Letters to the Editor

A Case of Intractable Hiccups Successfully
Treated with Pregabalin

To THE EDITOR

Hiccups are involuntary, repetitive, and rhythmic,
spasmodic contractions of the diaphragm. Generally,
hiccups continuing for less than one day are considered
as acute, with continuation more than a month defined
as intractable (1). Pregabalin is a structural analog of
gamma-aminobutyric acid (GABA), which binds to the
alpha-2-delta subunit of N-type calcium channels, re-
sulting in decreased release of several neurotransmit-
ters, including glutamate, noradrenalin, serotonin, do-
pamine, and substance P (2-3). Pregabalin is one of the
newer drugs approved as an anticonvulsant and for the
treatment of neuropathic pain (4), and is classified as
an adjuvant drug according to the World Health Orga-
nization analgesic ladder.

We present a case of idiopathic intractable hiccups
managed using pregabalin.

A 65-year-old man initially visited a general practice
clinic with hiccups. These hiccups continued for 3 years,
with increasing frequency and intensity. The cause of
the hiccups was examined. Magnetic resonance imag-
ing (MRI) of the brain and computed tomography (CT)
of the chest and abdomen did not provide any clinically
useful information regarding the cause of the hiccups,
and idiopathic hiccup was diagnosed. Several medica-
tions, used as monotherapy for his hiccups, were com-
prised of clonazepam, amitriptyline, haloperidol, chlor-
promazine, metoclopramide, and Shakuyakukanzoto.
In addition, the patient tried to breathe into a paper
bag. However, the frequency and intensity of the hic-
cups did not decrease, preventing continuous sleep.
The patient was therefore introduced to ourp clinic
with intractable hiccups, 3 years after the first medical
examination. When he visited us, he kept hiccupping.

We tried a cervical epidural block at C7-Th1 us-
ing the median approach and injected 5 mL of 0.5%
lidocaine, which caused cessation of the hiccups after
several minutes. However, the hiccups recurred after 8
— 9 hours. We then tried right and left phrenic nerve
blocks, but the effects were again temporary. Oral ba-
clofen was prescribed at 20 mg/day, but the frequency
of the hiccups did not decrease. With the aim of achiev-
ing a permanent cure for the hiccups, we decided to
again change the pharmacotherapy. Treatment with

baclofen was therefore changed to oral pregabalin at
150 mg/day. Frequency and intensity of the hiccups de-
creased. When the dose of pregabalin was increased to
375 mg/day, the hiccups stopped.

The hiccup is an involuntary medullary reflex of
the chest wall. The reflex mechanism is based on the
afferent pathway (the phrenic nerve, vagus nerve, and
sympathetic chain arising from T6 to T12), the efferent
pathways (phrenic nerves to the diaphragm, the inter-
costal nerves to the intercostal muscles, the scalenus an-
ticus nerve to the scalene muscles, and the recurrent la-
ryngeal nerve to the glottis), and the central component
(brainstem connections between C3 and C5 linking the
respiratory center, phrenic nerve nuclei, medullary re-
ticular formation, and hypothalamus) (5). Disturbance
of any one of these reflex components may result in
intractable hiccups. A few reports in the literature have
described persistent intractable hiccups due to lesions
located in the medulla oblongata resulting from causes
such as stroke, multiple sclerosis, and brain tumor (6-9).
The patient we encountered was examined using MRI
of the brain and whole-body CT, but the cause of the
hiccups was not found, and idiopathic intractable hic-
cups were therefore diagnosed. Several nerve blocks,
such as cervical epidural block, phrenic nerve block and
stellate ganglion block, and pharmacotherapies such
as clonazepam, tricyclic antidepressant, haloperidol,
chlorpromazine, metoclopramide, and baclofen, are
considered effective for hiccups (10,11). In addition, ga-
bapentin also reportedly has beneficial effects against
intractable hiccups (12). Various mechanisms were pro-
posed for the effects of gabapentin for the hiccup. They
include the increase of endogenous GABA-mediated in-
hibition of inspiratory muscles, the decrease of calcium
influx via inhibition of voltage-operated calcium chan-
nels in the presynaptic terminals of respiratory muscles,
and the increase of levels of serotonin (12). Moreover,
a case has been reported in which hiccups attributed to
stroke were effectively treated using pregabalin (13).
Pregabalin may be effective against intractable hiccups
for the same reasons as for gabapentin. Dizziness, som-
nolence, and peripheral edema are the most frequent
side effects of pregabalin (14), but no side effects were
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seen in this case.

In summary, idiopathic intractable hiccups were
successfully treated in a patient we encountered using

pregabalin.
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