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Impact of Substance Use Disorders  
on the Clinical Outcomes of Schizophrenia
Agnė Timofejevaitė1, Algirdas Dambrava2

1 	 Faculty of Medicine, Vilnius University, Vilnius, Lithuania
2 	 Clinic of Psychiatry, Institute of Clinical Medicine, Vilnius University, Vilnius, Lithuania

Introduction. Substance use is highly prevalent among patients with schizophrenia. Comorbid-
ity between substance use disorders (SUDs) and schizophrenia is associated with an increased 
risk of relapse, partly due to disrupted medication adherence and worsening of symptoms. This 
study provides an overview of recent evidence on how tobacco, alcohol, cannabis, and stimulant 
use disorders affect the clinical outcomes of schizophrenia.

Methods. A literature search was conducted for studies published between 2020 and 2026 us-
ing EBSCO, PubMed, and ScienceDirect. Keywords included schizophrenia, substance use, and 
clinical outcomes. Studies involving adult patients with schizophrenia and addressing SUDs were 
included.

Results. Recent studies demonstrate that comorbid SUDs are associated with more severe 
clinical presentations compared to patients without SUDs. Tobacco smoking increases clinical 
burden, primarily by elevating cardiovascular risk and altering pharmacological management 
through CYP1A2 induction, which increases the metabolism of several psychotropic medica-
tions. Alcohol use is linked to higher rates of hospital admission, worsening of symptoms, in-
creased extrapyramidal side effects, and greater mortality risk. Heavy and chronic cannabis use 
is associated with more frequent relapses and longer hospitalizations, even among adherent pa-
tients. Stimulant use disorders and polysubstance use disorders are associated with psychotic 
episodes and shorter time to antipsychotic discontinuation. Clinical management involves inte-
grated care addressing both schizophrenia and SUDs, including pharmacological interventions 
and psychosocial support.

Conclusions. SUDs negatively impact the clinical course of schizophrenia, contributing to 
increased symptom severity, treatment challenges, and poorer outcomes. Integrated treatment 
approaches targeting both schizophrenia and SUDs are essential for improving long-term prog-
nosis.
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