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Objective
To evaluate the effectiveness of mo-
clobemide in improving cognitive
function and in reducing depression
in elderly patients with dementia,
major depression, or both.

Design
Randomised, double-blind, placebo-
controlled trial with 6-week follow-up.

Setting
41 centers throughout Europe.

Patients
726 inpafjents and outpatients aged
60 to 90 years (mean age 74 y, 77%
women) who met Diagnostic and Sta-
tistical Manual of Mental Disorders,
Third Edition {DSM-IH) criteria for
dementia accompanied by depression,
or who met DSM-III criteria for a
major depressive episode accompa-
nied by cognitive decline, were
enrolled in the study. Additional

Commentary „ __. _ _
More than 10% of patients aged > 65 years
have case-level depression, but only a mi-
nority receive antidepressant treatment (1),
Undertreatment is particularly likely when
the diagnosis is masked by die presence of
cognitive impairment.

The sample size of this study is impres-
sive, lending credence to the overall con-
clusion. Because almost 80% of the patients
were institutionalised, however, implications
may arise regarding drug compliance and
generalisabilitv for patients with depression
and dementia who are living at home. The
use of the HAM-D as the main efficacy in-
strument can be questioned when other
depression scales have been validated in this
patient population (2, 3). The use of the
HAM-D may underrepresent the efficacy
of drug treatment because patients with

inclusion criteria were scores > 11
and < 28 on the Mini Mental State
Examination (MMSE); a total score
> 40 on the 18-item Sandoz Clinical
Assessment Geriatric Scale (SCAG),
with a score of > 8 on the first 4
items; a depression score of 5: S on
the Geriatric Depression Scale
(GDS); and a score of > 14 on the
first 17 items of the 24-item Hamil-
ton Rating Scale for Depression
(HAM-D). Exclusion criteria were
severe uncontrolled systemic dis-
eases or neurological or other major
psychiatric disorders. All patients
were included in the safety analysis,
and 694 patients (96%) were included
in the effectiveness analysis.

Intervention
Patients were allocated to either
mociobemide, 400 mg/d in * 368),
or placebo (n = 358) for 6 weeks.

Main outcome measures
Change in scores on the HAM-D,
MMSE, and SCAG; adverse events;
and tolerability.

Main results
Patients allocated to mociobemide
showed greater improvement in
scores on the 17- and 24-item
HAM-D compared with patients
allocated to placebo (mean differ-

both dementia and depression consistently
underrate cheir depression (4), and the
HAM-D does not include items that take
this into account.

Modobemide is dearly better than pla-
cebo; however, the mean HAM-D score at
the end of the study for the group receiving
treatment suggests that substantial symp-
toms of depression remain. This finding
may be an artifact introduced by the use of
the HAM-D, or as the authors acknowl-
edge, older patients may benefit from treat-
ment lasting 7 to 8 weeb (5).

Despite these methodological issues, this
study provides us with reasons for optimism
in the management of depression in per-
sons with dementia. Modobemjde has a low
side-effect profile with no apparent cogni-
tive side effects and shoijid be considered

ence between baseline scores and
scores at 6 weeks 12.1 vs 8.1, P <
0.001; 15.3 vs 10.7, P < 0.001, re-
spectively). This improvement was
shown both in the 511 patients ini-
tially diagnosed with dementia ac-
companied by depression and in
the 183 with major depressive epi-
sode accompanied by cognitive de-
cline. The analysis of the first 4
items on the SCAG showed that
treatment with mociobemide led
to improved cognitive function
compared with placebo in patients
with dementia (P ~ 0.05) and in
those with depression without
dementia but with cognitive de-
cline (P = 0.02). Improved scores
on tine MMSE were found only for
patients with dementia (P = 0.05).
No differences existed between
the treatment groups for ad¥erse
events or tolerability.

Conclusion
Mociobemide was safe and weli toler-
ated and was an effective antidepres-
sant that did not lead to impairment in
cognitive function in elderly patients
with dementia, depression, or both.
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useful in the management of depression in
these patients.
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