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ABSTRACT

Background

Adolescence is characterised by psychological and neural development. Cannabis harms may be
accentuated during adolescence. We hypothesised adolescents would be more vulnerable to cannabis-
related mental health and addiction problems than adults.

Method

As part of the ‘CannTeen’ study, we conducted a cross-sectional analysis. There were 274 participants:
adolescent users (n=76; 16-17 years old) and controls (n=63), and adult users (hn=71; 26-29 years old)
and controls (n=64). Amongst users, cannabis use frequency ranged from 1-7 days/week, while controls
had 0-10 lifetime exposures to cannabis. We measured DSM-5 Cannabis Use Disorder (CUD), Beck
Depression Inventory (BDI), Beck Anxiety Inventory (BAI), and Psychotomimetic States Inventory-
adapted (PSl-a).

Results

After adjustment for covariates, adolescent users were more likely to have severe CUD than adult users
(OR=3.474, 95% CI=1.501-8.036). Users reported greater psychotic-like symptoms than controls
(b=6.004, 95% CI=1.211-10.796) and adolescents reported greater psychotic-like symptoms than adults
(b=5.509, 95% CI=1.070-9.947). Depression and anxiety were not associated with user-group. No
significant interactions between age-group and user-group were identified. Exploratory analyses
suggested that users with severe CUD had greater depression and anxiety than users without.
Conclusions

Adolescent cannabis users are more likely than adult cannabis users to have severe CUD. Adolescent
cannabis users have greater psychotic-like symptoms than adult cannabis users and adolescent controls,
through an additive effect. There was no evidence of an amplified vulnerability to cannabis-related
increases in subclinical depression, anxiety, or psychotic-like symptoms in adolescence. However,

poorer mental health was associated with the presence of severe CUD.
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INTRODUCTION

Adolescence is considered to be a dynamic period that begins with puberty and ends when one achieves
an independent role in society (Dumontheil, 2016). Brain structure, brain function, neurotransmitter
systems (including the endocannabinoid system), cognitive function, and emotional processing

continue to mature during adolescence (Blakemore & Choudhury, 2006; Galve-Roperh et al., 2009;

Giedd et al., 1999; Shaffer & Kipp, 2010; Smetana & Villalobos, 2009). Mental health problems
typically emerge during adolescence, with 50% beginning before age 18 and 75% by age 24 (Jones,
2013; Kessler et al., 2005; Kieling et al., 2011; Patel et al., 2007; Paus et al., 2008). No agreed-upon
age range constitutes ‘adolescence’, but definitions are usually 10-19 years or 10-24 years (Sawyer et
al., 2018).

Cannabis is the third most commonly used recreational psychoactive substance in the world, after
alcohol and tobacco, with 3.9% of the world’s population reporting use in the past year (UNODC,
2020). Cannabis is particularly popular in adolescents, with 28.0% of 15-16 year-olds in the United
States (U.S.) (NIDA, 2020) and 19.3% of 15-year olds in England reporting use in the past year (NHS-
Digital, 2018, 2019). In 2019, cannabis was the primary problem drug for 77% of young people (aged
under 18) in England who received treatment for alcohol or illicit drug problems (NDTMS, 2019).

Concerns have been raised about the disruptive effect adolescent drug use can have during this crucial
developmental stage in one’s life (Blest-Hopley et al., 2020; Levine et al., 2017; Lubman et al., 2007;
Volkow et al., 2018). Theoretically, adolescents endure substantially greater cannabis-induced harm
than their adult counterparts because their brains are more malleable and vulnerable to the drug’s

impacts (Dow-Edwards & Silva, 2017).

Cannabis use carries a risk of addiction. Results from large, representative epidemiological studies in
the U.S. from the 1990s and 2000s showed that roughly 9% of people who try cannabis transition to
dependence at some point in their life (Anthony et al., 1994; Lopez-Quintero et al., 2011). However,
Leung et al (2020) conducted a meta-analysis of studies from 2009 onwards and found that among
people who had tried cannabis, 22% developed a cannabis use disorder (CUD) (Leung et al., 2020),
while approximately 30% of last-year users in the U.S. have a CUD (Hasin et al., 2015). Younger
current age and age of first cannabis use (age-of-onset) reliably augments the risk of developing CUD

(Chen et al., 2005, 2009; Ehlers et al., 2010; Le Strat et al., 2015; Leung et al., 2020; Lopez-
Quintero et al., 2011; Von Sydow et al., 2002; Wagner & Anthony, 2002; Wittchen et al,,
2011). These studies tend to converge on an odds ratio of approximately three for risk of CUD in

adolescents compared to adults. However, these studies typically failed to match or account for cannabis
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use frequency differences between adolescents and adults, which is strongly related to addiction

severity (Freeman & Winstock, 2015).

Results from multiple large-scale studies indicate that there is a small association between cannabis use
and depression (Degenhardt et al., 2001, 2003; Horwood et al., 2012). A meta-analysis of longitudinal
studies found cannabis users had a higher likelihood of developing depression compared to controls
(Odds Ratio (OR)=1.17) (Lev-Ran et al., 2014) and another meta-analysis supported the link between
cannabis use in adolescence and depression in early adulthood (OR=1.37) (Gobbi et al., 2019). Some
longitudinal studies have reported a greater vulnerability to depression in those with a younger age-of-
onset (Horwood et al., 2012; Schoeler et al., 2018) and one systematic review concluded there was some
evidence that a younger age-of-onset was linked to depression (Hosseini & Oremus, 2019). However,
a non-linear association between age and contemporaneous depressive symptoms has been reported
(Leadbeater et al., 2019). Moreover, a meta-analysis did not find a significant age-of-onset effect (Lev-
Ran et al., 2014). Hence, an age-specific vulnerability to cannabis-related depression is unclear.
Moreover, the population cohort studies that contribute to these meta-analyses often include small
numbers of frequent cannabis users and define frequent cannabis liberally, e.g. once per month
(Pedersen, 2008; Schoeler et al., 2018). Purposive sampling of frequent cannabis users is one way to

address this.

In a cross-sectional survey, Crippa et al (2009) found higher levels of anxiety symptoms in people who
frequently use cannabis compared to controls (Crippa et al., 2009), While Troisi et al (1998) found
greater levels of cannabis use was associated with greater severity of anxiety symptoms (Troisi et al.,
1998). In a meta-analysis of longitudinal studies, Xue et al (2020) reported that, overall, cannabis use
increased odds of developing any future anxiety condition (OR=1.25) (Xue et al., 2020). However, Xue
et al (2020) concluded that results varied considerably, which may be due to differences in cannabis
exposure and analytical differences. Crucially, the evidence for a relationship between early age-of-

onset and later symptoms of anxiety is inconclusive (Fergusson & Horwood, 1997; Gage et al.,
2015; Guttmannova et al., 2017). Furthermore, the association between contemporaneous cannabis

use and anxiety during adolescence and adulthood has not been researched.

Longitudinal studies have consistently reported an association between cannabis use and an increased
risk of psychosis and schizophrenia (Andréasson et al., 1987; Hjorthgij et al., 2021; Marconi et al., 2016;
Moore et al., 2007; Van Os et al., 2002; Zammit et al., 2002). Cannabis use during adolescence,
compared to adulthood, has been associated with a greater risk of psychotic outcomes (Di Forti et al.,
2014; Dragt et al., 2012; Galvez-Buccollini et al., 2012; Large et al., 2011; Manrique-Garcia et al.,

2012; Schimmelmann et al., 2011). However, a large cross-sectional study found that in adolescents
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and young adults, current cannabis use was only associated with psychotic symptoms after age 22 and
that there was no relationship with age-of-onset (Leadbeater et al., 2019). Positive associations have
also consistently been reported between cannabis use and psychotic-like experiences or subclinical
symptoms of psychosis (Arseneault et al., 2002; Fergusson et al., 2003; Henquet et al., 2005; Hides et
al., 2009; Kuepper et al., 2011; Miettunen et al., 2008; Stefanis et al., 2004). Moreover, earlier age-of-
onset has been linked with greater psychotic-like symptoms in later life in two studies (Schubart et al.,
2011; Stefanis et al., 2004) and cannabis use during adolescent has been associated with psychotic-like
symptoms one or two years afterwards (Bourque et al., 2018)

Additionally, the relationship between current cannabis use and concurrent psychotic-like symptoms in

adolescents and adults is unknown.

As reviewed above, there are theoretical and empirical grounds for suggesting that earlier, adolescent
use of cannabis may be particularly deleterious to mental health. However, there remain large variations
in study design, disparate measures of cannabis use and mental health and a plethora of discrepant
findings regarding age-specific vulnerability. Few studies have compared the contemporary mental
health of adolescents with adults, while adolescents are still under 18 years old. Whether adolescent
cannabis use, compared to adult use, genuinely heightens risk of poor mental health remains an
unanswered guestion. In this study, we therefore compared how current cannabis use may be associated
with presence of severe CUD, and the severity of subclinical depression, anxiety, and psychotic-like
symptoms in adolescents and adults. Our cannabis-using groups were matched on current cannabis use
frequency and our age-groups were matched on gender and age. Adult users had not frequently used

cannabis before age 18.

As registered on the Open Science Framework (OSF) (Lawn et al., 2021), and on the basis of evidence

reviewed here, our hypotheses were:

1. Adolescent users will be more likely than adult users to have severe CUD.

2. Cannabis users will have higher levels of (a) depression, (b) anxiety, and (c) psychotic-like
symptoms than controls.

3. There will be an interaction between user-group and age-group on (a) depression, (b) anxiety,
and (c) psychotic-like symptoms, such that the difference between users and controls (where

users > controls) will be greater in adolescents than adults.

For each hypothesis, we also predicted that the association would persist after adjusting for covariates.
Additionally, we conducted exploratory, unregistered analyses investigating the relationship between

severe CUD and mental health symptoms.
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METHODS

Study design

This analysis uses cross-sectional, baseline data from the ‘CannTeen’ longitudinal project. The design
has two between-subjects factors: age-group (adolescents and adults) and user-group (users and
controls). The full study protocol (Lawn et al., 2020) describes overall aims, participants, power
analysis, data collection procedures, tasks, and timelines. Ethical approval was obtained from the
University College London (UCL) ethics committee, project ID 5929/003. The study was conducted in

line with the Declaration of Helsinki, and all participants provided written, informed consent.

Participants

The full sample comprises 274 participants: 76 adolescent users, 71 adult users, 63 adolescent controls,

and 64 adult controls.

Participants were recruited using online advertisements on Facebook, Instagram, Gumtree, and Reddit;
school assemblies in London and the surrounding area; in-person flyering; and word-of-mouth. We
recruited participants in a targeted process, by advertising to specific age-groups. Potential participants
were screened and selected based on their cannabis use and other criteria. Participants were
compensated financially for their time (£240 for completing all sessions with payments split across five

separate sessions over a 12 month period).

For full eligibility criteria, see the supplementary materials. In brief, adolescents were aged 16-17 years
and adults aged 26-29 years; users reported using cannabis recreationally between 1-7 days per week;
adult users were excluded if they had used cannabis on a weekly or more frequent basis before the age
of 18; and controls reported using either cannabis or tobacco at least once in their life, but with no more
than 10 lifetime uses of cannabis. We recruited controls with limited cannabis or tobacco exposure,
rather than people with no exposure, with the aim of more closely matching the controls and users on

the opportunity to use drugs and associated unmeasurable confounders.

Exclusion criteria for all participants were: current daily use of psychotropic medication, current
treatment for a mental health disorder including cannabis use disorder, a personal history of psychotic

disorder, or use of any illicit drug except cannabis more than twice per month.

Measures

Psychotomimetic Scales Inventory — Adapted (PSI-a) (Mason et al., 2008)
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The PSl-a is a temporally adapted version of the original PSI, a 48-item self-report questionnaire
assessing psychotic-like symptoms. Participants were asked questions about how they felt over ‘the last
two weeks’, rather than ‘right now’. Each item is answered with ‘not at all’, ‘slightly’, ‘moderately’ or
‘strongly’ and scored from 0-3. Total scores range from 0 to 144. Higher scores indicate greater
psychotic-like symptomatology.

Exposure variables

Age-group
Participants were either adults (aged 26-29 years; coded as 0) or adolescents (aged 16-17 years; coded
as 1).

Cannabis use frequency
Using a timeline follow-back (TLFB) (Robinson et al., 2014) method, we measured cannabis use

frequency in days/week over the previous 12 weeks.

Outcome variables

Beck Depression Inventory-11 (BDI) (Beck et al., 1996)
A 21-item self-report questionnaire. Each item is answered with ‘not at all’, ‘mildly’, ‘moderately’ or
‘severely’ and scored from 0 to 3, with total scores ranging from 0 to 63. Higher scores indicate greater

levels of depression.

Beck Anxiety Inventory (BAI) (Beck et al., 1988)
A 21-item self-report questionnaire. Each item is scored from 0 to 3, with total scores ranging from 0

to 63. Higher scores indicate greater levels of anxiety.

Psychotomimetic Scales Inventory — Adapted (PSI-a) (Mason et al., 2008)

The PSl-a is a temporally adapted version of the original PSI, a 48-item self-report questionnaire
assessing psychotic-like symptoms. Participants were asked questions about how they felt over ‘the last
two weeks’, rather than ‘right now’. Each item is answered with ‘not at all’, ‘slightly’, ‘moderately’ or
‘strongly’ and scored from 0-3. Total scores range from 0 to 144. Higher scores indicate greater

psychotic-like symptomatology.

Diagnostic and Statistical Manual of Mental Disorders Fifth Edition (DSM-5) Cannabis Use Disorder
(CUD) (American Psychiatric Association, 2013) using the Mini International Neuropsychiatric
Interview (MINI) (Sheehan et al., 1998)
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Severity of CUD was assessed using the MINI, in which 11 DSM-5 symptoms are assessed over the
last 12 months. The presence of 0-1 symptoms is considered ‘none’, 2-3 symptoms is considered ‘mild’,
4-5 symptoms is considered ‘moderate’, and 6 or more symptoms is considered ‘severe’. We

categorised users into having ‘severe CUD’ (coded as 1) or ‘not severe CUD’ (coded as 0).

Pre-defined covariates

We adjusted for gender, risk-taking, socioeconomic status (SES), problem alcohol use, tobacco use
(non-cannabis related), and other illicit drug use. Risk-taking was measured using the total score from
the risk-taking-18 (RT-18) questionnaire (De Haan et al., 2011). Socioeconomic status (SES) was
dichotomously measured using maternal education level, with categories of below undergraduate
degree or undergraduate degree and above. Problematic alcohol use was measured using the total score
from the alcohol use disorder identification test (AUDIT) (Babor et al., 2001). Daily (non-cannabis)
tobacco use was dichotomously measured using the timeline follow-back, with categories of daily (>6.5
days per week) or non-daily (<6.5 days per week) tobacco smoking. Other illicit drug use was
dichotomously measured using the timeline follow-back, with categories of monthly (>1 day per month)

or less than monthly (<1 day per month). See supplementary materials for description of these variables.

Procedure

As per the full protocol (Lawn et al., 2020), participants were first screened and then potentially eligible
participants were invited to a baseline session. At the start of the baseline session, inclusion and
exclusion criteria and study-required abstinence (zero breathalyser reading; negative saliva drugs
screen; self-reported alcohol and cannabis abstinence for 12 hours; self-reported other illicit drug use
abstinence for 48 hours) were checked. Subsequently, participants completed the session including the

measures described above.

Power

We powered the study to detect a cross-sectional group difference in cannabis use disorder between
adolescent and adult cannabis users, as this is a robust finding with a quantified effect size (Chen et al.,
2005; Ehlers et al., 2010; Le Strat et al., 2015) of odds ratio=3, equivalent to Cohen’s d=0.6 or Cohen’s
f=0.3. With a=0.05 and a desired power of 0.95, 148 users were required, split evenly between
adolescent and adult users. Crucially, in terms of detecting age-group by user-group interactions, with

our total sample size (n=274) and an assumed power of 0.8 we are powered to detect at least small-
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medium interactions of size Cohen’s £>0.17 (Cohen’s f effect size around 0.1 are considered small; f

effect size around 0.25 is considered medium; and f effect size around 0.4 is considered large).

Statistical analyses

Statistical tests were conducted on IBM SPSS Statistics Version 27. For pre-processing of data,
assumptions of analyses, and details of missing data see the supplementary materials. We ran linear and
logistic regression models in a blockwise manner, see Table S4. Models first included user-group, then
age-group and user-group, then their interaction, and then we added pre-defined covariates to the best
previous model (which was invariably the model with user-group and age-group as main effects, never
the model with the interaction). We used an alpha value of 0.05. We ran post-hoc Bayesian t-tests to
assess null findings for users vs. controls, and for adolescent users vs. adult users, with no adjustment
for covariates. We assumed equal variances and used a Jeffreys default prior. Bayes factors (BFo1) >3

support the null hypothesis of no difference.

Exploratory, unregistered analyses were conducted to investigate relationships between severe CUD

and BDI, BAI and PSl-a (see supplementary materials for full details).
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RESULTS

Participant characteristics (Table 1)

All groups had a similar number of males and females. Adolescent users (3.7 days/week) and adult
users (4.1 days/week) were matched on cannabis use frequency (t145=1.198, p=0.233, d=0.198). The
time since last cannabis use did not differ between adolescent users (2.4 days) and adult users (2.5 days)
(t145=0.118, p=0.906, d=0.019). Furthermore, a similar number of adolescent users (n=69, 90.8%) and
adult users (n=59, 83.1%) used strong herbal cannabis as their most common type of cannabis, and
these distributions did not differ significantly (y:°=3.866, p=0.276). However, adolescents reported
using more cannabis (1.1g) on a day of use than adults (0.6g) (t14,=3.623, p<0.001, d=0.605). See Table
2 for data on cannabis use variables. Adolescent users (17.1 years) and adolescent controls (17.1 years)
were matched on age (t137=0.224, p=0.823, d=0.038), as were adult users (27.6 years) and adult controls
(27.4 years) (t145=1.232, p=0.220, d=0.212). See Table 1 and supplementary materials for differences

in demographic variables.

Regressions

Descriptive statistics for outcome variables are presented in Table 3.

Severe cannabis use disorder (Table 4 and Table S6)

Within users, adolescent status predicted likelihood of having severe CUD (OR=4.462, p<0.001, 95%
Cl: 2.106-9.454) (Table 4). This effect persisted after adjusting for covariates (OR=3.474, p=0.004,
95% ClI: 1.501-8.036).

Depression (Table 4 and Table S7)

Adolescent status predicted greater BDI score (b=3.766, p<0.001, 95% CI: 1.930-5.601) (Table 4).
This effect persisted after adjusting for covariates (b=3.915, p<0.001, 95% ClI: 1.994-5.836). User-
group, and the user-group by age-group interaction, were not significantly related to BDI score.
Bayesian analyses did not support the null hypothesis that users and controls had similar BDI scores
(BF01=1.846) nor did they support the null hypothesis that adolescent users and adolescent controls had
similar BDI scores (BF;=0.935).

Anxiety (Table 4 and Table S8)

11
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Adolescent status predicted greater BAI (b=4.627, p<0.001, 95% CI: 2.642-6.612) (Table 4). This
effect persisted after adjusting for covariates (b=4.528, p<0.001, 95% CI: 2.384-6.671). User-group,
and the user-group by age-group interaction, were not significantly related to BAI.

Bayesian analyses supported the null hypothesis that users and controls had similar BAI scores
(BFo1=7.724) and the null hypothesis that adolescent users and adolescent controls had similar BAI
scores (BFo1=4.401).

Psychotic-like symptoms (Table 4 and table S9)

User-status predicted greater PSl-a (b=7.121, p=0.001, 95% CI: 3.033-11.465). Adolescent status
predicted greater PSl-a (b=7.254, p=0.001, 95% CI: 3.130-11.378) (Table 4). These effects both
persisted after adjusting for covariates (user-group: b=6.004, p=0.014, 95% CI: 1.211, 10.796; age-
group: b=5.509, p=0.015, 95% CI: 1.070, 9.947). The user-group by age-group interaction was not
significantly related to PSI-a.

Exploratory results (see supplementary materials)

The patterns of our results described above were mirrored when considering the relationships between
age-group, user-group and clinical categorical outcomes of ‘at least mild depression’ and ‘at least mild
anxiety’. Adolescent-status increased the risk (depression OR=2.25; anxiety OR=1.70), but user-status
did not.

After splitting the user groups into those with and without severe CUD and comparing (1) adult controls
(2) adolescent controls, (3) adult users without severe CUD, (4) adolescent users without severe CUD,
(5) adult users with severe CUD, (6) and adolescent users with CUD, there were strong linear effects
of group in our outcome variables (ps<0.001). Qualitatively, adolescent users with severe CUD had the
highest BDI, BAI and PSl-a mean scores (Figures S1, S2 and S3).

When conducting a 2x2 (age-group x CUD-status) ANOVA only in users, there were significant main
effects of age-group on BDI (F(1,143)=4.165, p=0.043, 1%=0.028), BAI (F(1,143)=4.299, p=0.040, n?%
=0.029), and PSl-a (F(1,142)=4.273, p=0.041, n% =0.029) and significant main effects of CUD-status
on BDI (F(1,143)=11.236, p=0.001, n% =0.073), BAI (F(1,143)=9.815, p=0.002, 1, =0.064), and PSI-
a (F(1,142)=4.525, p=0.035, 1%=0.031). However, all interactions were non-significant. Thus, being
an adolescent and having severe CUD were additively associated with greater BDI, BAI and PSl-a.

After adjusting for our pre-defined covariates and cannabis use frequency, the CUD-status main effect

12
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DISCUSSION

This cross-sectional study compared presence of severe CUD and the severity of mental health
symptoms in adolescent and adult cannabis users with gender- and age-matched controls. Adolescent
users were significantly more likely to have severe CUD than adult users. Both cannabis user-status
and adolescent-status were associated with greater psychotic-like symptoms, additively resulting in
adolescent cannabis users having the greatest psychotic-like symptoms. User-status was not associated
with subclinical depression or anxiety levels and there was Bayesian support for users and controls
having similar anxiety levels. No significant interactions were found between user-group and age-group
for subclinical depression, anxiety, or psychotic-like symptoms, suggesting that adolescents do not
have a greater vulnerability to cannabis-related mental health problems in comparison to adults.
However our exploratory analyses suggested that severe CUD predicted worse mental health symptoms,
which resulted in adolescent users with severe CUD having the highest levels of depression, anxiety,

and psychotic-like symptoms.

After adjustment for covariates, adolescents had a 3.5 times greater odds of having severe CUD than
adults, with 50% of this group endorsing more than six CUD symptoms. This effect size is similar to
previous estimates of increased risk (Chen et al., 2009; Ehlers et al., 2010; Le Strat et al., 2015; Wittchen
et al., 2011), demonstrating the effect’s replicability. CUD risk was greater in adolescents despite their
shorter duration of cannabis use compared to adults. This is notable because previous studies have
mainly tested associations between age-of-onset and addiction (and other outcome variables) in adults,
where early age-of-onset is also associated with greater duration of cannabis use. Moreover, unlike
many previous studies, our adolescent and adult user groups were matched on cannabis frequency,
which therefore excludes this difference as a possible explanation. Furthermore, a similar proportion of
adolescents (91%) and adults (83%) used strong herbal cannabis as their usual type, and the THC
concentration in both groups’ strong herbal cannabis was the same (21%). However, adolescent users
reported using more cannabis per day of use (1.1g) than adults (0.6g), which may partially contribute
to cannabis problems (Callaghan et al., 2020; Tomko et al., 2018; Zeisser et al., 2012). On the other
hand, this estimate may be inaccurate (Hindocha et al., 2017, 2018), especially because UK cannabis
users buy their cannabis illegally, so the weight purchased may not be known, and estimating the
guantity put into a joint (or other method) is difficult. Further work carefully examining relationships
between precise cannabis and cannabinoid quantities, or better still, standard THC units (Freeman &

Lorenzetti, 2020), and addiction is needed.
We speculate that adolescents may be more sensitive to the development of CUD than adults for a
number of reasons, including: greater disruption of interpersonal relationships, e.g. with parents or

teachers; a hyper plastic brain and a developing endocannabinoid system (Meyer et al., 2018); a more
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malleable social life and evolving sense of identity which can quickly shift towards cannabis use
(Hammersley et al., 2001); potentially subtle differences in acute effects of cannabis (Mokrysz et al.,
2016; Murray et al., 2022); a greater desire to binge on cannabis (Borissova et al., in press); and a drive
towards social attunement (Cousijn et al., 2018). However, research into the different profiles of
adolescent and adult CUD, and the neuropsychopharmacological predictors of CUD onset in
adolescents is needed.

We found null relationships between cannabis user-status and subclinical depression and anxiety levels,
and no evidence of adolescent vulnerability. Furthermore, the absence of associations between cannabis
use frequency and our measures of depression and anxiety in users (see supplementary materials) casts
further doubt on the impact of cannabis use on levels of anxiety and depression. We also found null
relationships between user-status and the presence of clinically relevant anxiety or depression. Previous
research has suggested that cannabis use is associated with an augmented risk of depression and anxiety
in adults (Crippa et al., 2009; Degenhardt et al., 2001, 2003; Guttmannova et al., 2017; Horwood et al.,
2012; Lev-Ran et al., 2014) and associated with greater risks later in life for adolescents (Gobbi et al.,
2019). Given that the effect sizes of these relationships from meta-analyses are small (Chen et al., 2010)
(odds ratios of 1.17-1.62 for depression and 1.25 for anxiety), and base rate of clinical anxiety or
depression is not high, our sample may have been underpowered to detect differences in clinical anxiety

and depression.

Nevertheless, it is notable that in our sample of relatively frequent cannabis users, using at an average
frequency of four days/week, there was no significant evidence of greater subclinical anxiety or
depression levels in cannabis users aged 16-17 years compared to gender- and age-matched controls or
cannabis-matched adults. Our study was powered to detect interactions with Cohen’s £>0.17. For
anxiety, the null differences were supported by a Bayesian analysis. There has been inconsistent
evidence of heightened cannabis-related vulnerability at younger ages for both disorders (Guttmannova
et al., 2017; Hayatbakhsh et al., 2007; Horwood et al., 2012; Hosseini & Oremus, 2019; Leadbeater et
al., 2019; Lev-Ran et al., 2014). In line with previous research, our study further suggests there is not
sufficient evidence to claim that cannabis use during adolescence is associated with a greater risk of
higher levels of depression or anxiety compared to cannabis use in adulthood. We should await further

longitudinal analyses and studies with clinical diagnoses to corroborate these findings.

Previous research has consistently implicated cannabis in the development of clinical psychosis,
psychotic-like, schizotypal, and subclinical symptoms (Arseneault et al., 2002; Henquet et al., 2005;
Hides et al., 2009; Kuepper et al., 2011; Marconi et al., 2016; Miettunen et al., 2008; Moore et al.,
2007), including psychotic-like symptoms during adolescence (Bourque et al., 2018). Likewise,

cannabis use was significantly associated with psychotic-like symptoms in our sample of adolescents
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and adults, a relationship that remained significant after adjusting for covariates. Although we did not
measure clinical psychotic disorders, these findings indicate an important augmented risk, given the
amplified chance of transition to psychosis with subclinical symptoms (Kaymaz et al., 2012; Kuepper
et al., 2011). Adolescents overall had greater psychotic-like symptoms than adults, hence there was an
additive effect, resulting in adolescent users showing the greatest severity. Indeed, adolescent users’
mean PSl-a score was 75% higher than that of adult controls. However, age-group did not moderate the
impact of user-group. Thus, there was no evidence of synergistic vulnerability.

Our exploratory analyses suggested that there was a consistent pattern in depression, anxiety and
psychotic-like symptoms for those with and without severe CUD. Adolescent users with CUD
consistently had the highest mean across these three outcomes. Only adolescent users with severe CUD
significantly differed from other groups and only they had greater odds of having at least mild anxiety
or depression relative to the reference category, adult controls. When analysing users, adolescence and
severe CUD were additively and significantly associated with mental health symptoms, explaining why
adolescent users with severe CUD have the highest means. However, there were no significant
interactions, so severe CUD did not have a greater effect in adolescents than adults. Previous research
has shown that dependent use of cannabis is particularly strongly associated with mental health
problems (Braidwood et al., 2018; van der Pol et al., 2013), while non-dependent frequent use may not
be (Braidwood et al., 2018). Our exploratory findings add to these by demonstrating the relevance of
CUD to mental health problems in adolescence, despite the fact that user-group differences were absent
for anxiety and depression. This is important by virtue of adolescents’ heightened risk of developing
CUD and their greater likelihood of existing mental health problems. However, these results should be
interpreted cautiously as they were exploratory, the sub-group sample sizes were small (see table S11),
adjustment for covariates removed the significant effect of CUD-status on psychotic-like symptoms,

and the study was not designed to compare users with and without CUD.

Strengths and limitations

Direct comparisons of adolescent and adult cannabis users are rare. One major strength of this study is
its novel design in which four groups were compared: adolescent and adult cannabis users and age- and
gender-matched controls. Crucially our adolescent and adult users were matched on cannabis use
frequency and the proportions of each group who typically use strong herbal cannabis (i.e. skunk) were
similar. Controls had been exposed to limited cannabis or tobacco use, reducing unmeasured
confounding differences with users. Adult cannabis users had never used cannabis frequently before
age 18, ensuring adolescent development was not substantially impacted by cannabis. Recent
abstinence from alcohol and other drugs was biochemically verified. Furthermore, we pre-registered

our protocol and analyses and adjusted for pre-defined covariates.
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Due to the sampling methodology, the results cannot be interpreted as representative of the general
population. However, this approach was necessary in order to target frequent cannabis users and select
matched controls and maximise statistical power to test our hypotheses. This approach is common in
observational cannabis research (Morgan et al., 2012; van der Pol et al., 2013), where baseline levels
of illicit drug use are relatively low in the general population. Another limitation is the cross-sectional
nature of the analysis. As some previous studies imply there may be a time-lagged effect of cannabis
on mental health (Gobbi et al., 2019), this could contribute to our null findings. A further limitation is
that we did not conduct DSM clinical interviews for diagnoses of mental disorders; larger

epidemiological studies are needed to probe these relationships.

Inevitably, our adolescent users began using cannabis earlier than our adult users. Although we aimed
to recruit similar adolescent and adult users via matched gender, age and cannabis frequency, compared
demographics and adjusted for relevant covariates, it is still possible that people who initiate cannabis
use early in life are qualitatively different from those who initiate cannabis use later in life in ways we
did not account for. These pre-existing differences could have impacted our results. Crucially, however,
age-of-onset in adult users was not associated with mental health symptomatology and the extant
literature concerning these relationships is conspicuously mixed (Guttmannova et al., 2017; Lev-Ran
et al., 2014). Moreover, arguably, we cannot disaggregate current age, age-of-onset, and duration of
use. Triangulation of existing and future longitudinal research will allow conclusions about the impacts
of these specific, closely related exposure variables to be drawn. We have therefore followed up our
participants on four further testing occasions every 3 months over one year to provide a snapshot of a

developmental profile; these results will be provided in the future.

Conclusions

In sum, 16-17-year-olds were not at an interactively greater risk of cannabis-related mental health
problems, compared to 26-29-year-olds. This suggests that adolescents might not be more vulnerable
to cannabis harms than adults. More longitudinal research using the same is needed to further test this
suggestion. However, adolescents have an amplified risk of severe CUD relative to adults, which in
combination with being young, augments symptoms of mental ill health. Cannabis harm reduction

campaigns should therefore highlight the greater risk of addiction to cannabis during adolescence.

17



542
543
544
545
546
547
548
549
550
551
552
553
554
555
556
557
558
559
560

Acknowledgments

We would like to thank all of the CannTeen participants for giving up their time to participate. We
would also like to thank everyone who contributed to data collection, the staff at Invicro, and Sharinjeet
Dhiman.

Financial support

This work was supported by a grant from the Medical Research Council (MRC; award number
MR/P012728/1) to HVC and TPF. AB is supported by a fellowship from the National Institute for
Health Research UCLH Biomedical Research Centre and a NIHR Academic Clinical Fellowship. HVC
is supported by grants from the MRC, UK Department of Health and by the National Institute for Health
Research UCLH Biomedical Research Centre. MBW’s primary employer is Invicro LLC, a contract
research organisation which performs commercial research for the pharmaceutical and biotechnology
industries. MAPB is supported by grants from UK Research and Innovation, University College
London, the British Medical Association Foundation for Medical Research, and the National Institute
for Health University College London Hospitals Biomedical Research Centre

18



561
562
563
564
565
566
567
568
569
570
571
572
573
574
575
576
577
578
579
580
581
582
583
584
585
586
587
588
589
590
591
592
593
594
595
596
597
598
599
600
601
602
603
604
605
606

REFERENCES

American Psychiatric Association. (2013). DSM-5 Diagnostic Classification. In Diagnostic and
Statistical Manual of Mental Disorders.
https://doi.org/10.1176/appi.books.9780890425596.x00diagnosticclassification

Andréasson, S., Engstrom, A., Allebeck, P., & Rydberg, U. (1987). Cannabis and schizophrenia
a longitudinal study of Swedish conscripts. The Lancet, 330(8574), 1483—-1486.

Anthony, J. C., Warner, L. A, & Kessler, R. C. (1994). Comparative Epidemiology of
Dependence on Tobacco, Alcohol, Controlled Substances, and Inhalants: Basic Findings
From the National Comorbidity Survey. Experimental and Clinical Psychopharmacology.
https://doi.org/10.1037/1064-1297.2.3.244

Arseneault, L., Cannon, M., Poulton, R., Murray, R., Caspi, A., & Moffitt, T. E. (2002).
Cannabis use in adolescence and risk for adult psychosis: Longitudinal prospective
study. British Medical Journal. https://doi.org/10.1136/bmj.325.7374.1212

Babor, T., Higgins-Biddle, J. C., Saunders, J. B., & Monteiro, M. G. (2001). The Alcohol Use
Disorders Identification Test: Guidelines for use in primary care. Geneva: World Health
Organization.

Beck, Epstein, N., Brown, G., & Steer, R. A. (1988). An Inventory for Measuring Clinical
Anxiety: Psychometric Properties. Journal of Consulting and Clinical Psychology.
https://doi.org/10.1037/0022-006X.56.6.893

Beck, Steer, R. A., & Brown, G. K. (1996). Manual for the Beck depression inventory-Il. San
Antonio, TX: Psychological Corporation.

Blakemore, S. J., & Choudhury, S. (2006). Development of the adolescent brain: Implications
for executive function and social cognition. In Journal of Child Psychology and
Psychiatry and Allied Disciplines. https://doi.org/10.1111/j.1469-7610.2006.01611.x

Blest-Hopley, G., Colizzi, M., Giampietro, V., & Bhattacharyya, S. (2020). Is the adolescent
brain at greater vulnerability to the effects of cannabis? A narrative review of the
evidence. Frontiers in Psychiatry, 11, 859.

Bourque, J., Afzali, M. H., & Conrod, P. J. (2018). Association of cannabis use with adolescent
psychotic symptoms. JAMA Psychiatry, 75(8), 864—866.

Braidwood, R., Mansell, S., Waldron, J., Rendell, P. G., Kamboj, S. K., & Curran, H. V. (2018).
non-Dependent and Dependent Daily cannabis Users Differ in Mental health but not
Prospective Memory ability. Frontiers in Psychiatry, 9, 97.

Callaghan, R. C., Sanches, M., & Kish, S. J. (2020). Quantity and frequency of cannabis use in
relation to cannabis-use disorder and cannabis-related problems. Drug and Alcohol
Dependence, 217, 108271.

Chen, H., Cohen, P., & Chen, S. (2010). How big is a big odds ratio? Interpreting the
magnitudes of odds ratios in epidemiological studies. Communications in Statistics—
Simulation and Computation®, 39(4), 860—864.

Chen, O’Brien, M. S., & Anthony, J. C. (2005). Who becomes cannabis dependent soon after
onset of use? Epidemiological evidence from the United States: 2000-2001. Drug and
Alcohol Dependence. https://doi.org/10.1016/j.drugalcdep.2004.11.014

Chen, Storr, C. L., & Anthony, J. C. (2009). Early-onset drug use and risk for drug dependence
problems. Addictive Behaviors. https://doi.org/10.1016/j.addbeh.2008.10.021

Cousijn, J., Luijten, M., & Ewing, S. W. F. (2018). Adolescent resilience to addiction: a social
plasticity hypothesis. The Lancet Child & Adolescent Health, 2(1), 69—78.

19



607
608
609
610
611
612
613
614
615
616
617
618
619
620
621
622
623
624
625
626
627
628
629
630
631
632
633
634
635
636
637
638
639
640
641
642
643
644
645
646
647
648
649
650
651

Crippa, J. A,, Zuardi, A. W., Martin-Santos, R., Bhattacharyya, S., Atakan, Z., McGuire, P., &
Fusar-Poli, P. (2009). Cannabis and anxiety: a critical review of the evidence. Human
Psychopharmacology: Clinical and Experimental, 24(7), 515-523.

De Haan, L., Kuipers, E., Kuerten, Y., Van Laar, M., Olivier, B., & Cornelis Verster, J. (2011).
The rT-18: a new screening tool to assess young adult risk-taking behavior.
International Journal of General Medicine.

Degenhardt, L., Hall, W., & Lynskey, M. (2001). The relationship between cannabis use and
other substance use in the general population. Drug and Alcohol Dependence.
https://doi.org/10.1016/50376-8716(01)00130-2

Degenhardt, L., Hall, W., & Lynskey, M. (2003). Testing hypotheses about the relationship
between cannabis use and psychosis. Drug and Alcohol Dependence.
https://doi.org/10.1016/S0376-8716(03)00064-4

Di Forti, M., Sallis, H., Allegri, F., Trotta, A., Ferraro, L., Stilo, S. A., Marconi, A., La Cascia, C.,
Reis Marques, T., & Pariante, C. (2014). Daily use, especially of high-potency cannabis,
drives the earlier onset of psychosis in cannabis users. Schizophrenia Bulletin, 40(6),
1509-1517.

Dow-Edwards, D., & Silva, L. (2017). Endocannabinoids in brain plasticity: cortical
maturation, HPA axis function and behavior. Brain Research, 1654, 157-164.

Dragt, S., Nieman, D. H., Schultze-Lutter, F., van der Meer, F., Becker, H., de Haan, L.,
Dingemans, P. M., Birchwood, M., Patterson, P., Salokangas, R. K. R., Heinimaa, M.,
Heinz, A., Juckel, G., Graf von Reventlow, H., French, P., Stevens, H., Ruhrmann, S.,
Klosterkotter, J., & Linszen, D. H. (2012). Cannabis use and age at onset of symptoms in
subjects at clinical high risk for psychosis. Acta Psychiatrica Scandinavica.
https://doi.org/10.1111/j.1600-0447.2011.01763.x

Dumontheil, I. (2016). Adolescent brain development. In Current Opinion in Behavioral
Sciences. https://doi.org/10.1016/j.cobeha.2016.04.012

Ehlers, C. L., Gizer, I. R,, Vieten, C., Gilder, D. A., Stouffer, G. M., Lau, P., & Wilhelmsen, K. C.
(2010). Cannabis dependence in the San Francisco Family Study: Age of onset of use,
DSM-IV symptoms, withdrawal, and heritability. Addictive Behaviors.
https://doi.org/10.1016/j.addbeh.2009.09.009

Fergusson, D. M., & Horwood, L. J. (1997). Early onset cannabis use and psychosocial
adjustment in young adults. Addiction, 92(3), 279-296.

Fergusson, D. M., Horwood, L. J., & Swain-Campbell, N. R. (2003). Cannabis dependence and
psychotic symptoms in young people. Psychological Medicine.
https://doi.org/10.1017/50033291702006402

Freeman, T. P., & Lorenzetti, V. (2020). ‘Standard THC units’: a proposal to standardize dose
across all cannabis products and methods of administration. Addiction, 115(7), 1207—-
1216.

Freeman, T. P., & Winstock, A. R. (2015). Examining the profile of high-potency cannabis and
its association with severity of cannabis dependence. Psychological Medicine, 45(15),
3181-3189.

Gage, S. H., Hickman, M., Heron, J., Munafo, M. R., Lewis, G., Macleod, J., & Zammit, S.
(2015). Associations of cannabis and cigarette use with depression and anxiety at age
18: findings from the Avon Longitudinal Study of Parents and Children. PloS One, 10(4),
e0122896.

20



652
653
654
655
656
657
658
659
660
661
662
663
664
665
666
667
668
669
670
671
672
673
674
675
676
677
678
679
680
681
682
683
684
685
686
687
688
689
690
691
692
693
694
695
696
697
698

Galve-Roperh, I., Palazuelos, J., Aguado, T., & Guzman, M. (2009). The endocannabinoid
system and the regulation of neural development: potential implications in psychiatric
disorders. European Archives of Psychiatry and Clinical Neuroscience, 259(7), 371-382.

Galvez-Buccollini, J. A., Proal, A. C., Tomaselli, V., Trachtenberg, M., Coconcea, C., Chun, J.,,
Manschreck, T., Fleming, J., & Delisi, L. E. (2012). Association between age at onset of
psychosis and age at onset of cannabis use in non-affective psychosis. Schizophrenia
Research. https://doi.org/10.1016/j.schres.2012.06.007

Giedd, J. N., Blumenthal, J., Jeffries, N. O., Castellanos, F. X., Liu, H., Zijdenbos, A., Paus, T.,
Evans, A. C., & Rapoport, J. L. (1999). Brain development during childhood and
adolescence: a longitudinal MRI study. Nature Neuroscience, 2(10), 861-863.

Gobbi, G., Atkin, T., Zytynski, T., Wang, S., Askari, S., Boruff, J., Ware, M., Marmorstein, N.,
Cipriani, A., & Dendukuri, N. (2019). Association of cannabis use in adolescence and risk
of depression, anxiety, and suicidality in young adulthood: a systematic review and
meta-analysis. JAMA Psychiatry, 76(4), 426—434.

Guttmannova, K., Kosterman, R., White, H. R., Bailey, J. A., Lee, J. O., Epstein, M., Jones, T.
M., & Hawkins, J. D. (2017). The association between regular marijuana use and adult
mental health outcomes. Drug and Alcohol Dependence, 179, 109-116.

Hammersley, R., Jenkins, R., & Reid, M. (2001). Cannabis use and social identity. Addiction
Research & Theory, 9(2), 133—-150.

Hasin, D. S., Saha, T. D., Kerridge, B. T., Goldstein, R. B., Chou, S. P., Zhang, H., Jung, J.,
Pickering, R. P., Ruan, J., Smith, S. M., Huang, B., & Grant, B. F. (2015). Prevalence of
marijuana use disorders in the United States between 2001-2002 and 2012-2013. In
JAMA Psychiatry. https://doi.org/10.1001/jamapsychiatry.2015.1858

Hayatbakhsh, M. R., Najman, J. M., Jamrozik, K., Mamun, A. A., Alati, R., & Bor, W. (2007).
Cannabis and anxiety and depression in young adults: a large prospective study. Journal
of the American Academy of Child & Adolescent Psychiatry, 46(3), 408-417.

Henquet, C., Krabbendam, L., Spauwen, J., Kaplan, C., Lieb, R., Wittchen, H. U., & Van Os, J.
(2005). Prospective cohort study of cannabis use, predisposition for psychosis, and
psychotic symptoms in young people. British Medical Journal.
https://doi.org/10.1136/bm;j.38267.664086.63

Hides, L., Lubman, D. I., Buckby, J., Yuen, H. P., Cosgrave, E., Baker, K., & Yung, A. R. (2009).
The association between early cannabis use and psychotic-like experiences in a
community adolescent sample. Schizophrenia Research.
https://doi.org/10.1016/j.schres.2009.04.001

Hindocha, C., Freeman, T. P., & Curran, H. V. (2017). Anatomy of a joint: comparing self-
reported and actual dose of cannabis and tobacco in a joint, and how these are
influenced by controlled acute administration. Cannabis and Cannabinoid Research,
2(1), 217-223.

Hindocha, C., Norberg, M. M., & Tomko, R. L. (2018). Solving the problem of cannabis
quantification. The Lancet Psychiatry, 5(4), e8.

Hjorthgj, C., Posselt, C. M., & Nordentoft, M. (2021). Development over time of the
population-attributable risk fraction for cannabis use disorder in schizophrenia in
denmark. JAMA Psychiatry.

Horwood, L. J., Fergusson, D. M., Coffey, C., Patton, G. C., Tait, R., Smart, D., Letcher, P.,
Silins, E., & Hutchinson, D. M. (2012). Cannabis and depression: An integrative data
analysis of four Australasian cohorts. Drug and Alcohol Dependence.
https://doi.org/10.1016/j.drugalcdep.2012.06.002

21



699
700
701
702
703
704
705
706
707
708
709
710
711
712
713
714
715
716
717
718
719
720
721
722
723
724
725
726
727
728
729
730
731
732
733
734
735
736
737
738
739
740
741
742
743
744
745

Hosseini, S., & Oremus, M. (2019). The Effect of Age of Initiation of Cannabis Use on
Psychosis, Depression, and Anxiety among Youth under 25 Years. In Canadian Journal
of Psychiatry. https://doi.org/10.1177/0706743718809339

Jones, P. B. (2013). Adult mental health disorders and their age at onset. The British Journal
of Psychiatry, 202(s54), s5—s10.

Kaymaz, N., Drukker, M., Lieb, R., Wittchen, H.-U., Werbeloff, N., Weiser, M., Lataster, T., &
Van Os, J. (2012). Do subthreshold psychotic experiences predict clinical outcomes in
unselected non-help-seeking population-based samples? A systematic review and
meta-analysis, enriched with new results. Psychological Medicine, 42(11), 2239—-2253.

Kessler, R. C., Berglund, P., Demler, O., Jin, R., Merikangas, K. R., & Walters, E. E. (2005).
Lifetime prevalence and age-of-onset distributions of DSM-IV disorders in the National
Comorbidity Survey Replication. Archives of General Psychiatry, 62(6), 593—602.

Kieling, C., Baker-Henningham, H., Belfer, M., Conti, G., Ertem, I., Omigbodun, O., Rohde, L.
A, Srinath, S., Ulkuer, N., & Rahman, A. (2011). Child and adolescent mental health
worldwide: evidence for action. The Lancet, 378(9801), 1515—-1525.

Kuepper, R., Van Os, J., Lieb, R., Wittchen, H. U., Hofler, M., & Henquet, C. (2011). Continued
cannabis use and risk of incidence and persistence of psychotic symptoms: 10 Year
follow-up cohort study. BMJ. https://doi.org/10.1136/bmj.d738

Large, M., Sharma, S., Compton, M. T., Slade, T., & Nielssen, O. (2011). Cannabis use and
earlier onset of psychosis: a systematic meta-analysis. Archives of General Psychiatry,
68(6), 555-561.

Lawn, Mokrysz, C., Borissova, A., Lees, R., Petrilli, K., Bloomfield, M., Wall, M., Freeman, T.,
& Curran, H. V. (2020). OSF | cannTEEN: How does long-term cannabis use affect
teenagers’ and adults’ cognition, mental health and brains? https://osf.io/jg9qp/

Lawn, W., Mokrysz, C., Petrilli, K., Lees, R., Skumlien, M., Borissova, A., Ofori, S., Bloomfield,
M. A. P, Das, R. K., Wall, M. B., Freeman, T. P., & Curran, H. V. (2021). OSF |
Depression, anxiety, psychotic-like symptoms and addiction in teenagers and adults
who do and do not use cannabis. https://osf.io/9ufzb/

Le Strat, Y., Dubertret, C., & Le Foll, B. (2015). Impact of age at onset of cannabis use on
cannabis dependence and driving under the influence in the United States. Accident
Analysis and Prevention. https://doi.org/10.1016/j.aap.2014.12.015

Leadbeater, B. J., Ames, M. E., & Linden-Carmichael, A. N. (2019). Age-varying effects of
cannabis use frequency and disorder on symptoms of psychosis, depression and
anxiety in adolescents and adults. Addiction, 114(2).
https://doi.org/10.1111/add.14459

Leung, J., Chan, G. C. K., Hides, L., & Hall, W. D. (2020). What is the prevalence and risk of
cannabis use disorders among people who use cannabis? a systematic review and
meta-analysis. In Addictive Behaviors. https://doi.org/10.1016/j.addbeh.2020.106479

Levine, A,, Clemenza, K., Rynn, M., & Lieberman, J. (2017). Evidence for the risks and
consequences of adolescent cannabis exposure. Journal of the American Academy of
Child & Adolescent Psychiatry, 56(3), 214-225.

Lev-Ran, S., Roerecke, M., Le Foll, B., George, T. P., McKenzie, K., & Rehm, J. (2014). The
association between cannabis use and depression: a systematic review and meta-
analysis of longitudinal studies. Psychological Medicine, 44(4), 797.

Lopez-Quintero, C., Cobos, J. P. de los, Hasin, D. S., Okuda, M., Wang, S., Grant, B. F., &
Blanco, C. (2011). Probability and predictors of transition from first use to dependence
on nicotine, alcohol, cannabis, and cocaine: Results of the National Epidemiologic

22



746
747
748
749
750
751
752
753
754
755
756
757
758
759
760
761
762
763
764
765
766
767
768
769
770
771
772
773
774
775
776
777
778
779
780
781
782
783
784
785
786
787
788
789
790
791

Survey on Alcohol and Related Conditions (NESARC). Drug and Alcohol Dependence.
https://doi.org/10.1016/j.drugalcdep.2010.11.004

Lubman, D. I., Yiucel, M., & Hall, W. D. (2007). Substance use and the adolescent brain: a
toxic combination? Journal of Psychopharmacology, 21(8), 792—-794.

Manrique-Garcia, E., Zammit, S., Dalman, C., Hemmingsson, T., Andreasson, S., & Allebeck,
P. (2012). Cannabis, schizophrenia and other non-affective psychoses: 35 years of
follow-up of a population-based cohort. Psychological Medicine, 42(6), 1321-1328.

Marconi, A., Di Forti, M., Lewis, C. M., Murray, R. M., & Vassos, E. (2016). Meta-analysis of
the association between the level of cannabis use and risk of psychosis. Schizophrenia
Bulletin, 42(5), 1262-1269.

Mason, O. )., Morgan, C. J. M., Stefanovic, A., & Curran, H. V. (2008). The Psychotomimetic
States Inventory (PSI): Measuring psychotic-type experiences from ketamine and
cannabis. Schizophrenia Research. https://doi.org/10.1016/j.schres.2008.02.020

Meyer, H. C., Lee, F. S., & Gee, D. G. (2018). The role of the endocannabinoid system and
genetic variation in adolescent brain development. Neuropsychopharmacology, 43(1),
21-33.

Miettunen, J., Tormanen, S., Murray, G. K., Jones, P. B., Maki, P., Ebeling, H., Moilanen, .,
Taanila, A., Heinimaa, M., Joukamaa, M., & Veijola, J. (2008). Association of cannabis
use with prodromal symptoms of psychosis in adolescence. British Journal of
Psychiatry. https://doi.org/10.1192/bjp.bp.107.045740

Mokrysz, C., Freeman, T. P., Korkki, S., Griffiths, K., & Curran, H. V. (2016). Are adolescents
more vulnerable to the harmful effects of cannabis than adults? A placebo-controlled
study in human males. Translational Psychiatry, 6(11), e961-e961.

Moore, T. H. M., Zammit, S., Lingford-Hughes, A., Barnes, T. R. E., Jones, P. B., Burke, M., &
Lewis, G. (2007). Cannabis use and risk of psychotic or affective mental health
outcomes: a systematic review. The Lancet, 370(9584), 319-328.

Morgan, C. J. A,, Gardener, C., Schafer, G., Swan, S., Demarchi, C., Freeman, T. P.,
Warrington, P., Rupasinghe, I., Ramoutar, A., Tan, N., Wingham, G., Lewis, S., & Curra,
H. (2012). Sub-chronic impact of cannabinoids in street cannabis on cognition,
psychotic-like symptoms and psychological well-being. Psychological Medicine, 42(2),
391-400.

Murray, C. H., Huang, Z,, Lee, R., & de Wit, H. (2022). Adolescents are more sensitive than
adults to acute behavioral and cognitive effects of THC. Neuropsychopharmacology, 1-
8.

NDTMS. (2019). Alcohol and drug misuse and treatment statistics - GOV.UK.
https://www.gov.uk/government/collections/alcohol-and-drug-misuse-and-treatment-
statistics

NHS-Digital. (2018). Smoking, Drinking and Drug Use among Young People in England - NHS
Digital. https://digital.nhs.uk/data-and-information/publications/statistical/smoking-
drinking-and-drug-use-among-young-people-in-england

NHS-Digital. (2019). Statistics on Drug Misuse, England, 2019 - NHS Digital.
https://digital.nhs.uk/data-and-information/publications/statistical/statistics-on-drug-
misuse/2019

NIDA. (2020). Monitoring the Future Study: Trends in Prevalence of Various Drugs.

Patel, V., Flisher, A. J., Hetrick, S., & McGorry, P. (2007). Mental health of young people: a
global public-health challenge. The Lancet, 369(9569), 1302—-1313.

23



792
793
794
795
796
797
798
799
800
801
802
803
804
805
806
807
808
809
810
811
812
813
814
815
816
817
818
819
820
821
822
823
824
825
826
827
828
829
830
831
832
833
834
835
836
837
838

Paus, T., Keshavan, M., & Giedd, J. N. (2008). Why do many psychiatric disorders emerge
during adolescence? Nature Reviews Neuroscience, 9(12), 947-957.

Pedersen, W. (2008). Does cannabis use lead to depression and suicidal behaviours? A
population-based longitudinal study. Acta Psychiatrica Scandinavica, 118(5), 395-403.

Robinson, S. M., Sobell, L. C., Sobell, M. B., & Leo, G. |. (2014). Reliability of the Timeline
Followback for cocaine, cannabis, and cigarette use. Psychology of Addictive Behaviors.
https://doi.org/10.1037/a0030992

Schimmelmann, B. G., Conus, P., Cotton, S. M., Kupferschmid, S., Karow, A., Schultze-Lutter,
F., McGorry, P. D., & Lambert, M. (2011). Cannabis use disorder and age at onset of
psychosis—a study in first-episode patients. Schizophrenia Research, 129(1), 52-56.

Schoeler, T., Theobald, D., Pingault, J.-B., Farrington, D. P., Coid, J. W., & Bhattacharyya, S.
(2018). Developmental sensitivity to cannabis use patterns and risk for major
depressive disorder in mid-life: findings from 40 years of follow-up. Psychological
Medicine, 48(13), 2169-2176.

Schubart, C. D., Van Gastel, W. A., Breetvelt, E. J., Beetz, S. L., Ophoff, R. A., Sommer, I. E. C.,
Kahn, R. S., & Boks, M. P. M. (2011). Cannabis use at a young age is associated with
psychotic experiences. Psychological Medicine.
https://doi.org/10.1017/5003329171000187X

Shaffer, D. R., & Kipp, K. (2010). Developmental psychology: Childhood and adolescence.
Wadsworth/Cengage Learning.

Sheehan, D. V., Lecrubier, Y., Sheehan, K. H., Amorim, P., Janavs, J., Weiller, E., Hergueta, T.,
Baker, R., & Dunbar, G. C. (1998). The Mini-International Neuropsychiatric Interview
(M.I.N.1.): The development and validation of a structured diagnostic psychiatric
interview for DSM-IV and ICD-10. Journal of Clinical Psychiatry.

Smetana, J. G., & Villalobos, M. (2009). Social Cognitive Development in Adolescence. In
Handbook of Adolescent Psychology.
https://doi.org/10.1002/9780470479193.adlpsy001008

Stefanis, N. C., Delespaul, P., Henquet, C., Bakoula, C., Stefanis, C. N., & Van Os, J. (2004).
Early adolescent cannabis exposure and positive and negative dimensions of psychosis.
Addiction. https://doi.org/10.1111/j.1360-0443.2004.00806.x

Tomko, R. L., Baker, N. L., McClure, E. A., Sonne, S. C., McRae-Clark, A. L., Sherman, B. J., &
Gray, K. M. (2018). Incremental validity of estimated cannabis grams as a predictor of
problems and cannabinoid biomarkers: Evidence from a clinical trial. Drug and Alcohol
Dependence, 182, 1-7.

Troisi, A., Pasini, A., Saracco, M., & Spalletta, G. (1998). Psychiatric symptoms in male
cannabis users not using other illicit drugs. Addiction, 93(4), 487—-492.

UNODC. (2020). World Drug Report. United Nations.

van der Pol, P., Liebregts, N., de Graaf, R., Ten Have, M., Korf, D. J., van den Brink, W., & van
Laar, M. (2013). Mental health differences between frequent cannabis users with and
without dependence and the general population. Addiction, 108(8), 1459-1469.

Van Os, J., Bak, M., Hanssen, M., Bijl, R. V, De Graaf, R., & Verdoux, H. (2002). Cannabis use
and psychosis: a longitudinal population-based study. American Journal of
Epidemiology, 156(4), 319-327.

Volkow, N. D., Koob, G. F., Croyle, R. T., Bianchi, D. W., Gordon, J. A., Koroshetz, W. J., Pérez-
Stable, E. J., Riley, W. T., Bloch, M. H., & Conway, K. (2018). The conception of the ABCD
study: From substance use to a broad NIH collaboration. Developmental Cognitive
Neuroscience, 32, 4—7.

24



839
840
841
842
843
844
845
846
847
848
849
850
851
852
853
854
855
856
857
858
859
860
861
862
863
864
865
866

Von Sydow, K., Lieb, R., Pfister, H., Hofler, M., & Wittchen, H. U. (2002). What predicts
incident use of cannabis and progression to abuse and dependence? A 4-year
prospective examination of risk factors in a community sample of adolescents and
young adults. Drug and Alcohol Dependence. https://doi.org/10.1016/S0376-
8716(02)00102-3

Wagner, F. A., & Anthony, J. C. (2002). From first drug use to drug dependence:
Developmental periods of risk for dependence upon marijuana, cocaine, and alcohol.
Neuropsychopharmacology. https://doi.org/10.1016/50893-133X(01)00367-0

Wittchen, H. U., Jacobi, F., Rehm, J., Gustavsson, A., Svensson, M., Jonsson, B., Olesen, J.,
Allgulander, C., Alonso, J., Faravelli, C., Fratiglioni, L., Jennum, P., Lieb, R., Maercker, A.,
van Os, J., Preisig, M., Salvador-Carulla, L., Simon, R., & Steinhausen, H. C. (2011). The
size and burden of mental disorders and other disorders of the brain in Europe 2010.
European Neuropsychopharmacology.
https://doi.org/10.1016/j.euroneuro.2011.07.018

Xue, S., Husain, M. |, Zhao, H., & Ravindran, A. V. (2020). Cannabis Use and Prospective
Long-Term Association with Anxiety: A Systematic Review and Meta-Analysis of
Longitudinal Studies: Usage du cannabis et association prospective a long terme avec
I’'anxiété: une revue systématique et une méta-analyse d’études |. The Canadian
Journal of Psychiatry, 0706743720952251.

Zammit, S., Allebeck, P., Andreasson, S., Lundberg, |., & Lewis, G. (2002). Self reported
cannabis use as a risk factor for schizophrenia in Swedish conscripts of 1969: historical
cohort study. Bmj, 325(7374), 1199.

Zeisser, C., Thompson, K., Stockwell, T., Duff, C., Chow, C., Vallance, K., lvsins, A., Michelow,
W., Marsh, D., & Lucas, P. (2012). A ‘standard joint’? The role of quantity in predicting
cannabis-related problems. Addiction Research & Theory, 20(1), 82-92.

25



Figure 1. Bar charts showing means, error bars representing 95% confidence intervals around the mean, and distribution of the data in
adolescent controls (n=63) and users (n=76), and adult controls (n= 64) and users (n=71) for (a) Beck depression inventory (BDI) scores.
Adolescents have greater BDI scores than adults (***p<0.001 adjusted and unadjusted), no difference between users and controls, and no
interaction. (b) Beck Anxiety Inventory (BAI) scores. Adolescents have greater BAI scores than adults (***p<0.001 adjusted and unadjusted), no
difference between users and controls, and no interaction. (c) Psychotomimetic Symptoms Inventory-adapted (PSlI-a) scores. Adolescents have
greater PSl-a scores than adults (**p=0.001 unadjusted, p=0.015 adjusted), and users have greater PSI-a scores than controls (**p=0.01
unadjusted, p=0.014 adjusted). (d) Percentage of adolescent and adult users with and without severe cannabis use disorder (CUD). Adolescents
were more likely to have severe CUD than adults (***p<0.001 unadjusted, p=0.004 adjusted). In (a-c) controls are shown by black circles and
dark grey bars; users are shown by green/grey crosses and light green/grey bars with diagonal stripes. In (d) the percentage of participants with
severe CUD is shown by the black bar and the percentage of participants without severe CUD is shown by the grey bar.
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Table 1. Summary of participant demographics. Sociodemographic and non-cannabis drug use variables for adolescent controls, adolescent
users, adult controls, and adult users. Group differences are highlighted in the final column, *p<0.05, **p<0.01, ***p<0.001. SES (maternal
education) has data missing for one adolescent user, one adolescent control, three adult users, and one adult control. Ethnicity has one adolescent
user missing. Alcohol frequency and AUDIT scores include participants who have not consumed alcohol within the last 12 weeks and they are
assigned zero. SES=socioeconomic status, RT-18=Risk-Taking 18, AUDIT=Alcohol use disorders identification test. For continuous data mean
(SD) [median, minimum-maximum] is shown, for categorical data n (%) is shown.

Adolescent Adolescent user Adult control Adult user Group differences
control (n=63) (n=76) (n=64) (n=71)
Gender
Male 31 (49.2%) 38 (50.0%) 31 (48.4%) 38 (53.5%)
Female 32 (50.8%) 38 (50.0%) 33 (51.6%) 33 (46.5%)
Age (years) 17.1 (0.5) [17.1, 17.1(0.5) [17.1, 27.4 (1.0) [27.3, 27.6 (1.2) [27.3, Adults >
16.1-18.0 16.2-18.0] 26.0-30.0] 26.0-30.0] adolescents***
Ethnicity
White 40 (63.5%) 51 (68.0%) 41 (64.1%) 45 (63.4%)
Mixed 7 (11.1%) 15 (20.0%) 3 (4.7%) 8 (11.3%)
Asian 10 (15.9% 2 (2.7%) 15 (23.4%) 11 (15.5%)
Black 2 (3.2%) 4 (5.3%) 2 (3.1%) 6 (8.5%)
Other 2 (3.2%) 3 (4.0%) 2 (3.1%) 1 (1.4%)
Prefer not to say 2 (3.2%) 0 (0.0%) 1 (1.6%) 0 (0.0%)
SES
Mother’s education below 26 (41.9%) 31 (41.3%) 36 (57.1%) 37 (54.4%)
undergraduate degree
Mother’s education 36 (58.1%) 44 (58.7%) 27 (42.9%) 31 (45.6%) Adolescents > adults *
undergraduate degree or above
RT-18 9.1(4.1)[10.0,0.0- 11.4(3.1)[11.0,3.0- 7.6(4.1)[7.0,0.0- 8.8(3.9)]8.0, Users > controls***
17.0] 18.0] 16.0] 3.0-17.0] &
Adolescents >
adults***
Alcohol, 0.7 (0.8) [0.4,0.0— 0.6 (0.6) [0.4, 0.0- 1.4(1.0)[1.4,00- 1.5(1.4)[0.9,0.0 Adults>
use 3.7] 3.3] 5.3] - 6.8] adolescents***
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frequency

(days/week)
AUDIT 43(35)[4.0,00- 65(4.6)[6.0,00- 55(4.2)[5.0,0.0- 6.0(4.3)[5.0, Users > controls **
13.0] 18.0] 22.0] 0.0-18.0]
Tobacco,
daily use
No 61 (96.8%) 66 (86.8%) 62 (96.9%) 62 (87.3%)
Yes 2 (3.2%) 10 (13.2%) 2 (3.1%) 9 (12.7%) Users > controls **
Other illicit
drug use,
monthly
use
No 61 (96.8%) 31 (40.8%) 63 (98.4%) 53 (74.6%)
Yes 2 (3.2%) 45 (59.2%) 1 (1.6%) 18 (25.4%) Users > controls***

&
Adolescent users >
adult users***
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Table 2. Cannabis use variables for adolescent controls, adolescent users, adult controls, and adult users. Group differences are highlighted in
the final column, *p<0.05, **p<0.01, ***p<0.001. Amount of cannabis used on a day of use has data missing for three adult users. CUDIT-
R=cannabis use disorder identification test revised. For continuous data mean (SD) [median, minimum-maximum] is shown, for categorical data
n (%) is shown.

Adolescent Adolescent user Adult control Adult user Group differences
control (n=63) (n=76) (n=64) (n=71)
Ever used cannabis
(controls)
No 8 (12.7%) NA 2 (3.1%) NA
Yes 55 (87.3%) NA 62 (96.9%) NA Adult controls >
adolescent controls*
Cannabis, number of 3.4(2.8)[2.0,0.0- NA 4.5 (3.1) [4.0, NA Adult users >
lifetime uses (controls) 10.0] 0.0-10.0] adolescent users*
Cannabis, time since NA 2.4(2.6)[1.6,0.5— NA 2.5(4.6) [1.0,0.5
last use (days) (users) 14.0] - 35.0)
Cannabis, age of first NA 14.6 (1.1) [14.7,11.0 NA 18.0 (2.9) [17.9,  Adult users >
ever use (years) —16.6] 13.0 - 25.0] adolescent users*
(users)
Cannabis, use NA 3.7(2.0)[3.4,0.8 - NA 4.1(1.9)[3.8,0.8
frequency (days/week) 6.9] -6.9]
(users)
CUDIT-R NA 15.4 (5.6) [5.0-27.0] NA 11.9 (4.8) [3.0- Adolescent users >
26.0] adult users***
Number of users who NA 69 (90.8%) NA 59 (83.1%)
most commonly use
strong herbal cannabis
(i.e. ‘skunk’)
Cannabis, amount NA 1.1 (0.8) [1.0,0.1 - NA 0.6 (0.7) [0.4, Adolescent users >
used on a day of use 4.0] 0.03 -3.5,n=68] adult users*

(grams) (users)
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Table 3. Descriptive statistics for the four outcome variables. BDI=Beck depression inventory, BAl=Beck anxiety inventory, PSI-

a=Psychotomimetic states inventory-adapted, DSM-5 CUD=Diagnostic and statistical manual of mental disorders-5 cannabis use disorder. Mean
(SD) [median, minimum — maximum] are shown. **p<0.01, ***p<0.001.

Adolescent control (n=63) Adolescent user (n=76)

Adult control (n=64)

Adult user (n=71)

Group differences

BDI 9.90 (7.13) [10.00, 0.00- 12.71 (8.34) [11.00, 1.00- 7.30 (7.04) [5.00, 0.00- 7.94 (8.06) [6.00, 0.00- Adolescents > adults***
33.00] 41.00] 28.00] 31.00]
BAI 11.37 (8.93) [10.00, 0.00- 13.13 (10.34) [10.50, 0.00-  7.86 (5.54) [8.00, 0.00- 7.54 (7.45) [5.00, 0.00- Adolescents > adults***
39.00] 46.00] 24.00] 32.00]
PSl-a 23.05 (14.30) [21.00, 1.00- 32.71 (20.93) [29.00, 2.00- 18.53 (15.40) [16.00, 0.00-  23.07 (17.04) [18.00, 2.00-  Adolescents > adults** &
67.00] 97.00] 64.00] 78.00] Users > controls**
Severe
DSM-5
CUD:
No 38 (50.0%) 58 (81.7%)
Yes 38 (50.0%) 13 (18.3%) Adolescent user > adult

user***
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Table 4. Summary of regression results. Do the exposure variables (user-group and age-group, and their interaction) significantly predict the
outcome variables? Severe CUD models were run only in users (n=147, adjusted models n=143). Depression and anxiety n=274, adjusted
models n=268. Psychotic-like symptoms n=273, adjusted model n=267. Adjusted terms are from models including pre-defined covariates:
gender, socioeconomic status (SES), risk taking (RT-18), daily smoking, alcohol use disorder identification test (AUDIT) and other drug use.
The best models never included the interaction term, hence there are no adjusted interaction terms. CUD=cannabis use disorder; NA=not
applicable; b=unstandardized beta; OR=0dds ratio.

Severe CUD (n=147)

Depression (n=274)

Anxiety (n=274)

Psychotic-like symptoms
(n=273)

User-group

Age-group

User-group X age-group

Adjusted user-group

Adjusted age-group

NA

Yes (OR=4.462, p<0.001)

NA

Yes (OR=3.474, p=0.004)

No

Yes (b=3.766, p<0.001)

No

No

Yes (b=3.915, p<0.001)

No

Yes (b=4.627, p<0.011)

No

No

Yes (b=4.528, p<0.001)

Yes (b=7.121, p=0.001)

Yes (b=3.130, p=0.001)

No

Yes (b=6.004, p=0.014)

Yes (b=5.509, p=0.015)
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