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p53 MR ITMAUEIE D HIEH LT ) L OREVEICTHF G L TWDHZ ERMBITND Z LMD,
BCL11B 7% p53 O3 fRIZB5-9 % HDM2 % &ie p53 v 7 T /VERIKIZE < O Tlenint &z
RN 24T > 72, DGR, BCL11B 1Z HDM2-P2 7' 11 & — & — I fE A L. HDM2 s 13
Bl pS3 AKIFRNCINEIT 2 Z ENH Lo, ZDZ &1, BCL11B A% p53-HDM2 7
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T rRIZE < 7 2 (S826G/KO) T D i DIE AR H M 7V 7 MR ILE DIEIE A 1 = X LD
—ETHDH I ERREBEINT,

WFZERR OMEEL (3€30) : Bclllb/BCL11B is a C2Hz zinc finger transcription factor that acts as a
haploinsufficient tumor suppressor. Mutations and deletion in the human orthologue BCL11B
have been identified in human T-cell acute lymphoblastic leukemia (T-ALL) and a mouse
model of thymic lymphomas. We have examined whether or not BCL11B directly affects the
p53 signaling pathway including HDM2, an ubiquitin ligase for p53 degradation. This is
because that the p53 pathway regulates cell proliferation and the response to DNA damages to
maintain genome integrity. We have obtained the results that BCL11B binds to human
HDM2-P2 promoter by ChIP (chromatin immuno-precipitation) assay and inhibits HDM?2
expression in a p53-dependent manner. These date suggest that BCL11B affects the activity of
the p53-HDM2 feedback loop. This may be a mechanism for the leukemic transformation in
T-ALL and for the impairment of incisor development and the enlargement of intestine crypts
in Bcl11b $8266KOmouse.
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