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HZEiERER (FEX) Mechanisms related to the pathogenesis of the optic neuritis and
the development of new therapeutic avenues
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AAFFE TIE LR MM(LIE Multiple Sclerosis: MS) DIRBETF /L Th H EBRAIE Otk
MEREZE (BAE) OFERUZ&H 72V myelin oligodendrocyte glycoprotein (MOG) X7 K% H
W%, MOG JEEAEIZ K % BAE 38R WEARE IR 27 70 &, HARIZEBIT D E b MS OF T /VICHE
WEEINTEY ., ZOFHAENEMESN TN D, Fx X MS IZ L DMK DIIEA =X Lk
fEIS 2720 F TS T AR b — 225559 5 ASKL s 7 DRI EAE O HEAEFEIZ -
R DA T, FOFER IEF~ 7 A EAE X 0 & ASK1 KB~ 7 2 D EAE D FFHE -0t p
RPN L T HERE DN BAFITIR =D Z b T2, 728172128 R L 7= ASKL FHEAIN
Bl AR OIERBFNCEZITH D Z & 2#22& & 7~ (EMBOMolecular Medicine, 2010)
PLEDN S ASKT OB MS K OMRARIR I OIRIFRICA A7 rletE N rE Tz, 74V 352 b
2 A NOFAIZLEET 0ligl B TOKRE~ T AT EAE Z{E Lo & Z A, EAE OFIENIE
NDHZEDHEBA L, DV RIEMIICIIT D 0ligl OIHIA MS K OHRARERK DIERRIZEN S
Z & L7e (PLoS ONE, 2010) ., & OICHIE{LW'E CTd 5 spermidine % EAE I 5 L 7o
LA, HMBRENEIELT D Z & AR L7, Spermidine IZT KT, RESLCK ) alIZBFIZE
FNTWAHT=SH, food factor (T D MS R UORMRE ~DIGED A REM IR X7z (Invest
Ophthalmol Vis Sci, in press).
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Experimental autoimmune encephalomyelitis (FAE), an animal model of multiple
sclerosis (MS), was used in our study to elucidate the possible mechanisms underlying
the pathogenesis of the optic neuritis. Firstly, we investigated the effect of
apoptosis—related kinase 1 (ASK1) deficiency on the severity of EAE. Our results show
that ASK1 deficiency attenuates neuroinflammation in EAE, without affecting the
proliferation capability of T cells. Moreover, oral treatment with a specific small
molecular weight inhibitor of ASK1 suppressed EAE-induced autoimmune inflammation in both
spinal cords and optic nerves. These results suggest that ASK1 may serve as a valid
therapeutic target for autoimmune demyelinating disorders including MS. Secondly, we
found that the deficiency of oligl, a gene important for the development of
oligodendrocytes, delayed the onset of EAE disease, suggesting that the oligl signaling
pathways may be involved in the incidence rate and the severity of neurological symptoms
in MS. Thirdly, we found that oral administration of spermidine, a natural component of
our diet, reduced the severity of the optic neuritis, suggesting that spermidine might
be suitable for the treatment of MS and optic neuritis
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