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Background
Many studies show association between cannabis use and early age of onset of psychotic
disorders, particularly schizophrenia (Donoghuea et al. 2013; Compton et al. 2009; GonzálezPinto et al., 2008). Even if most of the studies find difficulties at the time to isolate cannabis
use due to the gateway effect to use other comorbid substances (Degenhardt et al. 2010,
Mayet et al. 2012).
A systematic meta-analysis revealed that the age of onset was 2.70 years earlier among FEP
with history of cannabis use (z = −7.18; P < .001) and was 2.00 years earlier in FEP with
history

of

unspecified

substance

use

compared

with

non–substance-using

FEP

(z = −6.87; P < .001) (Large et al., 2011).
In further support of this relationship, an association has also been found between the earlier
age of first cannabis use and the age of onset of schizophrenia, in patients who used
cannabis daily, and especially high-potency cannabis (Di Forti et al. 2013).


Hypothesis
We will analyze data among FEP with cannabis use, not including FEP with history of use of
others drugs.
The FEP who have used cannabis early (before 16 years old) have an earlier age of
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psychosis onset than FEP who have used cannabis later.
Furthermore, age of FEP seems to be related with specific patterns of cannabis use. So that
heavy use (more than 5 times a week), high potency (types of cannabis) and duration of more
than 2 years could reduce the age of onset of psychosis.


Objectives
To test this hypothesis on a sample of 1200 cases from different countries and investigate the
existence of a temporal association between age at first cannabis use and age of onset of
psychosis and to examine the influence of frequency, potency, duration of cannabis use on
age of onset of psychosis in FEP with earlier first use of cannabis.

References
Donoghue K., Doody G.A., Murray R.M., Jones P.B., Morgan C., Dazzan P., Hart J.,
Mazzoncini R., MacCabe J.H. (2014). Cannabis use, gender and age of onset of
schizophrenia: Data from the ÆSOP study. Psychiatry Research; 215 (3): 528-532
Compton M.T., Kelley M.E., Ramsay C.E., Pringle M., Goulding S.M., Esterberg M.L.,
Stewart T., Walker E.F. (2009). Association of pre-onset cannabis, alcohol, and tobacco use
with age at onset of prodrome and age at onset of psychosis in first-episode patients. Am J
Psychiatry; 166 (11): 1251- 1257
González-Pinto AVega PIbáñez BMosquera FBarbeito SGutiérrez MRuiz de
Azúa SRuiz Ivieta (2008). E Impact of cannabis and other drugs on age at onset of
psychosis. J Clin Psychiatry; 69 (8) 1210- 1216
Large M et al (2011). Cannabis use and earlier onset of psychosis: A systematic metaanalysis. Arch Gen Psychiatry, 66(6):555-61
Di Forti M., Sallis H., Allegri F., Trotta A., Ferraro L., Stilo S.A., Marconi A., La Cascia C., Reis
Marques T., Pariante C., Dazzan P., Mondelli V., Paparelli A., Kolliakou A., Prata D.,
Gaugrhan F., David A.S., Morgan C., Sthal D., Khondoker M., MacCabe J.H., Murray R.M.,
(2013). Daily Use, Especially of High-Potency Cannabis, Drives the Earlier Onset of
Psychosis in Cannabis Users. Schizophr Bull, 181(1)
Mayet A., Legleye S., Falissard B., Chau N. Cannabis use stages as predictors of subsequent
initiation with other illicit drugs among French adolescents: use of a multi-state model. Addict
Behav. 2012 Feb;37(2):160-6
Degenhardt L., Dierker L., Chiu W.T., Medina-Mora M.E., Neumark Y., Sampson N., et al.
Evaluating the drug use "gateway" theory using cross-national data: consistency and
associations of the order of initiation of drug use among participants in the WHO World Mental
Health Surveys. Drug Alcohol Depend. 2010 Apr 1;108(1-2):84-97
Data needed for the study: Socio-demographic data (MRC Social Scale) and Cannabis
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Experience Questionnaire (CEQ).
Plan for statistical analysis (overall strategy):
Linear regression analysis will be used to compare mean ages for two groups (Yes Cannabis
and No cannabis FEP).
Among FEP with earlier first use of cannabis, we will compare the age of onset of psychosis
between the two groups (heavy users and low-frequency users) using t- test. Next, we will
perform factorial ANCOVAs (adjusted for gender and all other relevant confounders) including
the different patterns of cannabis use. We will perform corrections for multiple tests. Finally,
we will perform a logistic regression to examine the influence of frequency, potency, duration
and age of first cannabis use on age of onset of psychosis.
Other analyses/methods: Stratification of the sample by country.
Involvement of external Parties (non EU-GEI): none
IPR check:
Timeframe:
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