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elective serotonin reuptake inhibitors (SSRIs) are
now widely used and are considered to be first-line
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Background: Atypical antipsychotics such as
risperidone or olanzapine have been reported to
be effective when added to a selective serotonin
reuptake inhibitor (SSRI) in cases of depression in
which treatment with an SSRI alone is not effective.
It is possible that the combination of an SSRI and an
atypical antipsychotic may be efficacious as an ini-
tial treatment for major depression.

Method: Thirty-six subjects who fulfilled
DSM-IV diagnostic criteria for major depressive
disorder were given fluvoxamine, 50 or 75 mg/day,
with risperidone, 0.5 or 1 mg/day, at the start of
treatment. The dose of fluvoxamine was increased to
100 or 150 mg/day on the fourth day of the treatment
and maintained thereafter. Hamilton Rating Scale for
Depression (HAM-D) scores were obtained at base-
line and every week for 6 weeks. Remission and
response were defined, respectively, as ≥ 75% and
50%–74% reduction from baseline in HAM-D score.

Results: Of 30 subjects who completed the
6-week study, 23 (76%) achieved remission, 5 (17%)
achieved response, and 2 (7%) were nonresponsive.
Of the 6 patients who did not complete the study,
3 showed remission, 1 showed response, and 2
showed minimal or no response by the time of
dropout. The reported adverse effects were mild, and
none of the 36 subjects enrolled in the study mani-
fested or reported extrapyramidal symptoms, nausea,
or vomiting.

Conclusion: The results suggest that the com-
bination of risperidone and fluvoxamine from the
beginning of antidepressant therapy enhances the
therapeutic response rate in depression.
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S
drugs for the pharmacologic treatment of depression.1,2

However, about 30% to 50% of patients do not initially
respond to SSRIs,3–6 and the remission rate in patients
treated with SSRIs for 6 weeks is 20% to 30%.7 Conse-
quently, many patients require a second or third antide-
pressant to obtain an adequate response or remission,8

which is the main problem in antidepressant therapy.9

Although SSRIs do not produce significant anticholin-
ergic or cardiovascular side effects, they often produce
gastrointestinal side effects such as nausea or vomiting.10–12

Indeed, the presence of adverse gastrointestinal effects is
problematic for all SSRIs, and their usefulness as antide-
pressants may be limited in this respect. Consequently,
treatments with fewer side effects and improved efficacy
should be pursued.

Antidepressant action was reported following the addi-
tion of risperidone to an SSRI in patients who had not
responded to SSRI treatment alone.13,14 In addition, olan-
zapine, another atypical antipsychotic, has also been re-
ported to be effective in treatment-resistant depression by
augmenting the effect of SSRI therapy.15 In each of these
studies, the addition of either risperidone or olanzapine
was reported to produce a rapid and efficacious antide-
pressive effect.

It may be that the combination of an SSRI and an
atypical antipsychotic from the beginning of antidepres-
sant treatment enhances the response rate in depression
compared with an SSRI alone. However, to our knowl-
edge, there has been no published report of an atypical
antipsychotic being administered at the onset of treatment
for depression, as opposed to using it as add-on therapy in
patients receiving an SSRI.

In this study, we report the efficacy of the combination
of risperidone and fluvoxamine in the acute phase of ini-
tial treatment for depression. Fluvoxamine was chosen
because, compared with other SSRIs, it appears less likely
to alter the serum concentration of risperidone via inhibi-
tion of the metabolism of risperidone.16
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METHOD

Subjects were outpatients who fulfilled DSM-IV crite-
ria for major depressive disorder (single episode or recur-
rent). All subjects were free from pharmacotherapy for
depression for no less than a week before the study and
had a minimum score of 21 on the 21-item Hamilton Rat-
ing Scale for Depression (HAM-D)17 at the start. Subjects
who were pregnant, lactating, or had substance abuse
problems were excluded from the study.

Thirty-six subjects (22 female and 14 male) with a
mean age of 47.4 years (range, 18 to 81 years) and a mean
HAM-D score of 28.0 (range, 21 to 39) were enrolled af-
ter providing informed consent. One male and 1 female
subject manifested mood-congruent psychotic features of
delusions or hallucinations, but the other 34 subjects had
no psychotic features before the study. Thirty-one sub-
jects had never received pharmacotherapy for depression,
and the remaining 5 subjects had received pharmaco-
therapy but were drug-free for at least 1 month prior to the
study.

The initial dosages of fluvoxamine and risperidone in
the 29 subjects who were less than 60 years old were 75
mg/day and 1 mg/day, respectively. The dosage of fluvox-
amine was changed to 150 mg/day on the fourth day of
treatment and maintained to the sixth week. The other 7
subjects, who were more than 60 years old, were given 50
mg/day of fluvoxamine and 0.5 mg/day of risperidone at
the beginning of treatment, and the dosage of fluvoxamine
was changed to 100 mg/day on the fourth day and con-
tinued to the sixth week. Patients were allowed to receive
1 mg of flunitrazepam as a hypnotic if requested by the
patient, and 24 patients were given flunitrazepam. HAM-
D score was rated at baseline and once a week for 6 weeks.
Remission, response, minimal response, and no response
were defined as reductions in the baseline HAM-D score
of 75%–100%, 50%–74%, 25%–49%, and < 25%,18 re-
spectively.

RESULTS

Thirty of 36 subjects completed the 6-week study. Of
the 30 subjects who completed the trial, 23 (76%) achieved
remission, 5 (17%) achieved response, and 2 (7%) showed
no response to treatment. In the 6 subjects who failed to
complete the trial, 1 changed medication after 4 weeks and
1 stopped treatment during the fifth week due to the lack
of a sufficient response. Two subjects stopped the medica-
tion during the third week with remission and response, re-
spectively, and 2 subjects stopped treatment during the
fifth week as a result of remission. Thus, 2 subjects showed
minimal or no response, 3 showed remission, and 1
showed response by the time of dropout. The percentages
of patients in the intent-to-treat population with ≥ 50% re-
duction in HAM-D score are presented in Figure 1.

Nine of 36 subjects reported adverse effects, which
included headache, insomnia, drowsiness, sexual dysfunc-
tion, general malaise, and asthenia in the legs. These ad-
verse effects were all mild and did not lead to discontinu-
ation of the treatment. None of the 36 subjects reported
nausea or vomiting, and no extrapyramidal side effects
were identified. Six of 24 subjects who received fluni-
trazepam at the beginning discontinued it before the end
of the study because of improvement of insomnia. The
demography of subjects and the course of HAM-D scores
are presented in Table 1.

DISCUSSION

The results of this study indicated that the combination
of risperidone and fluvoxamine produced a considerable
remission rate (76% of the subjects who completed the
study). A 50% improvement (≥ 50% reduction in baseline
HAM-D score) occurred in about 60% of patients within
the first 2 weeks. These results contrast with the low re-
mission rate (20% to 30%)7 reported in patients receiving
an SSRI alone in short-term therapy lasting 6 weeks. The
current treatment regimen was considered to be useful to
the patients who required certainty of treatment response
within a short period of initiating antidepressant therapy.
It is possible that the addition of risperidone to the treat-
ment regimen may have produced the observed robust
effect. Antidepressant naiveness also may be a factor con-
tributing to the high response rate, since 31 of 36 patients
had never received pharmacotherapy for depression before
the study. It has been reported that placebo effects do not
continue, but subside in a short period.19 However, placebo
effects may or may not fade in 6 weeks. Thus, although
the antidepressant effect in the current study continued in
most cases to the end of the sixth week, a placebo effect
still cannot be excluded from the results.

The combination of fluvoxamine and risperidone was
considered well tolerated. The most common adverse
effects produced by fluvoxamine are nausea and vomit-
ing,20–22 with a reported incidence of 20% to 70%.20,23–26

These adverse effects can result in the discontinuation of

Figure 1. Response (≥ 50% reduction in HAM-D score) to
Risperidone and Fluvoxamine in 36 Depressed Patientsa
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aFigure represents intent-to-treat population.
Abbreviation: HAM-D = Hamilton Rating Scale for Depression.
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treatment at an early stage.20,21,27 Thus, the adverse effects
may prevent the rapid dose escalation of fluvoxamine
at the beginning of treatment,21,27,28 potentially increasing
the time required to obtain an effective response.29 In the
current study, none of the 36 subjects manifested nausea
or vomiting in spite of the relatively rapid escalation of
the dose of fluvoxamine, including dropouts who contin-
ued the medication for 2 to 4 weeks. Although the number
of subjects in this study was small, the lack of appearance
of slight nausea or vomiting may have been related to the
action of risperidone. Risperidone is reported to have an
antiemetic action,30 which is most likely due to its antag-
onism of dopamine D2 receptors. Thus, a low dose of ris-
peridone may potentially counteract the nausea or vomit-
ing produced by an SSRI, and this may have contributed
to the robust response rate in the current study.

Although the adverse effects were monitored for only
6 weeks in this study, none of the patients had symptoms
of extrapyramidal side effects. The absence of acute
extrapyramidal symptoms has been suggested to predict
a low risk for subsequent tardive dyskinesia.31,32 It has
been reported that the risk of tardive dyskinesia with low
doses of risperidone (0.5–1 mg/day) is extremely low.33–35

Therefore, if risperidone is administered only in low doses
for a short period of time with an SSRI, the use of this
combination at the start of treatment may be relatively
safe. However, the continued use of risperidone as main-
tenance therapy should be cautiously weighed against the
risk of extrapyramidal side effects. Furthermore, it re-
mains to be determined whether risperidone should be
continued or discontinued when remission is achieved at
an early stage.

Table 1. The Demography of Subjects and the Course of HAM-D Scoresa

HAM-D Total Score
Week

Case Sex Age (y) Baseline 1 2 3 4 5 6 % Reductionb Hypnotic Side Effect
1 M 26 36 30 26 10 10 7 7 81 – …
2 F 75 25 10 6 6 4 0 0 100 (+) …
3 F 53 21 15 11 8 4 4 4 81 + Headache
4 F 50 23 12 9 9 5 5 5 78 + …
5 F 24 23 20 17 17 17 18 18 22 + General malaise
6 M 36 30 27 13 11 1 1 5 83 – …
7c M 24 28 25 21 18 10 4 4 86 – Headache
8 F 59 38 19 3 3 2 2 2 95 + …
9 F 32 34 19 18 11 9 9 9 74 + …
10 F 53 29 7 6 0 0 0 0 100 – …
11 F 39 39 23 18 5 5 5 5 87 + …
12 M 51 34 28 15 10 7 2 0 100 (+) …
13 F 61 22 22 11 10 9 9 7 68 + Asthenia in the legs
14 M 59 26 26 26 26 25 25 24 8 + Insomnia
15 F 62 22 16 13 6 1 0 0 100 – …
16 F 40 28 20 18 14 10 7 7 75 + …
17 M 40 26 13 10 10 8 8 8 69 (+) …
18 F 51 25 16 4 Stoppedd … … … … – …
19 M 56 30 16 13 8 4 4 4 87 + …
20 M 36 28 18 12 7 7 0 0 100 (+) Erectile disturbance
21 F 75 26 26 26 26 25 Switchede … … + …
22 F 38 23 23 24 22 23 Stoppedf … … + …
23 F 18 22 16 9 6 2 1 1 95 (+) Headache
24 M 49 29 14 6 6 4 Stoppedd … … – …
25 F 53 21 7 21 16 12 4 0 100 + …
26 M 29 34 25 19 11 7 4 3 91 (+) …
27 M 51 22 16 8 Stoppedd … … … … – Drowsiness
28 F 31 27 20 18 14 10 7 7 74 – Insomnia
29 F 58 22 17 8 8 5 4 4 82 – …
30 M 74 22 19 16 4 4 3 3 86 + …
31c F 52 37 27 5 2 2 2 2 94 – …
32 F 64 31 21 12 5 0 0 0 100 + …
33 F 35 29 19 16 12 10 10 9 69 + …
34 M 22 23 4 1 1 1 Stoppedd … … + …
35 M 50 35 27 10 10 6 6 5 86 + …
36 F 81 38 28 21 9 8 8 8 79 – …
aAbbreviation: HAM-D = Hamilton Rating Scale for Depression. Symbols: + = hypnotic was used, – = no hypnotic was used, (+) = hypnotic was
discontinued by the end of the study due to improvement of insomnia.
bPercentage reduction in HAM-D score from baseline at endpoint.
cPatients 7 and 31 had psychotic features at baseline.
dStopped taking drug because of improvement of symptoms.
eSwitched to another antidepressant because of lack of efficacy.
fStopped taking drug because of lack of efficacy.
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In conclusion, the results suggest that the combination
of risperidone and fluvoxamine from the beginning of
treatment may enhance the therapeutic response rate at
an early stage. The results also suggest that risperidone
may suppress nausea or vomiting elicited by fluvoxamine.
Consequently, these results suggest that the combination
of fluvoxamine and risperidone at the beginning of therapy
may represent a new strategy for the treatment of depres-
sion. However, effects due to placebo or a coadministered
hypnotic cannot be excluded in this study, which was an
open trial and had no placebo control group. Also, other
variables such as the degree of skill in clinical rating and
the antidepressant naiveness of the patients may have in-
fluenced the outcome of the current study. Consequently,
double-blind, placebo-controlled studies with a more
rigorous trial design are required to validate the findings
of this study.

Drug names: fluvoxamine (Luvox and others), olanzapine (Zyprexa),
risperidone (Risperdal).
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