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Severe Hypocalcemia Induced by Ruxolitinib
in a Case of JAK2 Mutation Positive Polycythemia
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Abstract

A 64-year-old female with postoperative hypoparathyroidism was diagnosed with JAK2 mutation
positive polycythemia and administration of Janus kinase (JAK) inhibitor, ruxolitinib was started.
After two weeks, serum corrected calcium level markedly declined to 4.9 mg/dl. JAK is a very
important kinase involved in various cytokine signal transductions in vivo and is known to promote
bone reabsorption through the JAK/STAT pathway. Ruxolitinib inhibits JAK1/JAK2 phosphorylation
and suppresses constitutive activation of cytokine receptors. Several studies have investigated
whether JAK1/2 inhibitors suppress RANKL expression and inhibit osteoclast differentiation.
However, it remains unclear how JAK2 inhibition influence bone metabolism in human. In the present
case, it is suggested that an inhibitory effect of ruxolitinib on osteoclastogenesis was not compensated
because of hypoparathyroidism and severe hypocalcemia was observed. It could be necessary to
strictly monitor serum calcium levels for safely use of JAK inhibitors.
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