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[ H #9(Purpose)]
Jun dimerization protein 2 (Jdp2) is a transcription factor that represses AP-1 dependent transcription via
regulation of histone modification. Previous in vitro study revealed that Jdp2 is involved in

osteoclastogenesis. However, the role of Jdp2 im vivo and its pleiotropic functions remain obscure.

[ FFiE72 & ONC A (Methods/Results) )

Here we generate JdpZ’/  mice and discovered its important roles, not only in bone homeostasis, but also in
terminal differentiation of neutrophils. JdpZ/  mice exhibited severe osteopetrosis due to impaired

osteoclastogenesis. Furthermore, JdpZ/~ neutrophils are morphologically normal, but functionally defective,
and surface expression of Ly6G and apoptosis were impaired. Additionally, C/EBP + activation and mRNA of primary
granule genes and Bc1-2 were significantly increased. Jdp2 deficiency affected acetylation of histone in some
genes, and among them we identified ATF3 as a novel repressor of neutrophil differentiation. Jdp2 orchestrates
terminal differentiation of neutrophils via a dual met;hanism. First, Jdp2 binds to C/EBP - and attenuates
its DNA binding, leading to the proper primary granule mRNA and Bcl-2 expression levels. Second, Jdp2 binds

to ATF3 promoter and inhibits its acetylation, leading to diminished ATF3 expression. Strikingly, reflecting




.~

the impaired bactericidal functions and NET formation of neutrophils, JdpZ’/ mice are highly susceptible to

S. aureus and C.albicans infection.

(# & (Conclusion))
These findings above clearly indicate that Jdp2 plays as a pivotal role in 7n vivo bone homeostasis and host

defense via regulating osteoclast and neutrophil differentiation.
WXBEOHRDES

Jdp2iZAP-17 7 S U —KEBTAHEERTTHY, AR T7EFIEHBEICES TS Z EMM5NTNWS. L,
MERMEIC BT B F DREEPER L NV TOEBMERIC OV TERICEENTWEZ, TZ TH#HHEIRID v o7
TR TAZHEN L. ZOITAMInvivoll B SHEMBMLOBEC R O KRBAERERET 2 2R L.
EHICHFEHFIT. Jdp2/ v 77U MY UZPHIEBERICH U SEZETH D L2 RHL. TORERBMEY—H—
Ly6COFEFARTE U AR B 20 9 BIFHIRICH 5 Z L 2FE Uiz, IFHERDIdp213C/EBPa L& L2 DIREE
EREMMEBRIC B W THIHT 5 2 & THPIREREZ BELI ¥ TV, £, FPEROSMET — A —Ly6GIFATE3I
Lo THHI SN, JAp2IATR3 O 7 O E—F —HIRICHE L TE A R 2R 7 £ FIWET % Z & TATF3OFEBR 2 M U
YR AMEIREEZED L TWz, Tdp2AVEHE ¥t & MR 2 BB MRS & 07 P ER MU IR RN IR IR F D HEBL
AGEALTHEL TS Z E2H oM LBl OBMEITFMCET 5 R0 5,





