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Eighty-three patients were recruited in a multicentre study concerning the usefulness of benzodiazepines (BZ) 
in major depressive disorders, diagnosed according to the DSM-III-R criteria. After 1 week wash-out, patients 
were randomized to clomipramine (CLMP) or CLMP plus bentazepam (BTZ) treatments (47 and 36 patients 
respectively). It was necessary to add hypnotics, usually a BZ, in 11 patients in the CLMP group and in one 
patient in the CLMP+BTZ group. The clinical improvement was faster in the group treated with CLMP+BTZ 
and, at the end of 6 weeks of treatment, the mean score in Hamilton Anxiety Scale (HAS) was lower than the 
one found in the group treated with CLMP. There were no significant differences found in Hamilton Depression 
Scale (HDS) between the groups. The side-effects observed were those due to CLMP, and only drowsiness was 
more frequent in the CLMP+BTZ group. However, the CLMP+BTZ combination was equally or better tolerated 
by patients than by those treated with CLMP alone. Similar results were found in hospitalized as well as in out- 
patients. The tricyclic antidepressant (TCA)/BZ association showed better results than TCA alone, producing a 
symptomatic improvement extensive to the anxious components of depression. 
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INTRODUCTION 

There is a lasting controversy on the usefulness of 
benzodiazepines (BZ) in depressive disorders. 
Some authors claim BZ useful in depressive dis- 
orders, but most of these papers deal with mixed 
samples, including minor depression or neurotic 
depression, where anxiety symptoms may be of pre- 
dominance. A different situation is found when 
only major depressive disorders are considered, a 
situation in which antidepressant therapy seems to 
be well established. Nevertheless, as anxiety is fre- 
quently associated with depression, in 50-100 per 
cent of patients, depending on authors (Lehman, 
1965; Hollister, 1971; Franco et al., 1988), there 
is a place for combined therapy with antidepressant 
drugs and BZ. Again, most of the studies with tri- 
cyclic an tidepressant (TCA)/BZ combinations deal 
with mixed samples, giving accuracy to the results. 
Moreover, authors who are against using the TCA/ 
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BZ combination maintain that anxiety symptoms 
will decrease under antidepressant therapy (Laur- 
ies, 1982), while the TCA/BZ association may 
potentiate TCA side-effects (Silverman and Braith- 
waite, 1972; Breckenridge, 1983). 

In spite of this controversy the TCA/BZ associa- 
tion is prescribed frequently. Honorato et al. (1990) 
have recently reported that one of three ambulatory 
psychiatric patients treated with bentazepam 
(BTZ), a benzodiazepinic derivative, simulta- 
neously received an antidepressant drug (TCA or 
not), if depressive symptoms arise. However, to 
date, controlled trials on the efficacy of TCAIBTZ 
combination in depressive disorders have not been 
developed. 

The aim of this study is to compare the effective- 
ness, as well as the safety, of clomipramine (CLMP) 
with CLMP+BTZ combination in DSM-III-R 
diagnosed major depressive disorders. The trial was 
performed on a hospitalized and ambulatory basis, 
so as to establish comparisons between both types 
of patient sources. 
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METHODS 

Two hospitals (HOSP): ‘Gregorio Maraiion’ and 
‘Gomez Ulla’ (both located in Madrid), and two 
mental health centres (MHC): ‘San Blas’ and ‘Vi- 
llalba’ (in the Regional Community of Madrid), 
were involved in the trial. A parallel, randomized, 
open-label (non-blind) design was used. Hospita- 
lized and ambulatory patients fulfilling the DSM- 
111-R criteria for a major depressive episode (single, 
recurrent or bipolar) were recruited. As patients 
were entered, they were informed that they would 
receive one of two suitable antidepressant treat- 
ments, but no mention was made to the number 
of drugs or daily intake of pills in the other branch 
of the trial. Each patient knew his or her treatment, 
CLMP or CLMP +BTZ, but patients did not know 
the exact nature of the treatment in the other 
branch. 

The exclusion criteria were: organic aetiology 
(causing bipolar disorder); schizophrenia, schi- 
zophreniform or paranoid disorder; uncomplicated 
bereavement (as a cause for the depressive episode); 
simultaneous treatment with other psychotic drugs 
or with MA01 in the preceding 15 days; recent 
(6 months) myocardial infarction; arrhythmias or 
congestive heart failure; myasthenia gravis; closed- 
angle glaucoma; prostatic hypertrophy; severe 
renal or hepatic impairment; hypersensitivity to 
TCA or BZ; pregnancy; age below 18 years. 

After 1 week wash-out of BZ, during which the 
CLMP dose was titrated (100 or 150 mg/day on 
the basis of severity of depressive symptoms, keep- 
ing in mind DSM-111-R severity categories), 
patients were randomly assigned to CLMP (100 
or 150 mg/day) or CLMP+BTZ (CLMP, 100 or 
150 mg/day plus BTZ 75 mg/day). Treatment lasted 
6 weeks, performing evaluations at baseline and 
at the end of the lst, 2nd, 4th and 6th weeks. The 
following tests were performed at each evaluation: 
Hamilton Anxiety Scale (HAS) (Hamilton, 1959), 
21 -item Hamilton Depression Scale (HDS) (Hamil- 
ton, 1960), and one side-effects scale, which 
included all the most common adverse reactions 
compiled in a BTZ surveillance study (Honordto 
et al., 1990), where side-effects were summarized 
from the patients’ complaints. A baseline HAS 
minimum score of 14 was required to enter the 
study. Patients who for any reason had been under 
treatment for less than 4 weeks, were not considered 
evaluable in terms of treatment efficacy. Whenever 
possible, blood samples for routine analytical test- 

ing were drawn at the beginning and at the end 
of the treatment. 

Mean values in HAS and HDS, and mean HAS 
and HDS increases from prior evaluation, were cal- 
culated in each evaluation time. Student’s t-tests 
for matched and unmatched samples were per- 
formed for mean comparison between the same 
treatment group at different evaluation times, and 
between different treatments at the same evaluation 
time, respectively. 

For comparison between the four subgroups 
formed according to patient source, HOSP or 
MHC and treatment, CLMP+BTZ or CLMP 
alone, ANOVA for two factors and Scheffe test 
were developed. Qualitative variables were com- 
pared by the chi-square test, and when necessary, 
Yates correction or Fisher exact test. The signifi- 
cance limit was set a t p  < 0-05. 

RESULTS 

Eighty-three patients were recruited, 42 in HOSP 
and 41 in MHC. The randomization process 
assigned CLMP and CLMP+BTZ to 47 and 36 
patients, respectively. 

Twenty-one patients were excluded from treat- 
ment evaluation efficacy for the following reasons: 
need to administer hypnotics: 11 patients in CLMP 
and one patient in CLMP+BTZ groups (p < 0.05); 
drop-out (unknown cause): four patients in CLMP 
and two patients in CLMP + BTZ groups; drop-out 
(side-effect): one patient in each treatment group; 
polarity change to maniac phase: one patient in 
CLMP group. Total: 17 patients in CLMP and four 
patients in CLMP+BTZ (p < 0.05). These patients 
were evaluated in terms of treatment safety. 

Sixty-two patients, 18 men and 44 women, with 
a mean age of 49.0 k 13.8 years (range 18-75 years), 
all suffering major depressive disorders (22 single 
episode, 33 recurrent episode, seven bipolar epi- 
sode) completed the study. During the CLMP tit- 
ration week, 43 and 19 patients were titrated to 
100 and 150 mg/day of CLMP, respectively. At ran- 
domization, 30 and 32 patients were assigned to 
CLMP and CLMP + BTZ combination, respec- 
tively. Thirty-six patients and 26 patients were 
recruited from HOSP and MHC, respectively. 

The characteristics of subsamples by treatments, 
CLMP and CLMP+BTZ, are shown in Table 1. 
Both subsamples were homogeneous in relation to 
sex distribution, mean age, diagnoses, CLMP dose 
rates, and baseline HAS and HDS mean scores. 
The course of HAS and HDS mean scores for both 
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Table 1 .  Characteristics of the samples. Clomipramine a baseline HAS mean Score higher than the other 
(CLMP); CLMP plus bentazepam (CLMP + BTZ) 

Group Control Combination 
Treatment CLMP CLMP + BTZ 

Sample siLe 30 32 
Sex: male/female 6124 12/20 
Age (years) 47.8 f 14.5 50.2 f 13.4 
Hospitalized patients 19 17 
Ambulatory patients 11 15 
DSM-111-R diagnosis 

Single episode 10 12 
Recurrent episode 15 18 
Bipolar episode 5 2 

I00 mgiday 23 20 
150 mgiday 7 12 

CLMPdose 

treatment groups, CLMP and CLMP+BTZ, are 
shown in Figures l a  and lb, respectively. The 
course of HAS and HDS mean decreases from prior 
evaluation time by treatments are shown in Figures 
2a and 2b. 

Both treatments, CLMP and CLMP+BTZ, sig- 
nificantly reduced HAS and HDS mean scores at 
consecutive evaluation times along the study, 
exception made for 1st week HAS mean score com- 
pared to baseline in the CLMP group. At the 2nd, 
4th and 6th weeks of treatment, HAS mean scores 
for the CLMP + BTZ group were significantly lower 
than those for the CLMP monotherapy group 
(Figure la). During the 1st week, the HAS mean 
decrease was higher in the CLMP + BTZ group 
than in CLMP alone (Figure 2a). Significant differ- 
ences were not found between the groups with 
respect to the HDS mean scores (Figure lb), while 
the 1st HDS mean decrease was higher in the 
CLMP+BTZ group than in the CLMP group 
(Figure 2b). 

When patient sources (HOSP or MHC) are con- 
sidered, as well as treatments (CLMP or 
CLMP+ BTZ), the four subsamples described in 
Table 2 are formed. The four subgroups signifi- 
cantly reduced HAS and HDS mean scores at con- 
secutive evaluation times during the study, an 
exception being made for the 1st week HAS mean 
score compared to baseline in HOSP patients 
treated with CLMP in monotherapy. 

ANOVA for two factors (treatment and patient 
source) was performed at every evaluation time for 
HAS and HDS mean scores. No interactive effect 
was evidenced at any time throughout the study. 
The HOSP group treated with CLMP+BTZ had 

three groups (p < 0.05 in each rase). Nevertheless, 
this group reported the best evolution during treat- 
ment, showing the lowest HAS mean score at the 
end of the trial, significantly lower than the two 
groups of patients treated with CLMP alone 
(HOSP or MHC p < 0.05 in each case). On the 
contrary, the MHC patients treated with CLMP 
in monotherapy had worse evolution than the 
remaining groups, showing at the end of the study 
higher HAS mean score than the other three groups 
(p < 0.05 in each case). Similar evolution by sub- 
groups was shown in HDS mean scores, but signifi- 
cant differences between any of the pairs of samples 
were not appreciated at any evaluation time. 

Information concerning adverse reactions was 
obtained only in 77 from 83 patients, the six remain- 
ing cases having been lost. Seventy-four patients, 
distributed as follows, reported one or more side 
effects: 40 from 41 patients in CLMP group (31 
and nine patients on 100 and 150mg/day of CLMP); 
34 from 36 patients in CLMP+BTZ group (21 and 
13 patients on 100 and 150 mglday of CLMP). The 
average numbers of side-effects reported per patient 
were: 2 5  and 2.9 in the CLMP group (CLMP 100 
and 150 mg/day, respectively) and 3.1 and 3.2 in 
the CLMP + BTZ group (CLMP 100 and 150 mg/ 
day, respectively). Differences between groups were 
not found regarding the number of patients report- 
ing adverse reactions and the mean number of 
adverse reactions reported, either when the two 
CLMP dose levels studied are analysed together 
or separately. 

The number of side-effects reported in each treat- 
ment group, as well as CLMP dose level, are shown 
in Table 3. Two cases of sexual impotence were 
reported in the CLMP+BTZ group (under ‘other’ 
in Table 3). This side-effect has been reported pre- 
viously for TCA and for BZ, this being the first 
communication for BTZ (alone or in combination). 
In 52 patients, blood samples were collected at the 
beginning and end of the treatment. No laboratory 
changes were found in any of the treatment groups. 

DISCUSSION 

Combinations of psychotropic drugs are frequently 
oriented towards depression (Grohmann et al., 
1980; Salzman, 198 l), with antidepressanb‘BZ 
being a usual combination. Anxiety is, along with 
sadness and psychomotor retardation, one of the 
most constant features in depressive disorders. 
While antidepressants improve the two latter symp- 
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Table 2. Subdivision of sample as a function of treat- 
ment and patient source: clomipramine (CLMP); CLMP 
plus bentazepam (CLMP + BTZ); Hospital (HOSP); 
Mental Health center (MHC) 

Group Control Combination 
Treatment CLMP CLMP + BTZ 

Patient source HOSP MHC HOSP MHC 

Sample size 19 11 17 
Sex: malelfemale 4115 219 6/11 
Age (years) 48.4 f 46.8 f 54.4+ 

12.8 17.6 13.7 
DSM-111-R diagnosis 

Single episode 6 4 5 
Recurrent episode 10 5 11 
Bipolar episode 3 2 1 

100 mglday 14 9 7 
150 mgiday 5 2 10 

CLMPdose 

15 
6/9 

45.4 * 
11.6 

7 
7 
1 

13 
2 

Table 3. Side-effects reported during the study: clomi- 
pramine (CLMP); CLMP plus bentazepam 
(CLMP + BTZ) 

Treatment CLMP CLMP + BTZ 

CLMPdose(mg/day) 100 150 100 150 
Sample size 32 9 23 11 

Dry mouth 24 7 18 9 
Drowsiness 5 1 11 4 
Asthenia 6 1 5 3 
Myalgia 5 0 3 2 
Heartburn 2 2 1 0 
Dyspepsia 0 1 2 2 
Constipation 3 1 3 1 
Dizziness 6 5 7 5 
Tachycardia 2 2 1 1 
Blurred vision 5 2 4 5 
Tremor 5 3 3 2 
Others 8 1 2 1 

toms, they act insufficiently or too slowly on anxiety 
(Cassano and Conti, 1981; Lauries et al., 1982). 
Moreover, the anxiety and depressive states defini- 
tion are not mutually exclusive (Bramley et al., 
1988) and DSM-111-R considers anxiety to be a 
symptom associated with major depressive dis- 
orders (American Psychiatric Association, 1987). 

Laux et al. (1988) reviewed 10 controlled clinical 
trials in which TCAIBZ combinations were 
assessed versus groups treated exclusively with 

antidepressants in monotherapy (Haider, 1967; 
General Practitioner Research Group, 1969; 
Houck, 1970; Rickels et al., 1970; Hare, 1971; 
Smith, 1973; Jacobson, 1978; Feighner et al., 1979; 
Poldinger and Koeppen, 1979; Dimitriou et al., 
1982). In five of these studies (Haider, 1967; Rickels 
et al., 1970; Hare, 1971; Smith, 1973; Feighner et 
al., 1979), combined treatment yielded better 
results than monotherapy, and frequently com- 
bined treatment produced a more rapid commence- 
ment of clinical improvement. The critical point 
is that most of these studies use unclear inclusion 
criteria, such as ‘neurotic depression’, ‘anxiety 
depression’ and ‘anxious-depressive reaction’. 
While BZ can have certain mood-elevating proper- 
ties, these are probably secondary effects to their 
anxiolytic characteristics and cannot be regarded 
as true antidepressant qualities (Rickels et al., 1970; 
Schazberg and Cole, 1978), with TCA being the 
first-line treatment for major mood disorders 
(Swinson, 1989). Imidazobenzodiazepines may be 
an exception, because they have shown preclinical 
antidepressant-like activity (Maier et al., 1990) as 
well as clinical antidepressant activity on major 
depressive disorders (Rickels et al., 1985; Cohn et 
al., 1988). 

In our study, comparing CLMP on monotherapy 
with the CLMP + BTZ combination, only major 
depressive disorders were included. The results 
showed that the response to the CLMP + BTZ com- 
bination was clearly superior to CLMP alone in 
the 1st week of treatment and, although at the end 
of the study both groups showed results with HAS 
and HDS mean scores below pathological break- 
down, HAS mean scores in the 2nd, 4th and 6th 
weeks of treatment were lower in the CLMP+BTZ 
group than in the CLMP group. There were non- 
significant differences in HDS mean score. In spite 
of more restricted inclusion criteria, our results are 
compatible with those of Laux et al. (1988). 

Some differences between inpatients and outpa- 
tients have been noted (Rickels et al., 1972); thus 
a mixed sample, MHC and HOSP, was recruited 
in order to establish comparisons between the treat- 
ments in the different regimens. In both regimens 
the CLMP+BTZ group showed lower HAS mean 
scores at the end of the study than the CLMP 
group. No significant differences were found in 
HDS mean scores throughout the study. Our results 
show that BTZ may improve anxiety as a symptom 
of depressive disorders, but has little activity on 
other symptoms, at least in comparison with 
CLMP. The design of the study was open-label, 
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thus some biases may have been introduced. Biases 
related to non-blind patients were overcome by 
informed consent procedure (see Methods), 
although a possible bias related to non-blind 
physicians cannot be fully discarded. Some caution 
in interpreting results is recommended. 

From the 77 patients screened for side-effects, 
74 reported one or more adverse reactions. Drowsi- 
ness was more common in the CLMP + BTZ group 
than in the CLMP group. For the other adverse 
reactions, significant differences were not found 
between the frequencies in both treatment groups. 
The number of drop-outs due to side-effects was 
one in each group. The drop-outs due to unknown 
causes were four and two in the CLMP and 
CLMP + BTZ groups, respectively. 

The addition of hypnotics to antidepressant ther- 
apy is relatively frequent. It was necessary to add 
hypnotics to 11 and one patients in the CLMP and 
CLMP + BTZ groups, respectively. Compliance 
with treatment could have been compromised by 
insomnia if hypnotics were not prescribed. There- 
fore, one may contemplate these patients as poten- 
tial drop-outs. Considering real (any reason) and 
potential drop-outs, gives a total number of actual 
or potential drop-outs as 16/47 in the CLMP group 
and 4/36 in the CLMP +BTZ group. These figures 
suggest that combined therapy with BTZ not only 
does not worsen the tolerance, but it could improve 
it in comparison with basic treatment with CLMP. 

Dimitriou et al. (1982) observed that many 
patients diagnosed as suffering from depression 
reported medication-related adverse effects, usually 
during their 1st week of treatment. Considering 
that most of these patients showed psychosomatic 
complaints before treatment, the addition of 
adverse reactions resembling psychosomatic trou- 
bles induced by drugs, creates problems in medical 
practice and, as a result, patients frequently discon- 
tinued their medication. Under these circum- 
stances, adding a BZ acting upon somatization 
disorders may improve patient outcome. 

In summary, since overlap of symptoms of 
anxiety and depression is present in practically all 
patients with major depressive disorders, treatment 
exclusivcly with TCA is not the optimal possible 
choice to cover the symptoms conforming the 
depressive disorder. Moreover, although mono- 
therapy with antidepressants is a theoretically pur- 
suable goal, in clinical practice it is frequently 
necessary to add a hypnotic, usually a BZ, in order 
to control insomnia. Addition of a BZ from the 

tion, and some could benefit from the anxiolytic 
action of these drugs from the 1st day of treatment. 

Withdrawal syndrome from BZ discontinuation 
could be a disadvantage of TCA/BZ combinations. 
Risk/benefit should be considered in relation to 
patient drug/alcohol addiction history or preaddic- 
tive personality, before adding BZ to antidepres- 
sant therapy. The obvious cautions, i.e. low doses, 
short treatments and tapering as needed, must be 
borne in mind. 

CLMP+BTZ combination seems to be a good 
choice for treating major depressive disorders, 
being equally or better tolerated by patients than 
CLMP alone. This last finding requires further stu- 
dies in order to obtain a thorough confirmation. 
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