STEM Anxiety and Mood Disorders: Surveillance - August 2024
Objective and Search Period

To identify new eligible studies of cannabis for anxiety and mood disorders, we searched Ovid
MEDLINE ALL, PsycINFO, and the Cochrane Database of Systematic Reviews for studies
published from January 2023 to April 2024.

Surveillance Update

Our updated searches identified 34 unique citations. After review, we included 4 studies in 5
publications.’® Table 1 summarizes the study characteristics and results of new eligible studies
evaluating cannabis for anxiety and mood disorders.

Anxiety Disorders

We identified 3 studies (in 4 publications) assessing cannabis for anxiety disorders; 1 quasi-

experimental study?® and 2 observational studies.>*

e The quasi-experimental study conducted by Bidwell and colleagues evaluated the effects of
commercially available cannabis products (9-tetrahydrocannabinol [THC] and cannabidiol
[CBD]) on anxiety symptoms over 4 weeks.? The authors also conducted a longitudinal study
assessing daily data on sleep quality among study participants for 30 days.® All study
participants had mild anxiety.? The study arms comprised the use of cannabis, specifically
THC-dominant, balanced CBD and THC, or CBD-dominant cannabis flower use, and no
cannabis use.? We assessed this study as being at high risk of bias (RoB) due to an imbalance
in participant characteristics between groups, a small sample size, and the potential for off-
protocol cannabis use.

e Murphy and colleagues analyzed data from the UK Medical Cannabis registry to compare the
outcomes of people using prescribed cannabis-based medicinal products (dried flower
preparations, oil preparations, or both) for the treatment of anxiety.* We assessed this study
as being at high RoB due to the absence of a no-use comparator group and concern over the
level of incomplete patient-reported outcomes measures (around 50%).

e Stack and colleagues conducted a retrospective observational study in Australia to evaluate
different formulations of medicinal cannabis on anxiety disorder symptoms.! This interim
analysis of data from the CA Clinics Observational Study (CACOS) examined the
effectiveness and adverse events of 5 medicinal cannabis formulations: CBD only, CBD
dominant, balanced CBD and THC, THC dominant, and THC only.! We assessed this study as
being at high RoB due to the absence of a no-use comparator group, the exclusion of more
than 50% of participants because of inadequate data for the effectiveness analysis, and the
author's conflict of interest.

In general, people with anxiety tended to improve over time, and while people who used
cannabis may have experienced greater improvements than people who did not use cannabis in
1 study,? concerns about the high RoB of the new studies limits our ability to make any robust
conclusions on the effectiveness and safety of cannabis for anxiety disorders.



Bipolar Disorder

We identified 1 new randomized controlled trial (RCT) evaluating the use of 150 mg to 300 mg

per day of CBD as an adjunctive treatment for bipolar depression.®

e Pinto and colleagues compared the effects of CBD on depression symptoms in participants
with bipolar disorder experiencing major depressive episodes, with an RCT conducted in
Brazil over a period of 12 weeks.®> The primary outcome measure was the change in
Montgomery-Asberg Depression Rating Scale (MADRS) scores from baseline to week 8.> We
assessed this study as being at high RoB due to unclear allocation concealment,
randomization sequence generation, the small sample size, and author conflict of interest.

Overall, participants in both groups (CBD and placebo) reported improvements in depression
over time; there were no significant differences between groups.®> Again, concerns about the
high RoB of the new RCT limits our ability to make any robust conclusions on the effectiveness
and safety of cannabis for depression in people with bipolar disorder.

Surveillance Recommendation

The findings of the newly included studies would not significantly alter the conclusions of the
previous report, therefore STEM reviewers have determined a surveillance report will be
sufficient at this time rather than a full update of the living systematic review.



Table 1. Study Characteristics and Results of New Eligible Studies for Anxiety and Mood Disorders

Citation Study Design Population Relevant Summary Results

Trial Identifier Risk of Bias Cannabis Use Outcomes

Setting Study Duration Comparator

Anxiety

Bidwell et al., 202422 | Quasi-experimental | 361 participants with mild o Anxiety « All participants experienced significant
NCT03491384 study, with an anxiety (> 5 on GAD-7 scale) « Sleep quality improvements in anxiety over the study

Single city in the US
(participants
recruited from the
community)

observational
substudy

High RoB

4 weeks

Participants were randomly
assigned to 1 of 3 cannabis
flower product groups: THC-
dominant (n = 105), 1:1
THC:CBD (n = 95) and CBD-
dominant (n = 117)

Non cannabis users (n = 44)

period

Participants who used CBD-dominant

cannabis experienced the largest

reductions in anxiety over a 4-week

period, compared to those who used

THC-dominant cannabis or who did not

use cannabis

o CBD-dominant cannabis use was also
associated with improved sleep

Murphy et al., 20244
Not reported

National medical
cannabis registry in
the UK

Prospective cohort
study

High RoB
12 months

302 participants prescribed
CBMPs for GAD

o Qils (n =43)

o Dried flower (n = 167)

o Both (n=92)

o Anxiety

o Quality of life
« Sleep quality
o AEs

Statistically significant improvements
were observed in anxiety, sleep quality,
and most domains of quality of life in
participants treated with CBMPs for 12
months

Participants prescribed oil-only treatment
were more likely to have a clinically
significant improvement in anxiety at 12
months

Level of CBD or THC did not appear to
be associated with increased benefit

o Most AEs were mild to moderate

Stack et al., 20231
Not reported

Network of medical
cannabis prescribers
in Australia

Retrospective,
observational study

High RoB

Varied, with a
median

568 participants using
medicinal cannabis for an
anxiety disorder, including
PTSD; 198 people had data on
effectiveness

o Anxiety

o Depression

« Fatigue

o Sleep
disturbance

In general, participants using CBD-only
and balanced formulations experienced
significant improvements in self-reported
anxiety, depression, fatigue, and social
participation




Citation
Trial Identifier
Setting

Study Design
Risk of Bias
Study Duration

Population
Cannabis Use
Comparator

Relevant
Outcomes

Summary Results

observational
period of 154 days

« Social role and
activity
participation

o AEs

e The inclusion of THC in a formulation
was associated with gastrointestinal AEs,
specifically dry mouth and nausea

Bipolar disorder with major depressive disorder

Pinto et al., 2024°>
NCT03310593

Single teaching
hospital in Brazil

Randomized,
double-blinded,
placebo-controlled
pilot trial

High RoB

12 weeks

35 participants with bipolar |
disorder or bipolar Il disorder
with a current major depressive
episode randomized to
cannabidiol (n = 19) or placebo
(n=16)

o Depression

» Response and
remission

« Quality of life

o Anxiety

« Bipolar disorder
symptoms,
including mania

o AEs

All participants experienced significant
improvements in depression over the
study period

« There were no statistically significant
differences between groups for
depression, other outcomes (including
mania), or AEs

Exploratory analysis in 11 people who did
not exhibit an early response and who
had an increased dose showed significant
improvements in depression from week 2
to week 8 compared with those in the
placebo group

Abbreviations. AE: adverse event; CBD: cannabidiol; CBMP: cannabis-based medicinal product; GAD-7: generalized anxiety disorder; PTSD: posttraumatic
stress disorder; RoB: risk of bias; THC: A-9-tetrahydrocannabinol.
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