Utah Department of Health 
Guidance on the Suggested Use of Medical Cannabis 
Autism

There is insufficient evidence to support or refute the conclusion that medical cannabis or cannabinoids are effective or ineffective in the treatment of co-morbid symptoms of agitation in individuals with autism spectrum disorder. 

The core diagnostic features of Autism Spectrum Disorder (ASD) [endnoteRef:1] include: [1:  American Psychiatric Association.  Diagnostic and Statistical Manual of Mental Disorders,  Fifth Edition DSM-5. (2019) pp 50-59.
] 

1. Persistent deficits in social communication and social interactions including difficulty communicating thoughts and feelings, deficits in social-emotional reciprocity, non-verbal communication, and adjusting behaviors to suit variable social contexts;
2. Restricted, repetitive interests or behaviors; and
3. Onset during childhood

ASD may be accompanied by co-morbid symptoms and conditions including:
1. Agitation (self-injury, disruptive behaviors)
2. Disrupted sleep
3. Feeding issues
4. Co-occurring psychiatric symptoms/diagnoses (anxiety, specific phobia, obsessive compulsive disorder, ADHD, major depressive disorder, oppositional defiant disorder, psychotic disorders)
5. Epilepsy

As of March 2021, there is no evidence from clinical trials to support the conclusion that medical cannabis or cannabinoids are useful or effective in the treatment of the core symptoms of Autism Spectrum Disorder (ASD).  

There are limited observational reports (Aran et al., 2018 [endnoteRef:2]; Schleider et al., 2019 [endnoteRef:3]; Barchal et al., 2019 [endnoteRef:4]) and one placebo-controlled trial (Aran et al. 2021 [endnoteRef:5]) showing possible short-term benefits of an orally-administered cannabidiol-predominant cannabis extract preparation with a CBD:THC ratio of 20:1, in the treatment of co-morbid problems with agitation and other severe behaviors in children and young adults with ASD that have been refractory to standard treatments.   [2:  Lihi Bar-Lev Schleider, Raphael Mechoulam, Naama Saban, Gal Meiri, Victor Novack.  Real life Experience of Medical Cannabis Treatment in Autism:Analysis of Safety and Efficacy.  Nature. 2019, 9:200 | DOI:10.1038/s41598-018-37570-y.
]  [3:  Dana Barchel, Orit Stolar, Tal De-Haan, Tomer Ziv-Baran, Naama Saban, Danny Or Fuchs, Gideon Koren, Matitiahu Berkovitch.  Oral Cannabidiol Use in Children With Autism Spectrum Disorder to Treat Related Symptoms and Co-morbidities.  Frontiers in Pharmacology. 2019, Volume 9, Article 1521
]  [4:  Adi Aran, Hanoch Cassuto, Asael Lubotzky, Nadia Wattad, Esther Hazan.  Brief Report: Cannabidiol-Rich Cannabis in Children with Autism Spectrum Disorder and Severe Behavioral Problems—A Retrospective Feasibility Study Journal of Autism and Developmental Disorders (2019) 49:1284–1288 https://doi.org/10.1007/s10803-018-3808-2
]  [5:  Adi Aran, Moria Harel, Hanoch Cassuto, Lola Polyansky, Aviad Schnapp, Nadia Wattad, Daphna Golan, Xavier Castellanos.  Cannabinoid treatment for austism: a proof-of-concept randomnized trial.  Molecular Autism (2021) 12:6. https://doi.org/10.1186/s13229-021-00420-2
] 


There are no clinical data regarding the long-term safety or efficacy of cannabis or cannabinoids in the treatment of co-morbid symptoms of agitation or other severe behavioral problems in individuals with ASD    

Based on very limited short-term clinical data outlined above, and no clinical studies looking at long-term efficacy or safety, the Cannabinoid Product Board concludes that currently there is insufficient evidence to support or refute the conclusion that medical cannabis or cannabinoids are effective or ineffective in the treatment for co-morbid symptoms of agitation in individuals with autism spectrum disorder. 

Co-morbid agitation and other severe behavioral problems in individuals with ASD can be very challenging to manage and may not adequately respond to non-pharmacologic, and FDA-approved pharmacologic interventions.   Because of the severity of symptoms, lack of adequate response, and side-effects from other treatments, some individuals and/or their caretakers may consider using cannabis-based products for the management and control of agitation and complex behavioral problems associated with ASD that are not adequately managed with usual treatments.

If the decision is made to attempt to manage agitation and other complex behavioral problems in an individual with ASD using cannabis/cannabinoid preparations, the healthcare provider, the individual (if possible), and their caretakers should understand the following prior to proceeding:
1. There are no clinical trials evaluating the long-term effectiveness and safety of using any cannabis-based medicines in the treatment of agitation associated with ASD;
2. Use of cannabinoid products containing THC during critical periods of child and adolescent brain development may result in short-term and/or long-term adverse effects on neurocognitive functions including learning, memory, and attention [endnoteRef:6],[endnoteRef:7]; [6:  Dharmapuri S, Miller K, Klein JD. Marijuana and the Pediatric Population. Pediatrics. 2020 Aug;146(2):e20192629
]  [7:  Patrícia Schonhofen, Ivi Juliana Bristot, José Alexandre Crippa, Jaime Eduardo Cecílio Hallak, Antônio Waldo Zuardi, Richard B Parsons, Fábio Klamt.  Cannabinoid-Based Therapies and Brain Development: Potential Harmful Effect of Early Modulation of the Endocannabinoid System.  CNS Drugs. 2018 Aug;32(8):697-712. doi: 10.1007/s40263-018-0550
] 

3. Use of cannabis-based medicines containing THC may result in the development of psychosis which may or may not be reversible[endnoteRef:8],[endnoteRef:9]; [8:  Di Forti M, et al. The contribution of cannabis use to variation in the incidence of psychotic disorder across Europe (EU-GEI): a multicentre case-control study. Lancet Psychiatry. 2019 May;6(5):427-436.
]  [9:  Manrique-Garcia E, et al. Prognosis of schizophrenia in persons with and without a history of cannabis use. Psychol Med. 2014;44(12):2513–2521
] 

4. Individuals with ASD may be more likely to develop cannabis-related psychosis than those who do not have ASD;
5. The onset of psychosis due to THC may not be immediate and may not show up for months to years after starting treatment with THC-containing cannabis preparations;
6. Detection of symptoms of psychosis due to the use of THC-containing cannabis preparations in individuals with ASD may be delayed and be more difficult to detect due to the core problems with communication that characterize individuals with ASD;
7. There may be undiagnosed underlying conditions feeding co-morbid symptoms of agitation in individuals with ASD that may respond to appropriate non-cannabinoid interventions, sparing the costs and risks of the unnecessary use of cannabis/cannabinoids;
8. The single placebo-controlled study that showed possible benefit of using a cannabis extract in management of co-morbid agitation associated with ASD used a CBD-predominant oral preparation containing a CBD:THC ratio of 20:1 [endnoteRef:10]; [10:  Adi Aran, Moria Harel, Hanoch Cassuto, Lola Polyansky, Aviad Schnapp, Nadia Wattad, Daphna Golan, Xavier Castellanos.  Cannabinoid treatment for austism: a proof-of-concept randomnized trial.  Molecular Autism (2021) 12:6. https://doi.org/10.1186/s13229-021-00420-2

] 


Based on observational data and the single placebo-controlled trial referenced above, the following may be considered as a possible starting point for use of medical cannabis for treatment of comorbid agitation in individuals with ASD:

· Suggested chemotype: Chemotype III, CBD predominant (20:1) CBD:THC ratio
· Dose form: Cannabis extract prepared for oral or sublingual use 
· Route: Sublingual drops 
· Starting dose and titration: Dose range for efficacy is likely quite variable depending on unknown or unpredictable individual patient factors. In the placebo controlled trial the following dose titration regimen was used[endnoteRef:11]:                                   [11:  ibid] 

	Starting dose: 1 mg/kg/d CBD (and 0.05 mg/kg/d THC). 
	Titration: increase dose by 1 mg/kg/d CBD (and 0.05 mg/kg/d THC) every other 	day up to 10 mg/kg body weight per day CBD (and 0.5 mg/kg/d THC) for 	children weighing 20–40 kg or 7.5 mg/kg/d CBD (and 0.375 mg/kg/d THC) for 	weight > 40 kg. 
	Maximum dose: 420 mg CBD and 21 mg THC per day divided into 3 daily doses.  
· Slower, more gradual up-titration than every 2 days, with careful monitoring for adverse reactions and desired clinical outcomes, may be more appropriate in real-world nonclinical-trial settings.
· Careful monitoring for difficult-to-detect adverse reactions from use of cannabis-based products including psychosis, should be done by a provider with clinical expertise assessment and management of patients with ASD and co-morbid conditions.

The Cannabinoid Product Board specifically recommends against the use cannabinoid products containing high amounts of THC in individuals with ASD due to the pre-existing increased risk of psychosis in individuals with ASD, and lack of any clinical data supporting the use of cannabis products containing high amounts of THC in individuals with ASD.

The Cannabinoid Product Board also recommends caution when using cannabidiol, or cannabidiol-predominant cannabis products for the treatment of comorbid symptoms of ASD due to the lack of data regarding long-term risks and benefits of such use in individuals with ASD.  

IMPORTANT NOTE: As always, in the event of significant side effects, stop use of medical cannabis until side effects have resolved, and then reduce to previous, best-tolerated dose. To avoid unwanted psychoactive side effects, “start low and go slow” especially when using cannabis products for the first time or using new dosages or types of products. 
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