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Mechanism of bone destruction by transcription factor IRF8
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Interferon-regulatory factor 8 (IRF-8), a transcription factor expressed by
immune cells, has an inhibitory role in osteoclast differentiation. We investigated the effects of
IRF8 on inflammatory bone destruction in collagen antibody-induced arthritis (CAIA) model mice. CAIA

or saline was administered to IRF8+/+ (WT) and IRF8-/- (IRF8 KO) mice by intraperitoneal injection
(day 0), then LPS was injected on day 2. Rheumatoid arthritis (RA) scoring was performed daily for
32 days. Following euthanasia, bone tissues were collected and histopathological analysis assays
with HEE staining were performed. RA scores and histopathological features in the CA-challenged WT
mice were normal on day 32, whereas those scores were severe and histopathology results
significantly abnormal in the IRF8 KO mice, including inflammatory cell infiltration and synovial
hyperplasia in knee joints. These results suggest an important role for IRF8 in pathological bone

destruction.
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