Fluvoxamine: A Review of
the Controlled Trials in Depression

Michael R. Ware, M.D.

Fluvoxamine, a serotonin selective reuptake inhibitor, has been available as an antiobsessional
agent in the United States since 1995. However, it has been utilized as an effective antidepressant for
many years in various European countries. The controlled trials of fluvoxamine in the pharmaco-
therapy of depression are reviewed. The drug compares well with avariety of other antidepressants. It
appears safe and well tolerated in daily doses of 50 to 300 mg. The most common adverse events are
gastrointestinal complaints, particularly nausea. Initiating pharmacotherapy at lower doses and in-
creasing over the period of 1 to 2 weeks minimizes this discomfort.

Serotonin may be the most ‘phylogenetically ancient
of the known central neurotransmitters. It was inde-
pendently isolated and identified by Page and Erspamer in
1949.* Although serotonin appears to be concentrated in
the brain stem raphe nuclel, its neuronal. projections are
quite extensive and innervate diverse structures.including
the limbic system, basal ganglia, and cerebral cortex-Asa
result, the serotonergic neurotransmitter system is recog-
nized as the largest chemical network contained within
mammalian brain tissue.? Increasingly, investigators have
discovered that serotonin regulates many basic psychobio-
logical functions including food consumption, sexual ac-
tivity, sleep, aggression, cognitive processes, and mood.*?
Indeed, serotonin plays a pivotal role in the pharmaco-
therapy of depression, anxiety disorders, eating disorders,
schizophrenia, insomnia, and migraine headaches.
Fluvoxamine is a serotonin selective reuptake inhibitor
(SSRI) and chemically a member of the 2-aminoethyl-
oximethers of the aralkyl ketones3* It is a potent and
selectiveinhibitor of the reuptake of serotonin into the pre-
synaptic neuron, while having minimal affinity for musca-
rinic, histaminergic, and a-adrenergic receptors.*® In addi-
tion, it does not possess any monoamine oxidase inhibit-
ing properties.®® Fluvoxamine has a metabolic half-life
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of = 15 hours,” and no major active metabolites are formed
as aresult of biotransformation.”® As a result of its neu-
rotransmitter specificity, fluvoxamine is safer and better
tolerated than the older tricyclic antidepressants (TCAS).
For instance, fluvoxamine has no significant adverse car-
diac effects aside from a slight and clinically insignificant
reduction in heart rate.’

Fluvoxamine became available in the United States for
the treatment of obsessive-compulsive disorder in Decem-
ber 1994; however, the drug has been utilized for the treat-
ment of depression in several European countries since
1983. The purpose of this paper isto review the safety and
efficacy of fluvoxamine in the pharmacotherapy of de-
pression. Data were derived from a computerized search
of the Medline data base to identify English language,
double-blind, placebo- and/or drug-controlled studies of
fluvoxamine in depression.

CONTROLLED DEPRESSION DATA

A total of 31 double-blind, randomized clinica trias
that tested the efficacy of fluvoxamine in depression were
reviewed. Fluvoxamine has been compared with imipra-
mine and placebo,>” imipramine alone,®*** clomipra-
mine, 22" amitriptyline,®* dothiepin,®* _desipramine
alone,* desipramine and placebo,* mianserin,** moclo-
bemide,* placebo,® maprotiline,® flupenthixol,* and ser-
traline.®® These efficacy data are grouped together and
summarized in Tables 1-6; however, a few comments are
appropriate about the studies in general before discussing
the individual data sets.

First, fluvoxamine has been tested in multiple Euro-
pean countries and the United States. Fourteen of these 31
trials involve multiple sites to evaluate the compound,
while the remaining 17 studies appeared to be conducted
at asingle center.
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Table 1. Fluvoxamine Versus Imipramine and Placebo in Depression*

Depression
Study Diagnosis Design Randomized Mean Dose Assessments Results
Amin et al, 1984%° Feighner criteria Inpatients/outpatients ~ F =161 F=155mg HAM-D F=I>P
HAM-D (17 item) = 15 4-6 wk treatment 1 =153 | =156 mg Cal
P =150
Dominguez et al, 1985 DSM-III Outpatients F=35 HAM-D F=1>P
HAM-D (17 item) = 15 4 wk treatment 1 =35 Cal
P=31
Feighner et al, 1989* DSM-I11 Inpatients F=31 F=145mg HAM-D F>1=P
6 wk treatment 1=36 I =159 mg CGl
P=19 BPRS
Itil et al, 1983 RDC Outpatients F=22 F=101mg HAM-D F=I>P
HAM-D (17 item) = 15 4 wk treatment 1 =25 | =127 mg Cal
pP=22
Lapierre et al, 1987 DSM-I11 Inpatients F=22 F =180 mg HAM-D F=I>P
HAM-D (17-item) = 15 6 wk treatment =21 1 =172 mg Cal
P=20
Lydiard et al, 1989% DSM-I1 Outpatients F=18 F =240 mg HAM-D F=1=P
HAM-D (17 item) = 22 6 wk treatment =18 | =180 mg CGl
P=18 MADRS
March et al, 1990 DSM-II1 Outpatients F=18 HAM-D F=I>P
HAM-D (17 item) = 22 6 wk treatment 1=18 CaGl
P=18 MADRS
Norton et al, 1984* RDC Outpatients F=33 F=132mg HAM-D F=1=P
HAM-D (17 item) = 15 4wk treatment 1 =30 | =153 mg CGl
P=25 BPRS

* Abbreviations: DSM-I11 = Diagnostic and Statistical Manual of Mental Disorders, Third Edition; RDC = Research Diagnostic Criteria;
F = fluvoxamine; | = imipramine; P = placebo; HAM-D = Hamilton Rating Scale for Depression; CGI = Clinical Global Impressions scale;
BPRS = Brief Psychiatric Rating Scale; MADRS ='Montgomery-Asberg Depression Rating Scale.

Second, diagnostic criteria for depression varied
among studies, with all but 3 trials employing DSM-III,
DSM-III-R, Feighner, or Research Diagnostic Criteria.
Two trials did not specify how the diagnosis of depression
was made,?* and in athird, the diagnosis of vital depres-
sion was considered to be comparable to endogenous de-
pression.” Only the Nathan et al.* study utilized a struc-
tured interview to diagnose depression. In addition, all but
1 study™ required a minimum threshold of depression se-
verity before drug randomization, with most trials using
the Hamilton Rating Scale for Depression (HAM-D) as
the benchmark. The rating instrument, the number of
items utilized from it, and the cutoff criteria required for
drug randomization are listed in Tables 1-6.

Third, patient populations enrolled in these studies
were also variable. Overall, the mgjority of patientstreated
with fluvoxamine were women (> 60%) and were typi-
cally in their mid-to-late thirties or forties. Two studies
enrolled female subjects exclusively.?®** Two other trials
enrolled geriatric patients only.** In two additional trials,
all but a total of five subjects met criteria not only for
depression but also for the melancholia subtype.’>'

Fourth, the requirement of a washout period and its
duration prior to instituting active medication was
variable. Twenty of the 31 trials mandated a single-blind
placebo washout prior to drug randomization, but the
length of washout varied from 3 days (N = 4) to 2 weeks
(N = 2). Fifty percent of these 20 studies mandated a one-

16

week, single-blind placebo washout. The remaining 11
studies either did not describe awashout period (N = 2) or
did not specify if placebo was utilized (N =9). After
washout, the majority of trials permitted flexible or fixed
flexible dosing of study medications, with only 4 trials
mandating fixed doses of study compounds. Mean doses
of study drugs when available are noted.

Lastly, there was variation in the way in which efficacy
data were reported. The majority of studies utilized the
HAM-D and the Clinical.Global Impressions (CGI) scales
as the main determinants of antidepressant efficacy.
Twenty data sets gave sufficient details to determine the
mean baseline and endpoint rating scale scores, while 6
trials graphed the results, and neither occurred in the
remaining 5 trials. In the next section, the results of thein-
dividual trials are discussed. As much as possible, the tri-
als have been grouped together to facilitate interstudy
comparison among identical or similar comparator agents
versus fluvoxamine.

Fluvoxamine Compared With Imipramine and Placebo
Eight trials determined the efficacy of fluvoxamine
compared with both imipramine and placebo.’**" As noted
in Table 1, five of these studies recruited outpatients and
two utilized inpatient populations exclusively. The Amin
et al.’® study recruited from both groups of subjects. Trial
length ranged from 4 to 6 weeks of active medication or
placebo. In sum, 340 patients were randomly assigned to

J Clin Psychiatry 1997;58 (suppl 5)
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Table 2. Fluvoxamine Versus Imipramine in Depression*

Depression

Study Diagnosis Design Randomized Mean Dose Assessments Results

Amore et al, 1989% DSM-I11 Inpatients F=15 HAM-D F=1I
HAM-D (21 item) = 21 4 wk treatment =15 caGl

Bramanti et al, 1988" DSM-I11/Feighner Outpatients F=30 HAM-D F=1
HAM-D (21 item) = 18 4 wk treatment =30 CGl

Gonellaet al, 1990%° DSM-I11 Outpatients F=10 F =140 mg HAM-D F=1I
HAM-D (21 item) = 25 4 wk treatment =10 I =130 mg caGl

Guelfi et al, 1983 Unspecified Inpatients F=77 F=221mg HAM-D F=1
HAM-D (26 item) = 25 4 wk treatment =81 | =112 mg CGl

Guy et al, 1984% RDC Inpatients F=17 HAM-D F=1I
HAM-D (17 item) = 15 4-6 wk treatment =19 CaGl

BPRS

* Abbreviations: DSM-I1| = Diagnostic and Statistical Manual of Mental Disorders, Third Edition; RDC = Research Diagnostic Criteria;
F = fluvoxamine; | = imipramine; HAM-D = Hamilton Rating Scale for Depression; CGI = Clinical Global Impressions scale; BPRS = Brief Psychi-

atric Rating Scale.

Table 3. Fluvoxamine Versus .Clomipramine in Depression*

Depression

Study Diagnosis Design Randomized Mean Dose Assessments  Results

DeWilde and Doogan, 1982% Feighner criteria I npatients F=15 F =259 mg HAM-D F=C
HAM-D (17/item) = 17 4wk treatment c=15 C=231mg cal

DeWilde et al, 1983% Feighner criteria Inpatients/outpatients F=37  F=259/300 mg? HAM-D F=C
HAM-D (17item) >16 4-6 wk treatment C=36 C=231/144 mg* CaGl

Dick and Ferrero, 1983% Feighner criteria I npatients F=17 F=131mg HAM-D F=C
HAM-D (17 item) = 16 4wk treatment c=15 C=133mg cGl

Klok et al, 1981% Unspecified Female inpatients F=18 HAM-D F=C
HAM-D (17 item) ='16-29 4wk treatment C=18 CaGl

Ottevanger, 1995% Feighner criteria | npatients F=20 F =204 mg HAM-D F=C
HAM-D (17 item) = 17 4.WK treatment C=20 C =106 mg CGl

* Abbreviations: F = fluvoxamine; C = clomipramine; HAM-D = Hamilton Rating Scale for Depression; CGI = Clinical Global Impressions scale.

*Mean dose for three times daily/once daily dose patients.

fluvoxamine, 336 to imipramine, and 303 to placebo. The
mean dose of fluvoxamine ranged from 101 to 240 mg/day
compared with 127 to 180 mg/day of imipramine. Five of
the eight trials found fluvoxamine and imipramine both
equally efficacious and better than placebo. Two others
found fluvoxamine equivalent to both imipramine and pla-
cebo, while only the Feighner et al.** study reported
fluvoxamine as superior to both active and inactive con-
trols. Percentage change on rating scales (HAM-D) was
reported for six studies®™¥%17 Qver the span of 4
weeks, the improvement in depression scores as a result of
fluvoxamine ranged from 37.4% to 51.9%. Improvement
with imipramine was similar, with HAM-D scores de-
creasing from 41.8% to 53.6%. Placebo fared less well,
with symptomatic improvement of 18.7% to 41.7%. In
general, the three trials reporting 6-week data'®***> found
approximately 10% greater improvement in response rates
for both fluvoxamine and imipramine subjects, whileindi-
vidual s taking placebo did not experience further gains.

Fluvoxamine Compared With Imipramine

Five trials compared the efficacy of fluvoxamine with
that of imipramine without placebo controls.*# The
typical subject was an inpatient (> 70%) who took active
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medi cation for 4 weeks. In sum, 149 subjectsingested flu-
voxamine (140-222 mg/day), and 155 took imipramine
(112-130 mg/day). All five trials found fluvoxamine
equivalent to imipramine in the short-term treatment of
depression, .but only three listed baseline and endpoint
HAM-D scores.’**! Improvement between the two drugs
was similar, with the fluvoxamine HAM-D scores falling
36.4% to 67% compared with the imipramine decline of
30.5% to 62.5%.

Fluvoxamine Compared With Clomipramine

Table 3 summarizes the controlled trials comparing flu-
voxamine with the antiobsessional antidepressant clomi-
pramine.”*?" These five trials are the most consistently
similar studies of the fluvoxamine data base in terms of
methodology, with four employing Feighner criteria for
diagnosis, al recruiting from inpatient samples, all with
similar numbers of subjects enrolled, and all utilizing the
HAM-D and CGI rating scales. A total of 107 subjects
were randomly assigned to fluvoxamine and 104 to clomi-
pramine. The mean dose of fluvoxamine generally ex-
ceeded 200 mg/day, while the clomipramine dose ranged
from 106 to 231 mg/day. All five trials reported fluvox-
amine as being equivalent to clomipramine in antidepres-
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Table 4. Fluvoxamine Versus Miscellaneous Tricyclics in Depression*

Depression
Study Diagnosis Design Randomized Mean Dose Assessments Results
Harris et al, 1991% DSM-III Outpatients F=35 F=115mg HAM-D F=AMI
HAM-D (17 item) = 17 6 wk treatment AMI =34 AMI =99 mg CGl
Remick et al, 1994% DSM-III Outpatients F=16 F=175mg HAM-D F=AMI
HAM-D (17 item) = 20 7 wk treatment AMI =17 AMI =135 mg Cal
Raskin
Covi
Mullin et al, 1988% DSM-I11 Outpatients F=37 HAM-D F=DOT
HAM-D (17 item) = 17 6 wk treatment DOT =36 Cal
Rahman et al, 1991* DSM-III Inpatients > 65 y F=26 F=157mg MADRS F=DOT
MADRS = 30 6 wk treatment DOT =26 DOT =159 mg CaGl
Nathan et al, 1990* DSM-IIl, RDC Inpatients F=17 F=203mg HAM-D F=DES
HAM-D (17 item) = 15 4 wk treatment DES=20 DES = 206 mg Raskin
Roth et al, 1990% DSM-III Outpatients F=27 F=218mg HAM-D F=DES=P
HAM-D (17 item) = 22 6 wk treatment DES=24 DES =224 mg CaGl
P=29 MADRS

* Abbreviations: DSM-111 = Diagnostic and Statistical Manual of Mental Disorders, Third Edition; RDC = Research Diagnostic Criteria;
F = fluvoxamine; AMI = amitriptyline; DOT = dothiepin; DES = desipramine; P = placebo; HAM-D = Hamilton Rating Scale for Depression;
CGI = Clinical Global Impressions scale; MADRS = Montgomery-Asberg Depression Rating Scale; Raskin = Raskin Depression Scale; Covi = Covi

Anxiety Scale.

Table 5. Fluvoxamine Versus Mianserin in Depression*

Depression
Study Diagnosis Design Randomized Mean Dose Assessments  Results
Perez and Ashford, 1990* DSM-I1I Outpatients F=30 F =176 mg MADRS F=M
MADRS = 30 6 wk treatment M =33 M =100 mg Cal
Phanjoo et al, 1991% DSM-I11 Inpatients/outpatients> 65y ~ F=25 F=170mg MADRS F=M
MADRS = 30 6wk treatment M =25 M =60 mg Cal

* Abbreviations: DSM-111 = Diagnostic and Statistical Manual-of Mental Disorders, Third Edition; F = fluvoxamine; M = mianserin; CGI = Clinical
Global Impressions scale; MADRS = Montgomery-Asberg Depression Rating Scale.

sant efficacy. In subjects treated for 4 weeks, fluvoxamine
produced a decline in HAM-D scores of 54.1% to 72.9%,
compared with a 59.1% to 66.3% decline for clomipra-
mine. The three studies reporting CGI scoresfound similar
results.*24% The group of outpatients treated by Dewilde
et al.* for 6 weeks reported a declinein HAM-D scores of
72% for fluvoxamine and 78% for clomipramine. I nterest-
ingly, three investigators measured plasma levels of both
fluvoxamine and clomipramine.”**% None of the three
groups found any relationship between plasma levels of
either drug and the efficacy of antidepressant treatment.

Fluvoxamine Compared With Miscellaneous Tricyclics
Six studies compared several other TCAs with fluvox-
amine (Table 4). Two used amitriptyline®® two
dothiepin,®*' and two desipramine.*** The Roth et al.*
study also employed the inactive control placebo. Here, all
158 subjects receiving fluvoxamine and 186 randomly as-
signed to a TCA or placebo met DSM-III criteria for de-
pression. Outpatients made up more than 70% of study
participants. Only one study was shorter than 6 weeks, and
al but one used the HAM-D as the principal outcome
measure. In sum, fluvoxamine was found to be equivalent
to amitriptyline, desipramine, and dothiepin. Four of the
six studies detailed mean baseline and endpoint HAM-D
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scores. 203233 Elyyoxamine produced a decline of 39.2%
t0.60.9% compared with the 28.9% to 59.9% decline of
the TCA, while placebo induced a modest reduction of
29%. Nathan et al .** also measured plasma levels of both
fluvoxamine and desipramine. They reported a direct lin-
ear relationship between plasma fluvoxamine levels and
clinical response, but a nonlinear relationship between
plasma desipramine levels and clinical response. Further,
their data suggest that a fluvoxamine level of = 160 to 220
ng/mL will increase the likelihood of a positive response.

Fluvoxamine Compared With Mianserin

Table 5 lists the two comparison trials of the tetracyclic
antidepressant mianserin with fluvoxamine. Although two
different patient samples were recruited, in_both studies
patients met DSM-II1 criteria for depression-and had a
minimum score of 30 on the Montgomery-Asberg Depres-
sion Rating Scale (MADRS). Both groups were treated for
6 weeks and with similar mean doses of medications.
Fifty-five patients were randomly assigned to fluvox-
amine, while 58 received mianserin. In both studies, flu-
voxamine was found equivalent to mianserin. The Perez
and Ashford® study reported overall reductionsin depres-
sive symptoms of 65.5% for fluvoxamine compared with
60.8% for mianserin as determined by the MADRS.

J Clin Psychiatry 1997;58 (suppl 5)
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Table 6. Fluvoxamine Versus Miscellaneous Agents in Depression*

Depression
Study Diagnosis Design Randomized  Drug/Mean Dose Assessments  Results
Bougerol et al, 1992% DSM-I11 | npatients/outpatients F=64 F=121mg HAM-D F=MOC
HAM-D (17 item) = 17 4-6 wk treatment MOC = 67 MOC =336 mg CGl
Conti et al, 1988% DSM-III Inpatient females F=23 F=273mg HAM-D F>P
HAM-D (17 item) > 16 4wk treatment P=22 cal
BPRS
deJonghe et al, 1991% DSM-III Outpatients F=24 F=210mg HAM-D F=MAP
HAM-D (17 item) = 12 6 wk treatment MAP=24 MAP =118 mg Cal
Hamilton et al, 1989% Unspecified Outpatients F=36 HAM-D F < FPX
HAM-D (17 item) = 15 4 wk treatment FPX =36 CGl
Nemeroff et al, 1995 DSM-III-R Outpatients F=49 HAM-D F=S
7 wk treatment S=48 Cal
Raskin
Covi

* Abbreviations: DSM-I11.=Diagnostic and Statistical Manual of Mental Disorders, Third Edition; DSM-I11-R = Diagnostic and Statistical Manual of
Mental Disorders, Third Edition, Revised; F = fluvoxamine; MOC = moclobemide; P = placebo; MAP = maprotiline; FPX = flupenthixol;
S = sertraline; HAM-D = Hamilton Rating Scale for Depression; CGI = Clinical Global Impressions scale; BPRS = Brief Psychiatric Rating Scale;

Raskin = Raskin Depression Scale; Covi = Covi Anxiety Scale.

Table 7. Adverse Effects: Fluvoxamine Versus Imipramine and Placebo*

Dropouts
Side Effect Dueto
Study Mean Dose Assessment(s) Adverse Effects Adverse Effects
Amin et al, 1984% F =155 mg Self-report F = nausea, vomiting
| =156 mg | = ACH?
Dominguez et al, 1985 DOTES F = nausea, insomnia,” somnolence F=10
TWIS | = dry mouth,* ACH 1=8
P=2
Feighner et al, 1989 F=145mg Self-report F = nausea, agitation F=7
I =159 mg | = ACH, syncope 1=13
P=1
Itil et al, 1983 F=101mg DOTES F = dry mouth, somnolence, insomnia, nausea F=9
1 =127 mg I'= ACH,?insomnia 1=7
P=1
Lapierre et al, 1987* F =180 mg DOTES F =nausea, vomiting, constipation F=1
I =172 mg TWIS | ='dry mouth,? syncope,? dizziness® 1=1
Lydiard et al, 1989 F =240 mg Self-report F = diarrhea, dry mouth, headache, nausea F=1
1 =180 mg I' = constipation, dry mouth, sweating, dizziness | =2
P=1
March et al, 1990 Self-report F = nausea, headache; insomnia, fatigue F=4
| = dry mouth, headache, fatigue, 1=3
constipation, tachycardia pP=2
Norton et al, 1984 F=132mg DOTES F = anorexia, nausea, vomiting, diarrhea F=2
1 =153 mg TWIS | = ACH, orthostatic hypotension® 1=0
P=0

*Abbreviations: F = fluvoxamine; | = imipramine; P = placebo; ACH = anticholinergic side effects (i.e., dry mouth, blurred vision, sweating, consti-
pation); DOTES = Dosage Record and Treatment Emergent Symptom Scale; TWIS = Treatment Emergent Symptoms Write-In Scale.

2Adverse effect(s) occurred significantly more often with imipramine than fluvoxamine.

PAdverse effect occurred significantly more often with fluvoxamine than imipramine.

Fluvoxamine Compared With Miscellaneous
Antidepressants

Table 6 outlines the results of the comparative trials of
fluvoxamine with the reversible monoamine oxidase in-
hibitor moclobemide,® placebo,* the tetracyclic antide-
pressant maprotiling,® the antipsychotic flupenthixol,®
and with the SSRI sertraline.”* A mixture of both inpatients
and outpatients was recruited, and Conti et a.* enrolled
inpatient femal e subjects exclusively. Study length ranged
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from 4 to 7 weeks, and the HAM-D was the principal out-
come measure. A total of 195 subjects received fluvox-
amine, 175 were randomly assigned to the comparative
agent, and 22 received placebo. Overall, fluvoxamine was
found equivalent to moclobemide, maprotiline, and sertra-
line and superior to placebo. Fluvoxamine was found sig-
nificantly less effective than flupenthixol on both the
HAM-D and CGI scales. Thiswasthe only study of 31 to-
tal trials that found fluvoxamine inferior to a comparative
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Table 8. Adverse Effects: Fluvoxamine Versus Imipramine in Depression*

Dropouts
Side Effect Dueto
Study Mean Dose Assessment(s) Adverse Effects Adverse Effects
Amore et al, 1989 DOTES F = insomnia, weight gain, anorexia F=0
TWIS I = ACH, hypotension 1=2
Bramanti et al, 1988% DOTES F = excitation, insomnia, dry mouth, constipation F=0
TWIS | = excitation, insomnia, dry mouth, constipation =1
Gonellaet al, 1990%° F =140 mg DOTES F = constipation, nausea, vomiting, anorexia F=0
1 =130 mg | = ACH, hypotension 1=0
Guelfi et al, 1983 F=221mg Self-report F = dry mouth, nausea, somnolence, tremor F=2
| =112 mg | = ACH, tremor =5
Guy et al, 1984% DOTES F = tachycardia, weight loss, headache F=1
| = ACH, tremor 1=3
* Abbreviations: F = fluvoxamine; | = imipramine; DOTES = Dosage Record and Treatment Emergent Symptom Scale; TWIS = Treatment Emergent
Symptoms Write-In Scale; ACH = anticholinergic side effects (i.e., dry mouth, blurred vision, sweating, constipation).
Table 9. Adverse Effects: Fluvoxamine Versus Clomipramine in Depression*
Dropouts
Side Effect Dueto
Study Mean Dose Assessment(s) Adverse Effects Adverse Effects
DeWilde and Doogan, 1982% F =259 mg Self-report F = dry mouth, tremor, sweating, insomnia F=0
C=231mg C = ACH, headache, tremor C=0
DeWilde et al, 1983* F = 259 mg/300 mg? Self-report F = tremor F=0
C =231 mg/144 mg? C = ACH, tremor, hypotension C=0
Dick and Ferrero, 1983% F=131mg Self-report F = asthenia, constipation, dry mouth F=1
C=133mg C = asthenia, ACH c=1
Klok et al, 1981% 23-item F = agitation, nausea, anxiety F=2
checklist C = ACH, anxiety, agitation c=2
Ottevanger, 1995% F =204 mg Self-report F = nausea, gastric pain, somnolence F=2
C=106 mg C = ACH, gastric pain c=1

* Abbreviations: F = fluvoxamine; C = clomipramine; ACH = anticholinergic side effects (i.e., dry mouth, blurred vision, sweating, constipation).

*Mean dose for three times daily/once daily dose patients.

agent. It was conducted in general practice outpatients
with mild to moderate depression. Research design and
possibly conservative dosing of fluvoxamine may explain
these results.

SAFETY AND TOLERABILITY
OF FLUVOXAMINE IN DEPRESSION

Tables 7-11 summarize the safety and tolerability data
of fluvoxamine versus comparator agents and placebo.
A number of the studies failed to report how adverse
effects were elicited from patients. In these cases, it was
assumed to be by self-report. Fortunately, 14 of the 31
trials utilized a structured method in assessing adverse
events. The majority employed the Dosage Record and
Treatment Emergent Symptom Scale (DOTES) and the
Treatment Emergent Symptoms Write-In Scale (TWIS),
while several employed symptom checklists, and one
a semi-structured interview. In only one study* was the
self-report Sexual Symptoms Distress Index utilized. The
most common reported fluvoxamine adverse events are
listed in the tables along with those side effects common-
ly reported with the comparator agent. Dropouts due to
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adverse effects, also ameasure of patient tolerability of an
antidepressant, are also listed.

Overdll, fluvoxamine was consistently associated with
inducing avariety of gastrointestinal adverse effects. Nau-
sea, vomiting, and/or a general sense of gastrointestinal
distress were the most frequently voiced complaints. In-
deed, gastrointestinal complaints are the most common ad-
verse events experienced by patients taking any of the four
SSRIs currently available in the United States.”* As re-
cently reviewed by DeVane,* nausea was shown to be the
most common adverse effect associated with fluvoxamine
use initially; however, with continued use over several
weeks, nausea was no more common with fluvoxamine
than with the other three SSRIs. Nausea al so appearsto be
dose-related, and lower starting doses may minimize this
complaint.

Concerning the comparative agents, TCAs (particu-
larly ones having strong muscarinic effect) were associ-
ated with the typical anticholinergic adverse effects such
as dry mouth, blurred vision, dizziness, sweating, and con-
stipation. Indeed, a number of the TCA comparative trias
found anticholinergic side effects significantly more fre-
guently among their subjects than among thoseindividuals

J Clin Psychiatry 1997;58 (suppl 5)
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Table 10. Adverse Effects: Fluvoxamine Versus Miscellaneous Tricyclics*

Dropouts

Side Effect Dueto

Study Mean Dose Assessment(s) Adverse Effects Adverse Effects
Harriset al, 1991% F=115mg Self-report F = nausea, vomiting, headaches F=5
AMI =99 mg AMI = ACH,? nausea, somnolence AMI =6
Remick et al, 1994% F=175mg Adverse Events F = insomnia, dry mouth, nausea F=3
AMI =135 mg Form AMI = ACH, fatigue AMI =5
Mullin et al, 1988% Self-report F = nausea, vomiting, somnolence F=9
DOT = ACH,? dyspepsia DOT =6
Rahman et al, 1991* F=157mg Self-report F = nausea, dizziness, headache, somnolence F=2
DOT =159 mg DOT = nausea, dizziness, dry mouth, asthenia DOT =2
Nathan et al, 1990% F =203 mg Self-report F = nausea, vomiting F=0

DES =206 mg DES = dry mouth,* nausea, vomiting DES=

Roth et al, 1990% F=218mg Nondirected F = somnolence, fatigue, nausea F>3
DES =224 mg interview DES = dry mouth,® insomnia, nausea DES>6
P>1

* Abbreviations: F = fluvoxamine; AMI = amitriptyline; DOT = dothiepin; DES = desipramine; P = placebo; ACH = anticholinergic side effects (i.e.,

dry mouth, blurred vision, sweating,-constipation).

®Adverse effect(s) occurred significantly more often with tricyclic than fluvoxamine.

Table 11. Adverse Effects: Fluvoxamine Versus Miscellaneous Agents in Depression*

Dropouts

Side Effect Dueto

Study Mean Dose Assessment(s) Adverse Effects Adverse Effects
Conti et al, 1988% F=273mg DOTES F = nausea, vomiting, sleepiness F=1
TWIS P = dry mouth, constipation, syncope P=1
Hamilton et al, 1989%° Self-report F = gastrointestinal complaints F=4
FPX = headache, gastrointestinal complaints FPX =0
Perez and Ashford, 1990* F=176 mg Self-report F = nausea,® insomnia, dizziness, headache F=6
M =100 mg M = somnolence, insomnia M=5
Phanjoo et al, 1991% F=170mg Self-report F = agitation, dizziness, ataxia, tension F=7
M =60 mg M = agitation, dizziness, somnolence, headache M=4
deJonghe et al, 1991% F=210mg Adverse Events F = nausea F=1
MAP =118 mg Inventory MARP = constipation, dry mouth MAP=1
Bougerol et al, 1992% F =121 mg Self-report F = gastrointestinal complaints, insomnia F=9
MOC =336 mg MOC =insomnia, nausea MOC=6

Nemeroff et al, 1995% Self-report F = gjaculatory abnormality 5%, libido decrease 6%

Sexual Symptoms

Distress Index

S = gjaculatory abnormality 22%, libido decrease 19%

* Abbreviations: F = fluvoxamine; MOC = moclobemide; P = placebo; MAP = maprotiline; FPX. = flupenthixol; M = mianserin; S = sertraline;
DOTES = Dosage Record and Treatment Emergent Symptom Scale; TWIS = Treatment Emergent Symptom Write-In Scale.
#Adverse effect occurred significantly more often with fluvoxamine than mianserin.

receiving fluvoxamine. In general, fluvoxamine appeared
to be better tolerated than the comparator agents, with
equivalent or lower dropout rates due to adverse events.

Sexual dysfunction induced by the SSRIsis an increas-
ingly acknowledged problem among clinicians. In the only
head-to-head trial of fluvoxamine with another SSRI, flu-
voxamine was shown to cause significantly fewer sexual
dysfunctions than sertraline based on the Sexual Symp-
toms Distress Index. Indeed, sertraline produced more
than three times the rate of ejaculatory abnormality and
decreased libido compared with fluvoxamine.

Three of the four studiesthat determined plasmaantide-
pressant levels also sought to demonstrate a relationship
between plasma levels and adverse effects?% |n all
three cases, no significant relationship existed between
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plasma fluvoxamine or plasma clomipramine levels and
adverse events. Thus, fluvoxamine is .commonly associ-
ated with gastrointestinal complaints, particularly early on
in treatment studies. Nausea appears the most common ad-
verse event, which tends to diminish over thefirst couple
of weeks of treatment and appears to be dose-related. In
general, fluvoxamine appears to be well-tolerated with a
relatively conservative number of dropouts due to adverse
events.

SUMMARY
Although new to physicians in the United States, flu-

voxamine is actually the oldest of the SSRIs utilized by
clinicians worldwide. In fact, Saletu et al.*? published the
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first clinical experience with fluvoxamine in depressed pa-
tients in 1976. Since that initial report, 31 double-blind,
placebo- and/or comparator drug-controlled studies evalu-
ating the safety and efficacy of fluvoxamine in depression
have been published worldwide. Fluvoxamine has been
shown to be at least as good as, or superior to, placebo and
the other antidepressants with which it has been compared.
The drug appears to be safe and well-tolerated by patients
in arange from 50 to 300 mg/day. The most common ad-
verse effects are gastrointestinal, with nausea leading the
list. Since this adverse effect appears transient and dose-re-
lated, initiating pharmacotherapy with lower doses and in-
creasing over 1.to 2 weeks is likely to minimize gas-
trointestinal complaints. Because of its neurotransmitter
specificity, fluvoxamine is considerably safer than many of
the currently available antidepressants, including TCAS,
monoamine oxidase inhibitors, and the second-generation
heterocyclic drugs. Fluvoxamine aso has an important ad-
vantage by having a broad spectrum of pharmacotherapeu-
tic efficacy. Not only isit an effective antidepressant, but it
has already demonstrated efficacy in’ obsessive-compul-
sive disorder, panic disorder, and socia - phobia (see
Goodman et al., Ninan, and Tancer and Wade in thisissue).
It is likely that additional therapeutic indications will be
forthcoming for this SSRI.

Drug names: amitriptyline (Elavil and others), clomipramine (Anaf-
ranil), desipramine (Norpramin and others), fluvoxamine (Luvox), imip-
ramine (Tofranil and others), maprotiline (Ludiomil), sertraline (Zoloft).
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