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Heterotopic ossification with fever of unknown

origin
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52-year-old man was admitted to hospital with coma from
thalamic hemorrhage. He developed a persistent fever of
unknown origin during his stay in the intensive care unit
(ICU). A tentative diagnosis of central fever was made based on the
unremarkable findings of an extensive fever workup. The patient’s
condition was complicated by prolonged hyperthermia, despite
supportive care in the ICU. Repeat computed tomography 4 weeks
after presentation showed the development of heterotopic ossifica-
tion in the bilateral internal obturator muscles (Figure 1). The
patient’s alkaline phosphatase level rose to a maximum of 4 times
the normal range, without elevation of inflammatory and hepatic
markers, consistent with a bone-derived elevation. This supported
a diagnosis of heterotopic ossification rather than more common
explanations for his fever, such as cellulitis, abscess or hematoma.
The patient also showed typical features of paroxysmal sympa-
thetic hyperactivity, including episodic paroxysmal tachycardia,
hypertension, hyperthermia, tachypnea, diaphoresis and teeth
grinding without substantial stressful stimuli. We diagnosed parox-
ysmal sympathetic hyperactivity, the likely cause of the heterotopic
ossification, using recently developed consensus criteria.!
Heterotopic ossification is the ectopic formation of mature lamel-
lar bone in nonosseous tissue that usually follows soft tissue trauma
and fractures, but also arises secondary to nontraumatic neurologic
injury, including paroxysmal sympathetic hyperactivity that can
occur following severe acquired brain injury.2 Autonomic dysregula-
tion may serve as an osteoinductive factor.® As in our patient, a find-
ing of heterotopic ossification can be a clue to diagnosing paroxys-
mal sympathetic hyperactivity.* Our patient showed a gradual
decline in his paroxysms without specific therapeutic interventions,
and the heterotopic ossification remained unchanged.
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Figure 1: (A, B) Abdominal computed tomographic image in a 52-year-old
man with coma from thalamic hemorrhage 4 weeks after presentation,
showing heterotopic ossification in the bilateral internal obturator mus-
cles (arrows).
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