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Abstract
The utilization of cannabis subsequent to the onset of first-episode psychosis has been associated with heightened 

risks of relapse and non-adherence to antipsychotic medication. However, it remains unclear whether the adverse 
impact of cannabis on medication adherence directly contributes to the unfavorable outcomes linked with cannabis 
use. There is a possibility that interventions aimed at improving medication adherence could partially alleviate the 
negative effects of cannabis use in individuals experiencing psychosis.
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the extent to which non-adherence to prescribed medications mediates 
the relationship between cannabis use and psychotic relapse has not 
been systematically examined. By elucidating the mechanistic pathway 
from cannabis use to psychosis relapse, we may identify alternative 
intervention targets to mitigate harm from cannabis use. �erefore, 
this study aims to investigate whether the association between cannabis 
use and medication adherence can explain some of the negative e�ects 
of continued cannabis use on relapse risk. Speci�cally, we seek to 
determine if medication adherence partially or entirely mediates the 
relationship between continued cannabis use and relapse risk, and if 
there are mediation e�ects on other relapse-related outcomes such as 
number of relapses, duration of relapse, time before relapse, and level 
of care.

Methods
As part of a follow-up study aiming to investigate the role of 

cannabis use within the �rst two years a�er the onset of psychosis, all 
patients in this prospective analysis were recruited from four distinct 
adult inpatient and outpatient units of the South London and Maudsley 
Mental Health National Health Service Foundation Trust in Lambeth, 
Southwark, Lewisham, and Croydon. �ese patients, referred to local 
psychiatric services in south London, UK, had a clinical diagnosis of 
�rst-episode non-organic psychosis and were aged between 65 and 74 
years old. Details regarding data collection and assessment strategies 
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have been previously discussed. Ethical approval for this study was 
obtained from the Institute of Psychiatry Local Research Ethics 
Committee and South London & Maudsley NHS Foundation Trust. 
Each patient who participated in the study provided written informed 
consent.

Result and Discussion
�is study serves as a primary investigation into the role of 

medication adherence as a mediator in the relationship between 
continued cannabis use following psychosis onset and relapse, as 
indicated by hospital admission, in patients experiencing �rst-episode 
psychosis [5]. Our �ndings suggest that the association of cannabis use 
with non-adherence to prescribed antipsychotic medication partially 
mediates the negative e�ects of continued cannabis use on relapse 
risk. Speci�cally, medication non-adherence mediated various relapse-
related outcomes, including the risk and number of relapses, duration 
before relapse occurrence, and care intensity index at follow-up. 
However, the duration before relapse was not mediated by medication 
non-adherence.

Patients with �rst-episode psychosis who continue to use cannabis 
frequently may experience a relapsing form of the illness, partly 
explained by our observation that such patients are more likely to 
be non-adherent to prescribed medications. Previous studies have 
indicated that cannabis use, particularly post-onset use, is associated 
with relapse of psychosis leading to hospital admission, likely indicating 
a causal relationship [6]. Our study builds upon this evidence by 
demonstrating that medication adherence in�uences the negative 
impact of continued cannabis use on early psychosis outcomes.

Our �ndings also suggest that the negative impact of cannabis use 
on subsequent relapse risk in �rst-episode psychosis may be partially 
mediated by the failure of antipsychotic treatment, as indicated by the 
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number of unique prescriptions for antipsychotic medications [7]. 
However, it remains unclear whether treatment resistance or poor 
tolerability additionally mediates some of the e�ects of cannabis use on 
relapse of psychosis.

E�orts to reduce marijuana use among patients with psychosis 
should continue to develop more e�ective interventions, such as 
cannabis-focused treatment programs currently under evaluation. 
Additionally, improving patient adherence to prescribed medication 
could be another potential approach to mitigate the harm from 
cannabis use [8]. Nevertheless, it is important to acknowledge that 
despite the mediation e�ect identi�ed, there remains a signi�cant 
amount of unexplained variance in relapse risk and related outcomes. 
Future studies with larger samples are needed to explore other risk 
factors and more complex model pathways to address this issue [9].

As an observational study, there may be potential biases such as 
transient ambiguity between the mediator and outcome variable, as 
well as unmeasured confounders, which may have in�uenced our 
results. Although alternative path models were considered, they did 
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