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ALE XA 7o BRI R B A Th2 MR OTE M L FFERE T L T 5 Z & DN R &
Nz, FURIRE OBRE CRIUEMICER G S 72 siRNAX KB HEIEIC 43 A6 9~ 2 IR AL o>
CD86FETL & A BN T 2 = & AWHOCTAMSEIC L DB TR Sz, & 51T, siRNA
G IIHUFIRERICE U5 HFRERERERESCTEREMETTE, X UPUFSRAIE
OEREFECIHT D Z LR SN,

D. B :Fx O L7zsiRNAIXCDSEFE A MBI TE 2 bDEEZ b, BT,
R L~V DR THURIREEIC L - TA L 2 BHREURIEsiRNATHIHI A RE &L B2 b7z,
E. #&: PURBYER RS LB ThoTh., CD8ERILA M2 Z £ IZ & » T Bk
OSBRI SN D Z &b, B hOWREIZE W T HCD86-CD28 Y &7 /L DB N 7= 71k
WEEE LTHETH D AREMENRENT,

26



AWFFEEH
MBS B TSR (DR AAR)
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A FURK R Th2 fifa o /El

~ U A RET VOBRERR L LTIIR T
L7 2 v (ovalbumin, OVA) B X OFE D
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B3R L, HERS C— X5HE T pOVA it
JRRFRP Th2 Hila & 45 {bshE L,
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BT HER) TR oEERN AR L TR
V. SHEIBEERTTEL TCWAZ EERL
TWA, Zhicst L, CD86siRNA %#&5%&
L L=~ ATl naive v 7 A& 3
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T2 ATREMEIZ DWW CTH B, H9 30 ML |
DESD 2 A RNA 1 IHFEOMIZ T
TCRFEER T, U4V ARFEOEE TR
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IL-18 REDYA NAARTEIA W
545, CD86 DOFILBIH b &
WCE-T, ZHUDHIREAT 4 =—F—DW
TUDEENT 2 0% FEHICARAT T 2 LEER
bbb, MOBEETDIAT 4 —F—DBFET
Z3E, CD86 v 7 IO T TAT 2 A
RIEFUEICHF ST 58 NREMNSTERY
AT EIZEERDBTHA D,

ARFFED B, siRNA (2 L 5 R4+ D
BERERTHIE 2/ L C AT u A Rk E 75
A9 2 BEABENE LN, 621X
O ZHT 7o —FORELTTHLS
VERH D, Forx a7t (Kibe et al.
Am J Respir Crit Care Med
2003;167:50-56) DEFMF» 5, IL-13 12 X
STHb INHFEBRBEESCTEY T
Vo 73 ATaA FIREETH O, BisE
T ELOVRIRIE & LTt IL- 13 HUiR OB IS
ARTTHohTnDg, £, EEMEmE
DRMEIEED L ITEKHE Y 4 VARG X
STHIERZ Zfhv, ZOEETIHRAAT T
A FHEEIZEDEENRED LIZ W, Hx
L HFgEARERE OFRIT, 1EMEAL T Aila & B
s IL-13 RV 4 VABH#ESFTH D
28 RNA Tt KB _ERHRakk % R4
B & RS BT-H1 (314 PD-LD A FEH
FHEINDHZ EERE L (Tsuda et al
Biochem  Biophys Res Commun
2005;330:263-270) , B7-H1 XV 1 /L A%
BB T HiiE ORe & 58 7712 i)
TDZ LK TY 1 /v ARG DO HERR
EEEL, [UBEY 1 /VARBRYENBET D
TEREMERETNMICL o TRERTW
5, Lih 2 488 RNA Bligic L5 B7T-H1
FKEIIAT oA FIEFETHY | mEDEE
BILICEE LA Z ERBESND, &
T, B4 ik 2 A RNA FEIC L &R
B MR B7T-H1 FHFHEIZ PIS ) —
BTNg LTI 2BEPEE LTS Z
EEBHBMI L (Kano et al. Biochem
Biophys Res Commun 2013;435:195-201),



PI3 ¥+ —FF A& iEffb A P L AL
TIEME(LT HEEETH Y AT v A NEHUE
DOFBICHBETHZ ERMBANATND,
EZpE PI3 ¥ —E T L FRERI 2 A8
RNA #ijiic & 5 B7-H1 ¥R 264 5,
Z OMERIC L AEHAMmRE., FHCAT B
A4 FIEFHEOTRZ D E LT in vivo DR
BT L ARRGE, B LU CD86 FH~
DHRORIEERIR LT ZATH D,

E. 7‘:3 gﬂ/?\l

DCD86siRNA | in vitro THER AR
bz & b 7aH CD86 FILDHEHRZ Nl L,
@CD86siRNA L& &AL 7= hR AR X HR
I L Th MR O HUFTRIE % OTEME D38
L TEY ., @OCD86siRNA &&ENIEE I
FoTHEBRBE#OTEMBEIZBIT S
CD86 FEINMG X3, OPUREREE % D
BEER SO Hl S iz, 2 b ORFFERE R
I ESWT, CD86 #HERY & 4% siRNA I
e BT UK L IR B DIER R S
776
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X3 ¥vOREEETILIZEIT5HB7-2/CD86-CD28/CTLA-4

anti-CD80mAb/anti-CD86mAD Th2E&E RAE & SEBENED RS
Tsuyuki et al., 1997
Harris et al., 1997
Keane-Myers et al., 1998
Mark et al., 1998
Haczku et al., 1999
CTLA-4-Ig Th2EKEBRIESTEBEED RS
Tsuyuki et al., 1997
Van Qosterhout et al., 1997
Padrid et al., 1998

CD80/CD86"- mice Th2ESKE RIEETRIEBENEDHSS
Mark et al., 2000
CD28"- mice Th2iE KB RIELREBREIED K&

Mathur et al., 1999
Lambrecht et al., 2000
Burr et al., 2001

CD287/CTLA-4"- mice Th2ESERESTEBEEDORE
Deurloo et al., 2003
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AR RS (HEANLDBES SR )
SRR

B R A5 & LIZCTLAd-Tg (Abatacept, AL /7®) DREIGHLK
Z & LI EREETASS L USHRAIIZL
WESEE R & GROREEFREMFIT =)
Ul vz

EEES (FWSEETISER) ParAR (FIFSERThirsER)

WF3E

T HE LRV DRT A FEGIHENEREMER B OB TH ) A = X LERANEIETH B, ZOfETH
FREZRET U, SEEER VARG Th 7 0— 2RI L TAT B A FEEEMEIZSWT in vitro |2
BT AU RIS A e e L= & 2 A, DEX BRI J2 0 BEEHIEI S A5 27 m— L Hil S hu7eu
I a—NRWEENT, TNBEIERE~ 7 ACBA L CHURRE R ARERZER S O E @ o3
% DEX DRSS L& 2 A, in vitro BT AR T7T a4 REEET in vivo IZHRIREN D 2 L2585
Meipote, RET/MI, THEL-VOATrA FEFERB I ON RV TOART v REHTES.

REAEREET LD A T =X LOfFIRRS, IBFREOFNZITO LTERTH 5,

ZeHRY

THIBE L~ LD AT A FEFUIESERAMERED
B THD Z ERHLINIIRo>TNND, AT A R
HEHUED A Ty = X ARV, BREMER B ORI A
W 72280 & L CEERVETH 5, IBERT,
HIRE L~V OE RITHEAEE TH D5, R L
IVTAT A RGN B O A BIRE/R T L
DOHEFILRIEMEFIC b A bRV, £Z T, in
vitro, invivo DL YL TAT oA REEME - 1K
PiEA S AT 35 L FEIRHE, TR AT 7
TR E L UEATAZ 20X LT, AT, K
PG BT T L ORINE & ifHT 2 3R A T,

B. WFZESHA

1) BEEROMIN< Balb/c =7 2% OVA TRAEL. At
BY L DIBEY o BREENY, in vitro TO
HUERI, limiting dilution Z{To> T, OVA %2
HJTh clone ZHIZ L7~ (Kaminuma O. et al. Am J
Respir Cell Mol Biol. 16:448, 1997) , OVA4%#E
B9 T IR B4ED transgenic TS D011, 10 =7
2L EHEOFEET Th clone #HISE L7,
Trradiated spleen cell % antigen—presenting
cell & L. subcloning #1TV), & 5IT expansion
L. HERAERRICHER Uiz, invitroDAT A
REGEZ M, 4 x 10MEl0D Th clone ZHUFEHRRHAD,
PUR, BREOT VA9 (DEX) L& HIT9%6
well culture plate |\ ZTHEE L., 48 W#Ic B
EEREL, 72 RERR ISR RS & SR LT,

H-thymidine &% D 16 B VA Uiz, invivo
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DATaA FEEZMEIE, Th clone ZHB AT L A
EE'TNERNTHNT L=, 5 x 10°ED Th clone
EAELE < 7 A ZRBFRE D IEAL Day 0) |

H OVA Z#ESGERNCHURT v L 2P L7, 48 hr{zé

3'_2

BUXCO (2T A YV U SRERISHERRIE, &
Jayedg (BAL) 21TV, Mulask. 4 ‘:@%{E{Jm L7,

1, 3 mg/kg ®DEX % Day 1, 2 TG LI,
(fmER i~ &)

Profifaration (%)
Realifaration )

T v
@ 1 1o
DEX {s)

AT uA NS L UGt

] DEX

1.
0 — L DA R T AT X A9
(DEX) D%hE. a AT oA RS
12— BF7, T6-28 L UT6-10% X#RARE L

TeRR~ U A DMNEAIIE, OVA (201 g/
well) 35 L ODEX (0-1,000 n M ) &3iz72
ARS8 L. 3H-thymidine (0.5 mCi/well)
ISR VA Lz, b AT oA Nk
M7 o — o T5-1, T6-433 L UT6-7%H FIEI
HEEL-. 7 a—BF7 (@), T6-2 (A),
T6-10 (H), T5-1 (O), T6-4 (A)BXW
T6-7 () OMEFES S IDEXFETMD 2 2
0 —/EIZ T B = T — TR L
(N-8) . xp < 0.05 (zvba—ng
D LR

SRR, BRI B D MR E AT LT




