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Evidence Review

(to support update to cannabis and psychosis website)

Target population: Youth who are using or considering using cannabis.
Target condition: Negative impacts of cannabis use on mental health; in particular, psychosis.

Methodology: Comprehensive review of the literature in Pubmed (National Library of Medicine)
and Web of Science (Clarivate Analytics) around each question with weighting of literature
found based on the grade of evidence. The focus was on locating systematic reviews and larger
cohort studies from 2011 onward with a focus on the previous 3 years that were open access to

allow for links on the website that could be accessed by any interested individual.

Overview

Research has shown that regular cannabis use impacts both psychosis development and the
course of psychotic illness. Psychosis is a break with reality characterized by hallucinations,
false beliefs (delusions), impaired thinking and what is called negative symptoms that include
lack of motivation, lack of energy, and decreased thought processes. Importantly, a psychotic
illness can have significant effects on an individual’s overall functioning. Cannabis use can
cause a temporary psychotic episode in susceptible individuals. Unfortunately, those who have
had a “bad trip” on cannabis are at high risk for later development of a psychotic disorder (Shah

et al,, 2017, Starzer et al., 2017). Regular cannabis use can also impact the development of a
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more chronic life-long psychotic disorder in at risk individuals and is associated with an

earlier age of onset of psychosis. However, there is currently no way to clearly identify who is at
risk of developing psychosis with cannabis use. Regular cannabis use after development of a
psychotic illness worsens symptoms and long term outcomes. We now have substantial
evidence for a link between cannabis use in adolescence and development of psychosis later in
life (National Academies of Sciences and Medicine, 2017). Based on focus groups performed
as part of a media campaign (weedmyths.ca) developed by the Nova Scotia Early Psychosis
Program (NSEPP), this update was designed as a serious of questions, as one of the themes
from the focus group of 15 year olds was that they did not want to be ‘preached to’ or told what

to do. Examples of these questions are quoted in this evidence review.

Effect on the developing brain:

“So, you may be asking why does cannabis use affect mental health especially when use starts
as a teenager?” Our current understanding of how cannabis impacts the development of
psychosis is linked to the role that cannabis receptors play in brain development (Crocker and
Tibbo, 2015). The human brain develops from birth up to about age 25 with maturity being
achieved a bit earlier in females than males which is directly related to an earlier onset of
puberty in females in general (Herting et al., 2014). The prefrontal cortex is among the last
regions to mature. The sequence of brain development is important for timing of the incidence
of psychosis as this brain region is most involved in personality, decision making and social
behavior. In the developing brain, endocannabinoid receptors (CBR) are used to form correct
neuronal connections (Jacobus and Tapert, 2014). Plant cannabinoids such as THC and CBD
bind to CBRs and research suggests that the large amount of signal that comes from inhaling or
ingesting cannabis overwhelms the normal brain development process (Lu and Mackie, 2016,
Crocker and Tibbo, 2015). Synthetic cannabinoids may be significantly worse based on new
preclinical work showing they may permanently alter the expression pattern of dopamine

receptors as well (Aguilar et al., 2018). The reason adults over 25 are not at the same risk as
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adolescents is that these cannabinoid receptors change their expression pattern at the end

of brain development from primarily expression on white matter to primarily expression on grey
matter (Crocker and Tibbo, 2015, Lu and Mackie, 2016). Endocannabinoids continue to play a
role in neurogenesis; however, as CBR and particularly CB, receptors also act as a neurogenic
niche and this role of supporting brain stem cells is maintained in adults (Diaz-Alonso et al.,
2012, Rodrigues et al., 2017).

Association with psychosis onset:

“So how do we know that cannabis use is associated with an increased risk for the development
of psychosis?” The association of psychosis development with cannabis use is based on
epidemiological studies examining cannabis use particularly in adolescence and later in life
psychiatric profiles in the same individuals, that encompass outcomes for hundreds of
thousands of people (Malone et al., 2010). Some of the reports stand out for their design such
as the first large epidemiological study in a group of 45, 570 Swedish conscripts in 1987
(Andreasson et al., 1987) to a study in 2002 that studied over 4000 individuals who were
confirmed psychosis-free and measured whether they used cannabis; then these researchers
followed these study subjects for years. This group found that cannabis use increases the risk
of developing a psychotic disorder in individuals who were psychosis-free (van Os et al., 2002).
Further studies have been done all showing the same outcome, cannabis use in adolescence
increases the possibility of developing a psychotic disorder. There is high grade
epidemiological evidence in the literature now, so fewer studies of this nature are being
conducted, however a recent meta-analysis also confirms this association with the level of
cannabis use and development of psychosis (Marconi et al., 2016). Even when prodromal
symptoms are adjusted for, there is still an association of cannabis use with psychosis
development with a threshold of 5 or more lifetime uses (Mustonen et al., 2018). All of this high

grade evidence led the National academies of Sciences and Engineering in the US to label the
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association of cannabis use with psychosis development as the only medical effect of
cannabis to be supported by substantial evidence (National Academies of Sciences and
Medicine, 2017).

Risk factors and Impact on age of onset of psychosis:

“So, what do we know about risk factors for development of psychotic disorders with cannabis
use?” The risk of psychosis development with cannabis use varies from an estimated 4x to 12x
depending on factors such as family history of mental iliness, age at which cannabis use starts
and THC content of the cannabis (National Academies of Sciences and Medicine, 2017). Other
risk factors that may add to the developmental risk in combination with cannabis use are
trauma, migration status, and urbanicity but the interactions are less clear. When these factors
are controlled for cannabis use is still a contributing factor to the development of psychosis on
its own (Lgberg et al., 2014, Henquet et al., 2005). There is currently no way to identify who is at
risk of developing psychosis with cannabis use either as a single episode or a full psychotic
disorder. To date only a few risk factors have been identified. Some studies show an
association with risk of psychosis development being increased by having a first degree relative
with a mental illness (Bhatia et al., 2016, Proal et al., 2014). The age at which cannabis use is
started another factor. People who use regular cannabis in their early teenage years (<age 15)
are at greater risk of developing psychosis and at a younger age. The threshold of use that
needs to be exceeded to be at risk is unclear as neuroimaging work has shown effects of
cannabis use on brain structure with non-regular recreational use (Gilman et al., 2014, Orr et al.,
2016) Meta-analyses have confirmed a relationship between the use of cannabis and an earlier
onset of schizophrenia spectrum psychotic disorders; these studies conclude that this widely
found association is unlikely to be due to variations in the study methods used or poor quality of
studies (Large et al., 2011, Myles et al., 2016). This has recently been further supported by
another large naturalistic study which found the only factor associated with earlier onset of

psychosis was cannabis use (Helle et al., 2016). The earliest onset is associated with another
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risk factor which is higher THC content cannabis strains (e.g. ‘skunk’); an average of 6 years
earlier onset (Di Forti et al., 2014). This association is so strong that it may be to blame for
London, England having one of the highest rates of psychosis incidence in the world (Di Forti et
al.,, 2015). Additionally, high THC, low CBD strains are also thought to be risky (Fischer et al.,
2017). A recent study also shows an association between early age of starting tobacco
smoking and early use of cannabis, and a more rapid escalation of use in people who go on to
develop a psychotic disorder (Pauselli et al., 2018). Overall, this knowledge has led to the
development of lower risk cannabis use guidelines that strongly suggest starting cannabis use
later in life (Fischer et al., 2017).

The interplay between a psychotic break and a bad trip:

“How can you know if you're experiencing psychosis or just a bad high?” This is a challenging
point to explain to individuals who are less aware of what psychosis is. A “bad trip” from
cannabis use has some of the same symptoms as a psychotic break. Cannabis use can cause a
temporary psychotic episode in some people. Unfortunately, individuals who have experienced a
bad trip or drug-induced psychotic episode associated with cannabis are at higher risk for
developing a psychotic disorder. Recently published work suggests that having a bad trip on
cannabis is more directly associated with developing schizophrenia or bipolar disorder than
other illicit substances; 47.4% of those who experience drug induced psychosis with cannabis
(95% Cl=42.7-52.3) convert to either schizophrenia or bipolar disorder (Starzer et al., 2017).
Interestingly, the conversion to schizophrenia was within 3 years while the bipolar conversion
occurred within an average of 4.4 years (Starzer et al., 2017) There is also recent encouraging
data showing complete abstinence after a single first bad trip (substance induced psychosis)
resulted in no further psychiatric conditions (Shah et al., 2017). Additionally, there may be a
linkage between individuals experiencing greater psychotic experiences with cannabis use

having a greater likelihood for cessation of cannabis use (Sami et al., 2018).




Ongoing cannabis use influences disease course in individuals diagnosed with psychosis:

“What about use in people who have already been diagnosed with a psychotic disorder?”
Ongoing cannabis use in people with psychotic disorders has been shown to be associated with
more frequent relapses, more frequent hospitalizations, worse depressive symptoms and in
some studies, greater positive symptoms in users compared to non-users with psychosis
(Schoeler et al., 2016, Patel et al., 2016, Hadden et al., 2016, Toftdahl et al., 2016). Longer term
follow-up in patients suggest that after the first year in an early intervention service (a time when
symptoms will often stabilize), cannabis use may be associated with poorer outcomes than

cocaine and methamphetamine abuse (Ouellet-Plamondon et al., 2017).

Gender differences:

“Did you know that there are sex differences in how we react to cannabis?” It is well known
from drug use surveys that males tend to use more recreational drugs than females ((CTADS),
2015). Unfortunately, this may be masking some troubling trends that are being newly
researched. In early phase psychosis, females usually have a later age of onset than males.
However, while not well studied yet, female cannabis users may actually develop an earlier
onset of psychosis (Allegri et al., 2013). There is also evidence that females who use cannabis
may be less likely to quit and they report a lower quality of life than male cannabis users
(Crocker and Tibbo, 2018). More research needs to be done on this topic. While there are
gender differences that may exist with cannabis use and psychosis there is no current evidence

for socioeconomic or ethnic differences.

Cannabis effects on co-occurring psychiatric conditions:

“What about those psychiatric conditions that can co-occur with psychosis?” People with

psychosis can also have other psychiatric conditions. Overall, there is more research to be done
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examining co-occurring disorders but our current understanding is that cannabis use can
increase the risk for depression and some forms of anxiety disorder in people with psychosis
(van der Meer and Velthorst, 2015). Ongoing cannabis use may also worsen symptoms of

already diagnosed depression in individuals with psychosis (Hadden et al., 2016).

The adolescent use of cannabis may impact the development of anxiety and depression later in
life. This field of research has very mixed results in part due to studies of weaker design such
as those that include anyone who ever reported trying cannabis in their lifetime as a cannabis
user and others that do not control for other substance use (Danielsson et al., 2016). Some
groups have addressed these concerns by conducting meta-analyses that remove studies with
weaker designs; and when this is done the body of research around depression, pooling data
from 14 studies, demonstrated that cannabis use at early ages, particularly heavy use, was
associated with an increased risk of depression (Lev-Ran et al., 2014). Cannabis use in
adolescence may also increase the risk of suicide (Agrawal et al., 2017, Silins et al., 2014). A
meta analysis examining the association between anxiety and cannabis use noted that the
studies which adjusted for substance use, education and family situation found that adolescent
cannabis use was associated with anxiety in young adulthood (Kedzior and Laeber, 2014).
Further, recent well designed studies show that cannabis use is positively associated with
symptoms of depression and, when begun in adolescence, can increase the risk of developing
depression (Agrawal et al., 2017, Gage et al., 2015, Kerlin et al., 2018). It should be noted,
however, that the strengths of these associations are not as strong as the association of daily or

near daily adolescent cannabis use with psychosis development.

The addictive potential of cannabis:

“Can cannabis use cause addiction?” The answer is “Yes” (Blanco et al., 2016, Silins et al.,
2014). On a scale of addiction potential, cannabis is assigned a low addictive potential value,
often ranked with caffeine. An analogy can be made between the numbers of individuals

requiring their morning cup of coffee and the potential number of individuals addicted to




8

cannabis. Cannabis use disorders may affect up to 30% of cannabis users (Hasin et al.,

2015). We do know that younger age of starting cannabis use and use of high THC (also known
as high potency) cannabis can increase the risk for developing a cannabis use disorder.
Unfortunately, we do not currently have effective treatments for cannabis use disorders (Sabioni
and Le Foll, 2018). This may become a greater concern as there is a movement towards
managing opiod addictions with cannabis use (Hall et al., 2018, Reddon et al., 2018, Reiman et
al.,, 2017, Vyas et al., 2018). This is an approach for which there is not yet sufficient data to
support its efficacy (Hall et al., 2018, National Academies of Sciences and Medicine, 2017,
Olfson et al., 2017, Zielinski et al., 2017, Franklyn et al., 2017)

Individuals who are dependent on cannabis will also experience withdrawal symptoms when
they stop using such as anxiety, a strong sense of uneasiness, sleep disturbances, irritability,
loss of appetite and in some cases, aggressive behavior(Sabioni and Le Foll, 2018, Smith et al.,
2013).

Changes in cannabis potency over time:

Potency of cannabis was examined. While there are some methodological concerns around
measurement techniques, it is estimated that in the 1970s cannabis contained <1.5% THC
(EISohly et al., 2000). By the 1980s, this amount had risen to 3.3% THC (ElSohly et al., 2000). By
the 1990s, a small further increase to 4.3% THC had occurred (EISohly et al., 2000). The
amount of THC had jumped to 8% by the 2000s and 14.3% by the 2010s (EISohly et al., 2016,
Potter et al., 2018). Current estimates of THC potency are up to 28% and higher (Di Forti et al.,
2015). This is important as it has been postulated that the earlier age of psychosis onset is
attributable to this rise in THC content; an increase in the incidence of psychosis has been

observed in regions where high potency cannabis is more prevalent and recent work has
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demonstrated that increases in potency are a factor in increasing admissions for drug
treatment (Freeman et al., 2018, Di Forti et al., 2015, Di Forti et al., 2014).

Motives for Cannabis use:

“Why do we smoke cannabis?” The reasons for taking cannabis vary from individual to
individual and even use to use. Motivation to use can be broadly categorized. Enhancement
motives can be thought of as adding excitement to your life and is often a motivation for initial
recreational drug use. Social and conformity motives are two additional peer related categories
that can influence use. Coping is a motive that is often applied to cannabis use in relation to
self-soothing of negative states such as anxiety, depression, stress and even psychosis.

Routine is an additional category of motive, a motive that can be avoided if individuals have
activities and interests in their lives. There has been some recent research reported on
motivations to use cannabis, including a systematic review (Schlossarek et al., 2016). This
overview suggested that early onset of use (11-15 years of age), regular use that was not related
to social motives, and use to cope with stressful life events were all risk factors for developing a
cannabis use disorder. Conformity motives predicted use of cannabis but not dependence.
Coping may be a motive more often used by women when deciding to use cannabis (Tu et al.,
2008),while routine and conformity are often motives for men to use cannabis (Tu et al., 2008).
Most concerning is recent evidence that use patterns in adolescence are not only leading to
psychosis development but also potentially increasing the severity of the schizophrenia
spectrum disorder (Shahzade et al., 2018). Additionally, there are studies that suggest having a
mental illness might be a risk factor for developing a cannabis use disorder but these were
mixed. This makes it unclear if people use cannabis to self-medicate in relation to their mental

disorder.
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