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Experimental animal model of multiple sclerosis
—Transverse investigation of MS pathogenesis for therapeutic intervention—
Shinji Oki, Takashi Yamamura
Department of Immunology, National Institute of Neuroscience, NCNP

Abstract

Multiple sclerosis(MS) is an autoimmune disease of the central nervous system (CNS)
in which autoreactive T cells ignites downstream pathogenic cascades. The orphan nuclear
receptor, NR4A2, is identified to be a selectively upregulated gene in peripheral blood T
cells from relapsing —remitting MS patients. Furthermore, selective upregulation of NR4A2
is observed in peripheral blood T cells and CNS—infiltrating T cells upon immunization
with myelin peptide in experimental autoimmune encephalomyelitis(EAE). Intriguingly,
IL-17~producing helper T cells exclusively express NR4A2, suggesting that NR4A2
expression represents a pathogenic T cells in autoimmunity. In addition, a NR4A2 block-
ade by RNA interference ameliorated EAE, implying the intrinsic roles of NR4A2 in
MS/EAE, and could serve as a novel therapeutic target of the diseases.

Key words: multiple sclerosis, EAE, NR4A2, Th17 cell, IL-21

U &®
ZRVEEAUE (multiple sclerosis: MS) &,

RAEETR (CNS) OREEEREICET (RAET,

RRETHROBETLECERT 2HBEORE
PREBR L EECEDS. MSOY ) 574
FEHFEN (GWAS)"IC BT, THOBEE

FEEETHE OMESHERIOR S -2 L,

HERBERBEL LTOMSOERELFED, HE
BEOCEEDORIEICESL, MSOFHRGE
~NOEEZEWR FAZEY YRERLDY V8
ROBHEIHTERAT7 4 v TV V1) VBER

@@Ty&ﬁ:zb@74vj0%k,mﬁwl

BEADY) v SEROBEERHEEL, EEEABAO
MRSz 88T 2 M VLA-4 FifEEE 0 F &
NA<T, WERTFFRESHAVIZIZY ¥
BEES VNZEOFIL E LORESE TR
DOBEBEZIET BT FEE S5 F 5~ —BE
BiE 2 mERY v AROBRENHETEY
CERENTE-MSHEEETH 2.
ERWEDREERERA(EAE) X, MS®
REREPHRABREEOFER L, MSEw)
RELAERET L) LTBOCEERHYET L
ELTRWEER 30 BICEAER, HOR
BEERE L TOMS OFRICRIERVEERTE
FNTHBH, LD GWASETOERIE, 3

WM TEEABIER - ARERME LY ¥ — HEFMAR REFAR

0047-1852/14/%60/H/JCOFY

— 416 —



1936

Y VHRERRETAZI L TREE TR + &
BHICELEL, REPSETALIEAENT /1

—FC—EOEBEE XLV E D EO—F

T, EAEFMSHEOTRCOAEZEHTE
AhiIFCidzna iz ETh %<, EAEI
HETAF -7 2 WA MSHERICEBEET
W{RiE, MSHRKEDLIHEFOFITIZIZ
ZEXERLNTWS, flziE, FBAE 2¥%-—
7 —F& L7z PubMed —FI2 X % 7,000 &% %
B2 HMEDTFITIE, EAE % in vivo TO—H#E
W2REREDREL LTHVWTWARENK
ZLEETNE. MSHWEBICEETS LIIRLE
V2 EAE B OB RHE DBFUCIZERILE
ThhH, BEORIOF» S MS DEBIZEIC
ERRERE, WBICENTAZLEVEETD
3.
EEOFHEMS DBEE, HVIEEEER
BOEMDICIREZRELDOFHBH, T
FRICEF L MSOFRBEBEA T =X A0
BHaHY, EAEFIEX D2, bagBE LT
AT lixmEELEW. DENcEE S, MS

BEABOTHROBENEETFRARITE

T, MSEETHR CTEATE TS —77
VEHNZEMANRIAZ F R WL Fl&HL
EAE Z Wiz X ) S 2 T4 5, NR4A2FE
HTHRPECRGED Th7THE THE &
R, NRAAZ DERELIZ A Z L TEAEREDS
BILARETAERETEHLRE T2
AFTIE, MSREZEHRTLH ZTOEAE
DERER, BELIEoEOESGIE
> THAT 5.

1. MSOB#EFILELTDEAE
—fT b S DB BB Db —
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RIZEITH EN/A-EAE I, MSoO#4 2fE%
RELL7-BTZWEICT52—F T, MSEFEOD
BRRLECHLTIE —RBLTELNSZEET
5. BlZiE BEERICE—2<Y X EAE i,
F—FDELOEERPRICE LD LN DKM,
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