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[K8IH 8%, ABTDi Treg (HSF i Treg) MEO—EMkFE
ORRBFEHETRIHTH 2, AFEROFEMHEMETHERE (HSF—i0 T
reg) & L. CD172g%CD267LEDHEREMTLI.
FAEERET H7-HDOIRE
LT, ABRTEREOBEERLRNSHAT 2, RBHEEO2EFICHE
Y, BEFEORRIE. HICERLAVWRY., TOBRBFOBEEEEL L
DNEEINZINETHD, ®>T. BHPOBEHA FIZE KBOBEE T
al. Tanl. Tthel] &) & HITERLARWVWRY., ZOEFTOD
BREbEL I ENEBEMINDIREITHD, £/, ABEMEICSVWTHERS
h2AEEIR. FICERLAWRY, 2B TEBHAVLONSIEERTHWS
NBZZENBEINDIRETHD, LEN>T. BIZERINGQVWRY., K
BRMEF THEAINZIETCOEMAZES L UCRERMAREIF. ART~OEY
DRBOUEBICL > T RUICEBBINDIOEALE®REET S, FET
3G, ARME (ERE2EHT) 1'EBET 3,
URICABHMEICSVWTHICERAINIBABOERS L/ FLIEBEARN
RN E & BEHRAT %,
REPHZICEWVWT., 81 &, BICHESBEOE 1 0%%E%KT %, 4l
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[0014]

[0015]

[0016]

[0017]

[0018]

ZIE, TH201 1, T18~22] 280D ET 2, BIEOSHHIE. @
IMROBOLTORES L VERROBIELZEZL, SEICEAT S [H] &,
TOHEFEO@GRIERINS, LA >T, FXE, HM20~30] iF

[18~33] Z8LHDET 5,

RIMEICSWT, BLTEBLVZTOEYERIET 2RICIE. BFDH
FREFERY, TRTANFETRETDHEICIE. BETFEIVIEDR
FEETIEDHD, HlAE, FOXP3IEMEF. FOXPIvVIR/EE
FWDIFTBDEEHY, FoxPIERILTZHBEICIE., YHELFE
SRV BEOREEROES (21F) 217,

APHSICEWT, THIE%THRE (Regulatory T cel
1) 1 &id. FoxP3REMNLEEDTHETHSZ, RBEMEICSVWT, T
Tregl EEMINDBZENDSD, T regldMAMEHIEETHE (Na

turally Occurring Regulatory T cel
| :nTreg). FEMEEHETHE (Inducible Regul
atory T cell:iTreg) BREINHD, FIEMHETHEIZ. B

®. Be o (Bl L, RENGIKE) 25055,

AFEEICSWT, TFEMHIEMETHE (Inducible Reg
ulatory T cell, iTreg) ]l &l HEMETHEDSS

IKZF2 (Hel i os) ORBEIEETHZ2EDEWVND, i Treg
iE. BE. TMA—TJCDABUETHRELRENOHEFETHIEICELLT
"Tons,

ABEMEICHSVWT., THRMERIEETHE (Natural ly Occ
urring Regulatory T cell,. nTreg) | &ix
. BEMETHEOSYDB, |KZF2 (Hel ios) . RUCTLA4DHE
WABEDOEDEWD, BE. £EARICEET 2H#METH 2,

ABEMAEICHWVWT, [RETHRE] i, RRAICELT 2 THEEE VL
. RREIMIR. U /R ZOMBEAIASEETEIENATES, RKBMEIC
BWT IRETHIE] &WD &x, MIEEICRETHERE, AIEFEFNhTONRIEL
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[0019]

[0020]

[0021]

[0022]

<. THIIEABEBINTWRHREIERV, RKEMEZEK (PBMC) &&T
HEOMICEELA D) Y BKZSCHBE2ZRAWVWTE LW,
RBMZEICSWT [70—H41 M X M) —] &i& BERICREBT 258
, EFESLCZOMOEMNTORTE, ExOYIER - 20 - EEH
MOREEHRIT 28k A WD, CORMEAWEZREBIX., 7044 hX—
F—1 EWD, FARATICBWT, Mila~v—h— (BIXE FoxP3, CT
LA4, Hel ios, CD103%a&) @ MGl T2l & HUESH
IKBWTBEERINGLDIC. 7O0—HYA MX M) —ILL>TEDLND
o FYREMICIEZ, 7O—YA4 MX MY —TIE HMEZ—IIENTRHEL. 2
HENFEICLYMBEORE LDV T3, BIZIE, EXCHRIBERICE S
TEEINAMHREICL - —XEZRHF L. ChICE>THENMNSHEELNS
BARIERAETE T+ N1 — REOKRHBTHET 22 & T, ZHHME
ROBEhD VY T3, T, REBTORERREZIVE1—4ICHYA
AT, ZRT7TAY FEEMLTRRTDHIEHTES, ThICLY, EN
MEDOERE. RUTOHELBZICHBIETE 2,
REMEICEWT, TRAFIVE] &id. RRPOICAFIELTWE T T
=Y (BIARE 6f; mBA, 1Tfi;m1A) by (FIxiE. 545
m5C, 3fL; m3C) DAFILEMDPEYBRIMB I EEWD, X F
Wb, DB TRAMOFEERVWTEET DI ENTE, FIE. /N4
BILT74 NEREEAVWTAET 22 ENTE S,
ABPHESICHWT, THRBEEH] &, 2 EOMBAEESUERMTHY.
Bl ZIE, TEMICHERL/AREZ >STHRKEBOBDTH->TH L. 3RTH
ICHRRE MRS L TER I NI TH> THE LW, T THEEE
1 &, B—BoMEICLYERINTVWTE LWL, EHECHENSEN
TWTH &L,
AEMEICHSWT., TR &1k, TCRAENLAREAELKT 2, flx
. THIEEORIF S X, MC D 3SMAERVENESTEEHRERAWRIH.
TCRIEETEIRTF RRURTF R28UCEEHRERWVWERE. HERRE
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[0023]

[0024]

[0025]

[0026]

[0027]

Bl % BWRIE, $1C D 3A L mRIRAHMREE REICAWRE, <
TF Ry R EEMERTHEEBRICAWCRIBREZ ST,

REMIZICHEWVWT, MAREE] &k, LD LD REEA R VIRETH
REEETLZIEEWVWD,

(37 & L WEHERRE)

DTICARTOEE LWERFKEEZHRIET 5, UTICRHINZEBHE
. AATDLY SWEBOLOICRBINDZIEDOTHY . KRROEHHIE
UTDRBICREINDERETRN, LA >T, HEEIEZ. FARAMEFROD
HREHAZHL T, ARTOHER TEHEREEZTO I ENTED I EIEHES
NTHbd, e, AEROUTOERMEBIIERTEERAINHDIWVIEEN
LEMAEDOETERTZIENTES,

(S MEHI T 4EAT)

AFRIE. SHEEERERFEMERIEME THE (GHERER i Treg.
HSF iTreg&tWwd, ) B8LUZOHNABICET %,

ABERO—BEICEWT, FoxP3GiE, CTLA4MMYE. NTS5ER
., I TGAE (CD103) fBtt. AREGEMH, CD172gkBHt. &
UCD26BGMHENLRZELYBRINZVDALLES T DORNHEET 25
BHERIEMEE b THESMRESIN S, AERO—EHEHEBICSVW T, RAET
DFEMFEETHREIE. CTLA4KBM., NTH5ERBHE. | TGAE (C
D103) B4, XCAREGEMENLARBZELYBRINSGDALCES2
DORMEETZIEETED, FLEARTO—REHRICEWT, X
DFEMFEIEE THEIEIDARCEECTLAABETH-TELWN, RESE
BEHYT 250 TIERWA, RNEROFEMESIEETHRIZCD 4BIELIE
CD8RBMTH>THLL,

AFERO—EEFHEICEWT. ARROFEMEFIEMET M. 2 s
HECTLAABUESLIUVFoxP3BETH> TH LV, AERO—EEFR
BICBWT, AFTROZEMGIEMN THAEE. 22 &3CD 172 gk
BLV/ FLIECD26FBHTH>TH LWL,
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[0028]

[0029]

[0030]

[0031]

ABERIE. CD 172 gkt TharaaSMhMEte b THEZRERT 2,
CD172¢glk, FOYvFF—tEREAEQYV/IIVETHY, —a—0OVEF
DHPAEE ICEES LT\ 5 (adhesion of cerebellar neurons, neurite out
growth and glial cell attachment) T &M, CD172glgETHDE
SHEMEE b THIRRIK, ZEEREICEAT 2RENELIN. ChICE
EYEBL2ODEBICHT 2URABV ENERHFIND,

ARTIZ. CD 26 THZFEMHEMEE S THIREZIRM TS, CD
26(IDPPALHIMENDERFTHY . BRBEYA ) VRE BE
e (BRRELHVTHERR) CEAELTVWSZENS, CD26RBMHETH
SEEMFIEMEE b THIRIE., CHICEET 284 DERBICNT 2WRIS
WZ EMHREINS,

ARTIE. NTSERUETHLFEMHEMEE S THREZRM TS, NT
5E (CD73) IZHMBEADXILAF RZEZEMEDOX I LAY RICE#
T HMBFREROMRESY VN VEBETHD, I— RISy VI EIR,
VIO BMEDRERFE L TERAINS, COBGFICRBEIH S &,
FECEIROARICZSI TR THREMELNHE/HD, NTEERMETHSH
SMFEtE S THRIE., ChICEETZ2ELZDERRICH T 2URIEVT
EDHARII N D,

ARRIFE. | TGAE (CD103) BHETHZFEMREMEE & THAE
ZiRMT 2, | TGAE (CD103) & | RASMVER D a( VT T
YEOI—FL. MIBA KX THREBUNZRT. YALT7 4 REELE
EHEBHAENT D, COIVRNVER, BTAVTFT)vERELT,
ERMEY VK- THRELTHMONBE-—ARANY VigEA VT TV
TR T B, DI VINVEIFR. EMNBELERRY /3K (I EL) ICBE
MICERELTEY., EDOEIICMA T, | ELEGHEDEODOT V)
—DFELTHBELTWEAREENHS, TD/H., | TGAE (CD10
3) BRETHZFEMEIEMEE S THIRRIE, CHICEET &2 DERICH
TEIMRIBW EHHFINS,
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[0032]

[0033]

[0034]

[0035]

AFRIE. AREGHRMTHZFSMHIEMEE M THEEZRMYT 2, AR
EGIE. ERREEF77I)—0D—ETHY. ELERKREF (EGF) &
SUVINSVRTA—IVIERREFa (TGF—a) ICEEELTWS, 20
SVNRVEREGF /TGF - aSEAEMEEFAL TERL ERMBEORK
RZREL. HIBEORENEMBEKORREZRET 5, . IR 00
F. BHEBOREICEHEET 2, COBGTFIFEBEICL/-RERIEL S EE
LTHY., RAGEROBRPRERBZSUCMOBNERESBEELTWDS
o TDH, AREGHMTHZFEMHIEMEE b THIRRIE., CHICREETY
2EADEZICNT 2HMRIEVW ELNBE/HIND,

AFRIE. CTLAABUTHZZSMRIEMNE S THEZIRHET 2, C
TLA4W, #E/OT)VYZA—R—=773I)—ICB L. THEICHIHIMD
SUFIWEBRETDIVINIETHD, BREECTLA4IEYRILT 4R
BETRIENERES M v—& LTHEL, IRBCTLA4RGE/ v—&
LCHEET 2, COBEGETFOEREIL. 1 VR VIRFHERERRK. Nt RKOHE
. BARRIRE, YTy IR 2FETY T TR, FRIREERE
B, TOMOBECREERBEFEELTVWSE VWb TWS, Dk, CT
L A4S TH ZFEMHEMEE b THERIE. ChICEETZ2EADHREIC
N BMBENAEVEHIEFEING,

HIEE T HERRICH 7D F o x P3MRERICDOWTIE, CD 4B THIRE%
| L2&TGFBAETEMA, HCD 3HEEHCD 2 8HAEDEETT
EEL, TORIL2KEY TGFRESUHEMICTEETSZILICLST
HRENTOZENTEETH D, FARMTHELSEHEMETHRESFEY
DHENVK ONMELNTWEEDD, FEMHIEME THIICHITSDF o x
PI3DHERRIZIALRETHY. FoxPIUNDEL L DEEENDFRITICDOW
TIRBRIN TWAW,

TE, FEMHEE THEICBVWTZRAINE VA EMAICHNT 2F
7% (Kasahara et al. Int. Immunol. (2017) 29(10):457-469) . CD
2 8HifARIEAEA LAWEE (Mikami et al. Proc Natl Acad Sci



WO 2023/095801 19 PCT/JP2022/043220

U S A (2020) 117(22):12258-12268.) (& > TDNARBX FILLEE
X RITEESAHENIREREINTWVWS, LHMLIOFETHEEINLFEE
MEHIEE THIRRICS W THEEEN S TORBIIHRAIN TS LY. +o40%
EIEEMEAE LM TVWAWL, BRICBVWTHFEMHEME THEE2ERL
T-ERREEBRMN 1., GVHD ZRRICERINTWSD, EREINMHMED
I THIRDEISIZEL< . BEATGVHDOFHACAENKIZED SN
TWAL (MacMillan et al., Blood Adv. (2021) 5(5):1425-1436)

[0036] ABIRICEWTIE, FoxP3IDRBEHARETHY. AFICIE. FHEMNEH
ERAERENICIRE T 25EMHIEE THIRERET 2N TE, 20L&
DRSS TR, Flx . AREBMEOCHDOER THRIAT 258
MEHIEE THREEEET 2 HRICL > TEETZ22ENTES, flAE &
B, (a) RMIMADCDAMBMETHIRREAIECD 8IBIETHIlRE. 5
—QEFEMTH ~ W5 HERBT 2TEE. (b) I (a) TH/HHN
MR Z., | L2280 TORKEHW T ~ WS HEKEREET T
&, (c) IR (b) THELSNWAMEE, FZOEREHTH I ~#H5H
BRI T 2 ITRE. (d) IR (c) THELNAMIEE. | L-22501H
WTHR<EBWT ~W3IABRKRBEET 2IREESVHEICEL>TES
NZEEMSIEE THIREZIRET &N TE S,

[0037] ARBRICHEWTHERI N 2 FEMERIEME T M FEERIEE T MR
MR X FILIBIREEEB LTW 3, BONRIENMET MREAY. HIEME T MRS
EMRX FILBIREICH D Z &, BIZAIEFox P 3DEEF (FOXP3
(TRTHRMEF) ) OCNS 2BFUABA FIMEINTWB T &ICL YR
TEHIENTES, ZOLD @A FIVBIRREIR. REBDIEEELRYES
7=, REROFEMEHEIE TR, RXFIVEREBERR T2 & TR
EROFEMLHEE THMR THI I EERTIENTES,

[0038] ARBAMIZICH VT, AFETROFEMSIEME T RO REMGIEEEZIER
FIEHERIIK. FIAIE. LRRY S —THIEICHFZCell Trace Violetd#
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[0039]

[0040]

[0041]

EErUETEIEICL>THRTZIENTES, RAEROFZEMHEMET
R R EIEEM X R ENHER 22 ENICIRBT 2 &N TE, I
ZIE, AFETOFEMHEM THEE DA< &3 2:B8EIChE > THREW
FEME I RENFERZRE T LN TE S, BBROEEHICEWT
ANIND L DI, ABRTOFEMRIEME T MR ROHIEMNE T Mg (58
MELVCRENEZEE) JYERVWEREINHIFREZE T2 &N TES, £
D=8, ABIROFEMEIEME T MBI ISHEEIE D 2 W L EHEEE D F B H ]
MTHEEWS ZEETE D,

—EEMREICEWT, RRATOFEMEEMYETHEILF o x P 3 2% EN
ICRIRT DI ENTED, TOLD., ARAROFSHESIEIE T HRIELER
FEMHEETHIREE WD & TE S, ARTOFEEMHIEN T MR,
—RIEICEWVWT. BEETRERTHY. BB TR FSMHIEE T MR
(HSF iTreg) &EWHIZENTES,
AETO—EBFHREICSVNT, ABRROFEMERIEMETHEICS TS~ —
A—DBENEMNMIDOWTIE, 70— 4A4 MX MY —IC&ZBEHEERREICE
DTAITENTED, FlAE., 7O0—HYA MNA—4—THEEHL. EEUL
OMERREZ NI HMEOIEN OEMEIEHEZHIET 2 ENTES,
fRREY—H—ORRFEBREICIK U T, B SBEE. FiEt. BiEt (55
. e, BLUBEHAEZEDT MRl &92) REERDTEIE
£ETED, FIZIE, BBROEREICHL T, EY—H—OHMEEPRIE 2
MR ROBNBEFRE (FAVI4 7Y hO—IRAKICE 25E) OE
A, SR BUETOXRME. 10LE30KRB. 30ULEDIBEIC. Zh
TN, BEMYE. PEYE. BEEETEIEBTES, ZOLDBHER
(ZO—YA4 b X M) —ICLBEMUFRPE) THRINDEIDICHET ST
ENTEDZD, KATIEINICREI AW,
AFERO—EEFHEICE W T, ABRROFEEMERIEME T MRS 1T 24
REVY—HD—ORFEBE. HIZIE. AEEBIICEHINDLDICLTE
LYY FILERBWTC, BD FACSLyric 7O0-HA4 b+ xX—%
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— (BD Biosciencestt) IC&>THLABRICEDE, %

DFHIFAEH., 1 02LLEHAGEEME. 1 O LI EAHBGME. 1 04LLEAGERGE
ELTH&ELL, FhiF1 03U EZEHNE. ThUTZSEEEE LT &LL<,

FE 102l Lz, ThUTZBEHBEE LTELWV, TOLDBRHE
IEEREM. EREM. MROER. BBORERGFLEILL > TEERE

THIENTE, ARATIRINICREI AW, F/2BD FACSLyr

ic 7O0—HYA M= —LDADT7O—YA MNA—4 B3 TRTL:E

&ICH, BD FACSLyric 70—YAMA—49—TRIFLILBE

ORIFRAEICHIGT 2MOBRICH T IRIFEELZEHTEIENTE, F

AT 2HBICISCTREBEZRTEZEERET I ENTES,

[0042] ABETO—EBFEEICSVT, ARARICSVWTERI N HEEMSIEET
MEIEROMENOEETZIENTEZN, FFEFLIEE PORMBMT
MRE. Fldbe MEBBEXRTHEISHEEL TR &N TES,

[0043] ABTRO—EEBEICSVWT. KEROFEEHEE THEEZIEZ0M
BEHIE. £ MIBEARRETEIEHNTE, £ NORBALSESNET
MpEEEMEE LT, FREDFRICL > THEEIN/FEMHEM E N T4
T ZOMBEERETHIENTES, £ MNiIlEE YT AR E TIEED
MEIFBPEICELY. RICACHEBEREY—HA—DIEFEELTWEELTSH.
MBEOMHEIE—EHRT T EIETEARY, FIXIE FEMEHEE THMIED
AETIF. YOREE METRBERLEIRMNERY., YO XDBE. i
BERBIEDY VIREHB KD THZ—AT. £ MOIFE. FMEILA THEREIE
MERBREOEEVCEECORENEZHRLRBDELRD, EDLDH, TTATRE
YR VSRR SIRER U A T HIRE AN S S EE e E B SRS M RIAENIE T A
REBRFRTZIENTEZEDD. EMNTRZEDLILRIENRETH
Y, BICHBERAT—H—DOEEOK%E > T, BHROMIEEHRT I &I
TIRW,

[0044] ABRO—BEICEWVWT. LRBOLD RFEMHEEE  THIEASOM
BEH+*2OMBEEETH> T, ZMBEERIE. FoxP 3k, CTLA
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[0045]

[0046]

[0047]

[0048]

A, NTH5ERRM., | TGAE (CD103) g%, AREGHKM., C
D172gE4%. XKUCD26FMENLRBZELYBRINDIDALCEE ]
DORFBOEEHIIIE O%ULTH S, HlEEAIREINS,

AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
>T. HMBEERIE. CTLAABES LI UF o x P3BEOEIGENENTE
N5 0%ULTHS, MEEANMRHRING, —EREPRBICEVWT. KF
TOHMBEESIE. CTLAABMESLTF o x P 3BHDEIED. #6 0%
ME, #965%LAE, 97 0%LAE. #97 5% E, 8 0%LILE, #4985
%LAE, 99 0%LAE, 95 %LLE. 9 7%ULE, F/IFH9 9%ULE
ETBIENTES,

AERO—ERPERBICEVWT, AEROMBEERICEWT, < &HH
SEECD172gRBEESLV F/4IECD26RFBEDEIEN. TNRETNHEO
%ULEETBHIENTED, —EEMBEBICEVWT, KEROHMEERIZ. C
D172gBMELt,/ F/-IECD26BMHEDEIEH. 6 0%LLE, 6
5%LE. 7 0%UE 7 5%LUE. B8 0%ULE, 85%LULE, ¥
90%LUE., MIOBRLULE, MO T7%LULE, FLEFHWIOIBULETEI &
NTED,

AERO—ERPEREBICEVWT, AEROMBEERICSEWVWT, Fox P 3@
[RIEDEIEN., WEO0%ULEETRIENTED, —EREBEICSVT. K
RArOMBEERIE. F o x P 3@EMHOEIEN. 6 0% L., #6 5%L
£ M7 0%BE, M75%ULE, $980%LE, #I85%LE, M9 0%
BAE. #995%UE. $99 7%LUE, FRIFHIINULETEIENTE
%, REAENT2HDOTIHAVS, O£ RMBEEFICEVWT. MlER
HE~Y—H—ORFEBEDOREIE. EROL>Q@T70—H14 X K)—ICLD
FEHERRAUEICL >TITIIENTE S,

AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
> T, ZMEERIZ. FoxP3BEDEEHIHE 0%ULTH S, HifaE
HfREIND, REEZERT 26D TRAWVWS, —ERBEBICEVWT, &
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[0049]

[0050]

[0051]

[0052]

D& D BHIEERIZ. F o x P 3BHEOFEEMREMEE b THEEZ, MiEk
BHET, #3950%LUE. 96 0%UE, 6 5%ULE, 7 0%LAE, #7
5%LlE. 80%UE. I85%LULE. MO 0%ULE, O5%LULE, ¥
Q7%LUE., FEIFHWIOIBULEEL I &ENTE S,
AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
ST, SZMBEERIZ. CTLAABMEOEEIHE O%ULETH S, HifaE
HfREIND, REEZERT 26D TRAWVWS, —ERBEBICEVWT, &
D& D BHIEERIZ. CTLAABHOFEEMHEMEE b THEEZ, MiEk
BHET, #3950%LUE. 96 0%UE, 6 5%ULE, 7 0%LAE, #7
5%LlE. 80%UE. I85%LULE. MO 0%ULE, O5%LULE, ¥
Q7%LUE., FEIFHWIOIBULEEL I &ENTE S,
AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
> T, ZMBEERIE. NT5EBMEOBEIEHHNE 0%ULTHD, ML
BRIREINS, REEZERT 25D TIEAWVWDS, —REBRICEWT, <D
& O AHEERIE. NT S ERMOFSMHIEEE b THEE, MAEREE
T. 5 0%LE, 6 0%LUE, 96 5%LLE. 7 0%LLE. 75%
ME, #980%LIE, 8 5%LLE. 99 0%UE, #995%LULE, $9 7
%LAE, FEIEHOIRULEELIENTE S,
AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
>T. ZMBEERIZ. | TGAE (CD103) BEHEOEEHLHE 0%IULE
TH?. HMBEEEIMREIND, REEZERT 25D TIRAWVWS, —EHER
BICBWT., TOLDRHEERIZ. | TGAE (CD103) BHEDFE
MR N THE%E. MIEBEET, 50%MUE. ¥60%LUE W6
5%LE. 7 0%UE 7 5%LUE. B8 0%ULE, 85%LULE, ¥
Q0%UE. MIBE%UUE, O 7%ULE, FEIEHIIWULESLIEN
TZ %,
AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
> T, ZMBEERIEZ. AREGHBMEOEIEHHNE 0%ULTHD, ML
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[0053]

[0054]

[0055]

[0056]

BRIREINS, REEZERT 25D TIEAWVWDS, —REBRICEWT, <D
& O AHEERIE. AREGHRMEOFSMHIEMEE b THEE, MAEMEE
T. 5 0%LE, 6 0%LUE, 96 5%LLE. 7 0%LLE. 75%
BLE. #80%LLE, #985%LULE, $99 0%LAE, 95 %LUE, #9997
%LAE, FEIEHOIRULEELIENTE S,

AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
> T, FZMBEERIE. CD17 2 glBMHDEIEN WS 0%ULTH S, HifE
ERMREING, REZERT 25D TIRHAWD, —EREFEEICEWT,
D& LMEERIZ. CD 172 glBHE0FEMEREMEE N THREEZ,
FEHEET, W50%LULE. 6 0%ULE, 96 5%LULE, #7 0%LLE,
T75%LUE. 980%LUE, B85%LULE, IO RULE, 95 %LULE
O TRULE, FEEMIIBULEEL I ENTES,

AFROMOREICE VT, FEMFIEMEE b THEZSUHERBEETH
> T, ZMBEEREIZ. CD26BMOEIEHIHNE 0%ULTHD, ML
BRIREINS, REEZERT 25D TIEAWVWDS, —REBRICEWT, <D
& O AaHEERIE, CD 2 6FMHDOFSMHIEMELE b THE%E, MAMEE
T. 5 0%LE, 6 0%LUE, 96 5%LLE. 7 0%LLE. 75%
BLE. #80%LLE, #985%LULE, $99 0%LAE, 95 %LUE, #9997
%LAE, FEIEHOIRULEELIENTE S,

FEDOEBY., B MElEE YD AMIBE TIETDOMHEIXPREICER S8
. BEOXEARLTH->TH, U AMAEE & MR & TIXEEDMAED
FEDEEIRERY., RRTTIE. IEDHFEREZTHEELLBEIC. E
DHIfERE Y —H—DBEDOEIENWE 0% EERZMBETAEB2 &
BNTE FELLKIF TCTLAABMSLUF o x P 3BHOEIENENT
h#5 0%UETH 2] HIREAZERETHIENTE S,

CTLAARMBRICRETZ29FTHY. DA EHBECHEEDIEE
ELTHEADLRILTIFRL, £/, FoxP3REGEERFTTHY £ THIAR
RICEET 29 FTHDD. RETEERETET, BREILFEIZEE
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[0057]

[0058]

[0059]

AR THD, §AaHE, CTLAABLUFoxP3IETHIEE M1 ICH
Rea7Y—h—R2EH0, CTLAABLY F/-IEFoxP3%igEs

LTY—FT4 v LTEfBEL. CTLAARUESLTY EEIEFoxP 3
A5 O %A LEDHIBBER %4852 &IETEARV, L >T. #EDH
EIKW - TCTLAABESEIUF o x P3BHEOEENZNEFNHE 0%
RuDHEEFIE=B/ T, TOLOBMBEERZENE LT, CTLA4ABL
U/ FEFoxP3%ZEEELTREL. HZMENZRENE 0%LL
FOMBERER/Z I & TER,

AETO—ERFEICSEWV T, AREREPOFZEMSIEEE S THAERE. T
regilLbRENHEIMELTICHILDERDZ S, OB H2
MBEERICSWTHEELU LA 522 T, B2 LAWAREINFIIRAR
EMIERTED & &RY, KRl - EEMWRICBEEREER S, 74D
5., BERLEMRAREINESNREET 2 THMEE5 0% U LEET T & T, #
REEIE UTRERSDERETIIENTED O, COMRIK. EFEL
EBOTEERRA Y N THY, BIEVPHIEOEWNMIEEEZLT, HEFlE
LTRRILT B0 EWVWD RBOBEE LTEEZERR &L D,

AERO—ERPREBICEVWT, AEROMBEERICEWT, FEMHIEME
ErTHIEIZ, S5IC1 TGAE (CD103) M. NTSERMY, &
U/ FIEAREGHEMEOHFHZRBA DI ENTES, CNHDMIE~Y—7
—iF. RENEBEICSVWVTEELAGEZRLTEGRTTHY. ThHOY
—Hh—DBRELTVWB I &ICLY., HBEDRS%., REOFEMERIEET
MRRICEE L TL Y BBENREMZR DI ENTE S, fIZIE. CD103I&
RIEERRIA D&M THIRBOMEE., NTE5E (CD73) IdRmEibgess:
Dadenosine®EE, FALAREGIXHEETHBICL 2EBOE
HICEZETH D, AESOHBEERIE. choDY—A—DERELTVWS
TEILEY, BENEZEMEFRODIENTEDZEVWIMREERT H &N
TZ %,

AFERO—EEFHEICEWT., ARROMERICS T2 THEIE. Sl
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[0060]

[0061]

[0062]

[0063]

MTHRETZIENTED, ZOBE. ARTOMBBEROFIEME T e
ICBWT, 16 0%LAE, M65%LUE. 7 0%UE, 7 5%LUE
80%LALE, #985%LLE. O O0%LULE., #9995 %LULE, 9 7 %LAE,
TIFH 9%LLLED, AFREMZEOMOBICEEEH I N-FSMERIEMET
MREETBIENTES,

AFERO—EEFEICEWT., ARTOMEERIE. THEUAOHEE
BATWTHLWD, FFELLIF. AESOHMBEERDOH 6 0%LULLE. #6
5%LE. 7 0%UE 7 5%LUE. B8 0%ULE, 85%LULE, ¥
Q0%UE. MIBE%UUE., 9 7%ULE, FLIEHIIBULENTHARET
HoTHELL, FELLIE, WOOBUENTHIEETH > TH LU,

AFERO—RBEICHE W T, AFETSOFEMERIEME TR IMREER %
SUCEFMERMIREING, FMOREICEVT. ABETOFHEMHIHE
HTHEZAGHEEEAZ22CBE4AERAMB I LREGIMRERBEINS, &
DEEMERMPBEEEAMBEIEERAIE, RENFVERICEL > TRET
B2 ENTELHCRERSR. RKEMERR, PLILF—THAINZZED
TE?, INHDEXR, BEEEAMBEILIEERIF. Hil, ZOMD L
PHETHEAINIARORIMEE EHIFERAINDIENTES, 2D&L
e LT, MBEOEEICHV ST 23R EREREhAnE
BREFERMULABHZRWSIENTES, 2O LD AREHMOEIEAERH
EDOMOERTICHFRINT WS, HBHICHRININZRDICOWVWTH, 2O
EARBHEOMOERICERINTWVWS, COLIBERE L TRERHEINS
BEIE. DMSOAEESATVWTE LW,

(8%)

AFRIE. NEAROFEMHIEETHRERET 2HEERHT 5, K
AOFEIE, BHET, RELOFEMGIEM THREEZRET &N T
DFFOFETHY ., KEPHEICS W T TICFHMICERERY 5,

AFERO—REICEWT, FEMRIEETHREZEET 2HETH> T,
(a) REMHADCDARBMETHEEAIZCD SBIETHRE., £—0EMHE
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[0064]

[0065]

[0066]

[0067]

BT~ HERB T 2TiEE. (b) I (a) TELNWAMREEZ
| L- 24550 TOR M ~HWIHBARREET 2 TRE. (
c) If2 (b) THELN/AMEE., FZOEMEMTH 1 ~%5 BRERET
3If8&. (d) IR (c) THLOKAMEE., | L-24550tEchi
KEHEWT~WIHEKEREETZ2IREZ20. AENMRHEINS, KXH
RICBEWTIE, CDABMTHRES LUCD S8 THIEOWT NE R &
LTRAWTHARTROFEMHEM THREA8ET &N TE, —EkEF
BICBWT, AFETROZEMHIEMN T MG, CDA4BMETHESLOCD
SEMETHIFDREGMEEFRRE LTHETZEETES,
—EREMEICSVWT, AEFROFEIE. b NRETHIE%Z, $1CD 3#ik
REOEETFCTGFRBLV I L-2%280EMTESETSITRE. ;1CD
SHAFEEFEETT | L - 245280 TIEEYT 2 T2, BERNCD 3IHEFH
BOGETFTCTTGFRBLTIL-2%280EMTEEIIIRZS. £
NARAETHIRE (CDARBMTMAEZ/ZIZCDSBUETHREEAST) » S H/ME
MTHREZEET 2HEETDHIEHTED,
—EEBEICEWT, THIROMBEE. TregsB3B0REMTH>
T. TCRENLERIETHIIFFICRO AW, Bz, THEORERS
LTIk, MCD3MAERVETNESUEESFEAVLRE. TCRICES
BZRIFRRURTF REECESHFEZAVERE. MERR~HEEBEZBV
R, 1C D 3SMA L MRIRFMIREZRBFICAVERIR. RTFRPH U
VEEMERMNBEZRRICAWCRBREEZECIENTESD. Tre
gEBBIENTEZHDTHNIE, ZTOBHMPREGIFFICRE S AW,
—EBEBEICEWT. KIEREEE L TE. LEO & D ARIBARWIRET
HMBEZEET 20 THNIE, TOEMPREIFRICELNQWL,
ABMEICSWT, [HCD IMmMAFRIEI &k, MELEDCD 3ZEEKIC
RENLRBEZ522 228K T 5, CO3RFE LTE. AIAEHRCD
3FI=Z MMAAIBIRIND, HiCD 37T ML, FERARES
LTHIRINTVWIRHRZAWVWTE, BEAERICTERLTE LWL, :1CD
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[0068]

[0069]

[0070]

[0071]

SHFIE. BlZIE. VR, DX vF UUREOEMHEE. RTE b
BHEOEDAEFERTE 2,

—EBEBEBICEVWT., ARAROAFETIE. —B. i Treg4aHFEE (B
FIEEE %5 X7 THIEAORIEH) L% (TfEa) . HBHRELT
1 ~3HBAKEEEY S & THlBZEESIE (IEb) . BILH D —E.
X FILLFEEABI R TAEDICTHREARIE (Ii2c) §52 & T, #
BEMEEBEL. MOREMOH ZFBMERIEMEE P THIRES2 &N TES
o BEIF2ERBET D&, THIERIETRN—YRE2RT I EHIBEMBHRT
HBDETH, AERDAETI., TAEREE] & T2L0BORE %2175 2
ET. PRIN=—VRERT &ML, HEEEEL. DOREMDH ZFE
MEHIEEE N THEE82 CEERELTWS,

TAbLE, KRROFEICSWTIE., THERE., KREE. T0ROB
BEOREEITS> & T, #MEEEEE L. MOREMDOH Z2FBMHHEEE b
THIRERBZ I ENTEDLH, TOLIICLTELSNAFEMEREEE b
THIFEE/ZIZTOL > LFEUFEEE b THIEZSCHRETA THNIE.
AETROFAEONREERT B ENTES, LD 2T, AETRO—EHE
BRICBWT, BEDLODOIEHCRIBOBEIIFICREONT. EEDHE/K
DOEHERTEEOCBEORBZHWS I & T, BEEEZEL. DOXEMHD
HHHEEMFEEE N THREAES2 &N TE S,

—EEMERICEWT, EIRETERTIEMICKISICLF /A VBB L
V/FRETRAVEVEBESATWTE LY, FF L IFEHICIET7R O
WEVBESTIENTES, —EREBICEWT, HMICIEEIS5ICCDK
BFHEH. CDK19MEEH. RV F/LIEICDK8 /1 9HEFEZZAT
WTHLW, FFELISEMICIECDK SFEEHR., CDK 1 9EEHK., RV
/EIFCDK8 /1 9REFZ22L I &N TE S,

AFERO—EEFEICEWT, AIRE—OEFEES L ORI EZDERE
EHE, FhEhEizL T, |MCD3HmEk, TGF—-B81, IL—-2, LF
JAVE. CDK8MHER. CDK19[EEH. CDK8 /1 9EEH. &k
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[0072]

VT7RAANEVEHIORIENLBIRINZDARCEE 1D, DK ED2
D, DR EE3D, DK EEAD, DAL EEEDFELEEORTF%
BUIEHTED, FLMOEREEEBICHWT., RIRRE—DOEREMS L O
RIECEEZ OEREEMIL, ThThBII LT, iCD3HMAE. TGF—B 1,

IL—2, LF/M4 VB CDKS8[HEEH. CDK19MEEHR., CDK8/
1 9FRER. RUTRAINEVEREZEVIEHTES, INLOEXDE L
TEFNIREE L TR, SZ0HFTHEAINIBEDRETHSZ I ENT
X5, —EREERICSVWT, HHAINESCDK8HEER. CDK 1 9MEE
. RO/ F/IECDK8 /1 9HEFDREIL. HEZATFTHEAINED
EFREOBEVNXBETH>TLL, flAIESenex i n AZAWVDHEICKE
0. T uMBIEl 0. S uMBE 8T uMBlE 82 uMELE,
SuMEE, #4 uMELE, 85 uMEIE, 6 uMELE, #7 uMBLE,
W8 uMELE, O uMELE, 1T O0OuMEE M1 2uMlE 140
MBLE, #1 6 uMBE, #18uMIE, W20uMUEREETEBZE
NTEDZD, CNHDBREICRLNDEDTIFARL, BEHEZ IO EEH
HMRICIHCTERT B ENTES,

—EEBEICEWT, AETOFETIE. £ MOKRMTHEE, SHIEMET
MlRaEhEd 5, AN THEICIEK. T4 —THEMETHEE. CD4RBMETH
fB. CDS8IEMTHEAEAESENTWVWS, BHEED THREZSUEEY
HOEEMTHEEZZELTE. CNhODMEENSCDA4RBMTHESLCD
St TR SR EDHE A BRE L /2 L THEETHREEZELTHELL
o Efo. FEOMRICHENATHIRE B L 2 ECHEMETHREFSL
THLW, LEN>T. AETOFZEMESIEETHEIZ. CDABEDOLOD
. CD8BMDLDZAEY 2, ad. ARMZBICSWT ICD4FME] $H
Z2WE TCD4+] EWHBE. BICHYHI»RITNIECD45ECD 82K
DIV ITWNRIT 4 THRREWDEDET B, Tz, RERICHITBERIC
BWTIEICDAMBMEEALIXCD 8BEOVWTIAD THEEZRE E L TER
T2 ENTE, FEMUHEMS THENERLALES. BRAREEZ LAV
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[0073]

[0074]

[0075]

BRY., CDABMEFT/IECD SIEMOREIMRINDE I ENTE S,

—EBBRICBVWT, ARETROFEICEWTHREIL, Bii~RmL TS,
EERBONEY, FAMBAREIICEELLAZEOERVWTE LWL, 77
MREIE, 71C D SMAEZYIEM IS ZNICHETE DM TH> T, K
BRICH L TABRBDEAVWSZENTES, 1C D 3MAEEZMIENICIR
BHURERREMELT. RURFLY RUIFLYFTLIIL—b RUA
—RR—b RUTOELYLBEDERBIECHS AGELNHIFLND, &
BHERAOERIIFICREINT. FIAE. TL—MERPE-IBR. &
BHRBENRATES, MCD IMHERERT 2HAEDHMPEEIC K
YEE)TZH. HIEMETHROBEDCOO+aRFBEEZ b2 L D
HRETNILE L,

—REFEICEWT, ABRTOFETIE, MEOEEICE. SEEEEs
RAEMEMANERRFEZRMLABMZBWVWE I ENATE S, ARATDA
FICBWTRHWS 2EMREEREREE LT, BIX I Iscove’s m
odified Eagle’s MediumiZih, Ham’s F128Z#h, MEM Zinc OptioniZih,
IMEM Zinc OptioniZih, IMDMESHh, Medium 1998EHh, Eagle’s Minimum
Essential Medium (EMEM) Zih, aMEMIZHh, Dulbecco’s modified Eagle
s Medium (DMEM) £th, RPMI1640%%ih, Fischer’ siEih, LUV S DR
BEMFI LI —EEKERE LB SN E2I N5,

EfEEicid, mE BxiE. Y URBREmME (FBS) ) A2FIhTW
THLWL, FLEFREMBTE LV, BMBFHICIIBEICHLC T, HIZE
TNTRy oVIETNT IV (BSA) L S RT v, TRE
527 x>, KnockOut Serum Replacement (KSR) (ESHAiREiEERSD M
FEREY) (Thermo Fisher Scientific) , N24%H 1) X2 K (Thermo F
isher Scientific) . B2 7% 1) X K (Thermo Fisher Scientific)
. BERER. A2V Y. DS —SURIBRME. MERTR. 2-X AT TS
J=lbe 3 —FF—ATU AL, B/ FFT)EA-AGED T DL
FOMBEREWESATE LW, EEEMICIEE . BBE (BIXIE chemica
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[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

Lly defined Llipid concentrate) . 7XI /B L—7IL& I, GlutaMA
X (Thermo Fisher Scientific) . JEMET7I /B (NEAA) ., ES4ZV
Bz ZaFYyF7I R PRINVEVE) | BERT. AEDE (§)
ZIE RZVYUYBLIUTRARL T4 YY) | RBEEL. ELEVEE &
EF. BHEIEHE. SLUhSORENMAED 1 DU LOMEEERL D S

1 DOEMBEEKICE VT, EifEEHh e L TdmiES & CHEPES (4-(2-hydro
xyethyl)-1-piperazineethanesulfonic acid) #Z¢RPMI 164 0
HMAFIRINS,

AETROTRICSVWT, MEOEEE—RNLEMMREERGTTITA
RV, BEEEIER. UTIKEEINARWVLA, M30~40C, FFLLIE
WITCTHD, IEEIZ. FEICIZICO,ESEEFOZHES FTEEN THN
. COLREIR, HFELLIEW2~5%TH 5,

AFEROFEICSEWT, :CD IMAFRIIBHMAPICZOFERMINTSE,
HBE2WIEETROREY, FaMEAREICEELLEEOZAVWTE &
W, MCDSMEFEIRERT 2MAEONMEPLHEICLYEET 20, HIHEE
THIREOFEED OO+ RRHEEZ OB L DOBEEHFETNIELL,

FRAINBZTGFRELTIE, TGFB1, TGFR28LUTGFR3
NEIRIN, BIZIEFTGFB 1 THS, TGF BOREIIHEZNBEED
NIER<CEICRES AL, TGFRELTTGFR1ZELIETGFR3%
BW3iEa. BHRPOREIRFICREINAWVWA0., 256~25ng /mL
CBIZIEHTONng, / mLETRIELL,

FERINEHMFAD | L-20RERBREINAVSA, 85U mL~#
500U/ /mL, BlZiW100U,/ mLETBRZENTES,

ABERICBWTHEAINZBMICIE, IOICLF/AVBRELV ki
FRAOANEVEBERMLTELL, FFLEEHICETZIVEVEEZS
. PRAIIEVEBOREIRREINGWS, M1 ~8100ug./ mL,
PIZIEWT1IOug, / mMLTHS,
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[0082] ABRICEVWTHERINZEMICIE, ISICCDK8HEEHR. CDK19
FBEHF, XU/ FLIECDK8 /1 9ERZHRMLTHLW, CDK8MH
=%, CDK19MEEH, RV F/IECDK8 /1 9EEHK & LTIHERE
DEDEFERTZIENTEDN, HIXIE. 4-[1-2-AFI-H-R> 1 X
= =-5-A4 JL)-TH-4 T 4 [4,5-c]E) O >-2-14)V]-1,2,5-F FH T
V=I-3-7 2V, 3-{1-[1-(4-A hF2 Tz Z)V)ERY I V-4-A JL]-4- X
FIL-TH-4 T HV[4,5-c]E Y D V-2-4 IVIESTV-2-TIUXIEEFNLD
R, K., BEMWE. /I3 KERETEE8598344, W02013/001310, W0201
3/040153, W02013/116786, W02014/029726, W02014,/063778, W02014,/072435
. W02014/090692, W02014/106606, W02014/123900, W02014/154723, W02014/
194245, W02015/049325, W02015/100420, W02015/144290, W02015/159937, W
02015/159938, W02016/009076, = 7=I3W02018/139660% & ICSEH SN B LS
MiaENBIFONE, —DOOHIELTIE, Senex i nAEAIFAS28
6361 9MNFIRINZD. AFERIFCNICREINGWL, FRINGSC
DK8FEEHAI. CDK19OMEEHF., XU F/IFCDK8 /1 9BEEXDIR
B, HE0FTEAING2ERDOENRBETH > T, LEBXHIC
EHINZEROBEURBETH>TH LK. BEHEEIMOFHIERIC
INCTERTBIENTE S,

[0083] ABEIROAERICHSESVWTIE. EMAETHEEZ, TGFRABLULIL-2%
BEUEMTHCD IMBFARBMT S &ICL>T, FIEMETHIEZZEL. £
HMCD3IMFEZEFELW | L -2 2BEM THRIEIEEERRICEERCD
SHAETRIET 22 &T. mWAREIIGIMREEZE T 261EMH THIEEZZE T
22 ENTED, BONEEMHIEN TN, SVREIIGIEEEE D
& BIZIERNAD =Y RIC L 2EBAECTRIRMEN. 41 VE R
OICE T 2 HEEREINEHRRICL YRR T2 ENTE S,

[0084] ABIRO—EMEMEICSVWT. (a) FAMEMOMADOCDABETHEE I
CD8BMETHMEEZ., E—OEREMTH 1~ BBERET 2 ITRETOE
BHEIZ, SEENEERTITDIENTE, BICREINDIEDTIEHAW

i
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N FIZEW3IBETEIEETES,

[0085] FA—REMEICEWT. T2 (b) OKEEEIREZTOEEERIL. 4
EENEERETDIEMNTE, FICREIND B O TRV, HIAIFH
2HET B EDHTES,

[0086] FA—XEmEEBICEWT, I8 (c) OB_OEBREMICHS T HIEETRE
TOEEAHIF. UEEN’BEERETDIIENTE, HICREINDEDT
ERWA, BIZIFHW3IBETEEHETES,

[0087] FA—XREFEICEWT. T2 (d) OKEEEIEZTOEEERIL. 4
EENEERETDIEMNTE, FICREIND B O TRV, HIAIFH
2HET R EHETED, —REBEBICSEVWT, | L-20BFEFT, &X
BIRETHEET S &ICL > T FEINAHEME THEREENERA FILE
RREEETIHEMETHRAZIEEIEZ2 &N TEXS, EHATIILEY
BEILILSATLWTELIWZ E, FEILIKIL-2280EMTESEY
22 EICE > THEEINAFEMETHIEORE L 2HIENYE T MRSy« =
B5IENTED,

[0088] oSN /hIEMETHRE%E SOMBEEY O S HIEME T HIfR % BB s 2113
. HIEME THERR IS A AMRREY —A—ICE DWW TEEARRICL YRR
BEEITNIEELL, BIZIEELY =49 =&Y Fox PI3BESEZERY Ht
Edw, Fo, ABILLYREOCHERE 2B T 251 Tl % 28 L T
S AN

[0089] ABEROAEICE > THELNZFSMEGEMETHREIE. £ NORKEMEERR
FIZIEECREERBCTLILF—DBREICAVS I EHHEIN S,

[0090] (7E—%Aa X NY—IZkBBHERRE)

—EBEHEICEVWT, 70—H41 X M) —ICLBEERAEITUTOL
DQICLTITIZENTES,
[0091] #{&

- Fixation/Permeabilization Concentrate (UL, Buffer) (eBio Scien

[\

ce., 00-5123-43)
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[0092]

- Fixation/Permeabilization Diluent (LLF, Diluent) (eBio Science
. 00-5223-56)
- Permeabi lization Buffer (10X) (eBio Science, 00-833-56)
- FOXP3  Monoclonal Antibody (236A/E7), PE (LLF. #FOXP3fiik) (e
Bio Science. 12-4777-42)
- Mouse IgGl kappa Isotype Control (P3.6.2.8.1), PE (LAF. PEO
v ba—J) (eBio Science)
- BV421, Mouse, Anti-Human, CD152 (LR, #iCTLA4#{k) (BD)
- BV421 Mouse IgG2a, k Isotype Control (LAF. BV4A21a> hO—JL
) (BD)
- CD4 Monoclonal Antibody (RPA-T4), APC (LA, #iCD4dm{Ak) (eBio
Science)
- Mouse IgGl kappa Isotype Control (P3.6.2.8.1), APC (LLF. APC
dv bAa—J) (eBio Science)
"D-PBS (¥ B354 7RV, 14249-95)
- FBS (HyClone, SH30084,03)
0.5 mol/l-EDTA/AMR (pH 8.0) (FHS4FTRY. 06894-14)
- MiLLiQzK
- =IO
- EEFvEXRY b
T4 7aOE~Ry ~ (P200, P1000)
Bl RYRFLY SOVR-Fa—T (LT EAFa—7) (Falcon,
352008)
- FAAv Ay a (65um) (HEIET, PP-65N)
MXFixation Buffer (14> I H¥7/=Y100uLFER)
Buffer &Diluent%1: 3DEIGTIREAET %,
X:Perm Buffer
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[0093]

Permeabilization Buffer (10X) AMilliQK TIVEERT 3,
FACS Bufer (BOOmLEAZEIDIES

D-PBS 489mL

FBS 10nL (#&RAEE20)
0.5mol/l EDTABIR Tl (3EE TmM)

DL EDEZFIFARIE. 4CEIFKLETRET S,
HE

(1) 1.5mLF 2 —FICFACS Bufer%500 wLihNd 5.

(2) (1) OFa2—TIKIXICREOERBERZERML. ¥4 70ERY b T
PILKREBET 3,

(3) =OMTH00Xg, 4C, SOMEEDT %,

(4) EFEET7AEL—4—TBKER. Fixation Bufferz100wlimmmL
ILKERYTFA VT2, 2BUTRBWVWEDITERT 2,

(5) KEEXTIDULBREICLIYEET %, 2459 TH LWL,

(6) EEH%. Fa—7TIlPerm BufferzimLFZMLPILKERY T4V
T 5,

(7) FiLWIbnLFa—T &4 Y TV BDERT 5,

(8) ¥r &IV bO—ILBERAREERIC0uLT O2EFT 2,

(9) =OMTH00Xg, 4C, SDEEDT %,

(10) ZBAORICHFOXP3FLAE (FRIRE =0.05mg/ml) | #CTLA4HLER (Lot:
0030269 REE =0. 2mg/ml) #FCDAtnA (EREZE =0.1mg/ml) %APerm Buf
fer CI00fEHMTHAET 2 (AT, MFRARK) . I bO—LTF Y TIVA
I, PEOY bO—JL (BESREE=0.1mg/ml) |, BV4A21O Y bO—J (FREE
=0.2mg/ml) APCO > bO—JL (BEHEE=0.1ng/ml) ZXFiNT 3 BFRDHIE
ERIBRETHEET S (UWTFaY bO—IiLik)

* TRRASESRICE W TICTLMD R EIZERE L AW,

(11) EBFET7REL—49—TRHRER. MARET Y TILICHERARKRE
A hAO=ALY YTV FE-LEE TN TR0 uLRIMLP I LL
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ERy T4V 792, 2BIATBRVWEDITERT %,
(12) KEEHTODBREICLIYEET %,
(13) RERISUEEREDOULL EIFEERT 5,
(14) Mm%, FACS BuferFILFMLP I LLERYF 4V T T3,
(15) =DOHBTH00Xg, 4C, SHEEDLT S, >LEFEEZTAEL—4H—T
frE®. (14) RO (15) 25— FERYRLTHET 2,
(16) EBET7RAEL—4—TkRZER, FACS BuferZzb00ulRmmL»= L
CERYFTAVITT 3,
(17) EBFa—JIlHrM4OvXyrasEyty NTHE, BEREY
1ILsL—=2 32T 5,
(18) FRO7O0—HA MX—F—HBTHENT S, T—4 LOUHREUL
10000M@UEET 2, BHREBRMEREHICSEVWTE, IV bO—ILY
VTINDBERSE BUTERZ LD ICEERET X, HEEL FORMERRR
ENTHBEOEES%BEERET S,

[0094] (=&
- BERVRE THERT 2AEEIL [Foxp3/Transcription Factor Staini
ng Buffer Set] (Cat. :00-5523) & L T3AtEy NTOBALARETHS
- B OBRESIE RN - RENRMASBHEICEEMAIEEEETETL
BRWEHIBTCEZREIOEBR L TWAWRY ICEWT, FEDRE CHEE
W, BRREURAR S IR &R DMIBEMOEREY FHILDERE I NicEthr
esholdE& FE2FAE. A bO—ILY Y FIVELIGAERRY Y TILOE
B UFIENIRSE TERBICHETESRAEETOS, £LIF LOZEE
RETH B,

[0095] (FREinsliEMERIE)
ARROMEIE. RENEEEEELE2, RENSLEHIE. B2DFE
TRET DI ENTE D,

[0096] —EFEFMREBICSEWVWT. EERAICEEINDLDIC. LARY S —THREDLN
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BIIRERGICE ZMEEEZNET 2 & THRISN SN ZHET ST
ENTED, ZOIEN. BL2OFY NEAWBIENTE TreghEN
#]7 vtz (horizon discovery ; https://www. horizondiscoverykk. com/pro
ducts/research-services/immune-cel l-based-assay/immune-suppression-as
says/#Treg) REZAWVWB I ENTEBZACNICREI NGV, KEROHM
BAET Z2REBIMEEMEIL. LD I TregdlYHbEBHRINTWVWTHELL
[0097] (— g i)
ABEHEICSWTRAWOLN D TFEMENFIE £LENFE BEYE
MF L. SRPBFICBWTAMTHYERINZEDOTHY., HIZIE S
ambrook J. et al. (1989). Molecular
Cloning: A Laboratory Manual, Col
d Spring HarbordLtr#d3rd Ed. (2001) ;
Ausubel, F. M. (1987). Current Proto
cols in Molecular Biology, Greene
Pub. Associates and Wiley—Intersci
ence; Ausubel, F. M. (1989). Short P
rotocols in Molecular Biology: A C

ompendium of Methods from Current

Protocols in Molecular Biology, Gr
eene Pub. Associates and Wiley—Int
erscience; |l nni s, M. A. (1990). PCR P

rotocols: A Guide to Methods and A

pplications, Academic Press; Ausub
e l, F. M. (1992). Short Protocols in

Molecular Biology: A Compendium of
Methods from Current Protocols in

Molecular Biology, Greene Pub. As
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[0098]

sociates; Ausubel, F. M. (1995). Sho
rt Protocols in Molecular Biology:
A Compendium of Methods from Currcr
ent Protocols in Molecular Biology
, Greene Pub. Associates; l nnis, M
A. et al. (1995). PCR Strategies, A
cademic Press; Ausubel, F. M. (1999)
Short Protocols in Molecular Biol

ogy: A Compendium of Methods from

Current Protocols in Molecular Bio
logy, Wiley, and annual updates; S
ninsky, J. J. et al. (1999). PCR App
l ications: Protocols for Functiona

| Genomics, Academic Press., BIfiEREZE T
BIEFEAKRBEMTREE] FL, 199 7TLREIEHINTEY,
NSRAPHEICEWTREEY 8D (£HMTHYRB2) »BEE L TER
Thad,

AIMICEK LEEF2FRT 200D NASKKIMS L OKERIEZE
ICDWTIE, FlziEGeneArt, GenScript, Integra
ted DNA Technologies (IDT) REDEGTFEMRY
TZ2TXAVMERY—EXEAVWRIEETE, ZOM, HIZE Gait
, M, J. (1985) . Ol igonucleotide Synt
hesis: A Practical Approach, IRL P
ress; Gait, M, J. (1990). Ol igonucle
otide Synthesis: A Practical Appro
ach, |RL Press; Eckstein, F. (1991)

Oligonucleotides and Analogues:

A Practical Approach, IRL Press; A
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[0099]

[0100]

[0101]

dams, R. L. et al. (1992). T he Bioc
hemistry of the Nucleic Acids, Cha
pman & Hall; Shabarova, Z. et al. (
1994). Advanced Organic Chemistry o
f Nucleic Acids, Weinheim; Blackbu

rn, G. M, et al. (1996). Nucleic Aci

ds in Chemistry and Biology, Oxfor

d University Press; Hermanson, G. T
(1996) . Bioconjugate Techniques,

Academic PressQEKRBHEINTEY. INLHIEARBHEIIC
BWCEET 2HONSEE L TEAIND,

APHEICEWT TEE] . XERICFIEINTWSEIED [DaL<
EH1DRUE] ZHATEZEIIEAING, TH LI tEKRTHD
o ABMEICSWT I200(E] @ TEERN] R LAEE. TOEHHEIC
X22o0EEEREET,

AEFHZEICBWTEIAINA, REXHE. 55 FIFHRAG E0SE
&, TO2EN, B4EFWICEEH INAZDOERUCREICABHMEICSWNT
SEE L TEATN S,

Pk, ARER%E, BEORZDEHICHFF LWEEFEARL TEHRALT
o UTIC, REFICEDWTARREZHRIBAT 2N, LdDRAS L UL
ToOREFIE. FIROBHNOMMIREIN, ABRRERET 2ENTREL
=D TIRARW, > T, AEROEHEIE. APHEESICEANICREH INLE
EREEICEERAICEREINT. FFBERKOHREICL > TOAREIND
el

LTFOERBFICHWT. TI9 IV RERPMI640 (10% FCS  (v/v), 60

wg/mL penicillin G, 100 wg/mL streptomycin, 10 mM HEPES%
Bh) =EREhE L TRHW, BEICH L T307300mg/LOL-7IL Y X v %
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[0102]

[0103]

[0104]

[0105]

EBHICHRM U TER L &,

NAFNIT7A M= VR
FEINMELY S LDNABZEE L. MethylEasy Xceed Rapid DNA
Bisulphite Modification Kit (Human Genetic Signatures)ZHEWT

AER%. HIEMETHARICRHBMNAEEFORX FILEICDWT, AN, &

EFORAFIVLEORENIZ. BBROFEE LT TS 4 v —%B W= (Floess

et al.(2007) PloS Biology Volume 5, Issue 2, 38, & & UOhkur

a et al.(2012) Immunity 37(5) 785-799),

F7=. & MFoxp3 CNS2FEIHDERITICHWTIE 7 + 7 — RAIICE -TTGGGTTAA
GTTTGTTGTAGGATAG-3" (EC5U&ES1) . U /N—Z{AICH -ATCTAAACCCTATTATCACA
ACCCC-3" (BoAIES2) =MW,

& THIR DO E 2 DS
b hCD4 +THERE Z G2 E ADPBMCL Y BBE L /=, iR#a L =PBMCA S, CliniM

ACS CD4 GMP MicroBeadsz W THEAT O M JLICREWEEL 7,
(EfEHI1 : CD4RFMEE MRME T ML S OHIEMYE T HEOSE)
CDABMTHMEAEZ., MCD3MAE (10ug./mIREOHEEY I

LY 100uliRmL,. BERTO6 ONEHET 52 & TEBRAEEL) .

hiL—2 (100U/mlI)., hTGFB1 (10ng,/ml). LF/

AV (1uM), SenexinA (5uM) #2&5CEEEET 3 HER

Bl TORhIL—-—2 (100U /m|) 28CEBESHT2 HEIAER

BELE, 2HBICAKICEHRREL, ILIC2HEAKESEELA, 2H%

ICBEMRCD3MHE (10ug/mIBREORAKEEY TILHLY100ul

WL, ERETE6O0OEBRET & TEHAEMEE) . hIL—2 (10

OU/ml). h TGFB1T (10ng,/ml) ., LF/AVE (1 uM

). SenexinA (5uM) ., ZRIOINEVEE (10ug./ml) &5

CEBEMT2HERB L, T0®NIL-2 (100U/ml) 228

BT 2 AEAKRIEE L, 2 HRICERICERBL, I5IC2HM

RERIEE L, 2HBICESNHIEE THIROF oxP 3, CTLA4,
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[0106]

[0107]

[0108]

[0109]

Hel i osDHEREZ7O—HA A KM)RICLYBEHFTLE (B1)
R DFEM S T HEAE (conventional iTreg) TIIMAEEMZF (BIX
i TOBECTLAL) ORBEHAF+ATHY. FoxP IFEMELE
W, —HCTRAMEIEETHEE (nTreg) TIECTLA4, FoxP3
ERBELTHY, nTregy—h—o0F& L TRRMNAHe | i 0os%&F
RMLTW2, AEOENRZETREON-EREEAZEMHEMETHMEIEH e |
i osPEMTHY., FoxPIBLUVCTLALAZRRTIMEELZED
EFTHHIENHERTES, He | i o sIZERICHET M T #
DIY—A—THY. He | i o sHRETH 2 &iF. FEMHIEET M
THDIEETT, EROFETEHEONAFEMEEMETHEIX. —fleL
TCTLAAHDBRMTHZIENS, PRCELCTLAADBETHER
T, BONACFEMEEETMAEIL i n vitro THRICEEINLTE
BHFIEETHATH 2 2 EDDD S,

gl ABUERRZRTEERELLHMIEOBRA FILBIREZNNAFLT 74 b
— TV RERICLBHE L (M2) . XETOERZETE SN /FE MG
MTHEENT re g SEREILERAFILEBREERLTWS,
UEDERFILYEOSNIFEMEEETHBERESENT re g EKE
BYin vitroTHRAIKESINAHEETHRETHY ANL, W
FEME BWCTLA4HEE, FOXP3 CNS2EEHOBRAFILILLE
BT3B EOFEMEIEMYE THRICAWESEFEODMETHE ZEATIN
TW5,

(Efef 2 : FIEMETHRO I n v it r o HIHEIEM)

EhEfl 1 B UERRICEL Y EIEMN THIREAZSG, Cell Trace Violet#E
HMLUELARY Y —THIEE (5x104) | ERHLAFIEMETHE (5x10
4) A&, Treg Suppression Inspector (Miltenyi Biotec) (5 ulL  we
| 1) BETC3IHBREAEEL, Cell Trace Violetil®@E%&7O—41 b
ANY=EKTEIF LIz, LARY Y —THRE,ARERSERI T & HiREhE
Df=HiCell Trace Violeti@EIIEHMOBVWE—I%ZRTH. TORER
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[0110]

[0111]

[0112]

IEHNNEIX B ECell Trace Violet@EIXEHDBWE—IDF FFEFX
Nz, ARTOERETESNAHEMETHREIE. LARYY—THIEOR
BERLEECIGET 5 2 EA’MERINE, LES> T, F5NHEIEMET i
RIS BEF ORI T HMIRERICER THEWNHEIMBEE L DO L P BRI i

(®3) .

(S2HEHI 3 : HIEME T MR D BB A& D T HIRART)

ERBI1 OFETHERUAHEE THREOERTFRIE XY —VERNAY
— gV AKRICLIYRELE (H4) . RNAY—4S U RIEBRMDOAEEERW
Tfr->7=(Kitagawa et al.(2017) Nat. Immunol. 18, 173-183), FO
XP3, IL-2RA (CD25), LU T re gDIELIEIHESF (
CTLA4LE) OEBETFIR. BREOHISMHIEME THES L ONEMRLT c
on vHlRICLHE L T, ABETOERETESNZFEHIESE THES £
UnTregfilECREVWRIESHRTE L, T, HEMHIENETHETIK
NnTregllEDY—H—TH2 | KZF 2OHRBMEWT & &R L1,
AFROERE TR SN BEEMRIEM T XM OBIEE THRESEE &
BLT. ENTPD1, NT5E, AREGAEW DHhDOI&IHSFHRIR
AEWTENHEETES, T/, | TGAEREDEENF. CCRARE
DTENA VEBHRREIEVWEIEETES (K4) .

HlELTI TGAEADI—RTBCD1039FOREBEETIO—HA MX

—ETERNT 5 &, AROEEETEONLFSHEHIEM T MmO
Sl THIfREA S & LT, CD1 03REABVW EAERTES (K
5) , MAENRERE LT, AEOEEETE SN EEMERIENE THRIE
BEOHEMETHMESLEE LT, BWHEARET LI EPHETES,

(EfEHI4 : CD 8fztEE MRM T ML S OHIEME T MO HE)

CD8MBMTHMMEAE., MCD3MAE (10ug./mIREOHEEY I
LY 100uliRmL,. BERTO6 ONEHET 52 & TEBRAEEL) .
hiL—2 (100U/mlI)., hTGFB1 (10ng,/ml). LF/
AV (1uM), SenexinA (5uM) #2&5CEEEET 3 HER
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[0113]

[0114]

[0115]

[0116]

Bl TORhIL—-—2 (100U /m|) 28CEBESHT2 HEIAER
BELL, 2HRICARICERIHEL. SLIK2HEKEEE L, 2H%
WCBEMCD3IHNME (10ug ./ m I IREOHMAZY TILHLY 100ul
AL, BRTO60NMEBEBEI S TESE~NEMEEL) . h1L—-2 (10
OU/ml), hTGFB1T (10ng/ml) . LF/AVE (1 uM)
. SenexinA (5uM)., FRONEVEE (10ug/ml) 258
EfEmhc 2 ARRE LA, F0%h IL—2 (100U/ml) 2&80LE
RSt T2 HEAREREE L, 2BRICERICERZEL,. I5IC2HENK
RIEE L, 2HBICBONAFIEME THAEOFoxP3, CTLA4, H
el iosORREE7O—HA MAMN)=ZFICLYENRLE (M6) ,

C D 8 THIREN SVERK L /- AB/ROFEMFIMEME THRICDOWT S,
He l i osP@ETHY., FoxPIBLUVCTLALZRIET =%
CEVCEFTHD I EMBETE .

(EFEFIS : & MRM T HEEA S OFEMRIEE T DO EIE)

E MR THREZBWT, E#E61 &B UL DI L THESMERIEME T M
FERETOMBET%F5, COFEMREE THREZEXZOMBER S
B ZzaUCEREZRET 5, COERIFEEFIEMET MR 2IEZOHM
REEBE LTH2 x 1 0EOHMBAEEH. RERBREICIKSLTHLT »
BRICEN LHEBICB T IREDCREND, BYIMEHBTHENTE
oy

(EHEf 6 : BEIH)

EfEM1 ER L LD IC L TEEMREETHREIZEEOMRER%2E5
o COFEMHEETHREZ/ZIEZOMBEALZHFE 4SVCERERET
oy

(EFef 7 : FIRBERET)

EhEH 1 TRIE L 2SS MFIEMS T HROMBEERICOWT, CD25&
FOXP3MDRRMBEABD FACSLyric 70-HArA—4—
ERW70—HA MX M) —EICLYERLE, BRERT7ICRT,
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HRBRLAETARTOMBICSWT, FOXP 31 OFSMEIHM T 4804

REBIEVEIETHEELTWS I EAHEERTE L,
[0117]  (EREFIS : FHEMFIEE T MDA/ SR ILARHT)

MG TELE U AR THRRIC S 1 2 HMIlRE~ — h — 5 1ERE
BIICERNTS 272D, BN RIENAIT>/, BioLegend®dDLEG
ENDScreen Human PE Kit#&ZBAWT, =61 TRE
L7 BB MR THREE2E L. AEROSZEMESIEE THIRICRET 2
MEE7O0—H4A4 MX MY =RICE YN Lz, BRO—E8 BRI DOERE
ERRREEETELED) 2% 1~4I1L577,

40 OFBEBRESTCMBENRRIVICE >TRBELEET S, D<K EH 18
SEMORAY —N—DFICL > TABESOFEEERIEME T HARICS T 24
RREY—H—0OBME EBEORHEMERT 5N TEL,
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[0119]

[0120]

[0121]

=5)

UEDESIC. ARTROFFE LWREREBZAVWTARREZNRLTEL
. ARG, BHFEROHEREICE > TOHZOHEIERINEZRETH
5 ENBEINSG, KHEICSWTEIR LK. FErEBERTHDOX
iZ. TORBSEHRIEFMNICKEMEZEICEHINTVWSDEERKRICEDOR
BONARPHEZBICN T 2E5EEE L TERAINEIREITHD I ENEEIND,
ARRIE. BARERFTIC2021F11A24HICHBAINSHE202 1
— 190127 CRHLTEBRIETRETIEDOTHY. TORBXTOLHE
BHIHNERBOREAERT 2O EAKICBSEE LTEAINS,

EX Lo ATt

AFETROFEMHEETHIES L0 L 3MREE TR~ 2 RERE.
BERERMREDREEERBOBECFBHOLDICAVS I ENTES, &
ARTNOFSHFIEETHRS LU/ TLIGHEERIZFERT 2 5EICK
YR THIEED O/ OBEEME A R DRI THIRRA REICEB T 2 2 & AT
el EESHFADLENPFTE %,

BESRZ ) —TF X b
BIHES 1  ERAICBVWTRW I 47— RS54 7—
BIES2 : ERAICBVWTRWZYNN—RTS514 73—
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s5RIA1]

[553K1R2]
[553KIR3]
[55K1R4]
[E53KIR5]
[E53KIR6]

55 RIAT]
[53K1R8]

[553KIR9]

[55K1R10]

[55KIR11]

B RIR12]

[55K1R13]

&a R D&

FoxP3Mi, CTLA4MKM. NTSERME. | TGAE (C
D103) Bgtt. AREGHM, CD172gfBH. RUCD263
MENSRZELYBIRINGDALCES 1 DORHEET 255 M
e b T HRRE,

NT 5 ERMETHZFEMEIEMEE TR,

| TGAE (CD103) FFHETHZFESHFIEEE b T M,

ARE Gl THh 2 FEMRIEM E b T MR,

CD172gBHETHZFEMEREMEE N TR,

CD 2 6[B3METH 2 FEMERIEMEE b T HER,

CTLAABMTHZZIMHIEME T4,

DR EECTLALABMSLIUVFox P 3GMETHS., FBEXRIE
~T7OWFNH—IBICEEHOFEMEHEIEME & N T4,

DI EHECDT172gBMBLY  FIECD26FBETHSD.
FERIE1 ~8DOWTN M —IBICEEHOFEMERIEMEE b T HIA,

FOXPI3EBMEFOCNS2EAARA FILEINTWS, FEKIE
1 ~90WFhh—IHICEBEHOFEMERIEMEE b TR,

CD4MGMFE/LIICDEFMTHZ. BHREI1I~100VThh—
IRICEEOFSMERIEME e b T MR,

EbDORMEMTHAE, F/idb MEBRETHEN OB LN DD,
FHEFEIND, BFRE1~110VWThH—IBICEEHOFZEMH
e b T HRRE,

(a) £ MRMIAOCD AR THIEE/IZCD 8B THiE%.
E—OEREMTH I ~WEBERET 2 ITRELE.

(b) T# (a) THELNHMEZ., | L-2Z220BMTHR<LE
H# 1~ 3 BEKRIEET 2 TiEE.

(c) I (b) THONMEEZ, FZOERBEMTH I ~5EH
BRI 2ITEe. (d) IR (c) THELONAMREZ, IL-2%
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[55K1R14]

[553KIR15]

[55KIR16]

BB RIRNT]

FERIR18]

[55K1R19]

[553K1R20]

[55K1R21]

[55K1R22]

[55K1R23]

BUEMTORCE W1 ~WIS HEAKKRIEET 52 TEE
EEUHEICEL>TELONIFEMHEIEME N T AR,

FERIE1~130VWTFnI—IRICEEHDOFSHFIEME b THE%
BUHBERTH> T, ZMIEERIR. FoxP 3B, CTLA4
fetE, NTS5ERRME, | TGAE (CD103) B4, AREGHM
. CD172gkH. RUCD26GMENILRZEELYRIRINZD
B EHE T DOHFHOEEN WS 0%ULETH B, MHIEER.

BEMHIEEE b THREZSUHRES TH > T, ZMEERE.
NT5EREDEESHHE 0%ULETHS, HIEEH,

BEMHIEEE b THREZSUHRES TH > T, ZMEERE.
| TGAE (CD103) BHEDOEIEA W5 0%ULTHS, HgE
Bils

BEMHIEEE b THREZSUHRES TH > T, ZMEERE.
AREGHEMDEESHIHWS 0%ULTH D, MEES,

BEMHIEEE b THREZSUHRES TH > T, ZMEERE.
CD172gBMHOEIEN WS 0%ULTHD, HMERES.

BEMHIEEE b THREZSUHRES TH > T, ZMEERE.
CD26BMDEESHIWE 0%LULETH S, ML,

BEMHIEEE b THREZSUHRES TH > T, ZMEERE.
CTLAABUDEIEINE O%ULETHS, HMIEES,

D EBRIEBC TLAARBIHES I UF o x P 3BHEDEIEN. %
NENWE 0%ULTH S, BFRIET14~200D0WVWTIH—IRICEH
DOHEfREE.

DI & BEIEBC D17 2glEMEE LT/ F£/IECD 2 6fEMHEDOZE
BB ENTNHE OB LETHS, FXE14~210WThdh—
BICEEHOMBEER.

RIECHIIRERICH 13 2RIV A< & 1 DEHMOBEIEHHW6 0 %LU
ETHB. BXRKE14~2200WTNHA—IHOWT WM —IRICEEHD
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[55K1R24]

[E53K1R25]

[E53K1R26]

[55K1R27]

[5K1R28]

ERIR29]

[553K1R30]

[55KIR31]

RS E.

RIECHIRRERIC B 13 2RIV < &6 1 DEBOEIE A 8 0 %L
ETHB, BFRE14~230VWThh—BICEEHOMBEES,
FoxPI3@EHMDEIEH, WE0%ULTHB, FRIE14~2
4 DWFN M —IBICEEEHOMEER.

BIECHIREE DM O O %LU EN THIRETH S, BEKE14~250
WIhh—IHICEROMIEER,
FERIE1~130VWTFNI—IRICEEEHOFE MG b THREE
FZIEBERIE1 4~26 DWINHA—HICEHOMBEER + S ERME
B4,
FERIE1~130VWTFNI—IRICEEEHOFE MG b THREE
FIEBERE1 4~26 DWINHh—HICEHOMBEER +*SUBLEE
BRMEE I IEE R,

BRGNS N THIRRAZEE T 2/ ETH- T,

(a) £ MRMIAOCD AR THIEE/IZCD 8B THiE%.
E—OEREMTH I ~WEBERET 2 ITRELE.

(b) T# (a) THELNHMEZ., | L-2Z220BMTHR<LE
H# 1~ 3 BEKRIEET 2 TiEE.

(c) I (b) THONMEEZ, FZOERBEMTH I ~5EH
BRI 2ITEE. (d) I (c) TELShAMEE., IL-2%
BUEMTORCE W1 ~WIS HEAKKRIEET 52 TEE

=20, Ak

RIECEE— D EREEA, ICD3HA, TGF—-B1. | L—2,
LF /4 8, CDKSBMEEHR., CDK19HEEHK., CDK8, /19
FHEER., RUCTFRIIEVEILRZENLBRINSZ DR ES
DORFZEEL. FBRIE2 QICHRBHDAE,

RIECEE— D EREEA, ICD3HA, TGF—-B1. | L—2,
LF /4 8, CDKSBMEEHR., CDK19HEEHK., CDK8, /19
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[55K1R32]

[553KIR33]

[553K1R34]

55 RIA35]

ERIR36]

[55K1R37]

[5K1R38]

FEER. RCFRAIINEVEEZEE, HBRE2 9F/£IE3 0IICHEHD
FiEo

RSB O EREEHA, ICD3HA, TGF—-B1. | L—2,
LF /4B, CDK8MEEH. CDK19EEH. RUCDK8/
1 9OMHEFNORZENSLBRINZ VDAL EE T DORFEZESE.
FERE29~31TOWTIhI—IRICEED AL,

RSB O EREEHA, ICD3HA, TGF—-B1. | L—2,
LF /4 vEE CDK8FMEEX. CDK19HEEH. RUCDK8/
1 9EF S, BFKRE29~3 20WVWTFNHI—IBICEEHDHE,

T (a) A RIEECDAMBMTHAREZZIZCD SIEFMHETMiE%.
RIS — DEMITM TH I HERET 5. FRIE29~330WTHh
M—IRICEEED T,

T3 (b) A, I (a) THELIHMBEZ. FIGEI L-2%Z2¢
BTHR< S W2 BRKREET 5. FRIE29~3400WTHh
M—IRICEEED T,

T (c) A, IR (b) TEHELNHMEZ. FIGCEZDOEREE
TH3IABRET 2. FRE29~350VWTFhAr—BICEREHOFE

T (d) A I (c) THELIhHMBEZ, RISl L-2%2¢
BTHR< bW 2 BRKREET 5. FRIE29~360WVWITH
M—IRICEEED T,

BRE29~37OVWTINH—IRICREOFEICEI > TERIND
. BEMHEME N THRES A GAREEMFEEE F THRE ST
RS E.
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