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The utility of droperidol in the treatment of cannabinoid hyperemesis syndrome
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ABSTRACT

Introduction: Cannabinoid hyperemesis syndrome (CHS) can be characterized by recurrent paroxysmal
episodes of intractable nausea and vomiting, abdominal pain, and compulsive hot showers/baths with
symptom relief, on the background of chronic cannabis use. We reported the use of droperidol in the
management of CHS.

Methods: We performed a retrospective review of electronic medical records of Emergency
Department presentations to a single tertiary level metropolitan hospital between January 2006 and
December 2016 using search keywords: “cannabis”, “cannabinoid”, “cannabis”, “hyperemesis”, and
“droperidol”. A secondary search of pharmacy droperidol dispensing records was cross matched with
electronic medical record data. We reviewed each record to determine if the presentation met previ-
ously published diagnostic criteria for CHS. Data were dichotomised into presentations with droperidol
administered or not administered. The primary outcome was defined as the total length of hospital
stay. Secondary outcomes measures included time until discharge following last drug administration,
and the total number of antiemetic dosages administered.

Results: Six-hundred and eighty-nine records were identified and 76 met CHS diagnostic criteria.
Thirty-seven presentations were treated with droperidol and 39 were not. Droperidol treatment group
median length of stay was significantly lower compared to the no droperidol treatment group (6.7 vs.
13.9 hours, p=.014). Median time to discharge after final drug administration in the droperidol treat-
ment group was 137 minutes (IQR 65, 203) vs. the no droperidol treatment group of 185 minutes (IQR
149, 403). The most frequent dosage of droperidol used was 0.625mg intravenously. The frequency of
ondansetron (n=100) and metoclopramide (n=27) in the no droperidol treatment group was double
that of the droperidol group.

Conclusions: Use of droperidol to treat CHS associated nausea and vomiting resulted in less overall
use of antiemetics and reduced length of stay.
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Introduction however, these conclusions are drawn from small case ser-
ies [4].

Droperidol is an antipsychotic belonging to the butyro-
phenone class which also includes haloperidol. It is effective
when used to treat nausea and vomiting in the ED [10]. In
addition, droperidol is often used for postoperative nausea
and vomiting with proven efficacy [11]. Droperidol is com-
monly used in Australia and other parts of the world for
acute psychosis, agitation, and as an anti-emetic [12,13]. In
December 2001, the United States Food and Drug
Administration (FDA) issued a black box warning for droperi-
dol due to the increased risk of QT prolongation and poten-

Cannabinoid hyperemesis syndrome (CHS) has been increas-
ingly recognised over the last two decades [1]. It should be
suspected when there are symptoms and signs including
recurrent paroxysmal episodes of cyclical nausea and intract-
able vomiting, abdominal pain, and compulsive hot showers/
baths with symptom relief, on the background of chronic
cannabis use [2]. CHS can be overlooked and underdiag-
nosed because of overlapping symptoms with other diagno-
ses [3]. Patients often present to the Emergency Department
(ED) for analgesia, rehydration therapy and anti-emetics.
There are multiple retrospective case studies looking at

the use of pharmaceuticals for the treatment of CHS related
nausea and vomiting, including haloperidol, topical capsaicin,
benzodiazepines, propranolol and tricyclic anti-depressants
(TCAs) [4-8]. Clinicians often use commonly prescribed anti-
emetics, such as metoclopramide and ondansetron; however,
they are largely ineffective [9]. A recent systematic review
reported benefit from the use of haloperidol and capsaicin;

tial dysrhythmia which has limited its use by clinicians in the
US [12]. However, larger studies [13,14] demonstrated that
droperidol is safe and effective for the treatment of agitation
in ED patients. Doses used in these studies (10-20 mg) are
much larger than commonly used antiemetic doses. In add-
ition, the development of Torsades des Pointes from pro-
longed QT is multifactorial.
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The utility of droperidol in the treatment of CHS needs
further definition and may have similar utility as reported
with haloperidol previously. In this study, we aimed to evalu-
ate the utility of droperidol in the treatment of CHS.

Materials and methods

We conducted the study at a major metropolitan tertiary
referral hospital with a toxicology service and an annual ED
volume of 90,000 patients. We performed a retrospective
review of the medical records from presentations between
January 2006 and December 2016. We searched electronic
(PowerChart™, V 2012.01, 2013, CERNER, North Kansas City,
MO) records for keywords including “cannabis”,
“cannabinoid”, “cannabis”, “hyperemesis” and “droperidol”. A
secondary search of pharmacy data for records of droperidol
dispensing was cross-referenced with cannabis use docu-
mented in the electronic medical records. Two investigators
reviewed each record to determine if that presentation met
criteria for CHS. We defined CHS using the criteria set out by
Simonetto et al. [15]: (1) a history of long-term cannabis use,
(2) symptoms of recurrent vomiting, and (3) absence of ill-
ness that could otherwise explain symptoms. Presentations
not fitting this description were excluded.

The primary outcome was defined as the total length of
hospital stay. Secondary outcome measures included time
until discharge following last antiemetic administration and
number of antiemetics used before and after intravenous (IV)
droperidol administration. Adverse reactions were noted
including dystonia, arrhythmias and drowsiness. The qualita-
tive responses to antiemetics gathered from nursing staff
documentation were grouped as no, transient/partial or com-
plete symptom relief. Qualitative statements from notes were
also noted regarding the perceived effect of droperidol, e.g.,
improvement in nausea or ability to eat and drink.

Data collected included age, gender, admission dates,
cannabis use frequency, co-morbidities, symptomology, treat-
ment, adverse reactions onto an electronic spreadsheet and
devised a priori. Data were analysed and separated into two
groups: presentations receiving droperidol and presentations

that did not. Data were collected and analysed using Excel
2016 (Microsoft Office 365 ProPlus, 2016, Redmond, WA).

Statistical analysis was performed using Minitab (Minitab®
18.1, 2017, State College, PA). All data were analysed descrip-
tively using medians, percentages, standard deviation and
interquartile ranges as appropriate. Non-parametric continu-
ous variables were compared using the Mann-Whitney U-
test. Ethics approval for the study was obtained from the
Austin Health Ethics Committee.

Results

Six-hundred and eighty-nine records were identified as
potentially fulfilling the study inclusion criteria, and 76 met
criteria for CHS (Figure 1). The demographics of each group
are shown in Table 1.

Clinical characteristics of patients fulfilling the diagnostic
criteria for CHS are shown in Table 2. Thirteen presentations
(35%) in the droperidol treatment group and 14 presenta-
tions (36%) in the no droperidol treatment group docu-
mented symptomatic relief with hot baths/showers. Twenty-
two presentations (60%) in the droperidol treatment group
reported daily cannabis use and seven (19%) presentations
reported weekly use. Thirty presentations (77%) in the no
droperidol treatment reported daily cannabis use and six
(15%) presentations reported weekly cannabis use.

The median length of stay in the droperidol treatment
group was 6.7 hours (IQR 4.7, 11.9) vs. 13.9hours (IQR 5.2,
57.3) in the no droperidol treatment group (p=.014). The
median length of time to discharge after final drug adminis-
tration, in the droperidol treatment group was 137 minutes

Table 1. Demographics of patients with cannabinoid hyperemesis syndrome.

Droperidol No droperidol

Median age, years (IQR) 29 (21, 36) 34 (27, 40)
Gender

Male, n (%) 28 (76) 23 (59)

Female, n (%) 9 (24) 16 (41)
Ethnicity

Caucasian, n (%) 35 (95) 37 (95)

Other, n (%) 2 (5) 2 (5)

689 records identified via medical record search

30 excluded due to

lack of data

583 excluded as did not

meet inclusion criteria

‘ 76 met criteria for CHS

o

g

‘ 37 received droperidol ‘

| 39 did not receive droperidol

Figure 1. Study recruitment. CHS: cannabinoid hyperemesis syndrome.
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Table 2. Characteristics of patients presenting with cannabinoid hyperemesis syndrome.

No. of patients (%)
No droperidol (n=39)

No. of patients (%)
Droperidol (n=37)

History of cannabis use

Nausea and vomiting

Hot baths/showers-symptom relief

Not reported (%)

Abdominal pain

Cyclical pattern

Resolution of symptoms post cessation cannabis
Return of symptoms with resumption of cannabis use
Reported daily cannabis use

Reported weekly cannabis use

Frequency of use not recorded

Age < 50 at onset of illness

37 (100) 39 (100)
37 (100) 39 (100)
13 (35) 14 (36)
24 (65) 25 (64)
37 (100) 35 (90)
36 (97) 39 (100)
3(8) 4 (10)
7 (19) 6 (15)
22 (60) 30 (77)
7 (19) 6 (15)
8 (21) 3(8)
37 (100) 39 (100)

H Droperidol
® Other drug
X Discharge

Droperidol treatment group

20 0 20 40 60
Time from initial droperidol use (hours)

Figure 2. Clinical course of droperidol treatment group.

(IQR 65, 203) vs. 185 minutes (IQR 149, 403) in the no droper-
idol treatment group (p =.002).

The median number of anti-emetics used before IV dro-
peridol (n=1, IQR 0, 1.5) compared to number of anti-
emetics used after droperidol (n=0, IQR 0, 1) was higher
(p=.02). In the droperidol treatment group, 54% (20 of 37
presentations) used droperidol as the last drug prior to dis-
charge (Figure 2). Other antiemetic and medication use is
documented in Table 3. Ondansetron IV was given a total of
47 times (1.27 per person) in the droperidol treatment group
compared to 100 times (2.56 per person) in the no droperi-
dol treatment group. Morphine IV use was also higher in the
no droperidol treatment group (median of 1.10 administra-
tions per person) compared to the droperidol treatment
group (median of 0.41 per person per person).

Response to antiemetic therapy is shown in Table 4.
Seven presentations (19%) reported being able to tolerate
fluids and/or solids in the droperidol treatment group, with a
median time of 105 minutes post droperidol administration.

The frequency of droperidol use is shown in Table 5. The
most frequent dosage of droperidol used was 0.625mg IV.
The median total dose of droperidol received per presenta-
tion was 2.19mg (IQR 1.25, 4.69) IV.

Drowsiness was reported in two cases and no cardiac
adverse events were reported. One patient developed a

dystonic reaction and responded immediately to 1mg IV
benztropine. There were no reported side effects to other
antiemetics used.

Discussion

Cannabis is the most commonly used recreational drug
worldwide, with the United Nations estimating approximately
277 million users globally [16]. In 2016, cannabis was the
most commonly used illicit drug in Australia, with 34.8% of
Australians having tried cannabis in their lifetime, and 10.4%
having used cannabis in the last 12 months [17]. With the
increasing legalisation of cannabis in different countries,
there is likely to be an increase in complications associated
with the usage such as CHS.

In our study, there was a statistically significant shorter
length of stay in the droperidol treatment group compared
to the no droperidol treatment group. More than half the
presentations in the droperidol treatment group received
droperidol as their last medication before discharge. Seven
patients had documented improvement in fluid and/or food
tolerance, with a median time of 105 minutes post droperidol
administration. This suggests that droperidol may be more
effective than other antiemetics in controlling nausea and
vomiting associated with CHS, allowing earlier discharge.
There was also a shorter time until discharge following final
drug administration in the droperidol treatment group. This
is particularly important with overcrowded EDs and hos-
pital systems.

The exact pathophysiology of CHS is not well understood.
There are various theories that attempt to explain the pro-
emetic effect of cannabinoids in chronic users. Activation of
cannabinoid 1 (CB1) receptors in the gut inhibits gastric
emptying and intestinal motility, which may contribute to
the nausea and hyper-emetic state seen in CHS [18]. Another
suggestion is the downregulation of cannabinoid receptors
due to chronic exposure to the receptor ligand. Genetic var-
iations may also contribute to CHS [19]. A variation in hep-
atic metabolic enzymes (e.g., cytochrome P450 enzymes)
may produce excessive metabolites of cannabinoids which
could promote emesis [20].

Various medications and treatments have been used to
treat CHS. A potential mechanism for the efficacy of droperi-
dol is its high affinity for the dopamine receptor (D)
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Table 3. Frequency of drug usage in the droperidol and no droperidol treatment groups.

Droperidol treatment group

Prior to droperidol, frequency of use (n)

After droperidol, frequency of use (n)

No droperidol treatment group, frequency of use (n)

14
45

Metoclopramide
Ondansetron
Prochlorperazine
Domperidone
Hyoscine
Morphine
Oxycodone
Diazepam
Capsaicin cream
Tramadol

_
O=NNA~ANOWU

27
100

O=NU-=DMOONW

Table 4. Response to anti-emetic therapy.

Droperidol, n (%)

Conventional anti-emetic, n (%)

No symptom relief 1(

Transient/partial symptom relief 21 (
Complete symptom relief 2 (
Not documented 13 (

3) 9 (23)
57) 6 (15)
5) 0 (0)

35) 24 (62)

Table 5. Dose of intravenous (IV) droperidol and frequency of use in droperidol treatment group.

IV dose (mg) Frequency of use (n) Droperidol as last anti-emetic used (n) Median (IQR) number of agents used after last dose of droperidol
0.625 25 7 1(0,1.5)

1.25 20 8 0.5 (0,1.75)

2.5 17 9 0(0,1)

5 3 0 1(1,1)

compared to other drugs such as metoclopramide and pro-
chlorperazine. The D, receptor had been implicated in the
development of nausea and vomiting in humans [21]. In a
rat study, it is shown that droperidol had the lowest K; value
(2.4 +0.6) when compared to metoclopramide (240 +60) and
prochlorperazine (18 +5) [22]. K; can be defined as the con-
centration required to produce half maximum inhibition;
therefore, droperidol was a highly potent antagonist at the
D, receptor. However, this study did not compare the
potency of ondansetron to droperidol.

Case reports have demonstrated that treatment with halo-
peridol another high potency D2 receptor antagonist may be
effective in controlling symptoms of CHS [5,23,24]. These pre-
sentations showed that after refractory treatment with con-
ventional anti-emetics, haloperidol was used and showed
symptom improvement. One case series showed a temporal
relationship where four patients were discharged within
eight hours of admission [5]. For the indication of sedation
of agitated patients, haloperidol and droperidol have been
shown to be both efficacious and safe therapeutic options
[25]. However, there have been no studies comparing the
use of droperidol vs. haloperidol for treatment of CHS.

The evidence behind the efficacy of anti-emetics in CHS
such as ondansetron and metoclopramide is weak [26].
Given the various phenotypes of presentations, variable
response and the intrinsic low data quality of case reports, it
is difficult to conclude whether ondansetron and/or metoclo-
pramide is efficacious in treating CHS. In our study, we found
mixed responses to ondansetron and metoclopramide, and

more use of analgesics such as morphine and oxycodone in
the no droperidol treatment group.

Topical capsaicin has been reported to be beneficial in
the relief of symptoms [27]. Capsaicin acts on transient
receptor potential cation channel subfamily V. member 1
(TRPV1) in the brainstem to reduce emesis. The exact mech-
anism is unknown, but it is proposed that capsaicin depletes
substance P at a critical site, the nucleus tractus solitarius in
the central emetic pathway, therefore, reducing stimulation
of the chemoreceptor trigger zone, and ultimately reducing
nausea/emesis [7]. The TRPV1 channel is activated at temper-
atures higher than 43°C, which may also explain the symp-
tom relief experienced with hot showers.

Other therapeutics that have shown utility include benzo-
diazepines and TCAs as short- and long-term treatments,
respectively [8,26,28]. Cessation of cannabis use appears to
be an effective long-term treatment for CHS [2,3].

There are several limitations of this retrospective case ser-
ies. There were potentially missed presentations as CHS may
have been undiagnosed or cannabis use may not have been
recorded in the medical records. Patients often received vari-
ous supportive and antiemetic treatments which were not
standardised. The efficacy of one treatment compared to
another would be better investigated in larger prospective
trials. ECGs were not routinely obtained; however, there were
no cardiac events reported. Clinical details pertinent to CHS
were frequently omitted, including length, amount and onset
of cannabis use. In addition, symptom response to antie-
metic agents was not recorded in all cases or as part of a



formal rating scale. However, we were able to determine a
shorter length of stay and number of antiemetics used in
those patients treated with droperidol.

Droperidol should be considered part of antiemetic treat-
ment for CHS. From the limited data in our retrospective
study, we suggest an initial dose of 1.25mg with further
doses as required. This is a substantially lower dose used
than in chemical sedation of agitated patients [13,14].
Clinician assessment of risk of QT prolongation, and a medi-
cation review is suggested prior to administration.

Conclusions

Use of droperidol for the management of CHS resulted in
less use of antiemetics and reduced length of stay.
Droperidol should be considered in the treatment of CHS.
Further prospective studies should be undertaken to assess
the efficacy of this intervention.
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