#R= C-19
HEREMHBISEHRRRBESE

" 4 315 HBIE

N 2 3

HEES : 16101
MEIER - AR B)
HZEHARS - 2008~2010
EREES 20390144
MREEL (F1X) T U/NBRIKEFEERIR M/ IR SIS LS
THZeEERE4R (FEX) Molecular mechanisms that regulate the formation of the thymic
microenvironments
MERKRE

Ei& ¥/ (TAKAHAMA YOUSUKE)

EEXE - KBS/ LR R — - #Hi%

HEEHES : 20183858

WFZERRRE OB (Fn=0)

AW TIE, 0 bi& EDO T U o /RERD S NER R DREEL I T D Z L IZHEIR L7 Mafig k-
BORRSIN 7 DORIEZFT 5 & & b, MR bR R BAOBEE Yy T OB A FREEC U= 8 R
fid & B b R IR D Sy S AE DO fiEAT 2 BRIA L=, T OFER, £9°. IEO@RRE S F7-8hEHT U
RBRICHHL &4 2 RANKL 3BEE _ER R 058 ) 72 85IN - CHH Z EZH LM LTz, 72, M
HRBHE E R DBEAE T2 CCRT e H A N X DHET U o REROBEEBEN A, SRRk 500 B
EHURIC R EZ R T T Y U EROBOBPRUTHKETH D Z EEZA LT LT, FiZ, MlRsiE
LRI DPEAT B T A > XCLLIZ & 2 MR PN REIRRERE O 8 S~ o iF 5 23, BRIz E
B HENE T HIIROEAICEE CTH DL L &bz, BLREEREBFRENDTFOOE D Aire lZL - T
HEESND Z 2B LTz, AT, MRS ERGAIC R RAIC BB SN D W7 a7 7
V=N E D H RIS RED, CD8 BEME T MO LW IEORINZ O XL X7 F K-7
T AIMIC EERDEAIIVETHD Z EHHLMNI Lz, PR, Ml & bRz e & fahs ih
B b B 00 43 I KAE O R S Bk 72 0 L BB b R AR A Cre B~ 7 A L CCL21 R
R AR T D~ v ADERI A D T,

WIZERROBEE (30

The medullary microenvironment of the thymus plays a crucial role in the establishment of
self—tolerance through the deletion of self-reactive thymocytes and the generation of regulatory
T cells. Crosstalk or bidirectional signal exchanges between developing thymocytes and medullary
thymic epithelial cells (mTECs) contribute to the formation of the thymic medulla. We have identified
the molecules that mediate thymic crosstalk. Tumor necrosis factor superfamily cytokines, including
RANKL and lymphotoxin, produced by positively selected thymocytes promote the proliferation and
differentiation of mTECs. In return, CCR7 ligand chemokines produced by mTECs facilitate the
migration of positively selected thymocytes to the medulla.

The cytokine crosstalk between
developing thymocytes and mTECs nurtures the formation of the thymic medulla and thereby regulates
the establishment of self-tolerance. Our results also demonstrate that the XCL1-mediated medullary
accumulation of thymic dendritic cells contributes to regulatory T cell development and is regulated
by Aire and that thymoproteasome—dependent self—peptide production is required for the development
of an immunocompetent repertoire of CD8+ T cells.
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