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A review of the current medical literature recognizes
cannabinoid hyperemesis syndrome (CHS) as recurrent
episodes of heavy nausea and vomiting with clinical
stability and symptomatic resolution between episodes
[1]. A prerequisite for CHS is the use of cannabis or
cannabinoid-containing products. Two distinct phases
make up CHS: a long prodromal phase (often lasting
several years) with chronic bouts of nausea, abdominal
pain, and fear of vomiting, and an active intractable hy-
peremetic phase [1]. During the hyperemetic phase of
CHS, patients present acutely in a hospital setting and
are discharged after empiric treatment with antiemet-
ic medications. Patients find themselves with acute
symptom relapse and have multiple hospital admissions
with similar presentations. From the current literature
review, only in complete abstinence from cannabis or
cannabinoid-containing products can patients have res-
olution of symptoms [1].

We present a unique treatment approach, explor-
ing the use of haloperidol as an effective treatment for
a severe case of CHS.

A previously healthy 20-year-old black woman ar-
rived at the emergency department (ED) with a 3-day
history of nausea associated with multiple episodes of
intractable non-bilious, non-bloody vomiting, accompa-
nied by severe diffuse abdominal cramping. She had
previously been hospitalized 7 times for this presenta-
tion and had numerous unremarkable diagnostic tests.
The patient admitted to previous episodes of cyclical
vomiting that continue to occur every month and last
up to several hours. The symptoms were not related
to her menstrual cycle. This patient had no family his-
tory of such a disorder. The patient admitted to smok-
ing marijuana several times daily for the last 8 years.
She denied any concomitant alcohol use or history of
eating disorder. Vital signs on admission were signifi-
cant for a heart rate of 99 bpm and decreased blood

pressure of 100/60 mm Hg. Blood work was remark-
able for a mild reactive leukocytosis of (16.8 x 10°/1)
and notable for hypokalaemia of 3.0 mmol/l. All other
laboratory investigations were unremarkable including
COVID-19 testing, computed tomography (CT) of the ab-
domen and pelvis, stool occult blood, and Helicobacter
pylori testing. The patient underwent upper endoscopy,
which was also unremarkable. Despite acute manage-
ment involving the administration of intravenous fluids,
antiemetics, and prompt electrolyte repletion, the pa-
tient continued to experience intractable nausea and
vomiting. The patient was then given haloperidol 5 mg
IV for her intractable emesis, which resulted in sympto-
matic resolution of her nausea, vomiting, and abdom-
inal pain within 1 h. Upon discharge the patient was
instructed to continue close follow-up with her primary
care physician and gastroenterologist. The patient was
additionally referred to a community substance abuse
clinic for further treatment. The patient remains ab-
stinent from marijuana and has revealed symptomat-
ic resolution following cannabis cessation at 6-week
follow up.

CHS most typically presents in the acute hyperemet-
ic stage, and it is often overlooked in the emergency
department. Only after obtaining a detailed history of
long-term cannabis use, cyclical vomiting, and compul-
sive hot water bathing does a clinician consider CHS as
a possible diagnosis. CHS is made up of 3 phases: a pro-
dromic, a hyperemetic, and a recovery phase [1]. The
prodromal phase usually lasts months or even years,
with most patients developing nausea, a persistent fear
of vomiting, and abdominal pain. During this stage us-
ers end up relying on cannabis more to alleviate the
effects of the nausea [1]. During the hyperemetic phase,
patients present acutely with intractable nausea, vom-
iting, and retching. Patients often use hot water bath-
ing as a last resort to achieve relief before presenting
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to the ED. The reason this may be effective is due to
the dose-dependent hypothermic effects of cannabi-
noids and their cross-regulation with the cannabinoid
CB1-receptors in the hypothalamus, which regulates
body temperature [2]. Patients present to the ED in this
phase, which can lead to an unnecessary increase in
healthcare costs through extensive workups including
baseline labs like blood cell counts, blood glucose lev-
els, liver function tests, imaging: abdominal X-ray, com-
puterized tomography, and ultrasound, and procedures
including esophagogastroduodenoscopy (EGD) and co-
lonoscopy [3, 4].

Biochemically, tetrahydrocannabinol (THC) is the ac-
tive ingredient in cannabis, it has been proposed that
lipophilic properties and extended half-life may explain
how CHS occurs when toxic levels accumulate [5]. The
exact pathophysiology of CHS remains undetermined.
It has been suggested that cannabinoids (CBs) cause
slowing of enteric motility and chronic stimulation of
cannabinoid 1 receptors (CB1Rs) leading to receptor
downregulation, which may play a paradoxical role in
increasing emesis in CHS [6].

The duration of time that the majority of cannabis
users developed CHS was after 1 year of daily use, and
the recurrence of cyclic vomiting was reported in 100%
of these patients [7]. The demographic patient sub-pop-
ulation most likely to develop CHS were young adult
males, with an average age of 24 years [7]. Given the
significant difficulty in diagnosing patients with CHS
there was a mean delay of symptom onset to diagnosis
of 4 years [7].

Complete cessation of cannabinoid use has been
identified as the only reliable treatment for CHS, based
on a comprehensive literary review of CHS from January
2000 to September 2015 [8]. Optimal treatment for CHS
may extend beyond empiric antiemetic therapy, with
recent evidence that haloperidol is superior to ondan-
setron for the acute treatment of CHS. Patients treated
with haloperidol achieved a significant reduction from
baseline abdominal pain and nausea 2 h after treat-
ment [9]. The role of haloperidol in the treatment of
CHS can be explained by the crosstalk between dopa-
mine 2 receptor (D2R) and CB1R, which explains why
anti-dopaminergic receptor antagonists are of therapeu-
tic value in treating the syndrome [9, 10].

In addition, it has been shown that haloperidol has
been effective in the management of gastroparesis in
the emergency department [11]. Some antiemetics such
as metoclopramide, promethazine, and haloperidol are
believed to antagonize D2 and D3 receptor in the me-
dulla, which targets emesis provocation from the area
postrema [11]. Based on the current literature, halop-
eridol may be the cornerstone drug in treating CHS pa-

tients who have failed to respond to other conservative
management.

Although the direct mechanism responsible for the
symptoms of intractable nausea and vomiting is still
unclear, haloperidol is an effective method of treatment
for the hyperemetic phase of CHS and can be used as
an adjunct to empiric antiemetic therapy. The most re-
liable treatment for CHS is complete cessation of can-
nabinoids. Further research is needed to understand
the underlying pathophysiology of CHS with a special
focus on haloperidol to reduce hospital admissions and
length of stay.
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