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WFFERE SR OMEEE (Z3C) : We have recently identified a novel regulatory T cells (Treg)
population that expresses lymphocyte activation gene—3(LAG3) and early growth response
gene—2 (Egr2). LAG3" Treg strongly suppress autoantibody production. Young DBA1J mice and
lupus—prone NZB/W F, mice had fewer LAG3" Treg in the spleen compared with control B6
mice. We found that 7n vivo tofacitinib, a JAK inhibitor, treatment increased of
CD4'CD25°LAG3" regulatory cells in the spleen of B6 mice. We found that tofacitinib, a
JAK inhibitor, induces LAG3* Treg—like CD4'Egr2' T cells (Tofa T cells) in vitro. Tofa
T cells suppressed autoantibody production and nephritis progression in BWF, mice. LAG3"
Treg and Tofa-T cells significantly suppressed the progression of collagen induced
arthritis (CIA)in DBA1J mice. Tofacitinib conferred the expression of regulatory
molecules and in vivo suppressive function on CD4" T cells. The induction of LAG3" Treg
would contribute the regulation of chronic inflammatory diseases.
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Be GRBEI3 F RN 235 IkEN CTH S,
WARATRE T 72 Bt U 7~ F DO BAF A K
HHNTEY, IEH, Janus kinase (JAK) %
R & LB @RI & D7
BIWERHIZE D ZEB SN TW5S (Kremer JM, et
al. Arthritis Rheum. 60, 1895-1905, 2009).
JAK 7 7 2 U —(JAK1-3, TYK2)i%., YA 7
A AN K B EMIEYEOREICHEDOF 1
VR F—PTHhHDH, JAKITHA R BA T
RIRITHES LTk IcileNTIEE b s, £
O T CHRB[R + Signal Transducers and
Activators of Transcription (STAT) Z &t
k4%, Jakl, Jak2 IZEHZ /MR IC A~ DN D
23, Jak3 [ZMERRICIRFH L THRIAL T\ L7
O, Jak3 BLEFKIT A b BIVEH O 70 g i
HIFIE 720 5 %, JAK PRESE tofacitinib %
BEA7 D JAK3 BHLEZD 1/1000 DPFE TR %A
TS T8 300Da DILEWTH 5.
tofacitinib I, v~V XA 2T —7 R
ik Ty hTVany NERBEEGS (5
) WZESTH Milici AJ, et al.
Arthritis research and Therapy. 10: R14,
2008) . {RIEHRBUEREEN Y v~ T BE OERK
ARERIZB VT TNF FLESKIC LT 2 @A
HEN R EZL TS (Kremer JM, et al.
Arthritis Rheum. 60, 1895-1905, 2009), L
L tofacitinib O R TOVERA SR
G TR,

et 71 % 1% T D3RR 2 [ 52350 b s
WbET LAX— Y U~ FNEE 18 HFEET
1%, PRk 21 4212 CDA'CD25 LAG3'T #ifl (DL T
LAG3'Treg) #[FE L7z, LAG3'Treg 1Z (1) T
g L~ &2 — (TCR) filfic kL7 v —T
b5 (2) IL-10 Z@mEATDH (B) vUR
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FET 5, LAG3'Treg (X, IL-10 « LAG3 & {n+
T FU—ICEET D IRE R T early
growth response gene—2 (Egr2) Z &3 H L.
Egr2 1% CD4 it T MIAEIZ LAGS & 388l S,
IL-10 PEAZ1EtE ¥ 2 (Okamura T, et al.
PNAS. 106;13974-13979, 2009), T i
M Egr2 R~ AN EHEMTZ Y T~ h—F
A (systemic lupus erythematosus ; SLE)#k
PieE T 52 L bWE Sz (Zhu et al, J
Exp Med, 2008, 205:2295-2307). FE{L#HfF
FeAt & OHELFEMFIEIZ LD Bgr2 X RA BLW
SLE &S BIEFDO—2>ThHbd I ENYEL

(Myouzen K, et al. Hum Mol Genet. 2010,
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H2oRE E T,
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ETINYTATHD MRL/Ipr ~ 7 AT
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JAK37 =7 A CDA'T I 1L-10, LAG3 %
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al. Journal of Immunology.176:2059-2063
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