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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
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& natalizumab OTEFEEE D —21% OPN I & 3 T fHlEE



HEALIFICH B EFEZ N5, —7F ob crystallin b EARR
B OEENEEENTYS, BoTR#cay 7708
278 (small heat shock proteins : small HSP) D—2CH %
B, W& vy BRB LY AT EAE BEFELL,
f& vy efET 5 EHRERZER L. 20952
A= AL E LTI, WSS 7O 7R -2 R
Wil & CRFEET A P4 YIEHWERARE L 5T
%),

B il DORE

MS BB T, [gGEENTELTwE Z & (16
index O L&) PRIENGENIEOFEE(A ) T 70—
F 23 Fooligoclonal band 1 OCB) 231 & 4, B il #
BRI T E 2, FEEIC D MS ORFEZED 4 fiE
oEEns kT, THlE =ou7r—YEEE LS
12 1gG PHERT DB 2 RD 2HEENRZ — v hEd—
BRETHD EREINT0EY, $%, Billaoe—7h—
CH B CDICHT 5E / 70—+ VI rituximab 235
5 - BREIMS ICEHHTHDL I EPHEENTWE, it
uximab & CD20 B OTZEE LS E I 12 /E A
T, TR [gG EET 2 OCB #HkiEftb o7z &
LG, BIEFERICE BIROTUERTES YA A4 v
BEEMOBEESHEES N TYE, —H0 2 ZETE MS ©
FREIZ B CHEIE ) oG TR 6 s, il
P s s H 5 2 Lo, EREREEES B
flE Y v — v BEAERFEEA TR Z D, ErEoERiciEs
LT3 AR RE S NS, IFN-B IE RS % G
TBIEPMENT WS, IEN-L#E MS BF O MfEH
@ BAFF (B cell-activating factor belonging to the TNF
family) iED LAPHRE SN T 3D BAFF 1% B fila
DEFEPHERET 2RTFCcH D, IFN-B CTEMT 50
ABIZIE BAFF 24 L7 B flEIE AL 5 L C v 5 Tl HE
E23dH 5.

&9 U

PlE, FELTMSOEFMFEL ThfilEOEEICER
TYCESL L7, MS OETEORHERIC IR O 0%
WA, BRBEROEEEE I NEEENC R D
HENTWE - Tz, HDLOWESR - NOWR - AER
BEEDEBEEERODDY AT L LTHEWIEEI
EIT3Z o Tws, flzidAases FiEA v
AFNVEVTHD, VUARRHECENEOZEERR
BRLTw3, YAFANLFud—0—BL L ClEEEE
PEEHINTEY, SBOEBRIEHFINS.
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