Persistent Hiccups with Fluvoxamine: a Case Report
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OZET

Fluvoksamin ile iligkili Direncli bir Hickirnik Vak'asi

Major depresyon tedavisi icin fluvoksamin baslanan 59 yasinda bir erkek hastada tedavinin 3. gu-
ninde hickirik basladi. Hickirik hemen bUtin gln strlyordu ve hastayl cok yormaktaydi. Hickirik
ancak fluvoksamin kesilince durdu. Yaygin olmamakla birlikte, ilaclar hickiriga yol acabilmektedir.
Bilgilerimize gore bu hasta literattrde bildirilen ilk fluvoksamin'le iliskili direncli hickirik vak'asidir.
Fluvoksamin'in araci oldugu muhtemel vagal bir mekanizma hickirik patogenezinde rol oynamis
olabilir. ilacin neden oldugu hickirigin kesin teshisi ancak viicuttan atilmasi sonrasinda tablonun
gerilemesinin gézlenmesi yoluyla konulabilir. Fluvoksamin ve muhtemelen diger SSGi grubu anti-
depresanlar direncli hickirik olgularinin etiyopatogenezinde akla gelmesi gereken ajanlardandir.
Anahtar Kelimeler: hickirik, fluvoksamin, 5-HT reseptérleri, SSGI

ABSTRACT

Persistent Hiccups with Fluvoxamine: A Case Report.

A 59-year-old man developed persistent hiccups 3 days after initiation of fluvoxamine treatment
for major depressive disorder [MDD]. Hiccups were persistent and exhausting. Discontinuation of
fluvoxamine finally resolved hiccups. Pharmacotherapeutic agents have been uncommonly associ-
ated with hiccups. To our knowledge, this is the first time in literature that persistent hiccups ha-
ve been described in association with fluvoxamine treatment. A possible vagal mechanism medi-
ated by fluvoxamine is hypothesized for the pathogenesis of hiccups in our patient. Diagnosis of
drug-induced hiccups is generally achieved only by a process of elimination. Fluvoxamine and pos-
sibly other SSRI drugs should be considered to be ethiopathogenic in development of persistent
hiccups.
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INTRODUCTION

Hiccups are a common phenomenon but little is
known about their pathophysiological mechanism.
They are often benign and of short duration but they
can sometimes be a serious medical problem due to
their chronicity and underlying causes. In persistent
hiccups, the episodes last for more than 8 hours and
may indicate a serious organic disturbance, which
may be central or peripheral (Launois et al 1993).
Drugs are one of the important intractable causes.
Corticosteroids (dexamethasone and methylpredniso-
lone), benzodiazepines (midazolam) and general
anesthetics have been the specific agents mentioned
most frequently in the literature as being associated
with the development of hiccups (Jover et al 2005).

Fluvoxamine is an SSRI [selective serotonin reup-
take inhibitor] with proven efficacy as treatment for
depression and obsessive-compulsive disorder (Ku-
loglu et al 2000). To our knowledge, SSRI associated
persistent hiccups has not been reported in the ava-
ilable English literature. In this case report we descri-
be a patient developing persistent hiccups 3 days after
initiation of fluvoxamine at 100 mg/day. Hiccups we-
re associated with fluvoxamine, mostly because of the
close temporal sequence, and the absence of any alter-
native explanation for hiccups.

CASE

A 59-year-old man with a history of depressive
episodes and anxiety symptoms on and off for 10 ye-
ars, for which he was treated with several antidepres-
sants was admitted to our psychiatric ward for a re-
cent recurrence of depressive symptoms and active
suicidal ideation. Patient's past medical history, physi-
cal/neurological examination, ECG, chest X-ray and
routine laboratory studies [total blood count, serum
electrolytes, blood urea nitrogen, creatinine, liver
function tests, thyroid profile and urinalysis] yielded
no significant medical pathology. The patient was di-
agnosed with major depressive episode with vegetati-
ve symptoms and treatment with fluvoxamine at 100
mg/day was initiated.

At the 3rd day of fluvoxamine treatment, the pati-
ent reported hiccups. Hiccups were continuous thro-
ughout the day, exhausting and accompanied by no
other physical symptom. As a search for medical ca-
uses for the symptom, previously mentioned routine
laboratory assessment was repeated. Neurological
examination revealed no focal sign. A general physical
examination was conducted by a consulting internist,
thoracic and abdominal CT's were ordered with an ef-
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fort to diagnose common causes of hiccups. No orga-
nic cause of hiccups was identified despite these in-
vestigations. At the 5th day of treatment, the patient
was started chlorpromazine 50 mg by mouth every 8
hours with only minimal relief of hiccups. Fluvoxami-
ne was then discontinued at the 8th day of treatment.
Two days after discontinuation of the drug, the pati-
ent reported that his hiccups were infrequent with bri-
ef episodes lasting for 1-2 hours, and the following
day the patient finally maintained complete relief
from hiccups. Hiccups did not recur during antidep-
ressant treatment with sertraline which was started 5
days after the discontinuation of fluvoxamine.

DISCUSSION

Persistent hiccups are usually evoked by diseases
of gastrointestinal [e.g. gastroesophageal reflux dise-
ase], thoracic-mediastinal [e.g. pneumonia, myocardi-
al infarction] and central nervous system origin [e.g.
tumors of posterior fossa] and toxic-metabolic condi-
tions [e.g. alcoholism, uremia] (Launois et al 1993).
Drugs are rarely the cause but should be screened for
in cases of persistent hiccups (Miyaoka and Kamijima
1999). Diagnosis of drug-induced hiccups is difficult
and often achieved only by a process of elimination.
In our case, despite extensive investigations we could
not identify an organic origin for hiccups. In addition,
close temporal relationship between symptom onset
and administration of fluvoxamine, along with gradu-
al relief of the symptom with discontinuation of the
drug is good evidence for a causal reasoning.

Fluvoxamine is a potent and selective inhibitor of
neuronal 5-HT [serotonin] reuptake in the nervous
system. A report on the tolerability and safety of flu-
voxamine found that while the drug was generally
well tolerated and safe, nausea was the most common
adverse event that occurred in >10 % of patients (Fig-
gitt and McClellan 2000). In relation with fluvoxami-
ne's emetic effects, one animal study documented that
fluvoxamine induced 5-HT release from enterochro-
maffin [EC] cells of the intestinal mucosa might sti-
mulate the 5-HT3 receptors on vagal afferent nerve fi-
bers and this depolarization of vagal afferents may re-
sult in a 5-HT increase in the brainstem and, thus, le-
ad to emesis. In addition, 5HT3 receptors are implica-
ted in mechanism of vomiting, and the antiemetic ef-
fects of certain drugs [e.g., ondansetron] are thought
to be mediated via this subtype (Minami et al 2003).
An afferent vagal mechanism similar to that observed
in the above animal study that focused on fluvoxami-
ne-induced emesis might have been involved in pat-
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hogenesis of hiccups in our patient. To support this
hypothesis, the hiccup reflex arc consists of an afferent
portion that includes the vagus nerve, along with the
phrenic nerve and the lower thoracic sympathetic cha-
in and a reflex center in the upper cervical region for
hiccups similar to that established for nausea and vo-
miting response is well documented (Vaidya 2000).

CONCLUSION

Fluvoxamine treatment can result in persistent hic-
cups that continue for the duration of therapy. Hic-
cups in this setting can effectively be managed by dis-
continuation of the drug and switching to a different
antidepressant agent. We proposed a possible vagal
mechanism mediated by fluvoxamine as an explanati-
on for the emergence of hiccups in our patient. The ca-
se warrants further study to understand how SSRIs
may affect the hiccup reflex arc.
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