%) reported at least 1 new-
onset or worsened adverse experience at 28 days. There
was no statistically significant difference in the number of
patients with new-onset or worsened adverse experiences
between the continued treatment and placebo groups. Thus,
nefazodone was not associated with discontinuation symp-
tomatology on abrupt discontinuation of active drug.

TOLERABILITY OF NEFAZODONE
IN CHRONIC MAJOR DEPRESSION

Maintenance antidepressant treatment is recommended
for patients at risk for recurrence by virtue of a history of
frequent or multiple episodes, double depression, onset of
depression after age 60 years, long duration of individual
episodes, family history of mood disorder, poor symptom
control during continuation therapy, and comorbid anxiety
disorder or substance abuse.32–37

The long-term use of nefazodone in chronically de-
pressed patients was recently examined in a comparative
trial of nefazodone and the cognitive behavioral-analysis
system of psychotherapy13 (CBASP; discussed in detail
elsewhere in this supplement). The 681 enrolled patients
were randomly assigned to nefazodone, nefazodone plus
CBASP, or CBASP alone. A 12-week acute treatment
phase was followed by a 16-week continuation phase and
a 52-week, placebo-controlled, randomized maintenance
phase in which relapse rates were assessed. Nefazodone
was selected as the active drug on the basis of its good
tolerability profile. Nefazodone has minimal activation-
type side effects, an incidence of weight gain comparable

Table 3. Somatic and Psychological Symptoms Associated
With Abrupt Discontinuation of Selective Serotonin
Reuptake Inhibitorsa

Symptom Examples

Somatic
Disequilibrium Dizziness, vertigo, ataxia, feeling

“spaced out”
Gastrointestinal Nausea, vomiting
Flu-like symptoms Fatigue, lethargy, myalgia, chills
Sensory disturbances Paresthesias, tremor, shock-like sensations
Sleep disturbances Insomnia, vivid dreams

Psychological
Core symptoms Irritability, crying spells, anxiety
Also reported Overactivity, depersonalization, difficulty

concentrating, slowed thinking,
confusion, low mood, memory problems

aAdapted with permission from Schatzberg et al.30
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to placebo, and, compared with placebo, lack of signifi-
cant effect on sexual function in men and women. These
attributes made nefazodone desirable for long-term main-
tenance treatment studies.38,39

During the 12-week acute phase, the most common
adverse experiences occurring in the medication-treated
groups were headache, somnolence, dry mouth, nausea,
and dizziness (Table 4).13 Weight gain did not occur in
either the nefazodone group or the CBASP-treated group;
weight gain occurred in 3.1% of the combined treatment
group. Rates of withdrawal were similar: 26% (59/226) in
the nefazodone group, 24% (55/228) in the CBASP group,
and 21% (48/227) in the combination treatment group
(p = .46). Only 1% of patients from each group withdrew
because of lack of efficacy. Fourteen percent of the nefa-
zodone group withdrew because of adverse experiences,
compared with 1% of those receiving CBASP and 7% re-
ceiving combination treatment.13

Sexual function was assessed with the Modified Rush
Sexual Inventory, a validated self-rated scale. A statisti-
cally significant improvement in sexual function occurred
in all 3 treatment groups from baseline to week 12. Pa-
tients receiving combination treatment showed signifi-
cantly greater improvement in overall sexual satisfaction
(p < .006) than patients receiving either nefazodone or
CBASP alone. The frequency of both initiation of sexual
activity and sexual satisfaction improved in both men and
women across all treatment groups. There was no reported
worsening of any area of sexual functioning or satisfaction
in any treatment group.40

SUMMARY: DISCONTINUATION
AND SAFETY IN CHRONIC DEPRESSION

On the basis of the data presented, nefazodone appears
to be devoid of a discontinuation syndrome on abrupt
discontinuation of 16 weeks of nefazodone treatment. In
1 study, sexual functioning improved in chronically de-
pressed patients receiving nefazodone, CBASP, or the com-
bination of nefazodone and CBASP. However, the greatest
improvement was seen in the combination therapy group.
This outcome of improvement in sexual function is what
clinicians and patients hope to see with improvement in
depressive symptoms.

Effects of Nefazodone
on Body Weight
Norman Sussman, M.D., and
Julia L. Seabolt, Pharm.D.

Given the medical and cosmetic consequences of being
overweight and the fact that many depressed patients
require extended treatment, being “weight neutral” is an
important property of an antidepressant drug. The sheer
magnitude of antidepressant use makes this issue important
to patients and prescribers alike. Both acute and long-
term placebo-controlled or substitution studies of nefazo-
done have demonstrated a lack of significant treatment-
associated weight gain.2,23 The SSRIs have even been
shown to briefly promote weight loss early in treatment.
However, in the decade since their introduction, isolated
reports have appeared implicating SSRIs as the cause of
unexpected weight gain during long-term treatment.41–47

These reports have been criticized as being anecdotal or
from small, non–placebo-controlled trials and thus less
reliable. The revised Practice Guideline for the Treatment
of Patients with Major Depressive Disorder cites contro-
versy in various postmarketing reports and notes a need to
clarify “whether patients taking SSRIs beyond the acute
phase do or do not experience weight gain as a medication
side effect.”48(p27) Nefazodone has not been implicated in
published anecdotal reports or in studies as being associ-
ated with increases in body weight.

To resolve the uncertainty and controversy about the
weight effects of the SSRIs, it would be useful if new
long-term, placebo-controlled studies could be initiated
with existing drugs. However, a number of obstacles to
this suggestion exist. One difficulty is the expense of con-
ducting the studies. Another is the need for a large enroll-

Table 4. Adverse Experiences (%) Reported by ≥ 10% of
Patients in the Nefazodone Chronic Depression Studya

Nefazodone/
Adverse Nefazodone Psychotherapy Psychotherapy
Experience (N = 225) (N = 221) (N = 226) p Valueb

Headache 56 45 65 < .001
Somnolence 40 1 36 < .001
Dry mouth 39 0 35 < .001
Nausea 30 6 36 < .001
Dizziness 25 2 29 < .001
Dyspepsia 21 12 19 .02
Insomnia 19 8 19 .004
Diarrhea 19 10 23 < .001
Asthenia 17 6 20 < .001
Constipation 16 1 17 < .001
Abnormal vision 15 < 1 20 < .001
Pain 14 12 21 .02
Abdominal pain 13 10 18 .08
Light-headedness 12 < 1 14 < .001
Pharyngitis 12 5 10 .05
Sinusitis 12 11 10 .89
Blurred vision 11 1 10 < .001
Agitation 10 2 8 < .001
Infection 9 13 12 .50
Difficulty 9 1 10 < .001

concentrating
Back pain 8 10 12 .23
aReprinted with permission from Keller et al.13

bFisher exact test used to test for differences among the 3 groups.
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ment and completion rate to afford the statistical power to
detect clinically significant differences. It is also difficult
to enroll patients in a placebo-controlled trial in which
the active treatment is readily available for clinical use. It
might be possible to initiate prospective monitoring of
patients in the clinical setting, but the outcome of such
studies would be subject to criticism regarding lack of
randomization and investigator bias.

In view of these difficulties, an alternative method has
been to extract data from completed studies that compared
active treatments. By using previously unanalyzed data
from individual patients participating in a series of related
trials, comparisons can be made about weight changes. At
least 1 such analysis of SSRI studies has been conducted,
and the results showed that paroxetine, but not sertraline
or fluoxetine, caused clinically significant weight gain in
25.5% of patients over 26 to 32 weeks of treatment.44 In
contrast to these findings, however, an analysis of long-
term fluoxetine (up to 50 weeks) and placebo therapy
showed that weight gain was comparable with both treat-
ments (approximately 3 kg [7 lb]).49

Because of the extensive degree of antidepressant drug
use in our society, it is important to clarify differences be-
tween them with respect to their effects on body weight.
Unwanted, excessive weight gain is a consequence of treat-
ment with a broad range of psychotropic drugs, including
the antipsychotic agents clozapine and olanzapine, the
antidepressant mirtazapine,19 and mood stabilizers such as
lithium, valproic acid, and carbamazepine. Increased body
weight associated with these agents has been observed in
controlled trials and in the clinical setting, and these find-
ings tend to arouse little controversy.

Nonpharmacologic factors, such as a nonspecific re-
covery effect, may explain weight gain during antidepres-
sant therapy.50 Thus, a modest increase in body weight
may occur over time in patients recovering from depres-
sion. Reduction in anxiety and psychomotor activity has
also been invoked as a possible source of reduced caloric
expenditure and subsequent weight gain. Nefazodone has
a comparable onset of action and response rate to selected
SSRIs (fluoxetine, paroxetine, sertraline) and imipramine
and was actually better than imipramine on some mea-
sures of depression-related anxiety.51 However, these theo-
ries do not explain the differences in impact on weight
gain observed between nefazodone and SSRIs. Part of
the problem is that there is no accepted explanation as to
why some SSRIs cause weight gain. Impact on the se-
rotonin system, in particular the serotonin 5-HT2C recep-
tor, has been suggested as the mechanism underlying SSRI
weight effects. The effects of a nefazodone metabolite,
m-chlorophenylpiperazine (m-CPP), may explain why
nefazodone is considered “weight neutral.”

Our analysis tends to support reports that the weight
gain associated with SSRIs is a function of the duration of
treatment. We postulate that the increased risk of weight

gain reported with paroxetine relative to fluoxetine44 and
sertraline41,44 may be partially explained because patients
taking fluoxetine or sertraline may gain weight later in the
treatment course. We recently have shown, for example,
that SSRIs cause more weight loss during short-term
treatment than nefazodone but more weight gain during
long-term treatment. We also demonstrated that, in com-
parative studies, imipramine caused more weight gain
than nefazodone.52

Understandably, it is difficult to characterize the pre-
cise incidence of weight gain with a specific drug. In most
studies, up to 10% of patients receiving placebo may expe-
rience clinically significant weight gain during long-term
treatment. From a clinical perspective, the long-term ef-
fects of a drug on body weight may be more significant
than its acute effects. These findings argue against the fact
that weight gain during antidepressant therapy can be ex-
plained as merely a recovery effect.50 In addition, a recent
study has demonstrated clinically significant weight gain
in paroxetine-treated patients with panic disorder.53 Panic
disorder does not usually result in weight loss, making it
unlikely that significant weight gain during treatment is
the result of a return to premorbid body weight.

EFFECTS OF NEFAZODONE
ON BODY WEIGHT

Nefazodone has not been reported to cause significant
increases or decreases in weight during acute or long-term
treatment. In a pooled analysis of placebo-controlled, pre-
marketing, acute-treatment studies, no differences were
noted between nefazodone and placebo in the proportions
of patients meeting criteria for potentially important in-
creases or decreases in body weight (i.e., change ≥ 7%).3

In a long-term treatment study, patients who responded
to 16 weeks of open-label nefazodone treatment and who
received nefazodone for up to an additional 36 weeks
were no more likely to gain weight than those receiving
placebo (0.6-kg [1.3-lb] gain in the nefazodone group,
0.9-kg [2.0-lb] gain in the placebo group).23 When these
data were pooled with those from another study,54 no sig-
nificant differences were noted between nefazodone and
placebo in the proportion of patients meeting criteria for
potentially important increases or decreases (i.e., change
≥ 7%) in body weight (Table 5).

Analysis of body weight changes in a study of patients
with chronic major depression also showed no statistically
significant differences across treatment groups associated
with acute or continuation nefazodone treatment alone or
in combination with psychotherapy.13,55 Following an acute
12-week phase, complete and partial responders were con-
tinued for a 28-week continuation phase. After 28 weeks,
an increase in body weight of 7% or more occurred in 4%
of patients receiving psychotherapy, 5% receiving nefazo-
done, and 4% receiving combination treatment. Reduction
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in body weight of greater than 7% was observed in 8% of
patients receiving psychotherapy, 9% of patients receiving
nefazodone, and 15% of patients receiving combination
therapy.56 These results are congruent with other data that
support a neutral effect of nefazodone on body weight.2,19

SUMMARY:
WEIGHT EFFECTS OF NEFAZODONE

Nefazodone has minimal effects on body weight in pa-
tients receiving the drug for acute or long-term treatment
of major depression. Significant weight changes in these
studies were comparable to placebo. In patients with chronic
major depression receiving acute- and continuation-phase
treatment with nefazodone, psychotherapy, or the combi-
nation, changes in weight were not statistically different
among the groups. Thus, nefazodone can be considered
weight neutral.

Drug names: carbamazepine (Tegretol and others), citalopram (Celexa),
clozapine (Clozaril and others), fluoxetine (Prozac and others),
fluvoxamine (Luvox and others), mirtazapine (Remeron), nefazodone
(Serzone), olanzapine (Zyprexa), paroxetine (Paxil), pimozide (Orap),
sertraline (Zoloft), trazodone (Desyrel and others), valproic acid (Depa-
kene and others), venlafaxine (Effexor).
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