Pregabalin-Induced Trismus in a Leukemia Patient
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A 24-year-old man with relapsed acute myeloid leukemia
and leptomeningeal infiltration (confirmed by magnetic res-
onance imaging, and leukemic cells in the cerebrospinal
fluid) was successful treated with systemic and intrathecal
chemotherapy. Concomitantly, he developed an anal fissure,
which deteriorated despite treatment with meropenem. The
pain was so severe that he required multiple analgesics,
with little symptomatic improvement.

Findings

Four weeks afterwards he woke up unable to open his
mouth. On physical examination, there was total trismus
(Figure 1A). Pharyngeal muscles were also spastic, as he was
unable to swallow his saliva or phonate. Respiration was
preserved. The anal fissure was inconspicuous with dispro-
portionately excruciating pain. Magnetic resonance imaging
of the brain, besides showing resolution of the leptomenin-
geal leukemia, was unremarkable.

Because the patient grew up in China with an unclear
vaccination history, the physical signs were believed to be
potentially consistent with localized tetanus. The source of
infection was felt to possibly be the anal fissure, although it
is unclear if Clostridium tetani can normally be found in gut
flora.! He was given 500 units of human tetanus immune
globulin (antitoxin); and metronidazole was commenced. As
he was receiving multiple medications (including tramadol,
acetaminophen, celecoxib, pregabalin, metronidazole, moxi-
floxacin and fexofenadine), drug-induced oromandibular
dystonia was also considered. Intravenous diphenhydramine
(25 mg) was administered. There was minimal improvement
(Figure 1B), and total trismus rapidly recurred.

The patient was admitted into the intensive care unit for
airway monitoring. The trismus gradually improved, and
completely resolved after 12 hours. His pharyngeal spasm
persisted longer, and phonation remained impaired for
about 2 days. There was no recurrence of trismus.

Discussion

The clinical course by then was incompatible with tetanus,
which would not improve so quickly. Trismus may be
caused by dental or pharyngeal infections, temporomandib-
ular joint disorders, and drugs. The trismus in this patient
was painless, ruling out infective or inflammatory causes. A
review of adverse effects of drugs he was receiving showed
that dystonia had not been reported for tramadol, acetamin-
ophen, celecoxib, metronidazole, moxifloxacin and fexofena-
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FIGURE 1. A: Patient completely unable to open his mouth
due to total trismus. B: Mouth opening 5 minutes after
intravenous diphenhydramine, showing improvement of
total to grade II trismus (trismus grading: I, distance
between upper and lower incisors 4 cm to 2.5 cm; I, 2.5 cm
to 1 cm; III, <1 cm; total: complete loss of mobility of the
mandible). Total trismus recurred after 2 to 3 minutes.
[Color figure can be viewed in the online issue, which is
available at wileyonlinelibrary.com.]

dine at therapeutic doses. The package insert of pregabalin
made no mention of trismus, and a PubMed search failed to
show any such association. However, the on-line drug infor-
mation of pregabalin from its manufacturer’ actually includes
trismus as a rare (<1/1000) side effect, without further elabora-
tion on the cumulative dosage required or treatment. In this
patient, 6 daily doses of 75 mg of pregabalin had been adminis-
tered, the last dose 9 hours before the onset of trismus. Prega-
balin binds to the alpha 2 delta subunit of voltage-dependent
calcium channels, reducing the release of neurotransmitters
including glutamate, noradrenaline, serotonin, dopamine, and
substance P* The exact mechanism of and antidote to pregaba-
lin-induced trismus (or oromandibular dystonia in this case,
owing to involvement of pharyngeal muscles) is unknown.
Diphenhydramine gave partial relief, an early clue that tetanus
was not the cause of the trismus, which would not have been
expected to respond to this agent. The exact reason why
diphenhydramine, an anticholinergic drug, resulted in tempo-
rary relaxation remained unclear.

Pregabalin is approved for adult partial-onset epilepsy,
diabetic neuropathic pain, post-herpetic neuralgia and
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fibromyalgia. Therefore, this case represented an off-label
use of pregabalin. The effectiveness of pregabalin for post-
operative pain relief has been studied,” but its efficacy in
other types of pain remains undefined. In our patient, pre-
gabalin did not appear to be effective.

This case to our knowledge represents the first report of
pregabalin-induced trismus in the peer-reviewed literature,
although the manufacturer was apparently aware that this
association had been seen on rare occasions. This under-
scores the fact that prescribers need to be vigilant for poten-
tial adverse drug reactions in the post-marketing period,
both those rarely previously reported as well as those previ-
ously unreported.
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