MR, 69, 59-65 (2018)

#es 016EFEEMEMIUKZELMRRMEZEWR)

EHETY) T b —F AL T 7
H AR G020 2 Tl A B o 1 BH

2

NG N T 2

%
HE Y

e

E B BT interferon regulatory factor-5 (IRF5) (X HARMIEISEIIB W TEELEZH 245 —
JiT, &) 73 b—7 A (SLE) OWWERIELHET LI EHPMONTVS, KA 1L Toll iz
R (TLR) Z A L7z HARTIZINE ¥ 7 F IR EREEICB W TIRFS & M A L, € OmREIEHL

HE & AR (I3 AN & LCTLyn ZHE L. S 512,

SLEX T AEFLVDODONEDTH A

Lyn KB~ 7 A% H\v, IRFSOMFE 2 5P L2 SLERREZ 51 &2 2 L, IRFSORIBIZZF DFE % FH
22 E2HLNILA. RADPMELZLyn KX T X2 F0, TNE THZE SN2 TDSLE
ETNITAIBWT, IRFOVIREREIEICLETH S EAREINTWS. L7225 TIRF5IESLE
DENRERENTH Y, Z ORI OB HE A BIEH LRI D 2032 TR WIfF &

A L7 HRRIEIS IS BV CHERH 4 V. TLR

n5.
Key words: & &PET1) 7~ b —7 A (systemic lupus erythematosus),
ARSI % (innate immunity), interferon regulatory factor, Lyn,
TLR-MyD88#&# (TLR-MyD88 pathway)
&I

L) 7% b =7 (systemic lupus erythematosus,
SLE) (3#ERITED ACERETH D, JIDNAHLKZR &
O HCYURDHREIILAE T 5 L TEH DML IR
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Abstract

A NOVEL REGULATORY MECHANISM IN THE INNATE IMMUNE RESPONSE AND
ITS RELEVANCE TO THE DEVELOPMENT OF SYSTEMIC LUPUS ERYTHEMATOSUS

Tatsuma BaN

Department of Immunology, Yokohama City University Graduate School of Medicine

The transcription factor interferon regulatory factor-5 (IRF5) plays an important role in innate immune responses,
and also contributes to the pathogenesis of the autoimmune disease systemic lupus erythematosus (SLE). We
identified Lyn as a selective IRF5 regulator that directly binds to IRF5 and inhibits its transcriptional activity.
Furthermore, using Lyn-deficient mice, a murine model of SLE, we showed that hyperactivation of IRF5 causes the
development of an SLE-like disease. Notably, all murine models examined to date, including the Lyn-deficient mice
we analyzed, have shown that SLE-like diseases are ameliorated by IRF5 deficiency. Selective suppression of IRF5

activity or expression may thus provide novel therapeutics for the treatment of SLE.
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