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Cyclic Vomiting Syndrome: An underdiagnosed entity. Report of a case
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ABSTRACT

Cyclic vomiting syndrome is a benign, chronic, functional gastrointestinal pathology that manifests clinically with intense nausea
and vomiting interspersed with asymptomatic periods. Its diagnosis is made according to the Rome IV criteria, which require the
presence of at least 2 episodes of vomiting in the past 6 months or 3 or more episodes in the past year, with the corresponding
exclusion of secondary causes that can explain the vomiting. We present the case of a 44-year-old man who consulted for
intermittent nausea and vomiting of 1 year evolution with hydroelectrolytic repercussion and multiple emergency consultations.
The diagnosis of cyclic vomiting syndrome was made and treatment with amitriptyline was started due to its neuromodulatory
effect to prevent the recurrence of episodes. After 6 months of establishing it, the patient is asymptomatic.
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RESUMEN

El sindrome de vémitos ciclicos es una patologia gastrointestinal funcional crénica, benigna, que se manifiesta clinicamente con
nauseas y vémitos intensos que intercalan con periodos asintomaticos. Su diagnéstico se realiza de acuerdo con los criterios de
Roma IV, que requieren la presencia de al menos 2 episodios de vémitos en los Gltimos 6 meses o 3 o més episodios en el Gltimo
afo, con la correspondiente exclusién de causas secundarias que puedan explicar los sintomas. Se presenta el caso de un hombre
de 44 anos que consulta por nduseas y vomitos intermitentes de 1 afio de evolucién, con repercusion hidroelectrolitica y multiples
consultas en emergencia. Se realiza el diagnéstico de sindrome de vémitos ciclicos y se inicia tratamiento con amitriptilina, por
su efecto neuromodulador para prevenir la recurrencia de los episodios. Luego de 6 meses de instaurado el mismo, el paciente
se presenta asintomatico.

Palabras clave: Vémitos; Amitriptilina (fuente: DeCS Bireme).

INTRODUCTION in the past year. Systemic diseases that may explain the
symptoms should be excluded.’?

CVS is a rare, chronic disorder characterized by acute,

stereotyped episodes of severe nausea and vomiting,
alternating with asymptomatic periods.’?

The incidence of this pathology is unknown in adults,
but it is estimated that between 3-14% of patients are
referred for unexplained nausea and vomiting. lIts
prevalence is slightly higher in Caucasian and young
men with a mean age of 25 years.® There is a delay
in diagnosis, since vomiting can be attributed to other
pathologies, and it is common for there to be multiple
consultations prior to diagnosis.>**

According to Rome IV criteria, CVS implies the
presence of at least 2 episodes of vomiting lasting less
than 7 days in the past 6 months or 3 or more episodes

CVS typically comprises 4 phases: pre-emetic period
with pallor, diaphoresis, and nausea, followed by
hyperemesis with up to 30 episodes per day, often with
associated epigastric or diffuse abdominal pain and/or
diarrhea.’ Subsequently, a recovery phase with gradual
resolution of symptoms and finally remission or inter
episodic phase.’?

Multiple theories have been proposed to understand
the pathophysiological mechanism underlying CVS.
The most accepted one establishes that the syndrome
is triggered by psychological or infectious phenomena,
which lead to alterations in the autonomic pathways
of the brain-gut axis. The association with migraines
supports an underlying stress-sensitive mechanism.?*
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Other triggers can be sleep deprivation, food such as
chocolate, cheese and monosodium glutamate, motion
sickness and drugs from the opiate group."®

Treatment of CVS lies in identifying and avoiding
triggering factors, preventing recurrence, as well
as complications during acute episodes.”* During
hyperemesis, adequate fluid and electrolyte replacement
must be guaranteed, generally intravenously, as well
as antiemetic drugs.” 5-HT3 antagonists, such as
Ondansetron, are superior to dopaminergic receptor
antagonists such as Domperidone, in symptomatic
control.””

For the prevention of recurrences, tricyclic
antidepressants (TCAs) or anticonvulsants are used
when they do not respond to TCAs."?

The following clinical case is described in order to
make the medical team aware of this pathology, which
requires high clinical suspicion for its diagnosis.

CLINICAL CASE

The case of a 44-year-old male nurse from the
department of Paysand is presented. From his personal
history, he was diagnosed with non-insulin-dependent
diabetes mellitus in 2013, in treatment with Metformin
500 mg every 6 hours with good metabolic control,
without target organ damage. Dyslipidemia in treatment
with Rosuvastatin 40 mg; former smoker; presents
anxiety disorder in treatment with Alprazolam 1 mg
and intermittent throbbing hemicranean headaches
without current treatment.

Nine months prior to consultation, the patient
attended the emergency room due to biliary colic,
nausea and vomiting after taking cholecystokinetics.
Acute gallstone cholecystitis was diagnosed, and
emergency cholecystectomy was performed. He did
not present immediate postoperative complications.
Fifteen days later, he returned with abundant,
intermittent vomiting, requiring hospital admission
for fluid and electrolyte replacement and antiemetic
treatment, with partial improvement. Magnetic
resonance cholangiopancreatography was requested,
which did not show lesions nor the presence of residual
stones, and the routines were normal.

The patient persisted with nausea and vomiting for
several months and consulted in the Gastroenterology
Service. Video gastroscopy was requested, which did not
show any lesions. Abdominal computed tomography
(CT) showed a 35-mm left adrenal adenoma.
Hypercortisolism was ruled out as a secondary cause of
vomiting, with a negative Nugent test. Head CT did not
report any lesions.
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Given the chronology of symptoms and the exclusion
of other pathologies that could explain the symptoms,
a diagnosis of CVS was made. Symptomatic treatment
with antiemetics (Ondansetron 4 mg every 8 hours) was
started with partial clinical improvement. Amitriptyline
10 mg/day was added with a good clinical response.
He did not repeat episodes of vomiting 6 months after
starting therapy.

DISCUSSION

CVS is a functional disorder, described for the first
time in 2006, whose diagnostic criteria were defined
in the Rome Ill consensus.? In Rome IV, these were
modified and the time criterion was specified, so that
they are currently defined by the presence of at least
2 episodes of vomiting lasting less than 7 days, in the
past 6 months or 3 or more episodes in the past year,
during the past 3 months with symptom? onset at least
6 months before.1,3 This case met these criteria and
once other etiologies were excluded, the diagnosis of
CVS was made. The intensity of vomiting, as well as
its frequency, led to the emergency consultation on
multiple occasions.5 Prior to diagnosis, the patient had
more than 10 admissions for parenteral hydration.

The onset of symptoms that were interpreted as
biliary affiliation, as well as ultrasound finding of
gallstones with elements of acute cholecystitis, justified
emergency cholecystectomy. There are no data
reporting an association between both pathologies,
or which surgical history triggers CVS. However, the
persistence of vomiting after surgery forced another
etiological cause to be reconsidered. Once the most
frequent pathologies are discarded, it is very important
to suspect this diagnosis. This entity is a disorder that is
usually underdiagnosed.®’

Other diseases associated with CVS have been
described. The patient’s headache with migraine
characteristics supports the idea of this syndrome due
to a common pathophysiological mechanism and its
relationship with stress.»2#¢9 Other etiologies which
have been related to CVS are irritable bowel syndrome
and gastroesophageal reflux disease.?

Psychiatric pathologies, such as anxiety, presented by
this patient, and depression, are frequently associated
with functional digestive disorders, and CVS is no
exception.? The risk is increased 2.5 times more than the
general population. The quality of life of these patients
is affected during episodes of vomiting. According to
Hasler et al., the presence of psychiatric comorbidities
associated with CVS has a negative impact on quality
of life and is associated with disability.>” In the reported
case, the symptomatic periods had repercussions on
the patient’s social and working environment.

doi: http://dx.doi.org/10.47892/rgp.2022.424.1404


http://dx.doi.org/10.47892/rgp.2022.424.1404

Cyclic Vomiting Syndrome

Within differential diagnoses it is very important to
exclude cannabinoid hyperemesis syndrome. Unlike
CVS, the latter can present with normal gastric emptying
and the absence of psychiatric comorbidities.®'
Cannabis use was ruled out in this case.

Diabetes mellitus constitutes a differential diagnosis
of CVS that must be actively searched for, given that
metabolic imbalance can be the cause of recurrent
vomiting. The patient presented this pathology,
however, he had excellent control of his glycemia
figures, as well as absence of target organ involvement,
which removes the connection with vomiting in this
case. The presence of diabetes can make management
difficult during the period of hyperemesis, due to the
possibility of ketosis linked to its pathology.>"

Treatment of CVS involves fluid and electrolyte
replacement measures during acute episodes, control
of vomiting with antiemetics, and prevention of
recurrence.'? Ondansetron is the first-line drug to control
nausea and vomiting, with a maximum dose of 32 mg/
day."712 In those patients who have a partial response
to it, Sumatriptan is a valid option for symptomatic
control. It is used during the prodromal phase at a
dose of 20 mg intranasally or 6 mg subcutaneously.
It has been shown that the use of non-steroidal anti-
inflammatory drugs or opioids can be beneficial in
those patients with CVS who present abdominal pain.?

Amitriptyline is the drug of choice for prophylactic
treatment. This corresponds to a mixed serotonin
and norepinephrine reuptake inhibitor TCA that also
interacts with cholinergic and histamine receptors.”'?
Adverse effects are very frequent, particularly those
linked to its anticholinergic action such as dry mouth,
constipation, blurred vision and urinary retention. Non-
anticholinergic manifestations such as photosensitivity,
obstructive jaundice, and stomatitis may also occur.™
Fortunately, the patient did not present any of these.
[t has been shown that amitriptyline has greater
efficacy compared to Topiramate and Levetirazetam.?
A randomized clinical trial led by Bagherian et al.
compared the efficacy of amitriptyline and topiramate
in CVS prophylaxis, being the same 52-93% and 38-
56%, respectively.14 Additionally, amitriptyline has
beneficial effects for the treatment of migraine."

In order to achieve the neuromodulatory effect and
not the antidepressant one, the recommended dose
in the SVC is 10 mg/day. The mechanism of action is
not dose-dependent, so increases in dose can generate
tolerance.”™ In the reported case, a good clinical
response was achieved without recurrence of vomiting
episodes with amitriptyline.

The use of anticonvulsants is a valid option in
the absence of response to TCAs."?” Single-dose
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risperidone, alone or associated with amitriptyline,
has been used in cases of refractory CVS due to its
antiemetic properties.?'

Non-pharmacological therapies such as meditation,
relaxation, gastric electrical stimulation and biofeedback
are complementary therapies for symptom control and
reduction in the frequency of CVS episodes.” '

More than 6 months after starting treatment with
TCAs, the patient did not present any more episodes of
nausea or vomiting, with good tolerance and without
adverse effects.

CONCLUSION

CVS is a functional disorder whose diagnosis requires
clinical suspicion, as well as the exclusion of organic
causes of vomiting. It is a frequently underdiagnosed
entity, hence the interest in disseminating it to the
medical community. Treatment consists of fluid and
electrolyte replacement and antiemetics during
episodes of vomiting and the use of TCAs to prevent
recurrences, as well as to improve the quality of life of
these patients.

Abbreviations:

5-HT3: type 3 serotonin receptor.
TCA: tricyclic antidepressant.
CVS: cyclic vomiting syndrome.
CT: computed tomography.
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