
UC Irvine
UC Irvine Previously Published Works

Title
TC2D THE ENDOCANNABINOID SYSTEM, ITS ROLE IN EARLY PSYCHOSIS AND THE 
INFLUENCE OF CANNABIS USE HEREON

Permalink
https://escholarship.org/uc/item/1mr998pm

Authors
Leweke, FM
Giffrida, A
Koethe, D
et al.

Publication Date
2006-10-01

DOI
10.1016/s0920-9964(06)70076-7

Copyright Information
This work is made available under the terms of a Creative Commons Attribution License, 
availalbe at https://creativecommons.org/licenses/by/4.0/
 
Peer reviewed

eScholarship.org Powered by the California Digital Library
University of California

https://escholarship.org/uc/item/1mr998pm
https://escholarship.org/uc/item/1mr998pm#author
https://creativecommons.org/licenses/by/4.0/
https://escholarship.org
http://www.cdlib.org/


S26 Schizophrenia Research 86 (2006) Abstracts

TC2C
USE OF CANNABIS IN A EAST-LONDON FIRST EPISODE
PSYCHOSIS SAMPLE: DATA FROM THE GAP –
GENETICS AND PSYCHOSIS – STUDY

M. Di Forti *, A. Butt, A. Miorelli, R. Gafoor, V. Mondelli,
F. Saeedzadeh-Sardahaee1, A. Mule’, K. Aitchison, P. Dazzan,
C. Morgan, R. Murray. Institute of Psychiatry, London, United
Kingdom
Presenting author contact: m.diforti@iop.kcl.ac.uk

Background: Exposure to cannabis is associated with a risk of de-
veloping psychosis. Individual susceptibility depends on age of onset
of cannabis abuse and on genotype (Arseneault et al., 2004; Caspi et
al., 2005). In the general population cannabis use is associated with
lower educational achievement (Macleod et al, 2004). There are not
study addressing this association in individuals with psychosis. In
this study we investigate whether early age at first cannabis use
is associated with longer and regular use and whether cannabis use
predicts level of educational achievement in a first-episode psychotic
population.
Method: We collected demographic, clinical and cannabis use (age
at first use, frequency, length of use) information in a sample of 200
first-episode psychosis patients. All the subjects were recruited as
part of the Genetic And Psychosis (GAP) study.
Results: 110 (55%) smoked cannabis, eighty-nine were male and
21 female. We collected data on age at first use on seventy subjects,
of whom 44 (62.8%) began their use before age 16. The mean age
at first use of cannabis was 16.24 years. The mean age of onset
of psychosis in the cannabis users group was 2 years earlier (mean
23.2; SD 4.575) than in the non cannabis users group (mean 25.3;
SD 7.004), p = 0.014. However there was no significant difference in
age of onset between genders.
Among those who commenced cannabis use before age 16, the mean
length of cannabis use was 9.5 years compared to 5.4 years among
those whose use began after 17 years. We had data on frequency
of cannabis use on sixty-three subjects. Forty-one began their use
before age 16, and of these 33 (70.2%) used cannabis three or more
times a week compared to the 14 (29.8%) of those who started
after 16 years. Applying a multiple regression, we found that age at
first use predicted years of cannabis use (p = 0.008) independent of
age of onset of psychosis and showed a trend towards significance
for frequency of cannabis use (p = 0.07). We had available data on
level of education achieved on 81 patients, 55 (67.9%) male and 26
female (32.1%), mean age: 31.0 yrs, range 19−59 yrs (SD 7.7). Of
these 81 cases 54 (66.7%) were cannabis users, with mean age of
29.2 yrs (SD 5.9) and 27 cases (33.3%) were not cannabis users,
mean age 34.7 yrs (SD 9.5). Applying linear regression analysis
using level of education as the dependent variable and frequency of
use as the independent variable we found that frequency of cannabis
use predicts level of education achieved (p = 0.03).
Conclusion: Early age at first use of cannabis is associated with
longer and regular use in patients with their first episode of psy-
chosis. Counterintuitively, our data also show that frequent cannabis
use is associated with higher academic achievement in a first episode
psychotic population. This is not due to the non-users being of lower
age. Further analyses will be conducted to explore this interesting
finding.

TC2D
THE ENDOCANNABINOID SYSTEM, ITS ROLE IN EARLY
PSYCHOSIS AND THE INFLUENCE OF CANNABIS USE
HEREON

F.M. Leweke1 *, A. Giffrida2, D. Koethe1, D. Schreiber1,
C.W. Gerth1, L. Kranaster1, F. Schultze-Lutter1, D. Piomelli3,
J. Klosterkötter1. 1University of Cologne, Dept. of Psychiatry and
Psychotherapy, Cologne, NRW, Germany, 2University of Texas
Health Science Center, Dept. of Pharmacology, San Antonio,
TX, United States, 3University of California, Irvine, Depts. of
Pharmacology and Biological Chemistry, Irvine, CA, United States
Presenting author contact: m.leweke@uni.de

The endogenous cannabinoid system has been identified in the
late 1980s and represents the target for exogenous cannabi-
noids like the major psychoactive compound of herbal cannabis,
D9-Tetrahydrocannabinol. It consists of naturally occurring endo-
cannabinoid lipids (eCBs) – of which anandamide is the first char-
acterized example – and their attending CB1 cannabinoid receptors,
which are expressed in brain areas involved in the control of
motor functions, cognition and motivation. Activation of cannabinoid
CB1 receptors produces intense emotional and cognitive responses,
suggesting that dysfunction in the endocannabinoid system may
contribute to the pathogenesis of mental disorders.
We examined the role of endocannabinoid signalling in psychotic
states by measuring levels of anandamide in cerebrospinal fluid
(CSF) and serum of healthy volunteers (n = 84) and various groups of
patients suffering from acute psychiatric disorders (n = 180). When
compared to controls, the levels of anandamide in CSF were signif-
icantly elevated in acute, antipsychotic-naı̈ve, first-episode schizo-
phrenic patients (n = 47) and negatively correlated with psychotic
symptoms. This was reversed by the administration of antipsychotics,
which antagonize dopamine D2-like receptors (n = 37), but not by
those, which preferentially antagonize 5HT2A receptors (n = 34). In
addition, a significant elevation of anandamide was already apparent
in a sample of persons clinically at high risk for developing psychosis
(prodromal states, n = 27). Furthermore, the levels of anandamide in
CSF were found significantly lower in antipsychotic-naı̈ve schizo-
phrenic patients reporting more than 20 times of cannabis use in life
when compared to those with no more than 5 times.
In conclusion, our results suggest that anandamide release in the
central nervous system (CNS) may serve as an adaptive mechanism
countering neurotransmitter abnormalities in acute schizophrenia.
They indicate that frequent cannabis exposure may down-regulate
CNS anandamide signaling in schizophrenia and thereby further
impact the course of the disease.

TC2E
PSYCHOLOGICAL INTERVENTION FOR CANNABIS
MISUSE IN PSYCHOSIS

C. Barrowclough*. University of Manchester, Manchester, United
Kingdom
Presenting author contact: christine.barrowclough@manchester.ac.uk

Introduction: Rates of cannabis misuse amongst people presenting
with recent onset psychosis are high and associated with negative
outcomes including increased frequency of relapse. However, treat-
ment for this client group is not well researched and there is a clear
need for the development of effective interventions.
Method: The outcomes of studies to date will be reviewed. Out-
comes will be considered in relation to the contextual issues con-
tributing to treatment challenges.




