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EDITORIAL

Substance use disorders (SUDs) are one of the most 
common psychiatric comorbidities seen in patients 
diagnosed with bipolar disorder (BD). It has been 
reported that more than half of US patients with BD had 
at least 1 SUD (1). The data from large-sample 
epidemiological studies has indicated that the risk of a 
SUD among patients with BD is higher than that of the 
general population. The National Comorbidity Survey 
study revealed a 10-fold higher risk of alcohol use 
disorder (AUD) and an 8-fold higher risk of other SUDs 
in patients with a diagnosis of BD (2-4). Lifetime AUD 
comorbidity rates have varied between BD subtypes: the 
percentage was higher in those with bipolar I disorder 
(46%) than those with bipolar II disorder (39%) (4).

In Turkey, the lack of epidemiological studies of 
secondary SUD in cases of BD makes it difficult to 
interpret the role of cultural and geographical 
differences on substance use in this patient group. 
However, the information available from cross-sectional 
regional studies suggest lower rates than those seen in 
the international literature. A lifetime alcohol use rate 
(distinct from AUD) of 32% and a substance use rate of 
14% was observed among schizophrenic patients (5), 
while 5.14% of euthymic bipolar patients were recorded 
to have AUD and 4.11% with a different SUD in another 
study (6). Other research of euthymic BD patients found 
a current AUD rate of 3.2% and a 4.9% SUD rate (7). 
However, all of these data were collected before the 
current SUD criteria were added to the Diagnostic and 
Statistical Manual of Mental Disorders, Fifth Edition, 

published in 2013. Updated research about the current 
prevalence and incidence rates in our country is needed 
in order to make informed comments and provide the 
optimal treatment.

The high SUD comorbidity rate in BD has a strongly 
negative impact on the course of illness and also 
presents a significant treatment challenge. BD patients 
with an accompanying SUD diagnosis have been seen to 
have an earlier age of illness onset and a higher rate of 
psychotic features in the first episode than cases without 
a secondary disorder (8,9). In addition, it has been 
observed that patients with BD and an accompanying 
SUD have a faster onset and longer duration of mood 
episodes as well as a shorter duration of remission 
intervals between episodes (8,9). Patients with BD have 
also been reported to have more depressive episodes 
and a higher rate of suicide attempt (10,11). All of these 
prognostic factors are strongly related to lower life 
satisfaction and functioning as a result of the increased 
burden of subthreshold interepisodic residual symptoms 
and a more severe illness subtype. Consequently, a 
careful and thoughtful consideration of appropriate 
treatment options in cases of BD with an accompanying 
SUD is crucial to achieving adequate mood regulation 
and preventing subsequent episodes and other potential 
consequences.

Treatment of BD with a SUD comorbidity includes 3 
stages: the acute, continuation, and maintenance phases. 
The primary aim of acute treatment is management of 
an acute episode, with stabilization of mood, 
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detoxification, and promoting patient compliance with 
SUD treatment. The goal of the continuation and 
maintenance phases is to strengthen remission and 
sobriety and prevent the recurrence of both BD and 
SUD episodes (12). Lithium has been studied in 
controlled and open-label studies as a first-line 
treatment option for the acute and maintenance phases 
of BD with a comorbid SUD, and it has been shown to 
be particularly effective in cases of patients with AUD 
experiencing a depressive episode (12). However, data 
on the effectiveness of lithium in SUD other than 
excessive alcohol use are limited (12). The results of a 
6-week controlled study of adolescents indicated that 
lithium was a successful treatment of both disorders 
(13). More research has focused on the use of 
antiepileptics. In 2 of 4 prospective studies of 6-8 weeks 
duration, valproate was reported to be effective for 
treating both mood and SUD symptoms (14). One 
randomized-controlled study of valproate indicated that 
the number of days of heavy alcohol consumption and 
the number of drinks decreased (15). In another study 
evaluating the effectiveness of treatment of substance 
use among rapid-cycling BD patients, it was found that 
the results of a combination of lithium and valproate 
were not significantly different from lithium 
monotherapy (16). Carbamazepine, another mood 
stabilizer and antiepileptic drug, has been found to 
demonstrate a similar efficacy to lorazepam in 
controlling alcohol withdrawal, but was not effective in 
cocaine users (12). Lamotrigine, which is approved for 
preventing depressive recurrence in BD, was found to 
improve mood symptoms and alcohol or cocaine 
cravings at a dosage of 300-400 mg/day in 3 of 4 studies 
examined in a review (14). However, the only 
randomized-controlled study to analyze lamotrigine use 
revealed no significant effect on substance use after 12 
weeks of treatment with 400 mg/day (14). In addition, 
randomized-controlled studies of oxcarbazepine and 
topiramate, which are not commonly prescribed in the 
treatment of BD, were not found to be effective in BD 
with secondary AUD (17,18).

New-generation antipsychotics (NGAs), such as 
quetiapine, olanzapine, and aripiprazole, have particularly 
been used in first-line treatment for the acute and 
maintenance phases of BD in the last decade, and are also 
commonly used to treat an SUD comorbidity. Quetiapine 
is perhaps the most studied NGA. The efficacy in 
comorbid SUD treatment was evaluated in 8 studies that 
include trials of 8-20 weeks (12,14). In 4 of the 5 
randomized controlled studies, quetiapine was not found 
to provide effective alleviation of mood and SUD 

symptoms. However, the results of a 20-week study 
indicated that treatment with risperidone and quetiapine 
was superior to a placebo in reducing cravings, and other 
mood and SUD symptoms (12,14). Quetiapine was found 
to have a valuable effect on mood and AUD symptoms in 
2 of 3 open-label studies of AUD comorbidity, though it 
was not considered sufficiently successful in cases of 
cocaine use (12,14). A study of the use of aripiprazole 
revealed that while it reduced some cravings and mood 
symptoms, it was not sufficiently effective for alcohol or 
cocaine use. Olanzapine successfully reduced both mood 
and SUD symptoms (12,14).

The number of studies that have evaluated the use of 
naltrexone, acamprosate, or disulfiram, which are 
approved for AUD but not for BD, is limited. One of 2 
studies of naltrexone reported that it reduced alcohol 
use in patients with BD, while the other recorded no 
significant difference (12,14). In research evaluating the 
efficacy of disulfiram in patients with AUD, it was found 
to be similar to naltrexone while superior to a placebo 
in terms of days spent sober. Another study evaluated 
the effectiveness of acamprosate in BD patients with 
AUD and it was reported that acamprosate results were 
similar to those of a placebo (12,14). Nevertheless, these 
treatment options might serve as add-on treatment 
options in cases of BD with AUD. Quetiapine and 
valproate may be initial choices in the treatment of BD 
with an SUD comorbidity. Although the evidence on 
other treatment options remains slim, mood stabilizers, 
antipsychotics, or other treatments approved for SUD 
can be used in appropriate cases. Motivational 
interviewing, cognitive behavioral therapy, and other 
psychosocial support interventions at every stage of 
treatment are indispensable and should be a component 
in efforts to increase the patients’ well-being (12,14).

In conclusion, the current findings related to 
evidence-based treatment options approved with 
randomized-placebo controlled studies remain 
insufficient, despite the high global prevalence of an 
SUD comorbidity with BD. The exclusion of a presence 
of SUD in BD trials likely contributed to the limited 
available data. Additional acute and long-term follow-
up trials of pharmacological treatment options for BD 
and SUD comorbidities are needed to improve the 
available level of evidence. Currently, a combination of 
mood stabilizers, NGAs, and other pharmacological 
agents approved for the treatment of SUD have been 
reported to be effective in the literature. Publication of 
specific treatment guidelines for comorbid SUD in BD 
patients would help clinicians to roll this rock from the 
long, often bumpy, road of the treatment journey.
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