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What are the treatment options for
comorbid alcohol abuse and depres-
sive disorders?

Alcohol, probably one of the oldest
mood-enhancing drugs discovered by
humans, can induce depression. Lev-
els of serotonin (5-HT) and its metabo-
lites are low in some brain regions of
alcohol-preferring rats and in the cere-
brospinal fluid of people with alcohol
dependence. Enhancing 5-HT neuro-
transmission reduces alcohol con-
sumption in rats; in humans this inter-
vention sometimes lessens depression
and may contribute to the treatment of
alcohol abuse.

A careful history is the first step, to
establish chronology, category of de-
pression and subtype of alcohol abuse.

Determining the relative chronology
of alcoholism and depression is impor-
tant. Most people with alcohol depen-
dence who enter treatment, for in-
stance in randomized trials, have high
scores on depression rating scales.
These ratings typically decline after a
few weeks of either abstinence or nor-
malized consumption. Therefore, the
diagnosis of comorbid depression, and
any associated treatment plan, must be
withheld during this period, to deter-
mine if depressive symptoms are sec-
ondary to the alcohol abuse.

In cases where the depressive symp-
toms are primary, alcoholism has often
developed in the course of attempts at
self-medication. In this situation, the
category of depression (e.g., dys-
thymia, major depression, bipolar dis-
order, subsyndromal mood distur-
bance) must be determined.

Finally, the subtype of alcohol de-
pendence or abuse must be identified,

as this information is important for
treatment planning. Type I alcohol de-
pendence is typically of late onset, oc-
curring in both men and women with
no family history of alcohol or other
drug abuse, and no familial or per-
sonal antisocial traits. However, more
psychosocial factors are involved, and
the prognosis is better than for type II
dependence. Type II alcohol depen-
dence is typically of early onset and
occurs mostly in men with a family
history of alcoholism, more severe
progression of the disorder, and per-
sonal and familial antisocial traits; re-
sponse to treatment is generally
poorer than for type I.

Once comorbidity of alcoholism and
depression has been clearly estab-
lished, 2 symptoms of the depressive
spectrum require special attention. The
risk of suicide among people with
both conditions is higher than among
people who do not abuse alcohol. Sui-
cide is often impulsive and facilitated
by intoxication. Insomnia occurring in
these patients may last for months af-
ter they initiate abstinence and is a
predictor of relapse.

Alcohol dependence has as its es-
sential characteristic impaired control
over the use of alcohol and occurs be-
cause of changes in synaptic plasticity
within the pathway underlying crav-
ing. The neurobiologic concomitants of
depression contribute to this impair-
ment and increase the risk of relapse.

Several modes of pharmacologic
treatment are available:
• Naltrexone, a mu receptor antago-

nist, reduces craving by attenuating
the rewarding effects of alcohol. Its
results are somewhat inconsistent.

• Acamprosate (recently approved

by the US Food and Drug Adminis-
tration) blocks negative craving
due to abstinence. Beneficial effects
in preventing relapse have been
consistent in many large studies.

• Selective serotonin reuptake in-
hibitors are more effective for the
depressive component than for alco-
hol consumption. They seem to im-
prove outcome by treating the un-
derlying depression rather than by
changing drinking behaviour per se.

In addition, special mention must be
made of ondansetron (16 µg/kg twice
daily), a 5-HT3 antagonist, for the more
“biologic” subtype of alcoholism (type
II above). It has influenced favourably
both depressive symptoms and alco-
hol consumption in several studies, in
particular when combined with nal-
trexone. The duration of treatment
must be left to the clinician’s judge-
ment, as it has not been specified in
the published clinical trials. Interest-
ingly, ondansetron has no significant
effect in type I alcoholism, which is
usually more accessible to psychoso-
cial treatments.

Psychosocial and psychotherapeutic
approaches — always provided in con-
junction with pharmacologic therapy
— include cognitive–behavioural ther-
apy, which has proven effective for
both depression and alcohol depen-
dence, and the general strategies of
motivational interviewing, which max-
imize the chances of lasting results.
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