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WEFER S OMEZE (323C)  : We performed the experiment in collagen—induced model mice. I established
the methods to an incidence of arthritis in our model mice. We could performed the experiment

repeatedly because the inflammatory degree was stable. The score of the arthritis improvement was
confirmed in the experiment in comparison with control group in the RMT1-10 administrated group.

Serum TNF, IL-6 levels were also decreased, and it was confirmed that RMT1-10 influenced the
inflammatory cytokine productions. We will examine the signaling pathway in inflammatory cytokine in
the inflammatory cells and the inflammatory synovium in the next stage. We will conduct RMT1-10 for
the rheumatoid arthritis is useful as a new drug or is going to test it continuously
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1. WFZERAGE S 1D &

BA&I U v~ F RA) DIREIIARIZARH TH 203 FIE - BRI RIENEY A N1 VB 5
g 132 < (Mclnnes 1B et al. N Engl J Med 365, 2205-2219, 2011), TNF + IL-6 -
IL-17A « GM-CSF 22 ENFE 2V A b A L EBEZ BN TV D, BIE. ZNEDHA M A
VO REN) & T B AR RA DSBS S Au, RA OERRAEIR S & BRI I H 2h Rl k55
B WA ZNENGEH £ 4T A (Takeuchi et al. Ann Rheum Dis 70, 1208-2115, 2011), F
7o EARIZR VT RA DIRRBIZAICISIT D T RO EENME S O E 220 | kDA R
A EAERI L T DR AT DR D CTLA-1g 72 EOFERIOA MR, K7/
LU A REDEFFATIC LD . B oSl o 5 HHEYE T (regulatory T; Treg) #fdod
RA DIFREFZ AU I 25RO B 503 R STV 5, BUEICR W TR~ IXERF O 272 5
AR R 2 IR 5 2 E S FHETH D | RA DIBIRICIT AT XA LY T N EMENR D
Mm7eESN L &Nz, L L, ZNOOREICHEL LT, FEEAISEMLL EOE
BINTH) 20% FEA LD, £z, BIER O 216 OIEFIHEH T X ZeWER S F7ET
D END, HT IR AEIBET D57 2IRFEDOBIRITHAEIC VW THLEL STV S,
L EIDOWIET —~ TodH 5D Tim—1(T cell immunoglobulin mucin domains—1) & (V& &)k
T-cell £721% hepatitis A virus cellular receptor-1 123 T AEEBMOEHLTH D,
LU Tim-1 &, RIS LD The e B33 L, M Rds et i 2 b S 5 2
ETCRIEMY A N A U pwbETiES Y, T Ml s tESE 5 L HEINTND
(Umetsu SE, et al. Nat Immunol. 2005, 447-54), F£7=. Tim-1 ® ligand T&h 5 Tim—4-1g
FTERETH D & THROTEHEEZMEI L, (KRETH D LRET L L SN TND, OF
0. Tim-1 (TR ERR I 123U T CD28 < 1C0S @ X 9 IZ positive costimulatory
molecule & LT, F£72 CTLA-4 X°PD-1 D X 91T negative costimulatory molecule & L C
ERT22=—272MEEZ LS ENMENT VD, AREIOFERIZIBVTH Tin-1 Hifk %
PERET N~ U ARET 2 FETH D, B TH Tin-1 FUARIIHRIC 2 S LavE
FEL72\, 1 DI —73— RO Kuchroo HEHLE LT 7 /— 7 BRI S 472 3B3

EWOPURTHY . b9 1 DIFNEREETFH RETFHE KE ATREELLAPL LR
VI E L7 RIT1-10 Tdh D, 3B3 & RUT1-10 (Z4< B 2MEZ b OBk TH Y | 3B3
1 Tim4 ~fEE&1 5 affinity 235872812 positive costimulatory molecule & LU CHIfE
EMAbZRE L, RIEMEY A S OA VPEAZTTET 2@E 2622 L TU 7 F o~
PHITF SN DHURTH 5, —J5 RIT1-10 1 Tim4 ~FEE T 5 affinity 2399 728 negative
costimulatory molecule & L’Cﬁ‘ﬂiﬂ@ﬁ‘@ﬂﬁ’i’%%’]b RIEMEY A N A VPEAZRTRET S
B2 boZ &L THOARERBICHT 2IREICHRHIH SN DR TH 2,

2. WO HW

ARl Bz i3 Tim-1IZHEH U, EWRRRE| O aTRENE 2 5541 Tim-1 Hifk (RMT1-10)
AR ET L~ T AL LTHIL L TWD DBA/1] ~ U AT 2 FEBRR A fr L7,
Hox OWMEDREITISVTIKEE  AFREAED HRME L THEWZH Tin-1 Hiik RIT1-10) %
HWTY AT T F N2 K D2 RS MESEIC X 5 2R EE, T GBM HURIC L 2 &tk
ERIKB R, V=T ABFRET L~ ATHSD MRL-Fas"™ v 7 2 |G LI-FER, RMT1-10
BEHIZBWTIREEZEOWENRELNSH D Z ENGEH I TS5 (Nozaki Y et al.Am J
Physiol Renal Physiol, 301, 1098-1104, 2011. Nozaki Y et al.Kidney Int, 82, 892-902,
2011. Nozaki Y et al. Am J Physiol Renal Physiol, 15, 1210-1221, 2014), Ftx



H LR 2BWET NV~ T ZAOFKERTIT RA OFREEKIC wfﬁ%ﬁ#%%ﬁ%xf
&% INF, 1L-18, 1L-6, TL-17A PE/E + chemokine i (CXCL1, CXCL2, CXCL9, CXCL10) |
RMkmﬁﬁﬁ’ﬁwT:y%n~wﬁ’w&ﬁi’ﬁ?bfwtoitRmrm&ﬁﬁ
2T Treg MIFAOFBL Y o/ EiPEAHARIC W CILE L TR Y | RUT1-10 (TR RBdGE
WA N A EAIRIOZR 7L B3 HIEE T AR OFBLA~DAT S OB AR5 Z L3
R ST D, 20 Z &1 RUTI-10 233 0 A 22 A BRI TNF « TL-6R FHLEHI O 45 T &
DA NAA VEAMBIZIR & CTLAM-1g DFFHETH 5 TS ERER R A2 iR oZ &
AR L TWD, LLENBARIOFER TIIEMIRET L~ 7 A28 T RUT1-10 #2555
TN, ED XKD R fE g o UCBIRIIE - WIBI A~ BT 2 Mt Lz,

3. WDk

DBA/1] ~ 7 A~$T TIM-1 HifK (RMT1-10, IgG2a) HH VM= hrz—/Lt LT Rat IgG
250 1 g/body Z 1 2 BIIEIENE G 2, 2 BRI W CREBASEIRORRE 2 2 a7k L
(0-4), 35 HIZIZALSY LLLF OIEE Z Mt Lz,

4. WrFEHCR

BAEIAET L~ X (Collagen Induced Arthritis; CIA mice) ZHW/-FEEBrEIiT-7-,
BIEIRBIEETT VA ML L, RIERRE D LRE L TNDZ e D HEGEREZMRD K LUIE T
HZEMAREE o tn, BEFEBRICEBW T RITI-10 B 5EETlda > b o — VBRI TH
HiR 2 a7 EOHBMNHER S 72, Mg TNF, IL-6 #IHIZNR 3D TH Y . RMT1-10
i*fﬁﬁ%hﬁ%/h%ﬁ%_%%?5 & DR ST,

BRIV TRIENEEIBERALIZ I 1T D RIEMEY A N J7 A > mRNA %3, FACS 1EIZF1T 5
i fe wyTﬂ@WHﬂan%@%mﬁb\)/Aﬁ#7ﬁyk%v7u77—vkk
7 %R, pSTAT4/6 FHl% Western Blot I CHREMEPRER IS IOV THRFTT 2 TET
H5D,
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