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Background: There are few published placebo-
controlled clinical trials demonstrating the efficacy of the
newer antidepressantsin markedly or severely depressed
hospitalized patients. This study demonstrates the efficacy
of nefazodone compared with placebo in the treatment of
patients hospitalized for major depression.

Method: Nefazodone and placebo treatment were
compared in a 6-week trial of 120 patients hospitalized
for DSM-111-R diagnosed major depression (without psy-
chosis) at 2 study centers. Efficacy was evaluated using
standard psychiatric rating scales, and patients were
monitored for safety.

Results: Nefazodone treatment resulted in‘a significant
reduction (p < .01) of the 17-item Hamilton Rating Scale
for Depression (HAM-D-17) total score compared with
placebo from the end of the first treatment week through
the end of the study (—12.2 nefazodone vs. —7.7 placebo).
At the end of thetrial, significantly more nefazodone-
treated patients (50%) than placebo-treated patients (29%)
had responded, as indicated by their Clinical Global Im-
pressions-Improvement score (p = .021) or by a= 50%
reduction in their HAM-D-17 scores (p = .017). Signifi-
cantly more patients treated with nefazodone (36%) than
placebo-treated patients (14%) had a HAM-D-17 score
< 10 at the end of treatment (p = .004). Significant treat-
ment differences (p < .01) in favor of nefazodone were
also seen in the Montgomery-Asberg Depression Rating
Scale; the HAM-D retardation, anxiety, and sleep distur-
bance factors; and HAM-D item 1 (depressed mood). Pa-
tients with dysthymia in addition to major depression also
showed significant improvement (p < .05) when treated
with nefazodone, with significant differences in response
rates seen as early as week 2 and through the end of the
trial. The mean nefazodone dose was 491 mg/day at the
end of week 2 and 503 mg/day at the end of treatment.
Nefazodone was well tolerated, and the number of pa-
tients discontinuing owing to adverse events was small,
with no significant safety issues noted in either treatment
group. Fewer nefazodone-treated than placebo-treated
patients discontinued owing to lack of efficacy.

Conclusion: Nefazodone was superior to placebo in
the treatment of marked to severe major depression in
patients requiring hospitalization. The clinical benefit of
nefazodone was evident as early as the first week of treat-
ment as judged by several measures of efficacy, with sig-
nificant differences from placebo sustained throughout
the trial.
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T he demonstration of the efficacy of a new antide-
pressant in hospitalized patients is both important
and challenging. Hospitalized patients are more severely
depressed and have more potential for suicide than outpa-
tients.* In addition, patients hospitalized for depression
may represent individuals for whom previous psycho-
therapy or pharmacotherapy or both have not been effec-
tive. Since hospitalization itself can be a potent therapeu-
tic intervention in the course of a depressive episode,? it
is important to include a placebo control in clinical stud-
ies of antidepressants in the hospital setting.***® The use
of aplacebo serves to control for the beneficial effects of
hospitalization .or other-circumstances surrounding the
care of depressed patients as well as the variability of
the course of theillness.

Many published studies of the newer antidepressants
in hospitalized depressed patients lack a placebo com-
parator. The efficacy of many of the serotonin selective
reuptake inhibitors (SSRIs) in the hospital setting has
been reported only in comparison with ‘another antide-
pressant drug.®® There have been only a few published
placebo-controlled clinical studies demonstrating the effi-
cacy of SSRIsor other newer antidepressantsin the hospi-
tal setting: fluvoxamine was superior to placebo and imip-
ramine in a 6-week single-site trial," venlafaxine was
superior to placebo in a 4-week multicenter trial,**** and
mirtazapine was reported to be superior to placebo in a
mixed population of inpatients and outpatientsin 1 center
of a multicenter trial."* Paroxetine resulted in no statisti-
cally significant improvement compared with placebo.™

Nefazodone is an antidepressant drug with a mecha
nism of action that distinguishes it from other antidepres-

246



Feighner et al.

sants, including the SSRIs.’®!" Nefazodone potently an-
tagonizes 5-HT, receptors and inhibits both serotonin and
norepinephrine reuptake'® while lacking an affinity for
muscarinic cholinergic and H,-histaminic receptors.’’

An early study in 45 depressed outpatients demon-
strated significant improvement following treatment with
nefazodone compared with placebo and improvement
comparable to that seen with imipramine.® In an 8-week,
multicenter, double-blind, placebo-controlled study of 283
outpatients with major depression of at least 1 month’s du-
ration,” nefazodone was significantly better than placebo.
In asimilar 6-week clinical trial of 180 patients,® nefazo-
done was al so foundto be significantly superior to placebo
treatment. In both of these studies,*? the response ratesin
the nefazodone and active control (imipramine) groups
were nearly identical, with nefazodone having a slight nu-
merical advantage. Similar results were obtained in an-
other placebo-controlled outpatient study with nefazodone
and imipramine in which the response rate in the nefazo-
done treatment group was significantly greater than in the
placebo treatment group and virtually identical to that in
the imipramine treatment group.* In a tria of 2 dose
ranges of nefazodone (mean doses = 239 and 392 mg/day
at the end of the trial) compared with placebo, the re-
sponse rate in the higher dose range treatment group was
significantly greater than in the placebo group.?? In other
outpatient studies, nefazodone has been shown to have an-
tidepressant response rates equivalent to those of “the
SSRIs paroxetine,® sertraline,* and fluoxetine.®

Oursisthe first study reporting the results of the treat-
ment of nefazodone in comparison with placebo in pa-
tients hospitalized for major depression.

METHOD

Study Design and Patient Population

This double-blind, randomized, parallel-group, 6-week
study, conducted at 2 sites, was preceded by a 1- to 4-week
drug-free baseline period. Patients were women (surgi-
cally sterile or practicing birth control with a negative
pregnancy test result at baseline) and men at least 18 years
of age. Participation in the trial required hospitalization.
To be hospitalized, patients had to be at risk for suicide,
not responsive to outpatient treatment, unable to comply
with an outpatient treatment plan, or acutely and seriously
impaired in their social, occupational, or familial milieu.
All patients were diagnosed as having DSM-I11-R major
depression, single episode or recurrent, moderate to se-
vere, with or without melancholia® Patients were ex-
cluded from the study if they were diagnosed with bipolar
disorder, a concurrent organic mental disorder, or psycho-
sis or had a diagnosis of any significant psychoactive sub-
stance abuse disorder within 6 months prior to the begin-
ning of the baseline phase. The last week of the baseline
period was spent in the hospital. At the end of the baseline
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period, if any patient’s score on the 17-item Hamilton Rat-
ing Scale for Depression (HAM-D-17) waslessthan 20 or
if the patients were determined to no longer require hospi-
talization, they were excluded from the study. Eligible pa-
tients remained in the hospital for at least the first week of
double-blind treatment, after which they could be dis-
charged at the discretion of the investigator and treated as
outpatients, with weekly visits scheduled for the duration
of the trial. Patients in both the placebo and nefazodone
treatment groups were hospitalized for an average of 26
days. The trial was conducted in accordance with the te-
nets of the Declaration of Helsinki, and al patients pro-
vided Internal Review Board—approved written informed
consent.

Medication

The dosing regimen and intervals between dose titra-
tions were individualized for each patient. Medication
was started as 1 or 2 placebo or 100-mg nefazodone tab-
lets daily, increasing by 1 tablet every 1 to 4 daysto attain
a dose of 2 tablets b.i.d. (400 mg/day of nefazodone) by
the end of the first or second week of treatment. Then, if a
patient did not have dose-limiting side effects, dosage
could beincreased an additional 1 to 2 tablets, resulting in
atotal daily dose of 5 to 6 tablets (500-600 mg/day of
nefazodone). If intolerable side effects occurred, the dose
could be reduced at any time (to a minimum of 100

mg/day).

Study Observations

The HAM-D-17 was used to establish eligibility and to
assess therapeutic effect.”” Additional measures of effi-
cacy werethe Clinical Global Impressions (CGI) Severity
and Improvement scales,”’ the Montgomery-Asberg De-
pression Rating Scale (MADRS),”® and the HAM-D de-
pressed mood item (item1) and retardation (items 1, 7, 8,
14), anxiety (items 10, 11, 12, 13, 15, 17), and Sleep dis-
turbance (items 4, 5, 6) factors:?’ Each patient was rated
by the same person whenever possible to ensure consis-
tency of patient evaluations. With. the exception of the
MADRS, which was scored only at the beginning and end
of thetrial, assessments were made at the end of the base-
line evaluation, at the end of each study week, and at the
end of the study or at the time a patient discontinued.

Three criteriawere used to define “responders’: aCGl-
Improvement rating of at least much improved, a = 50%
decrease from baseline in the HAM-D-17, or aHAM-D-
17 score < 10.

All patients were monitored for safety. Vital signs,
which included temperature, weight, and supine and stand-
ing blood pressures and pulse rates, were obtained at all
visits. Routine blood laboratory tests and standard 12-lead
electrocardiograms were obtained at baseline, at week 4,
and at the end of the study. Whenever blood was collected,
additional amounts were obtained for plasma assays
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of nefazodone and its metabolites (hydroxynefazodone,
triazole-dione metabolite, m-chlorophenylpiperazine).
These datawill be presented el sewhere.

Statistical Methods

A 2-way analysis of variance (ANOVA) model that
considered treatment, study center, and treatment-by-
study-center interaction effectstested for baseline compa-
rability and differences between treatments for the change
from baseline scores. If baseline differences were signifi-
cant (p < .10), adjustments for baseline differences were
made using analysis of covariance with baselinelevel asa
covariate. If the treatment-by-study-center interaction
was not significant (p>.10) at week 6, the interaction
term was dropped from the model. Computations were
performed using the General Linear Model Procedure
(PROC GLM) of SAS Version 6.08 (SAS Institute. Cary,
N.C.). Treatment group means reported here were from
the least-sguare means section of that analysis. To account
for any missing data from a skipped visit,-data from the
most recent previous observation for that patient were
carried forward. Categorical datawere analyzed using the
Cochran-Mantel-Haenszel statistic, stratifying by study
center. Analyses (2-tailed) were performed for each study
week and were considered significant if the p value was
<.05. All patients who were randomized to treatment,
who received adose of study medication, and who had an
efficacy evaluation during treatment were included-in
these analyses (the intent-to-treat data set).

RESULTS

Patient Description

Baseline data were obtained for all 120 patients en-
rolled in this study. The placebo (N = 59) and nefazodone
(N = 61) groups were comparable with respect to demo-
graphic characteristics (Table 1). The psychiatric history
of the patientsis aso included in Table 1. More than 80%
of the patients in each treatment group were diagnosed
with melancholia (and more than 80% in each group had
CGlI-Severity ratings of “marked” or worse).

In the first week of treatment, the mean modal daily
dose of nefazodone was 366 mg and that of placebo was
3.7 tablets. By the end of the second week, the mean
modal dose for nefazodone was 491 mg/day and for pla-
cebo was 4.8 tablets. During the last week of treatment,
the mean modal daily dose of placebo was 5.1 tablets and
that of nefazodone was 503 mg.

The majority of the patients (97%) in both treatment
groups received concomitant CNS medications sometime
during thetrial. Benzodiazepines were used by 68% of the
patients in the placebo group and 52% of the patients in
the nefazodone group in the first week of thetrial, but use
diminished with time, such that 38% of the placebo pa-
tients and 16% of the nefazodone patients remaining at
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Table 1. Baseline Demographic Characteristics and
Psychiatric History: Nefazodone vs. Placebo in Patients
Hospitalized for Depression

Placebo Nefazodone
Characteristic (N =59) (N =61)
Age, y (mean £ SE) 395+16 372+15
Sex, N (%)
Female 37 (63%) 37 (61%)
Male 22 (37%) 24 (39%)
Race, N (%)
White 48 (81%) 53 (87%)
Black 6 (10%) 5 (8%)
Hispanic 4 (7%) 3 (5%)
Other 1(2%) 0 (0%)
Melancholia, N (%) 48 (81%) 54 (89%)
Recurrent episode, N (%) 30 (51%) 43 (70%)
Number of prior depressive
episodes, mean = SE 23+05 16+0.2
Age at onset of first
depressive episode, y
Mean 318 30.2
Range 12-74 11-711
SE 1.6 15
Previous antidepressant,
N (%) 46 (78%) 40 (66%)
Duration of current episode,
N (%)
<3 mo 7 (12%) 11 (18%)
3-5mo 21 (36%) 20 (33%)
6-11 mo 10 (17%) 9 (15%)
>12 mo 21 (35%) 21 (34%)

week 6 received a benzodiazepine. Overall, 73% of the
patients in the placebo group and 66% of the patients in
the nefazodone group used a benzodiazepine at sometime
during the trial. The benzodiazepines used most frequent-
ly were oxazepam, temazepam, and lorazepam. Clona
zepam, triazolam, and alprazolam were rarely used. Non-
steroidal anti-inflammatory agents (NSAIDs), analgesics,
and antipyretics were used intermittently. NSAIDs were
used by 56% of the placebo patients and 46% of the nefa-
zodone patients, while analgesics and antipyretics were
used by 78% of the placebo patients and 72% of the nefa-
zodone patients. Chloral hydrate was used by 7% of the
patients in the placebo group and by 5% of the patientsin
the nefazodone group. Miscellaneous anxiolytics, seda-
tives, and hypnotics (e.g., hydroxyzine pamoate, hydrox-
yzine hydrochloride) were used by 7% of the placebo pa-
tients and by 3% of the nefazodone patients.

Efficacy

Theintent-to-treat data set comprised 59 patientsin the
placebo group and 58 patients in the nefazodone group.
Table 2 presents the mean baseline scores and changes
from baseline at the end of treatment for the HAM-D-17,
MADRS, and CGlI. Baseline scores were comparable be-
tween the 2 treatment groups. At the end of treatment, nef-
azodone resulted in significant improvement compared
with placebo on all measures. Figure 1 illustrates the re-
ductions in the HAM-D-17 total score over time in both
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Table 2. Summary of Efficacy Results at Endpoint: Nefazodone vs. Placebo in Patients Hospitalized
for Depression*

Placebo (N = 59) Nefazodone (N = 58)
Change at End Change at End

Assessment Baseline of Treatment Baseline of Treatment
HAM-D-17 score, mean + SE

Total 279+ 05 —-7.7+11 275+0.5 —122+1.2°

Depressed mood (item 1) 33+01 -0.8+0.2 3.2+0.1 -1.4+02°

Retardation factor 9.8+0.2 -2.8+04 9.4+0.2 —4.3+0.4°

Anxiety factor 85+0.2 -1.9+04 85+0.2 -3.3+04°

Sleep disturbance factor 43+0.2 -1.1+£0.3 4.4+0.2 —2.3+0.3°
MADRS total,“ mean + SE 35.1+0.6 -8.1+15 35.6+0.7 -17.2+1.6°
CGil score

Severity, mean + SE 49+0.1 -0.9+0.2 50+0.1 -1.6+0.2°

Improvement, % responders (N) n/a 29% (17/59) n/a 50%°? (29/58)

*Abbreviations: CGI = Clinical Global Impressions scale, HAM-D-17 = Hamilton Rating Scale for Depression,

MADRS = Montgomery-Asberg Depression Rating Scale, n/a= not applicable.
201 <p<-05, °p< .01, ANOVA (HAM-D-17, CGI-Severity, MADRS), Cochran-Mantel-Haenszel
(CGI-Improvement), comparison with placebo, intent-to-treat data set, last observation carried forward (L OCF).

“Placebo N =57, nefazodone N = 52.

Figure 1. Mean Change in HAM-D-17 Total-Score by Weekly
Visit
30

A Placebo
W Nefazodone
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3 < .05, Pp < .01 based on ANOVA of mean change from baseline
scores; LOCEF, intent-to-treat data set.

treatment groups. Significant differences were seen at
all treatment weeks, beginning as early as the end of the
first week. Similarly, nefazodone's efficacy appeared
to emerge as early as week 1 based on reduction in CGI-
Severity mean scores, with statistical differences between
treatment groups seen by week 3 (p =.012) and continu-
ing through the end of treatment (Figure 2).

Table 3 summarizes response rates by treatment week.
By the second week of treatment, significantly more
nefazodone-treated patients than placebo-treated patients
had responded by 2 of the 3 criteria (p = .036 for = 50%
HAM-D-17 decrease, and p = .001 for HAM-D-17 < 10),
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Figure 2. Mean Change in CGI-Severity Score by Weekly Visit
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CGIl-Severity Score

Week

8 < .02 based on ANOVA of mean change from baseline scores;
LOCEF, intent-to-treat data set.

and differences were significant (p=.009) by the end of
week 3 by thethird response criterion (CGI-I mprovement).
At the end of treatment, 50% of the nefazodone-treated
compared with 29% of the placebo-treated patients were
responders based on a = 50% reduction in their HAM-D-
17 total score (p =.017) or a CGl-Improvement score of
much or very much improved (p = .021). Some 36% of the
nefazodone group, compared with 14% of the placebo
group, had a HAM-D-17 score equal to or less than 10 at
the end of treatment (p = .004). Conversely, significantly
fewer nefazodone-treated patients (18/58 or 31%) exhib-
ited a HAM-D-17 = 20 than did placebo-treated patients
(33/59 or 56%) at the end of treatment (p < .01).
Nefazodone-treated patients had significant improve-
ments compared with placebo-treated patients by week 3
(and thereafter) on the HAM-D retardation (p = .024) and
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Table 3. Number of Patients (%) Responding by Treatment Week: Nefazodone vs.
Placebo in Patients Hospitalized for Depression

CGI-Improvement
Score of Much or

> 50% Decrease on

Very Much Improved the HAM-D-17 HAM-D-17 Score < 10
Placebo Nefazodone Placebo Nefazodone Placebo Nefazodone
(N =59) (N =58) (N =59) (N =58) (N =59) (N =58)
Week N % N % N % N % N % N %
1 7 12 10 17 4 7 8 14 0 0 2 3
2 12 20 19 33 7 12 16 282 1 2 12 21°
3 12 20 25 43° 5 8 23 40° 2 3 14 240
4 1 19 28 48° 8 14 27 47° 2 3 19 33°
5 15 25 26 452 12 20 26 45° 6 10 17 29°
6 17 29 29 502 17 29 29 502 8 14 21 36°

301 < p < .05, Pp < .01; Cochran-Mantel-Haenszel comparison with placebo, intent-to-treat
data set, LOCF.

Table 4. Treatment Response in Subsets of Inpatients With Major Depression
With or Without Dysthymia: Nefazodone vs. Placebo in Patients Hospitalized for
Depression

With Dysthymia Without Dysthymia

Placebo Nefazodone Placebo Nefazodone
(N =23) (N=22) (N =32 (N=234)
Assessment N % N % N % N %
Responders at endpoint
CGl-Improvement 4 17 12 55 1 34 16 47
HAM-D = 50% change 3 13 1 50° 12 38 17 50
HAM-D <10 1 4 7 32 6 19 14 417
HAM-D-17 total score Mean SE -~ Mean SE Mean SE Mean SE
Baseline 27909 283 1.0 280 06 27.2 0.6
Change at endpoint 4.4 20 -121° 22 -82 15 -13.0*15

201 <p< .05, Pp<.01; ANOVA (HAM-D-17 total), Cochran-Mantel-Haenszel (percentage
of responders), comparison with placebo, intent-to-treat data set, LOCF.

anxiety factors (p = .003) and on the depressed mood item
(p = .045). At the end of treatment, the differenceson all 3
of these measures were highly significant: retardation
(p=.007), anxiety (p=.009), and depressed mood
(p =.003). The HAM-D sleep disturbance factor was sig-
nificantly improved in the nefazodone group compared
with placebo at the end of the first week of treatment
(p =.012) through the end of treatment (p =.003). The
MADRS also showed significantly greater improvement
from baseline to end of treatment (p =.001) for the nefa-
zodone group (—17.2) than for the placebo group (-8.1).
Twenty-three patients in the placebo group and 22
patients in the nefazodone group were diagnosed as dys-
thymic as well as having major depression, i.e., they
met the diagnostic criteria for “double depression.” End-
point results for this subset of patients are presented in
Table 4. Significant improvement was observed for nef-
azodone treatment compared with placebo treatment by
each of the 3 responder definitions, with statistically sig-
nificant treatment differences seen from the end of week 2
through the end of the trial. For example, 55% of the
nefazodone-treated patients with double depression had
CGl-Improvement ratings of much or very much im-
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proved at endpoint compared with 17% of the placebo-
treated patients(p=.011), and at the end of 3 weeks,
the percentages of responders in the nefazodone and pla-
cebo treatment groups were 50% and 17%, respectively
(p=.032). In addition, there was a difference in mean
HAM-D-17 total scores of 7.7 points at endpoint (change
of —12.1 for nefazodone vs. —4.4 for placebo, p = .002).

Fifty-one percent of the patients in the nefazodone
group completed the study compared with 44% in the pla-
cebo group (Table 5). The most frequent reason that pa-
tients discontinued from the study wasthe clinician’s judg-
ment of lack of efficacy: 37% in the placebo group and
25% in the nefazodone group. A Kaplan-Meier survival
analysis (Figure 3) showed that nefazodone treatment re-
sulted in a lower rate of discontinuation for lack of effi-
cacy, with the differences between treatments approaching
statistical significance (p = .061).

Safety

Most of the patients in each treatment group reported 1
or more adverse events at some time during the study
(95% for nefazodone, 85% for placebo). Table 6 summa-
rizes the treatment-emergent adverse events (i.e., those
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Table 5. Study Completion Rates and Reasons for
Discontinuation: Nefazodone vs. Placebo in Patients
Hospitalized for Depression

Table 6. Adverse Events Reported by > 10% of the
Nefazodone-Treated Patients: Nefazodone vs. Placebo in
Patients Hospitalized for Depression

score of 1 or 2, and more than twice as many patientsin the
nefazodone group than in the placebo group had a reduc-

Placebo Nefazodone Placebo Nefazodone
(N =59) (N=61) (N =59) (N=61)
Status N % N % Adverse Event N % N %
Completed study 26 44 31 51 Somnolence 10 17 29 48P
Discontinued 33 56 30 49 Headache 27 46 25 41
Lack of efficacy 22 37 15 25 Nausea 14 24 22 36
Adverse event 6 10 8 13 Dizziness 11 19 19 31
Patient withdrew consent 4 7 2 3 Dry mouth 5 8 15 257
Lost to follow-up 0 0 5 8 Dyspepsia 5 8 11 18
Patient unreliable 1 2 0 0 Asthenia 3 5 10 167
Constipation 4 7 8 13
Blurred vision 2 3 8 13
Diarrhea 8 14 7 11
Figure 3. Time to Discontinuation for Lack of Efficacy Abnormal vision 3 5 rn
Insomnia 5 8 7 11
2 1.0- Placebo Pharyngitis 5 8 7 1
% ' — Nefazodone Abnormal dreams 3 5 6 10
£ (8- 3 < .05, °p < .01 compared with placebo; Pearson chi-square test.
2
=
g 0.6
g tion in their HAM-D-17 score or a CGI-Improvement
S 0.4+
5
s
o

2\

T
10 15 20 25 30 35 40
Day

o
a1

that were first reported or worsened after initiation-of
double-blind treatment) that were reported by 10% or
more of the patients in the nefazodone treatment group.
Of these events, those that occurred at more than twice the
rate in the nefazodone group compared with placebo were
somnolence, dry mouth, dyspepsia, asthenia, blurred vi-
sion, abnormal vision, and abnormal dreams. Comparable
numbers of patients withdrew from the trial because of
adverse events in the nefazodone (N = 8) and placebo
(N = 6) groups.

DISCUSSION

Studies have shown that severely depressed patients
often are not as responsive to pharmacotherapy as moder-
ately depressed patients.”® Nonetheless, the response to
nefazodone in comparison with placebo in this inpatient
study is similar to that observed in placebo-controlled
outpatient studies.’** Even though 82% of the patientsin
this study were severely depressed (i.e., HAM-D-17 total
score = 25 at baseline®), significantly more nefazodone-
treated than placebo-treated patients were responders to
treatment by each of the 3 responder definitions, and the
reductions in the mean HAM-D-17, CGI-Severity, and
MADRS scores were significantly greater for the nefazo-
done group than for the placebo group. At the end of the
study, 50% of the patients in the nefazodone group had
responded to treatment as judged by either a= 50% reduc-
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tion of their HAM-D-17 total scoreto 10 or less. Thesere-
sults provide clear evidence of the utility of nefazodone for
the treatment of marked to severe depression in patients
requiring hospitalization.

Response to nefazodone treatment was rapid, as evi-
denced by significant differencesfrom placebo in the mean
HAM-D-17 total score as early as the end of week 1. This
rapid response may reflect the aggressive escalation of the
dose inthe first week or two of the trial, a practice not un-
common 'in hospitalized patients who are generally more
severely.ill and tend to tolerate higher doses of medication.
The mean daily dose of 491 mg at the end of week 2 was
essentially the same asthat at the end of the trial (503 mg).

It is particularly encouraging to observe the response to
nefazodone in patients with a chronic antedating diagnosis
of dysthymiain addition to major depression, since patients
with chronic depression are often considered to be resistant
to treatment with antidepressant drugs.*** Asis typical of
patients with double depression,* the response rate for pla-
cebo-treated patients in this subset was low (at the end of
the tria, ranging from 4% to 17% depending on the re-
sponse criterion); however, the response to nefazodone was
marked (32% to 55% at end of treatment) and significantly
different from placebo as early asweek 2. Furthermore, the
change from baseline to endpoint in HAM-D-17 scores for
the nefazodone group (-12.1) was significantly greater than
for the placebo group (—4.4). In total, these findings indi-
cate that patients with double depression respond to nefa-
zodone treatment and do so in a robust manner. Thisisin
accord with Howland' s suggestion that serotonergic antide-
pressants may have particular utility in managing patients
with chronic depression.® Treatment differentiation in the
nondysthymic subset was limited by the higher placebo re-
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sponse rate and the small sample size associated with
the subgroup analysis; however, even in this subset, sta-
tistically significant treatment differences were seen
based on the HAM-D-17 < 10 responder criterion and on
HAM-D-17 mean changes.

Numerous trials in depression have demonstrated that
patients with melancholia are more responsive to pharma-
cotherapy than patients without melancholia.* The major-
ity of the patients in this study had melancholia (89% for
nefazodone, 81% for placebo); however, there were too
few patients in the non-melancholic group (11 for place-
bo, 7 for nefazodone) to make any comparisons.

The adverse events reported in this trial are consistent
with those reported previously for nefazodone® aswell as
with nefazodone's pharmacology, the patient population
and treatment setting, and the dosing regimen employed.
Discontinuation rates due to adverse experiences were
similar between the 2 treatment groups (6 patients in the
placebo group vs. 8 patients in the nefazodone group). No
significant safety issues were noted in either group. The
relatively high mean nefazodone dose achieved and the
speed of titration may have led to a somewhat higher inci-
dence than normally seen for some of the most frequently
reported side effects (e.g., somnolence, nausea, and dizzi-
ness). In particular, somnolence, the most frequently oc-
curring side effect in the nefazodone group, was reported
by 48% of the patients, compared with 17% in the placebo
group. However, daytime somnolence did not appear
to affect nighttime sleep. In fact, sleep improved for the
nefazodone-treated patients, as evidenced by significant
decreases in the mean HAM-D dleep disturbance factor
scores from the first week through the end of the trial.
Among the 29 nefazodone patients who reported somno-
lence, half did so during their first 5 days of treatment, as
might be expected based on the aggressive dose titration.
Most patients either developed atolerance for this side ef-
fect and/or had their dosing regimen changed so that a
larger portion of the daily dose was administered at bed-
time or had their dose reduced. As the trial progressed,
patients treated with nefazodone also received fewer con-
comitant benzodiazepines than did placebo-treated pa-
tients. This reduction is consistent with the significant re-
lief of anxiety symptoms seen in the nefazodone-treated
patients aswell aswith theimprovements seenin sleep for
these patients compared with those treated with placebo.

In conclusion, this study demonstrates the clear superi-
ority of nefazodone compared with placebo in the treat-
ment of marked to severe magjor depression in patients re-
quiring hospitalization. Nefazodone is one of only a few
of the newer antidepressants to have been demonstrated
to be efficacious in inpatients. In these patients, the clini-
cal benefit of nefazodone was evident as early as the first
week of treatment as judged by several measures of effi-
cacy, with significant differences from placebo sustained
throughout the trial.
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Drug names: aprazolam (Xanax), chloral hydrate (Noctec), clonaze-
pam (Klonopin), fluoxetine (Prozac), fluvoxamine (Luvox), hy-
droxyzine (Vistaril), imipramine (Tofranil and others), lorazepam (Ati-
van and others), mirtazapine (Remeron), nefazodone (Serzone),
oxazepam (Serax and others), paroxetine (Paxil), sertraline (Zoloft), te-
mazepam (Restoril and others), triazolam (Halcion), venlafaxine
(Effexor).
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