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Pathophysiology
Endogenous cannabinoids bind to cannabinoid 
receptors
CB1 receptor in the brain and CB2 in the enteric 
nervous system
CB1: CNS and affect gastric secretion, motility, 
inflammation and sensation
CB2: enteric nerves and lymph tissue.

THC is an effective antiemetic
● It activates CB1 receptors and 

noncompetitively inhibits emetogenic 5-HT3 
receptors. 

● It may inhibit 5-HT release via presynaptic CB1 
receptors. 

● CB1 receptors in the medulla inhibit gastric 
motor function and pro-emetic DA activity in the 
CNS. 

As cannabinoids are highly lipophilic, they can 
accumulate in the CNS and in peripheral adipose 
tissue. And/ or genetic differences in P450 system 
slow THC metabolism resulting in accumulation 
over time.

Take-home Message
Treatment for CHS is evolving. Current, limited data 
suggests benzodiazepines, antipsychotics, and 
capsaicin as leading efficacious treatment options. Of 
these treatments, capsaicin is cost-effective, is not 
habit forming, works in thirty minutes, can be used on 
patients of all ages, and is associated with few serious 
side effects.

The Case of the Heavy Heaver
● 36yo woman with a history of anxiety, depression, 

3Gm/ day cannabis use for the past 17 years, and 
cyclical nausea and vomiting (N+V) for the past 8 
years refractory to OTC and outpatient treatment, 
previously relieved by hot showers, now admitted 
for worsening N+V. 

● Fluids & B-vitamins were replenished
● Consults: GI, neuro, & psychiatry (for depression)
● Tests: MRI head, EGD, barium swallow, 

colonoscopy were all WNLs. Labs unremarkable. 
● We recommended capsaicin cream, and the 

patient experienced a complete remission of N+V. 
● She was then transferred to the MHU for treatment 

of depression.

“It’s Legal Now”
Cannabis is the most widely used illicit drug 
in the US. The rapidly changing legal 
landscape may increase the number of 
users dramatically. In states where cannabis 
has been legalized, the incidence of CHS 
has increased significantly, in one state to 
the point of doubling since legalization. Case 
reports of fatalities related to complications 
of CHS have been reported.

What explains the paradox of CHS?
● Downregulation, desensitization, or internalization 

of CB1 receptors in response to chronic use. 
● CB1&2 receptors are linked to the HPA axis and 

are thought to mediate release of the anterior 
pituitary hormones and corticotrophin. 

● Disturbance in this axis caused by CB1 and CB2 
over activation causes CHS.

The role of the TRPV1 nociceptor: 
● This is a PNS receptor which neighbors the CB1 

receptor. 
● It is involved in the pain relief experienced in 

endocannabinoid stimulation and body heat 
regulation.

● Downregulation of receptors from repetitive use 
causes a decrease in its stimulation, and causes 
gastric slowing, nausea, and emesis. 

● Capsaicin binds to and stabilizes TRPV1
● (TRPV1 involvement also explains why hot 

showers provide temporary relief.)
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Diagnosis
● Abdominal pain, nausea, vomiting;
● Heavy, chronic, daily cannabis use with 

plant matter, vape, wax & synthetics; 
● Not reported with edibles
● Negative medical work-up;
● Lasts 24-48 hours typically, and as long 

as 7-10 days;
● Relief occurs with hot showers/ bath;
● Resolves with cannabis cessation;
● Positive UDS;
● Male predominance.

Management
● Cannabis cessation is the only standard 

treatment. 
● Avoid opioids.
● If known CHS history and low suspicion 

for emergent pathology, avoid imaging, 
radiation, invasive procedures. 

● Supportive therapy: IV fluids, 
benzodiazepines, antipsychotics, 
metoclopramide, ondansetron, 
diphenhydramine

● Hot showers/ baths
● Capsaicin cream to abdomen or back of 

arms which can be used as first line 
treatment in cases of clear diagnosis


