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Abstract:
Background: In order to assess the importance of envi-
ronmental and genetic risk on transition from health to 
psychotic disorder, a prospective study of individuals at 
average (n = 462) and high genetic risk (n = 810) was con-
ducted.

Method: A three-year cohort study examined the rate 
of transition to psychotic disorder. Binary measures in-
dexing environmental exposure (combining urban birth, 
cannabis use, ethnicity and childhood trauma) and proxy 
genetic risk (high-risk sibling status) were used to model 
transition.

Results: The majority of high-risk siblings (68%) and 
healthy comparison subjects (60%) had been exposed 
to one or more environmental risks. The risk of tran-
sition in siblings (n = 9, 1.1%) was higher than the 
risk in healthy comparison subjects (n = 2, 0.4%; OR-
adj  = 2.2,95%CI:5–10.3). All transitions (100%) were as-
sociated with environmental exposure, compared to 65% 
of non-transitions (p = 0.014), with the greatest effects 
for childhood trauma (ORadj  = 34.4,95%CI:4.4–267.4), 
cannabis use (OR = 4.1,95%CI:1.1, 15.4), minority eth-
nic group (OR = 3.8,95%CI:1.2,12.8) and urban birth 
(OR = 3.7,95%CI:0.9,15.4). The proportion of transi-
tions in the population attributable to environmental 
and genetic risk ranged from 28% for minority ethnic 
group, 45% for urban birth, 57% for cannabis use, 86% 
for childhood trauma, and 50% for high-risk sibling sta-
tus. Nine out of 11 transitions (82%) were exposed to 
both genetic and environmental risk, compared to only 
43% of non-transitions (p = 0.03).

Conclusion: Environmental risk associated with transi-
tion to psychotic disorder is semi-ubiquitous regardless of 
genetic high risk status. Careful prospective documenta-
tion suggests most transitions can be attributed to pow-

erful environmental effects that become detectable when 
analysed against elevated background genetic risk, indicat-
ing gene-environment interaction.
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