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IZBWTH, IBRBLEHIRT APUROEE B TXT, Thbb, VI F R EMRTXT,

S BT, UANVABBEIZIEM B BIE TR L, AKEHIIEEZE U A VAR T — K95 ORF49 B 137 A LA
HIEICHNATHHZ AL LT,

[ Rk 20 45 )]
CHBUTOKEBY 7 F oD a—Aba TV, U7 F o _y 2 —L U TEHRER 7 a— 2552 LT, 4
KB ET 7T R Z—IHHAT D2 ODORE RN KBE AT AT LB LT RVAT LA EHNWS Z
LI Lo CTHIEICH B FEHAT L2 ENAEIC R o T2, F12. B F 2RISR -0 0FHH T ot —
X —ZRE Lz,

[SERk 21 4E )]

KBTI F LRI AL TATANLAZADOHN BLX R FEETFEFA LAV AZ/ER LT,
RKIOANAZENTy MIBERELTZE ZAHNBXOF Z X7 BT A HUENEA S, T OHURIZ L V7 A
7 A VAT B FIRE & R FF LT e,

@ 1% 18 FE B4,

[k 18 4]

B bR RATA LA THHV—T) DJEYGRT I - T CD46 3 K TN CD59 2N EGHHIaic B W T ER L TWA 2 E2HG
ML, AN ADIRDOEEN D OB G- L TV D AIEEMEZ R LT,

+ SOCS-1 7% vivo {ZBWNT, Thl17 s b2 I+ 5 = & % S0CS-1/IFN- « —EiE XK~ 7 A Z =% TH
LI LTz, £T20 ANA AT 2R % T, SO0CS 471 % CD4 Bl T AlifRIZ in vitro T, FFRMICE AT H %%
BISE L7=, & 512, S0CS-1, SOCS-3 DIEHY-A N A > T D IL-6 28, AOEEN U v~ F L OLRMEMLIED
VU RIBITHERBET NV TH D CIA, EAE OFIEICEI G325 2 &% IL-6R FRFUAZ W2 TH L MZ LTz,

[FR% 19 A7)

 SEHE Y CTH AEIIZ e hALRAT A VR 6 BEGSE T A, RERLBEEIFELZ R LTZN, U
A NVARGEF R THD T L B3R 95 2 LIk o T, B4 3RO 7=, AR R L0 BRI A w0 v
ANAEGSEHE & L CEBERAREZH S TWD ZENHAL N o7z, 720 B FAARRAT A LA 6 Y SH
THARBBLRAT, b ~b M b~bFE S o Tz,

«CDlle ZFEHEICEHIE, ~r/n 77—, BMRICENMEZ RS- 1 4F 7 7k (BNC) WNIZ,
7L SOCS—1 A FZfAAND Z L2 X V., in vitro OFEERRTH D0, HHITRL SOCS—1 431 % FHR A in s B A2
NG D HIEAERBINL Uiz, 72, #0HR SOCS-1 431238 A S 7= BRI IE IFNs ORI kT 2 B PE D TTEDS
WO LNT,
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B RN T AL R 6 B E L YHIICER S A Z LI Lo T E SN ABEERF2EEFEEL, A LA
EARTEAL S TZRBEIZBWTH 2O OE ERTOEANFEAREL L2 &0, A NVAREEY X7 B O
X2 CHREHE Y I TR L T X A R[REM A RIR T A Z E N TE T,

« XA FF 2RiFE AT in vitro T 7 AOFBEH SERRFIIEIZ SOCS-1 siRNA 2 A L. A > 7Lz o FHIR
CTHIE L7 . BRI Z ~ 7 ZRNIZERE LT SOCS—1 siRNA D7 P a Ny k& U COMREZ AT LT-, FDFER.
Iy ha—/L® si RNA IZEE LT SOCS siRNA Z3E A L725A8ICBW T, v 7 AMEHR DA > 7V U7 F 0
BWE#BDA T o PHRMEMENIC ER L, Iz T, SOCS—1 siRNA A3 A L7 BhMic B VTl IL-12 <
IL-6 OEANTUHE L TV Z &226, S0CS-1 siRNA ORI EFUREE R ~OE AT, HIfatE R %3
DEHOT VanN hE UTHEET 2 Z E BB ST,

b T RT 2 L0 FEMIRA~OERMERES OIS ARR R — I ST F R TH D LyP-1 2R H SN
A AF ki (BNC) 12 SOCS-1 Einf & AAIL, LRI EZBIE L= X — K~ o 225 L, &E5%OEE
BERET S Z L TS0CS-1 @ in vivo TOHEENREZMNT LTz, ZTORE, 2> ba—n IR &% #
H L7~ 0 A2 LT, SO0CS-1 Z$e5 LI E ARSI~ 7 2 2B W CTIEBROH BRI RRO b,
ZDOZEND DRI — I I RTF R TH D LyP-1 ZFH S47- BNC Z V7= S0CS-1 s F1E.invivo
IZBW T S IEMRRE R 2 R 2 T 2 E B LI o T,

o 1B~V =T HERE 2N PUSSE S AR G B T MRS ERE 2 AT 53 5 0 TR 2 T 9~ 5 = & OS5
PETHIfE (CTL)#BE(LAM DAY V) —= 0 TR %NS D2 Ea BROE L BREMAE & RGN 25553 5
bR E LTz, RS T U= BRI 2 FHWINA T L 7 2 VRS TF RO MIC 7 T A 1 ~Df & Fr i
KCRHT 2 Z L2k, CTL FFEAE 2 RO 5 ICHIE T 5 EBRR 2 e L=,

[k 21 )
s F I RIAEBATOA TN T T TF U RRARRGTH I L CREEERTZEEZH LML, TR
FDA LV INTZ LI TF T anx e LTORERMEZ R L,

cex vivo T, ~ 7 ZBhRAIAIZ SOCS-1 D siRNA ZEA L., A v 7V FHFETHIK L. FoRMS A EZ~ o
AR L, FEA 7N FHECH L%, 4 > 7L FHEREEZRIE L= L 2 A, SOCS-1 D siRNA O
BHEBEICBOWTHEICEWIUMEZ R LTz, 7725, SOCS-1 DSiRNA (X7 Va2 FE LTOEMARHSH Z &
HSHEBH L 7=,

ZOFERIT. TR Do T E A IE (L S ATV 2N R TH Y . EHIRARRETH D,

+ SOCS-1, SOCS-3 7T / UA NWARY 2 —|ZHIIAF, DT Z— % B i ek 2 B L 7= X — R
< TR LT A, SOCS-1, SOCS-3 75 ) A VAR X —P EREZ BT A2 E g b iz ff oo fE
BEBEORAD RO b,

Z OFERIT, BAEA R 72 IBHRIE O 2 B IR R Bz B 69 2 5T T AR IR IR IE DRENTIZ S 72 N A ) 72 b O TH
5,

o 1AL —T MifIZ K B BRIHIIRTEYEL S 7 v D 5 6 FFIZ CD40 v 7 F VT E R & Y TR 21T 72 - 12,
CD40 & NFkB1 2% <3 V' FIEES T T 5 TRAF6 OfE A PERTF RefifaEd @il e LTFHF A v - &
B L. B REMRHIaIC B G LTz, Z R, PUREFRA) CDST MO MEFE MM S 4, MfadEME T Mo
TEMEAICBRIR AR NFRkB1 B ER25B30 A 2 L AN L7,

* TRAF6 35 1N CD40 & NFkB2 # ¥V 7 FIRED T TH D NIK [ITOWT, BREPFRBFEFORE LD 720
GFP @l S EHARBAR Y X —Z W LT,

BT T F U OIERABF A LN T 5720, BB TRES VRIS VIV U F o ekRakE LD
ABtk /v 7T U RS UARRET 7 F o FRHICEINE LW LR L, Btk / v 7 7 U b~ AXH
RPUEAB L ONZDEAMINTH 2 B-1 A KT 22200, 2O DORFDREGEIEICES L, 5 LU
BT F TV anNy NOEHE L TEETHD Z & 2T TH BT LT,
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BRENRZNETEZ LN TWELD T L RN TEZS Z EAHLIC L,

o A= R—REX RGN GE (BA BRI eE B 4) & L C, BFZEFT 2 0 & T DR 2ER 8 CRERHBIS PR X
NHFHMA 7 RS TE DR T 7 T 2 OFERIGHIZ AT 720F58) DI E v, it oFiila 71
TV F BRI TR R A X — h S H T,
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[FRk 17 F ]
c NLU 7RSS & IS ROMCEBEE R T ORBRE BIF L T, A b e —<Hilakk & isMbshiiiie & o A A1E
FAIZ X0 BIEFRENGEE, H25WIIMH SN D& %2 DNA microarray |- THEFT L7=,

BRI O T A VB EEAN LA ha—< a2 B LT,

+ A b =<l O@mRIEIEIC Lo TATLY oSS O R HE SN L Z DRV E S TRETOALY
SRS MR LT,

» [F CRHEO~ 7 AHROIEGEMIEZ VT, ALY > Sk K D PR Z T 2720 DO PliFRE T~ 712,

[Pk 18 FE]
c AT U 7SI TV A A b —<H/Ind DNA microarray DFERNH WL DD BIE I DOWTHH
L. ZTNOLDOELEFEZEALZA bo—< R EZRN. L=, Do H, B FEAR b —<filarkz AT
LLTEATY SR CIIARIZY U REROEBORRENREWZ ENoooT,

- FEE ORI U CHUEREN R A RO N LY VSRR A AT 5 HiEZ ML Lz, T70bb, g xh
LHRERREFE LU RAZHEH L CRBE, 2O~ U AOF R FIZA b a—<flila & mwia g L aiimsk
TEPE LSRRI Z S A L C ALY U oSk AR L, ZOANTY VoS k2 FR O~ 7 ZCBIT 5 2 L2 kb,
PR R 2 ORI RETH D Z E AR TE 72,

FEEIRNT O —BR E L TCALY oMk CToO U U REIRRIZ O W TR TR, UV o NERR I FE SN
B EMHL NI T,

[“FERk 19 4F)E])
CEREEOA b o —< RO N LY VoS EIZE L (< D) VKA ER ST LMEE 2 ) R
kv —-<HifiE A IR L7,

* NLY USRI ITHERER) 72 ) N (RRICHH U o) DERSD 2 L ZRER LTz,

T ANLU VM A B Lo~ U RS2 T 5 EHAERPUIEEDIRN S D Z L FFhBEReE~ T A TIZA
T L S kOB A Z T 2o T~ 7 AR TEN-FUIEEI RN H 5 2 RN bho T,

PR 19 FEETE T

@ 11k 19 4E LR G,

[ Rk 19 )

c NTU USRI L. (L DU U REERBSEIMEZFES) A bo—<#iluzfHvwCe MMIATY
VR A EICH AT D -0 ORER e~ U A MRS & OB E EIE LT,

[k 20 )

c ETFIVEPR (BAWVEET IV IAINVAGR) L7 X 808 2 A2 R S Mlakk (A2 8F) 2L,
A2 BT LT IEH ~ w7 AMRNT TA2 BREFEMN TV L5k 25 U7, xTHEE S L C A2 BR TR S L7z
EH~ T AOMIEMRZEE L, 2D E2ZNENRERE~Y T ATE AL THENICBEHE L2 A 2 BRIZXHT 2 HEhE
M REBRFI LT 2 A ATV 2 8RO 5 03 IS O K ESE A X 0 & A2 BRITKE L CHRVv HE 5l il 2h 5 %
IRUTZ, 2OZ EMD NTY 7 SHBRNIC I A2 BRI U TS FEME 2 R 3/ A 100 5 2L 28 FETDH 2 &
HDHVEPHUR &S - T 100 FLL EOBITHE T AN G ENTWD Z EBRHLMNZ o7, S HITALTY o
R Z B L T2 E AR~ 7 AMBEIR L2 Y o 7SBRO T O PRI L TR W IEMELT 25 2 L 3o Tz,

CHTEDFBRFERIC LD | 7 A VARSI LT B RBROZIR DI TE 5 2 & T7hbb U A /L ARG
(2R U TG M 2 m 3 e M ALY SRR ISR R LS RFET 2 2 E B b Ro T2,

* NLU SO RE R (A, U ) OFEBRZ M L7c, ZORE. ALY 2/ SHRICHUR R
SR ) LR R I ERET D A B = X LR RARE RS LT D Z LB L MNIT R T,

- b MUATY VoS ZBE T 27200 MMERRBEA~ T AOBEFEREZITo 7,
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D AN RED S TR R DAL
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HZ &,
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DF =T GE AT 5452 & T,
A 72 B AR BN - FEHLH AL
WiaBRT 5,

A U7 FrRBIBFIRESDIG

Mz HRIE LT, B~y 2 —0f
Ok, et A EIEACE R
I TEMIT L IS B 72 % 1 6O
50

CTTI)IANADR T RZ N EFELZREST DT, b MEmasiia (CD345 R .t R
fa~ o ZESHNEIZ DWW TO B R R F RN EH T 277 ) VA NANT Z—BIcFBARERMESL LT,

WY RE NI EO 3EREFRIRICHES DL THRIELET T/ UA NVART X — O aFE AR Z BET
L. MR E BT DT T ) UANART X =D DI H— (2720 952 L2 BMMILTZ, &HIT,
KRR 2 — X HRIEFERENMES . BEMEIEN TS Z EE RNWE LT,

< B EECAIRF AR 2 SR ZFH U 7ZRNAL OB B BT R RNAIZI R Zon/» Hof FIZHI CX 5 v AT A)
DRI LTz,

[“ERk184EE ]
T T ) TANADT 7 A X—T21F TR AF Y o R0protein IXFTEIK A WA L= X —%F% L. £DiEln
NFFEEZ ST LT,

* 1 AT v 7 Din vitro7 A 7= a YIHESWE T T A FREERARINT 5 2L T BIE B (siRNAJEEL
) TT ) UANANY Z =TT A ROVERPAIRER L& BI%E LT,

(PR 194 ]

CTTI)IANADAT Y RENTETDHHT 7 A=) T ~FY 2 pIX (FrTAr I0ERIZA T 7
U ARIAIME (RGD) ~T'F REAG LI~y F—ZF%E L, Bis FEANREOIIT 21T o 1o, ZORR, Dia< &
HRODASTF REAWTGEIL, 77 A /N T OHDL— 7S e b A FEATE BN S Z L S Bk
ol

[“FRk204- L]
cTT ) IANAPN =D TTELT ) LA XTHIRD & 2WEE 2R+ 5 Z & T ROy r—o
T HINA T 5293MATDT 7 ) 0 A VAR Y 2 —fERIGITAE U D W5 D A L 2 D B & 58Il © & 244
HRT 7 ) A NANRT Z—ORFIZEE LT,

s TF ) UA VK - LG T3 FERIFRAEIRIC, 1E 5 AN s R H 3 2 mi RNADEERIBL A 24 A L 7= il FREE IR 7
TIUANAERFE Lic, KRTT ) A NAOERT, ZOniRNAZ ERBLT HMIaIcB W TRE <l &z
MG, miRNMERIBLY 2R AT 5 2 & CIEFMIAICE T A HIREEFER T 7 ) A VA OEMZ I HETH D 2
EBTREE I NT,

[SEpk214E R ]

cTT ) UA A« EL BB O IFEFEREMRIC, EFHI CTEIEHT 5 mIRNA OEFIECS Z ffi A L 7= HiI RS s
TT ) IANAIOWTHIFE 2D 7=, b MIMREEMICBWTHEART T ) oA LV AOERIT, (koo Lt
L, RE<MlEsni=Z &nn, IR T T ) A NV ADOEZEEEZBEIMICm ESE5 2 Lokt Lz,

* RNA T¥IC L 2 BIia T RBMtGIE L2 ESE 57290,
TA VARG Z—5BA% L, HEEOE LR Z RRHCIE S5 L4z,
W L7,

short-hairpin RNA A &2 4B LT T/
BT RBMHRL A LSEL 2

c AdR7 2 —F 5% O BIRGIEFHE A ) = X LAOBETEITV, AdHSED /N3 TRNA (VA-RNA) 725 HRGUE S
WL TnWaD Z AR THID THLMNT LT,

o

[SERk 174 )

CHHUCBARE LTI X —TH Dt FCDA6E Z IR E T B3 T T ) 7 A LAY X —D /NN T D& As -8 AN
A2, B MDA N T AV 2=y 7w U AW THREF L, OB FHEARMELZH LT L,

[SERk 184 ]
< 35HUT T ) A VAN B — e BREHICEIRNIE S U2 8A O a8 AR, B OV TR LTz,

-24-




SR IR TSR BT AT > — I

T B AR

R EHE

BRI (CER 1 THEE~ 2 14EE) OFEERE

TR

H17

H18

H19

H20

H21

0 F
S DAl

v

IS DOBIEEA - FEELH|
=AU <, EEMEmMIEE
WIERFR D 1= 8 DFFEBHE, B
AR GHMFFR R T AV =
=y IR KRR v o
FyrvR) OR%EEHE LT
WM ZEAT 9,

[CFRk194EEE ]

*35RUT T ) A NANRY Z— R BRBEONGRET O, FFR. PR, B0, P, IRER, KBRS (285 L7
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60D, RITE~A 2707 )7 IR CEIATEREM, B CI3IRAE LR, W T3 W A,
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* TRy SEAY Z2mi RNADREREC S 2 H RGBS 7380 & » O3 IERIRRIEIUCIFA L 72T 7 U A VAR S —%
B TRESHC R G Lic, T ORR, mWIBERIRA GO D & & bIT, FEtE 2B BT 5 Z Lo L
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QEFPARS Y
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9252 LI LT,
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(PRI THEEE]
+ v U AE SHORDCHERICEGT 28514 L5E (TSR TRE(LLEZTY T/ UA VAT Z—% [T
E SHfaICEBR S/ 24, E SHIRORSEENHIFE TE 52 L&MW LN LT,

[“ERk184E ]

< E MR OB R EA2 His L7-HFFEICE T Uiz, F72. ES ffam 5 B A~ bk iy o AT
5 EB (embryoid body: FREER) ICxIT AT F ) UANARY Z—|Z LA ENREETEANELHESL L, Db
i {s+ (PPARy) ZRELIE 5 Z & TIEHHIA~DENRSMHEICKI LT,

[FRfk 194 ]

cTT ) IANARY Z—EANT, TR b= RABE T 2GSRI S5 Z & T, invitro TOM
RN EFAT 52 L 2H LT LT, & 6ICREFENIZ BEHRBAN LT E AR~ U AL L 24
. CD34RGPEMENE oD A2 75 5 HH S 47,

[“FRk204F L]
- ES MO SERERMN (o6 U, B I IS DBIR 7 CThH D Runx2 BISTA2T T ) DA INANRT Z—%
AWTHRBEAT D Z LR TERDIRVER T2 FIWV 2 0K EIE &l L, 20 (bBh ROER Zem ks &
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[“FRk214E L]

- & FES Mifa<e iPS Milans b (ki L AIREEMIIC kT L. T BIC BB 2RI 7 ThHh D Hex BIn %27
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