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Objectives

Review cannabis, cannabinoids, and the endocannabinoid system

Evaluate current evidence for cannabis in PTSD & anxiety disorders

Appreciate side effects and potential risks of cannabis

Employ useful clinical knowledge on cannabis use



Cannabinoids

Schedule 1 -» Schedule 3
Flavonoids
Terpenes
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Endocannabinoid System

A Concentration of cannabinoid type 1 (CB1) and 8 | CB1 receptor concentration in the brain and clinical effects
cannabinoid type 2 (CB2) receptors in the body of exogenous cannabinoids

Cerebral cortex

i Q“?IU“ (_B 1, _(82 ila-;.\( gangli 17

Cerebellar cortex

v N;pothal.xmm

Amygdala

Brain stem

Hippocampus

Kansagara, D., Terry, G., Ayers, C., & D’Souza, D. (2026). Cannabis and Mental Health. JAMA Internal Medicine, 186(5),



Cannabis Use Among Individuals
with PTSD & Anxiety

e 1in 5 adults with PTSD report daily cannabis use
e > 0of people using cannabis for mental health endorse
using for anxiety

Use Commonly Reported for:
e Sleep
e Nightmares
e Hyperarousal

Va.gov: Veterans Affairs (2014) Cannabis Use and PTSD Among Veterans. Available at:
https://www.ptsd.va.gov/professional/treat/cooccurring/marijuana_ptsd_vets.asp#:~:text=Epidemiology%200f%20Cannabis%20Use%20and,18%2D44%20(5).
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Blyth, L.G., Seal, C., Sorkhou, M. et al. A Systematic Review of Cannabis and Anxiety: Chicken or Egg?. Curr Addict Rep 12, 35

(2025). https://doi.org/10.1007/s40429-025-00650-x
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For further details, visit us at www.CannabisEvidence.org
Ayers et al. Cannabis for anxiety and mood disorders. The Systematically Testing the Evidence on Marijuana Project; 2025.

Funding provided by the U.S. Department of Veterans Affairs (VA) Office of Rural Health. Go to www.RuralHealth.va.gov to learn more.



Evidence for PTSD?
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Research Limitations

Variations in cannabinoid & terpene composition
Limited current measurement/assessment standards
Expectancy Bias

Lack of longitudinal studies
Underrepresentation Systematic reviews and

mata-analyses of RCTs* A

Randomzed
controlled trials

I
Chuality of

sk of bias
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o Casa reports, casa studies Higher
Mechanishc studies

Edilorials, expen opsnion



Guideline Recommendations

e Department of Veterans Affairs &
Department of Defense

e American Psychiatric Association

e National Academies of Science,
Engineering, and Medicine

e Cochrane

Not enough evidence to recommend cannabis as a treatment for PTSD or anxiety



Patient'Counseli

Should someone stop using cannabis?

Continue to offer gold-standard treatments
Risks/Adverse effects
Cannabis Use Disorder
Withdrawal
Contraindications
Harm Reduction

Hill ML, Kline AC, Saraiya TC, Gette J, Ruglass LM, Norman SB, Back SE, Saavedra LM, Hien DA, Morgan-Lépez AA. Cannabis use and trauma- focuse d
treatment for co-occurring posttraumatic stress disorder and substance use disorders: A meta-analysis of individual patient data. J Anxiety Disord.
2024 Mar;102:102827. doi: 10.1016/j.janxdis.2024.102827. Epub 2024 Jan 10. PMID: 38266511; PMCID: PMC11138203.
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Patient Counseling’

The pharmacology of cannabis

— SyOKing/vaping

Sublingual/oromucosal
— Oral
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Drug-drug interactions

Penn State CANN-DIR

Hepatic CYP450 metabolism

High-dose CBD

o >300mg daily
THC

o >30mgq daily

Table 4, Cannabinoid Interactions With Psychoactive Medications

Medicatian

Cannabis/THC/CBD effect on the diug

Antidepressants

Amitriptyline,
desipramineg,
and imipramine

Cltalopram and
escitalopram

Antiepileptics
Carbamaneping

Clabazam

Valproic acid
Benzodiazepines

Clanazepanm,
diazeparm,
and lorazepam

Dpioids

Buprenorphing

Imhibits cytachrame P450 2C 19 and cytochrome P450
J00G, ncreases diig level: drug and THE both increase
antichalinengic effects (eq, tachycardia)

Increase adverse effects, presumably via cytochrome
P450 2C19 inhibition

Inhibits metabotism dnd moreases doug bevel

CED inhdbits cybothnpme P50 219, increases
drusg lewel

Elevated liver enzymies, sariable change in drug level

Both THC and CRD mhibit cytochrame P50 144,
while CBD inhibits UDP-glucwranosyitransterase 287,
increases drug level and risk of sedation

Inhibits cytochrome P450 344 and increases drag levels

Hsu, M. et al. (2025) ‘Therapeutic use of cannabis and cannabinoids’, JAMA, 335(4), p. 345. doi:10.1001/jama.2025.19433.






