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Voriconazole induced periostitis
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Description

Voriconazole is a second generation broad spectrum triazole 
antifungal agent which is commonly used for prophylaxis and 
treatment of invasive aspergillosis, especially in patients with 
solid organ and hematopoietic stem cell transplants. One of 
the rare, adverse effects of long-term use is periostitis which 
is caused by increased circulating levels of fluoride from vori-
conazole metabolism with clinical findings similar to skeletal 
fluorosis. Given the increased use of voriconazole, it is essential 
to recognize periostitis as an adverse effect with prompt discon-
tinuation of the medication improving patient outcomes and 
quality of life.

A 73-year old Caucasian female with history of coccidioi-
dalmycosis meningitis status post ventriculoperitoneal shunt 
on suppressive voriconazole presented to rheumatology clinic 
with progressive decline characterized by diffuse bony pain and 
arthralgias. The pain started six months following initiation of 
voriconazole with symptoms unresponsive to acetaminophen, 

ibuprofen, pregabalin and physical therapy. Physical examina-
tion revealed a thin wheelchair bound female with diffuse bony 
tenderness and hand muscle wasting. Laboratory work-up was 
notable for elevated alkaline phosphatase 739 U/L (reference 
value 38-126 U/L), alkaline phosphatase- bone 480 U/L (ref-
erence value 0-55 U/L), gamma-glutamyl transferase 324 U/L 
(reference value 5-55 U/L),  C-reactive protein 7.8 mg/L (refer-
ence range <10 mg/L) and erythrocyte sedimentation rate 86 
mm/hour (reference value <30 mm/hr). Autoimmune work-up 
and thyroid studies were unremarkable. Technetium-99 m bone 
scan demonstrated markedly abnormal osseous uptake along 
the scapular margins, proximal shafts of both humeri and bi-
lateral hips with additional focal abnormalities in bilateral fore-
arms, femoral shafts and proximal left eleventh rib (Figure 1). 
These findings favored periostitis likely related to long term 
voriconazole treatment. Patient was subsequently transitioned 
off voriconazole to itraconazole with complete resolution of her 
bony pain after one month.
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Figure 1: Technetium-99 m bone scan demonstrates markedly ab-
normal osseous uptake along the scapular margins, proximal shafts 
of both humeri and bilateral hips with additional focal abnormali-
ties in bilateral forearms, femoral shafts andproximal left eleventh 
rib.
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