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The co-occurrence of alcohol and substance use 
disorders with schizophrenia is widely recognized to 

be both very common and very challenging. Clinicians have 
few proven psychosocial treatments to treat these comorbid 
conditions, and they usually have even fewer pharmacologic 
interventions that are readily available in the treatment 
settings that serve individuals with schizophrenia. Green 
and colleagues1 attempt to address this problem in their 
noteworthy report in this issue of the Journal. The authors are 
to be highly commended for successfully conducting a sizable 
clinical trial in one of the most difficult patient populations 
imaginable—patients with schizophrenia/schizoaffective 
disorder and co-occurring alcohol use disorder. Their 
completion of a 6-month randomized treatment study in 95 
subjects is an enormous achievement. The very paucity of 
such clinical trials, with a few exceptions, is a testament both 
to the need for such research and to its extreme difficulty. 
The reported work constitutes the largest pharmacotherapy 
trial aimed at this complex clinical problem to date, and the 
authors have made a substantial contribution to the clinical 
research literature on this topic. However, this report raises 
perhaps as many questions as it answers regarding what 
constitutes adequate pharmacologic treatment of patients 
with both schizophrenia-spectrum disorder and alcohol 
use disorder, and it clearly highlights the need for more 
research—and possibly different research—to find effective 
treatments.

Various different explanations have been offered to 
account for the high prevalence of co-occurring alcohol 
use disorder and other substance use disorders in patients 
with schizophrenia.2 Green and colleagues3 have previously 
proposed that this vulnerability to substance use disorder 
is tied to a postulated “brain reward circuitry deficit” 
that is associated with schizophrenia. Following on this 
hypothesis, they have further proposed that certain 
antipsychotic medications—exemplified by clozapine—
have the potential to correct the reward deficit and thereby 
reduce the use of alcohol and other substances because 
they have low dopamine D2 receptor blockade and they 

block α2-adrenergic receptors and promote norepinephrine 
release. Regrettably, this hypothesis has yet to be fully tested, 
as, at the time of this writing, there have been no published 
results of prospective randomized placebo-controlled 
trials of clozapine in patients with substance use disorders. 
Rather than using clozapine in the present study, Green 
and colleagues1 examined the comparative efficacy of long-
acting injectable (LAI) risperidone versus oral risperidone. 
The investigators hypothesized that alcohol use would be 
decreased with LAI versus oral risperidone treatment. They 
proposed that the lower steady state plasma concentrations 
of risperidone obtained with the LAI form would reduce 
dopamine D2 receptor blockade while preserving 
risperidone’s effects on adrenergic neurotransmission. The 
authors randomly assigned 95 patients with schizophrenia or 
schizoaffective disorder and alcohol use disorder to 6 months 
of treatment with oral or LAI risperidone, but provided 
neither psychosocial treatment for alcohol use disorder nor 
any specific alcohol use disorder treatment medications.

Green and colleagues1 found that neither oral nor 
LAI risperidone reduced alcohol use in patients with 
schizophrenia over 6 months of treatment. In fact, subjects 
in the oral risperidone group actually increased their heavy 
alcohol use over the course of the trial, despite the use of 
antipsychotic medication and despite the intensive structure, 
monitoring, and assessments that were provided through the 
process of research participation. Unlike oral risperidone, 
LAI risperidone at least did not increase alcohol use, but 
neither did it reduce alcohol use.

This study’s negative finding is quite significant and 
provides clear guidance to the clinical community: treatment 
with an antipsychotic medication alone, even when delivered 
in a highly structured research protocol, does not reduce 
alcohol use in schizophrenia. Green and colleagues1 have 
done an important service to the field by demonstrating 
this. Theirs is the first prospective randomized controlled 
trial available that measures the effect of antipsychotic 
medications on alcohol use in a well-characterized cohort 
of patients with both schizophrenia and alcohol use disorder. 
The authors have shown that alcohol use may worsen with 
oral risperidone, and that alcohol use continues unchanged, 
even with LAI risperidone, a state-of-the-art form of 
antipsychotic pharmacotherapy for the index condition of 
schizophrenia. Perhaps the most important conclusion to 
be drawn from this well-conducted study with its careful 
measurement of alcohol use is that, by itself, even the best 
schizophrenia pharmacotherapy is simply inadequate 
as a treatment to reduce alcohol use in patients with 
schizophrenia.
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What is implied is that something more is needed when 
treating alcohol use disorder in schizophrenia, namely, the 
same sorts of interventions—such as alcohol use disorder–
specific pharmacotherapy and counseling—that are known 
to be helpful to alcohol use disorder patients without 
schizophrenia. While alcohol use disorder medication may 
be helpful in schizophrenia patients even when provided 
without counseling,4 current recommendations (for 
example, those of the Department of Veterans Affairs5) 
generally support a multimodal approach that combines 
alcohol use disorder medications with some form of alcohol 
use disorder–specific counseling.

Fortunately, there is growing evidence that utilizing 
specific alcohol use disorder medications in patients with 
schizophrenia is both feasible and likely to be effective. 
Beginning with work by Petrakis and colleagues,6 naltrexone 
was shown to reduce alcohol use more than placebo in 
a small clinical trial. Of note, symptoms of psychosis 
were not reduced. Other specific alcohol use disorder 
pharmacotherapy trials in schizophrenia have included 
the work of Batki and colleagues4 using directly observed 
administration of naltrexone to reduce alcohol use and of 
Petrakis and colleagues7 demonstrating that disulfiram 
and naltrexone were each more effective than placebo in 
patients with psychosis. A larger controlled trial of directly 
monitored naltrexone8 and a smaller study of extended-
release naltrexone9 have confirmed earlier findings6 
regarding naltrexone’s ability to reduce alcohol use as well 
as its inability to improve psychosis.

The current report1 puts to rest the hope that antipsychotics 
alone can reduce alcohol use in schizophrenia—either 
directly, by correcting a hypothesized brain reward deficit, 
or indirectly, by reducing other symptoms of psychosis. 
Conversely, as shown by other investigators, medications for 
alcohol use disorder probably do not make a major impact 
on psychotic symptoms, even if they reduce alcohol use.6,8 
Green and colleagues1 have done a heroic job in executing 
their large and difficult clinical trial. Their results point to 
the conclusion that the right pharmacotherapy for alcohol 

use disorder in schizophrenia spectrum disorder most 
likely consists of appropriate antipsychotic medication 
combined with medications that possess specific efficacy in 
the treatment of alcohol use disorder, ideally combined with 
alcohol counseling and medication adherence support.
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