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Epigenetic analysis of regulating bone and mineral metabolism under rare disease
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Both LRF and ThPOK belong to the POK family of transcription repressors.
Although LRF mediates osteoclast differentiation by regulating NFATcl expression, the principal
established function of ThPOK is transcriptional control of T-cell lineage commitment. Whether ThPOK

affects osteoclast formation is not known. We find that marrow macrophage ThPOK expression

diminishes with exposure to RANKL, but ThPOK deficiency does not affect osteoclast differentiation.
On the other hand, enhanced ThPOK,in macrophages, substantially impairs osteoclastogenesis. Excess
ThPOK binds the NFATcl promoter and suppresses its transcri?tion, suggesting a mechanism for its
osteoclast inhibitory effect. Despite suppression of osteoclastogenesis by excess ThPOK being
associated with diminished NFATcl, osteoclast formation is not rescued by NFATcl overexpression.
Thus, ThPOK appears to inhibit NFATcl transcription and its osteoclastogenic capacity, while its
depletion has no effect on the bone-resorptive cell.

RANKL



¥ X C—19. F—19—1, Z—19 (@)

1. WFEBMES IO =

(1) AAFZRAREFILRET > KF Steven L. Teitelbaum & O E RS FIAFZEICIDERR D A
F AL ZFRE T DN S 237 Additional sex comb like 2 (ASXL2) 23KEAGHT. IR, K OVE U
ZEHEIL CWAZEZBABNTLZ Y, ASXLT 1T ASXL2 LRI EAR D AF )AL Z BN T DN Z 2%
I THYRYa— LHRIR T O—2>Thd, BHEIEMREZ HWZT 2 AU AR BEEfENT (GWAS) 2 H
W2Z N ETOXFEFIE TIE ASXLL BIxuAfRNR~rur 7 —V O BB /& E a2 RBel-3 2 en
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