¥xXc—109

BFEMRENRER BEARE@FBE) AERRREE
Rk 24 4 5 A 16 HBE

H#BEIES : 13101

HRER  EFHRB)

ZTHEAR - 2009~2011

REEES 1 21790462

MRRER (FIX) RERICETSRit1/Bel11B DHERE

R ERREL (FX) Functional analysis of Ritl/Bcl11b in immunological system.

HERARSE
[5# BE®  (HIROSE SATOSHI)
HRRE - EEFR - B
HREES : 10415276

WFFER RO EE (FnSX) : Rit1/Belllb i3/ ~7 0 RN AAHEE - CTH Y . apT Moz

BWTHEHEREEZFIZ LTS, RIFETIL, Bellib 3 T HIFERSI~DIEMREIZI W THE
BB ERT- LTS Z ML, E72, CD8HIMIR T MIRES> NKT AL O E AR E 4 D AE
17, THEARD LT Bell1b DNEEREE Z R L TCWD Z ERHLNICRY 2ob 5,

TR O R (330) : Ritl/Belllb is a haploinsufficient tumor suppressor gene and
plays an essential role in ofT cell development. Bc/71b knockout mice exhibit a
developmental block at DN stage and do not generate DP thymocytes. On the other hand,
Belllb heterozygous mice appear to be normal but show retardation of thymocyte
development in embryos. This suggests dose-dependency of Bclllb function in
differentiation of thymocytes. To analyze this dose-dependency, we generated mice carrying
the hypomorphic allele of Be/71H by mutagen treatment conducted in RIKEN large scale
ENU Mutagenesis Program. Among six such mutants analyzed, one (1891mut) carries
one-base substitution leading to a missense mutation. Here, we show a developmental
impairment at the CD69+TCRBhigh transitional stage of positive selection caused by the
presence of 1891mut allele. As a result, development of CD8SP cells, but not of CD4SP, was
reduced in 1891mut/+ mice. This reduction was more severe in KO/+ mice. Our data
suggest that differentiation of CD8 lineage T cells is controlled by Becl11b and its processing
level is affected by or dependent on the Bell1lb activity.
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