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Hiccups with High Dose Dexamethasone
Administration
A Case Report

BACKGROUND. A 59-year-old male developed intractable hiccups during monthlyRobert J. Cersosimo, Pharm.D.1,2

therapy with high dose dexamethasone for multiple myeloma. Hiccups wouldMary T. Brophy, M.D.2

begin hours after his first dose and continue over the 4 days of therapy. He sought

assistance after his attempt at home remedies failed and the hiccups became1 Department of Pharmacy Practice, Bouve Col-
exhausting.lege of Pharmacy & Health Sciences, Northeast-

ern University, Boston, Massachusetts. METHODS. The strong temporal relation between dexamethasone administration

and the occurrence of hiccups indicated that dexamethasone was the cause of the2 Department of Hematology and Medical On-
patient’s hiccups. Because he was responding to dexamethasone, the decision wascology, VA Medical Center, Boston, Massachu-
made to continue therapy and to relieve his hiccups with metoclopramide.setts.
RESULTS. Low dose oral metoclopramide allowed the patient to continue therapy

without a recurrence of the hiccups.

CONCLUSIONS. Dexamethasone administration can result in intractable hiccups

that persist for the duration of therapy. Low dose oral metoclopramide may prevent

hiccups in patients in whom the discontinuation of dexamethasone therapy is not

appropriate. Cancer 1998;82:412–4. q 1998 American Cancer Society.

KEYWORDS: corticosteroids, dexamethasone, hiccups, metoclopramide, myeloma,
singultus.

Hiccups are a common, usually harmless, and self-limiting disorder.
Although the etiology of most episodes is never identified, there

are many known causes including stress, diet, and disease. Medica-
tions have been implicated as a cause of hiccups. We present a case
of hiccups associated with intermittent high dose dexamethasone
administration.

Case Report
A 59-year-old white male with immunoglobulin A-k multiple my-
eloma was treated with single agent dexamethasone at a dose of 40
mg orally daily for 4 days per month after failing with melphalan
and prednisone. Intractable hiccups occurred during each course of
dexamethasone therapy. Hiccups began approximately 12 hours after
the first dose of dexamethasone and continued throughout the cycle
until roughly 1 day after his last dose. At that time the hiccups com-

Address for reprints: Robert J. Cersosimo, pletely disappeared until the patient’s next cycle of dexamethasone
Pharm.D., Associate Professor of Clinical Phar- therapy. He sought assistance after his attempt at home remedies
macy, Bouve College of Pharmacy & Health Sci- failed and the hiccups became exhausting over a 6-month period.
ences, Northeastern University, 360 Huntington

Metoclopramide (10 mg orally every 6 hours) was instituted simulta-Avenue, Boston, MA 02115.
neously with the dexamethasone during his next cycle of therapy. He
completed the course without the occurrence of hiccups. At last fol-Received April 22, 1997; revision received July

17, 1997; accepted July 17, 1997. low-up the patient had since received several additional courses of
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dexamethasone with concurrent metoclopramide sented in this report, discontinuation of treatment is
not possible due to a need to continue treatment oftherapy and remained free of hiccups.
the patient’s underlying disease.

Nonpharmacologic measures based on stimula-DISCUSSION
Hiccups usually are transient and harmless; how- tion of the nasopharynx, vagal stimulation, carotid

massage, hyperventilation, breath holding, and theever, when intractable, they can lead to multiple
problems including exhaustion. Although most Valsalva maneuver all have been attempted to control

hiccups. Although these techniques sometimes maycases are idiopathic, hiccups can be a symptom of
underlying neurologic disorders, inflammation, or be effective for simple acute bouts, they may not be

effective in patients with persistent drug-induced hic-malignancies. Surgery, distension, dilation, or hot
or cold stimulation of the gastrointestinal tract also cups. Such cases require pharmacologic intervention.

A variety of medications have been employed inmay induce hiccups.1,2

Dexamethasone3–5 and methylprednisolone6 have an effort to control hiccups including chlorpromazine,
haloperidol, phenytoin, valproic acid, carbamazepine,been implicated in the etiology of hiccups. The mecha-

nism of corticosteroid-induced hiccups is unknown. amitriptyline, baclofen, nifedipine, and metoclopra-
mide.1,11–14 We chose to treat our patient with metoclo-It has been suggested that there is a hiccup center

in the midbrain that receives input from the thoracic pramide because we wanted to use an oral medication
associated with minimal adverse effects. Metoclopra-sympathetic nerves and the pharyngeal plexus. The

center’s efferent pathway is postulated to include the mide at a dose of 10 mg three times daily relieved the
hiccups in 5 patients within 30 minutes to 4 hoursintercostal muscles and the scalene muscle. It has

been proposed that stimulation of the midbrain or after administration.13 Madanagopolan described 14
patients with hiccups of ú24 hours’ duration whothese various pathways may be responsible for the

production of hiccups.7,8 Animal studies suggested were treated successfully with metoclopramide 10 mg
orally every 6 hours or 5–10 mg intramuscularly/intra-that corticosteroids may reduce the synaptic transmis-

sion threshold in the midbrain9 and affect the metabo- venously every 8 hours after sedatives and antihista-
mines failed.14 Based on these reports, we chose a doselism of brain neurotransmitters.10

There have been three reports of dexamethasone- of 10 mg every 6 hours, which completely prevented
hiccups in our patient without any adverse effects.associated hiccups involving a total of six patients.3–5

Dexamethasone doses ranged from 4 mg intramuscu- Hiccups are an uncommon side effect of high dose
corticosteroid administration. Although discontinua-larly 2–3 times per day to as much as 136 mg adminis-

tered intravenously once daily for 3 days. Hiccups be- tion of therapy may be sufficient, patients occasionally
may require pharmacologic intervention. Low dosegan as early as during the intravenous infusion to as

late as 12 hours after the last dose, with durations as metoclopramide is effective and may allow a patient
to continue beneficial therapy without the discomfortshort as 10 minutes to as long as 20 hours after the

last dexamethasone dose. and exhaustion that may accompany intractable hic-
cups.Intractable hiccups also have been reported in

four patients after administration of high dose daily
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