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Augmentation of osteoclast formation and its function in patients with IFN-g

signaling abnormality
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STAT1 plays an important role in host immune response against viral and
intracellular pathogens by mediating IFN-a /B and IFN-y signaling. Heterozygous loss-of-function
mutations in IFNGR1 and STAT1 can be molecular cause of Mendelian Susceptibility to Mycobacterial
Diseases (MSMD) in human. These pathogenic mutations exert a dominant-negative effect on IFN-y
-STAT1 signaling, leading to host susceptibility to mycobacteria. Chronic and multifocal
osteomyelitis is one of the representative symptoms in patients with MSMD. The histopathology of
biopsied sBecimen shows noncaseating granuloma with abundant number of osteoclasts. Osteoclasts,
bone-resorbing multinuclear cells, are derived from myeloid/monocyte lineage. IFN-y 1is known to be
a strong inhibitor of osteoclastogenesis through the IEN-y -STAT1 signaling in mice. In this study,
we examined the effect of IFN-y on the formation and function of osteoclast derived from using the

patients with AD IFNGR1 or STAT1 deficiency.
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Enhanced osteoclastogenesis is caused by
the abnormal IFN-STAT1 signaling in
MSMD patients.
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Osteoclastogenesis is significantly
enhanced in patients with MSMD through
the impaired of IFN-y-STAT1 signaling.
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