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AFFER R OBEEE (Fus0) « A e R A, AR S ERICIE LR EEERE & LTHER SR
LRBENT X7 2 —E F'E Lnk/Sh2b3 12O\ T, HERESL T OFE) & 72 2 HiIE 00 e R AR AR
OfiEIR % H45 L7=, Lnk/Sh2b3 BH AT =X —TEZHLR—F —~ U A& L, T i
SOBPRAIEIC BN T BT 5 2 & 28 L7z, Lok K~ w7 ATl CD44" CDS'T fll e 23 #8504
D&, ZOBMME IL-16 ~OISHETTEIZK 2 2 & /MG T B SRFIE T 5 #8250 O BT
fobran Z & &R L7z, Lok BEREFEEN H C AR MEALRRIEE ORI BN 5 nlREME % 1)
DTHLMMNZ LT,

WHFER S OMEEL (J£3C) : The intracellular adaptor Lnk/Sh2b3 regulates cytokine signals
that control lymphohematopoiesis. In humans, mutations in the LNK/SH2B3 gene are found
in myeloproliferative disease patients, and LNK/SH2B3 polymorphisms have been
demonstrated to be associated with celiac disease and autoimmune diabetes. In this study,
we revealed a previously unrecognized function of Lnk/Sh2b3 in preventing the
accumulation of inflammatory CD8' T cells and intestinal villous atrophy. Generation of
an Lnk-Venus reporter mouse revealed expression of Lnk/Sh2b3 in mature T cells and
dendritic cells. CD44'CD8" T cells were increased in Lnk” mice, and many mice exhibited
signs of villous atrophy in the small intestine. Lnk” CD8' T cells survived longer and
proliferated even in non—lymphopenic host animals in response to IL-15. Transfer of Lnk””
CD44"CD8" T cells together with wild—type CD4" T cells into RAG2-deficient mice
recapitulated villous atrophy in ileum. Our results provide for the first time a missing
link between Lnk/Sh2b3 and autoimmune-like tissue destruction responses.
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X 5 1Z.Sh2b1/SH2B K48 (Mol Cell Biol 2002)
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(2) REfESaIE, HBEE Y L NERICEBIT D Lnk/
Sh2b3 OHERE : Lnk/Sh2b3 KIBIT L A s
BEDOEAC, KRGS E ~DR B ERGT 5.
Lnk/Sh2b3 %V 7 v 7 fFOERIKRF & LT
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HE D 5 ATV 2RO 5B R IR L&~ DB
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{KAF) 72 Lnk/Sh2b3 FEE L, S84 $ifl <

B RS LRIEDIREZAT 9, TIEBROKER,
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Falx OM—CSF {ERIFMEIC VT ) A L EREEA %
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Lnk/Sh2b3 OFEHUE T IXiE M R K& % R
IO PEA I K X I B % RAT 5, A FEfK
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T GFP CT# % Venus % Lnk/Sh2b3 & {5 1-FEIZ
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BT TS BRI RIERVE D DFEE
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FRBT D AT Y —R CDS+T fa A EIC
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IEL %O LPL Offifasy B 0%k, A4 M A
VPEAERE. PO & BRET L7z, B ZEME 1T Lok
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F 72, Lnk/Sh2b3 KR~ 7 A CTIIEKH
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S 512 Lnk/Sh2b3 KIEEPRMAZIE, 1L-15 I
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B W B FE M R FRRE ) C LNK/SH2B3 & s+ D
RIS RGN Ho70v> Tb, Lnk KIBWE
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PRS2 U Lk K $8 38 i 40 A 13 1E 3 A &
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W) RIEE~OB SR EZ N D, —H,
HE T A= RXRTFTF REFAML -
Lnk/Sh2b3 731 {ER L, B~ % —%
W72 DR PN N X0 3 i B R kR o
YEFHINHI N FIRE72 = & &R LT=, F72. Lnk/
Sh2b3 @ K ) FHEZRIKOBIEFEA
(2 &V iPS AR B o 3 i AR RE O B N
FEAZMRETE DL ZH LN LT,

—J5, 1B N ERTBRAE N & D BHED
c—Kit Btk Sca-1 B bR M (KSL) 47
5 IME N EEA~D 53 LR E I Lnk/Sh2b3 &4
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W2 L7, SHIT, BITREO M HEH AL
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