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Introduction

Identifying schizophrenia vulnerability factors requires testing specific hypotheses concerning etiopathogenic models, candidate genes, and
environmental factors involved. We hypothesized that patients developing schizophrenia after using regularly cannabis represent an
homogenous phenotypic entity which could result from a specific interaction between genetic polymorphisms (SNPs) of CNR1, CNR2 and COMT
genes and cannabis use (an environmental factor intervening lately in the neurodevelopment).

Objectives
The main objective was to confirm that patients using cannabis before the onset of schizophrenia had fewer markers of early-neurodevelopmental
impairment. The secondary objective was to identify a gene environment interaction in this subset of patients.

Methods

Patients were prospectively included and underwent a standardized interview and an evaluation of cognitive functions and neurological soft signs.
Blood and saliva samples were collected. For the case-case genetic study, those patients were pooled with patients included in a cannabis-
dependent schizophrenic-patients cohort. Eight CNR7, CNR2 and COMT SNPs were analyzed.

Results

We included 61 patients in the clinical part. Regular cannabis users before the onset of the disorder had fewer neurological soft signs, less
cognitive impairment and a different clinical symptomatology. For the genetic part 26 patients were added to the 57 patients from the clinical part
(4 non Caucasian patients excluded). Results were in favor of a gene environment interaction for rs1049353 of CNR1.

Conclusions

We found that regular cannabis users before the onset of schizophrenia had less neurodevelopmental impairment. In this subset of patients,
cannabis could play a causal role in a gene environment interaction leading to schizophrenia.
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