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(87) Abstract: The present disclosure provides a pharmaceutical composition for antigen-specific immune tolerance or
immune suppression. The present disclosure provides a pharmaceutical composition comprising a CD4-positive anergy
T cell and a CD8-positive anergy T cell. In some embodiments, the anergy T cell is induced by an antibody capable of
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inhibiting the interaction between CD80 and/or CD86 and CD28. In a specific embodiment, the pharmaceutical compo-
sition may additionally comprise a regulatory T cell (e.g., a FOXP3-positive CD4-positive CD25-positive T cell).
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ME, 2X1TO0@MLE, 3X1TOMEULAETH>THLW, EHIREEIT
c TO%LUEARRMICEEE LTRALEZD. H250E. 5 0%LL,
55%E, 60%UE. 65%LUE. 70%ME, 75%E. 80%LL
F. 85%MUE, QO0RLULEACEEES LTHRBTRIEHTES,
[0067]  (RMEELOMEMK)

RIREGRIE. —FlEHIfdE. TRRICEHOERM TERINS, Th
LOMEEF, UEEIFEER L THREER L THEERSHUMEE
T BIENTED,

[0068] [%&3-1]

3T ESEe
bt
; 100mh
ARERT L T e

LEEIZ, ARER. FEETERICOVWT, AEMZICEH I N 2R
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[0069]

[0070]

[0071]

[0072]

[0073]

MEBIRZBEESH L CHEIKISCTEREEZT> CTEANICERT 2 2 &ENT
x5,

5. BEERSHGOBREHE

—DOEBHEBICEWT, HEBER1 4HRIC—OK5T 5, HEER
. BERAEPZEOHBEEFICOVWT. ARHBEICEHINIRMNEIREEE
L TREBICSCTERZIT> TEFANICERT D ENTES,

(Fv M)

AOBREICEVNT, AT, MRERAEFZEETSHO0F Y M ERHET
%, ILICHORAICEVT, ARRGHBEAEEIOREEEDOLOHDOF Y b
RT3, FHICIE. ARATR. MIEOREMEZEVEELRET 20
DFv hTH>T. ZF¥vy bE, (A) CDBOBLV F/IECD86 &
. CD28EDHEHEBEMEREZBEETZ I ENTEZ2NMAZFOEERFE. (B
) CD8%ZMHTBHODFHE. (C) FOXPIBHBLUTCD4DHAIL
EE1DERETZEOOFEREEED. ¥v MNEIRET 2,

WL DD DEREBEICEWT, MBEOREEWICHITZCD SEMHMEEDORE
. BLTFOXPIGHEMIESLCCD4BHHEOVAR &EH 1EDM
BOEFEEDN. MEOREMFERE LTEAINESLZEETRT,

AERDOF Y NTHRHEINHMEOREMZSOCEREIE. 7HY—2FSE
INAECD8MItETHIEEE, FOXP 3RS L UCD 4 mttMpE®
B EH 1 BOMBEEZEATEY., BWREARROMEZIEIWBRAICHEL
BOWRBRICE > TELI2WHRAFICH T I2HER. BELALIIRBELBELIE
TR BHDICERBING S,

BIOREICEWT, HEBRAHROMIRICRIRT 2MEF /I3 BMREREICH
ELRWRBRICE > TE U ZZHBREFICH T 2EEB, BEEEIPRELLE
FEIFFHT2OOMEAECEEROREZEETH/HODFY N TH>
T, &ZFv hE. (A) CD8%WMETBHLHDDFERE., (B) FOXP3
BIVCDADY K EHE1RBEZRETIHLODFEREEZZT., Fv heiR
HT 2, WKODDEEHEBICSEWT, CD8ARHT ZL-HOFEN. i
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[0074]

[0075]

[0076]

[0077]

CD8HifA%aEH. FOXPIHBLIUVCDADHAK &b 1EEKRET DL
ODFEN. MFOXPIHBEELTMCD4EDL < & 1 EOTMAK
Z20, BER, BIZIE. FACS, oxzX4 7Oy b, PCREFIZLY
Thhigd,

(B CHERFEE T HiRSEFIR)

TS, BSHRGIEMY THEOARBNARERE%RAT 2,

ERIDHER

—DDEBHETIE. BAIOERITLUTOLDITITIZENTES, UTF
PR 2 RBHIE. HE. FIRFIX. AKRFITHY., HXBIIEEEEL
TERIDHEDBOHEZTIIENTES,

RF—RUBEORPERY) — V7B ZERL. FF—ICo2WTIE
HBs#R. HCVHk, HIV—-1,/2 HTLV-1HENETEMET
HoHIEEMHRT D,

1. FF—=Y2/GkON8E (BETTITD) KA

—DDEEFETIE. RF—Y U BKODBIIUTOLDICEETE &
NTED, UTICHIRT 2EBEUE. BECLFIEFIE. AKRHITHY., K=
ZFEEZELTRF—) URKROQEEITOIENTE S,

T L=V RTRF=) D REKERI/N Y JICEREL. ORIy &
T MAHRERANT 5,
- BB D RS IR B E AR MBIk %E, BE2ODF icol | —Paque

PREMIUM(GE Healthcare #17-5442-02) & /=|dLymphocyte separation S
olution(FHhS 47X 7#20828)%F (HIZIX., 20mL) AA-LEDEICA
N, 860GT2090M. 22CTELIH (RODBMKDOY V)l %slow
. TL—FEsIwIRET D) T3,

- EFEET, YV UNAKEEZSOMBEFIERE. BIOELE BIXiE 50
mLZEOE2AK) ICBT,

CHARRFERDOA S RO EIC, £EERBHRZEML (BRI, £KREND
OmLIiICR2ETEE) . Y)Y BIAE 18GEHEHEZDIFALLEO0m
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[0078]

L) rY) FEERY NTIREIHHZBRYIRL T, L<EMIES,
-500GT1O09M@. 22CTELDE RODBERDT V)L % fast,
TL—F%&fastiCRELTH L) T3,

- EiFEET, BELEERSEREZEBML BIXIE, £RENSOmLICRS
FTHEE) . MERLY M, EXY FTRSIHHEZRYRL T, & <EM
TEB,

-500GTE59MA. 22CTELDRE (BODHEOT /Il Efast, T
L—FZfastiCRELTH L) T3,

- L3FEETS,

- FHRF—L YRR LAAMBESELAL y S5 05 N-0EERGRERZEN
2R (CSTI) 1020P10)) %, fARE~RL v MCHA (BIZIE. 2REN 31
mLICARZETHEE) . EXRY FTRBIBIEZBYRL T, SRS ED

V)Y (BIZE 1 8GENSEDIFLImLY YY) FhIFERY
hT. BB (BIAE 0. 3mL) HREMY. HREHS L LMK ZRESR

2. FF—=D ko FEERFRE (BETTITD)
—DDEBEETIE. FF—Y V/BRORBERFFIUTOLIICITI &
NTED, UTICHIRT 25EHE. HARCLPFIREFIL. KKROITHY., K%
ZIZEFEEREL TR = V/BROFRBFREEITIEMTED,
EEEN YT (BIAE. 7a—XNy JF-050 2 5mLEENy S (R =F
089-101)
ZHEETCTHHL., SNNVICKHESE (BN, HEES. NF—2R) Z58EA
5,
Yy BIzE. 1 8GEREEDIFLIOMLIY YY) T, HMEEE
WRERY ., BNy TICAN DS,
- ACD®& ((#)7JUETP-A0SACD, Iz (X, MERZZEER1 5mLICHLT2
mL) %, MBEZEEEAA o FEB/Ny JICix. 4 CTRA L RAFIC
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HAT, 1 02EREDSPT,

) vy (BlzE. 1 8GEHEEDHFALZ20mLY Y YY) EAWVT,
ATCTAHAEMLECP —1 (BREFETZ(HR) 551-27202-4fFERERCP
1) BIAE 8. 5mL) &, HENv JIC 1 9¥EREOREEZNMTITINA
%, O FEHENY TEP>YEBERT D,

YV IERBWT, BRENYITBLUVETDR—MROET L2 THREES

Fa—TV—5—%FRALTEREN NV IET—ILL. FT4TCTTHE~1
OPABEL., TDE—-—8O0CODARETHRET %,

[0079] 3. R+—D /KO fEE (EETTIITD)

— DOEBHETIE. RFT—Y Y /SBROBEEUTOLD KT 2 EHT
X%, UTICHIRT 22EHIE. HARCFIRFE. ARHAITHY. HEEIZ
BEERELTCRF—UVIKROBEEZITIENTES,

REIN R —IEOFESE/NNy & fIAE 37 CIERETERET S
o MIBEOBEIE, I7F LIERTTIT D,

Yy (BIZIE. 1 8GEREEZDIFALEOmMLIYY YY) ZHAVWT,
BERINIFERE Ny S oM ERERERY. BOF (BIXE. 50m
LyEDE2A/IC1 2. 5mLdD) BT,

- MIRZEBE DA - FOEDEIC, BIAIES%TILT I ViR(BARRERME) 12
3146364 BRIML 7 I 7' X »5%%85E12.59/250mL) (21, HEREZEER 1 2.
S5mLIC®LT37. 5mL) ZEML., LBEMETES, 2D’ #55H
EFET 2,

-fFlziE, 600GT1 O 22TCTTERLDEE (BIAIE. FFLLIE
BODEEED T Uzl A fast, TL—F%slowlilERET ) T 5,

- EEEFBMCERT, MIBERL Y M BEROTILT I VINEERIER (
BIZIE, BBTITIVHR25mLEEERIEHR1 OmLASKEERT D) &
DEEDREMATRET %,

-fFlziE, 600GT1 O 22TCTTERLDEE (BIAIE. FFLLIE
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[0080]

BIODDBEEDT V)& fast, TL—FEslowllERET ) T 2,

- EEEBMMNMIET, MiERLy MI. ALYy S5 05 NEER (BIAIE
50mLELEICNLTIOmML) 2MATRET %,
-ALYyS505N-0BEBRILIEENERAFORNASIBENY T ()
ZIE, (BR)=7087598 =0 X7 1 LALyS505NB10) (C. ik RCD 8
Ok (BIAIL, m2D10. 4;Cat. No. 16—-0809-85,
eBiosciencett) &b bCD86HE (FIxE. 1 T2, 2;
Cat. No. 16—-0869—-85, eBioscience#t) #2%h
FhOIZAERKRBRE I Opng /mMLTMX (FRIECTLA4— | gRES
YIRVE B XSS ETN) FORFOEERFEZMR) . ZOEBEE
Ny JI1C, LEOMEZEEREZS )Y (BIAIE. 1 8GEHNEEDIFL2
OmLYYUY) TEALTIAS, —HBITIE. BE/NY THOBRE,
#W840mLTHS,

4. BE) VINKKODBE~—RIEERE (BEETTITD)

—DDOEBBETIE. BE) V/INKODBIELUTOLDICTI I ENTE
%, UTICHIRT 23 BHUE. HARCFIRFRL, KRAITHY ., HXEILE
BEBRLTRE) VINBKODBEZITO I ENTES,

- BELYER LM, BEER, flXiE. 56 CT3I0ONEIMEL.
EEIMELTHEL, ESICERLAVEDIE. EREEFT %,

- BELYERLAERELEZ, EEOBENLERK FIZEFicol | —P
aque (FIZAIE. 20mL) AA-LELEICAN, HlziE, 860GT
209, 22CTRLODBE (BIZIE FELLIE, BODBEBOT VI
Zslow, 7L —F%slowlilRET 3) T3,

- EFEET, YV UNAKEEZSOMBEFIERE. BIOELE BIXiE 50
mLZEOE2AK) ICBT,

CHARRFERDOA S RO EIC, £EERBHRZEML (BRI, £KREND
OmLICARZETHEE) . EXRY FTREIHHZBYIRL T, LEMIHE
%,
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-FlziE, 500GT1 0N, 22CTELDDE CEOOEEEDT /I
mfast, T —F&fastiCRELTHLW) T35,

- EEEERT. BEAERIBKREZEML (FIZIEF. £RENALEOmLICARDS
ETHEE) . MilERL Y &, EXRyY NTREIFHZRYRL T, £ <EM
TH5,

-flziE, 500GTE5HME. 22CTELDE CGRUODBERO 7 VL %f
ast, JL—FZfastiCRELTHLW) T2,

- FPEEBT, MlERL Y M. FIAIE. ALy S505N-0EER (flX
. 1T0mlL) ZMATRE L. MREFERZFERTZ (FIZE G520
mLICABETALYSS505N-0BFE®REZEMTS) , JZT, 0. 5m
L ZEOHMFERZRETEY. M. SRS JIUCRENRORRE
R 5,

3. RF—U2/\skDfE] THEELAAL Y S5 05 N-0FERF R
FT—iRES LUCMEEOBRERTFAA - LIEE/NN Y JICBRERXOIEE LM
WEBMT 5,

- COEENY JIC, LESERFMRZEREY ) VY (BIZIE 18G

FERNEEDIFLZ20mLY YY) TEALTMA, Fa—T7>¥—5—%f&

BLTEENY &Y —IT 5, —BITI, BENY JHOBKREIE. #9100

OmL TH 5,

37 CAvFar—9—HT, flziE, 1BEEET S,

[0081] 5 — 1. fEHhxcie (FlxE, 1:EBEE. FFELEERTTITD)

—DOEBPETIE, BHRIEIZLUTOLIICITI I ENTES, UTIC

PIRY >EEHBE, HAEPFIEFIE. ARHITHY, HEEZEEEELT

BRI AT &N TES,

A VFANR—SG—DOEENYTERYLE L. REYE. ZB0E BIAE

. 225mLEDE4R) ICHET B,

-BIZE, 600GT1ONM@. 22CTEODE (B, FELLIE

EODBESD T ) Efast, TL—FEfastiCRELTHLL) T3,
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[0082]

- BEAEBMIEB T, MlEARL Y M. BIZIE. ALy S5 05 N-0EER
ZMATREBEL., MEZERZERTS (FIXIE G520mLICARSET
ALyS505N-0E&FREBMTS) ., 2IT. 0. 3mLEEDCHEZ
ERZREERY . MRS LUEMER%HERT 5,
-BIZIE. ALy S505N-0FEFRNAEBER/NY JIC, MlRFER%E
SYvY Bz, 1 8GEHEAEDIFAL20mLY Y YY) TEALTM
Abs
‘e RCD8OHA (HIAIE, 2D10. 4) EFRKEMERCD 864
®m Bl 1 T2, 2) FREEZ, ThThHlzE RKEBE10ug/
MmL&ERDBEDIC (FLECTLAL4 - | gRAESIV/INVE (BIAIE. RNF
SN EORERFERVWTE LY, ) . TBENNYTICDY VY (BA
£, 1 8GEFHAEDIFAL20mMLY Y YY) TEALTMA 2,
5—2. R+—Y U/ BROBE - MEBRE~ZRIEEFE (B2 1
HEE. #ETTIT)
—DDEBMETIE, KF—) V/IROBE - HEBIE~ 2 RIEERG
BIUTOEDICITD ZENTES, UTICHIRT 2REHE. ARPFIESE
X, RERBITHY, YEHFIBEEZFEL TR =) U RROEE - MEER
B~ RIBERBZTO I ENTES,
REINL R —MBEOFERE/NN Y JE BEREOFEEEMEE. B
BT CIERETHRET S, UBOREIRX, IFELIE. BETTIT,
Yy (BIZIE. 1 8GEREEZDIFALEOmMLIYY YY) ZHAVWT,
FRINIERE/NNY Ihb R F—lRFERERIRY. B0 BIAE.
50mLEDOE2XK) ICET,
- NF—HRRZFERDASTELEIC. 5FILTIVR (FIZIE, 50m
LEEBOE2AICDE, BETTHSOmML) ZEML. L<EBMIES, 20
%, WEHREEBRET 2,
-FlziE, 600GTI1 0N, 22CTELDDE CEOOEEDT /I
“fast, TL—F&slowllRET D) T3,
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[0083]

[0084]

- EEABMIEB T, MlEARL Y M BEROTILT I VMEERIER (
BlZIE, B5%TITIVR2EmLEEEBIERI OmLASEET ) %
MATHET %,

-FlziE, 600GTI1 0N, 22CTELDDE CEOOEEDT /I
“fast, TL—F&slowllRET D) T3,

- BEAEBMIEB T, MlEARL Y M. BIZIE. ALy S5 05 N-0EER
(BAIE, BOmLELOEICHLTIOmML) #IMATEET %,

(3. RF—Y 2/ BkOfFE] TERL/ALYS505NBERFEE
HESLUCMAEOBRERFAA>LEENY JIC, BRLABEHEDIE
BimiE (FIAE. 10mL) 2> ) vy (FIZIE, 1 8GEREEZDITE
20mL>YUvY) TEALTMA, IHIC. ZOEENY JIC. LEDHM
pEEERE> )Y (BIAE. 1 8GEHNHMEDIFLZ20mLY YY) T
FEALTMA S, BT, BEANY JHOMBKREI. $1000mL TH S,
- Fa2—TV—S—5FRLTEENNY T2 —IT 5,

- 37CAVFan—H—AT, HIZE 1BEEET S,

6. TRIEBROME (EEMRKRIERYAR)

—DOEBHETIZ. ZRIBEEFORBIFIUTOLDIICTOIEHNTES
o UUTFICHINY 2R EHE. HBEPFIRFIZ. RERHITHY, HEEIER
ZELTTRIBEFOREZTI I ENTES,

- RERMIC, ZRBERENS3HE (BERE10HE) ITVEDEER
H.EBENYITHLIRERY., Y4 ATSAIFLRREICDODVWTHRET %,

7. BE) /KOO - BIE (EETTITD)

—DOEBEHETIE, BEY V/KROEN - RERFUTOLIICTICE
NTED, UTICHIRT 25EHE. HARCLPFIREFIL. KKROITHY., K%
HITEHEZE L TEREY VAKOOIR - REBEETI>ENTED,
B, DREERBNASTHE (EERE14HB) 1 vFar—4y—
NOBENYTZRYEL. Ie¥%E. 208 (BIZE. 225 mLELNE
47K) ITNFET 5,
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Bz, 600GT1O0L/E. 22CTELDE CELDEEDO T2
Hfast, JL—F%fastil/ELTELW) T3,

- FEEBHMIEB T, MEARL Y M, SEBRERENATRET %,
-BIZIE. 600GT1 O9ME. 22CTELDE (BAIE, FFL I
BODBEROT /N Efast, TLb—F%&fastiZRELTHELW)
T 5,

- BB T, MR L Y M, EERERER (BIZXIE 10mL) %
M2 TRE L. MR EFRT S,

- MR R A, MEDF icol Il —Paque (BlXiX 20mL) A
A2BDE (FIZIE. BOmLELE) ICHENMIANTERIE 3,
-FlZiE, 860GT204/[. 22CTELDE CELDEEDOT 7
s low, JL—F%s | owllS&RET3) 5%,

- EFEET, YV UNAKEEZSOMBEFIERE. BIOELE BIXiE 50
mLEDOE) ICBT,

CHARRFERDOA S RO EIC, £EERBHRZEML (BRI, £KREND
OmLICAZETHEE) . VY (BIAE, 1 8GENEHEZDIFALE50m
L) rY) TREIFHZRYIRL T, L CEMIES,

-FlZiE, 500GT1O0LE. 22CTELDE CELDEEDO T2
Hfast, JL—F%fastil/ELTELW) T3,

- FEAESmLEER LTI T, EXy NTREIHIHAZBYIRL T, &
RFMEHE 3,

- EERIRKEEEML (B, 2RENSOmMLICAZETHEE) . ¥
v BIZE BIZE 1 8GERHEDIFLEOmLY YY) TREIH
HERYRLT, LBNSIES (a) o

BlziE. 500GTELHE. 22CTELIEE RODBBOT /L%
fast, 7L—F&fastiZHRELTEHELW) T3 (b) ,

- FEAESmLEER LTI T, EXy NTREIHIHAZBYIRL T, &
CGRAMXES (¢) .
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[0085]

[0086]

[0087]

- k&8 (a) . (b)) 8LV (c) Z2XHIC2EIEYIRT,

- REOEOOMEROLF . EE (FIZIX, 4mlL) ZKRETEWMY. EFR
BEEIVYA AT ITREICHT 3,

- BEAESEREZMATRE L., MRZFEREZ. RENLGESE BRI

100mLAEBRBERRBRDKRN) ILBT, EE (BIZIEX 4mL) ZkREE
Y. HMERDO. HREHR. THREE. RENRORRESLVTIV R H

anl

X UVDEBEEREET B,
8. Txra%

—DOEBHETIE. ZTRBEEFUTOLDIICTIZENTES, UTIC
BInd 28 BHIE SEPFIESIE. ARHAITHY., BEXRIFEEERLT
TRBEETIENTES,

- RREICIE, EIREE (RRMICKK. NUHCPC-M—-12-ATR
EG) ICEDWTINIVICHKERE | D, HEHES. ERAHRE AL TEIR
L. BRICTINILEKNT 2,

CETAREE (KRRMICIE, NUHCPC—-PMF—ATREG14) Ic&
TWT THE - B8 - IR ALTICER LOFRF LIEEIHRVWE
DER] =TT 5,

Fr v INEZ—IURICEBRYS LT THE - BE - SIEFELIEIURLS
CICERB EOERT LBV LEDER] 2T 5,

- HET2ETREBRICANTE=ZY Y Y F 1=y MRICIRE T %,

(GEEE)

ABMEICSWT TFLE] 1F. XEFRIHEINTWSEEEOD DAL
EHIDLUE] ZRBTEBZEXICERAING, [HLLIE] BRAKTH D,
APHSICEWT NOOEDEHER] SRR LSS, TOSHEEICIE2D0
BEEEET,

APHSICBWTEIAI N, BEXE. . FFLEREDOSE XXM
&, TO2EN, B4EFWICEEH INAZDOERUCREICABHMEICSWNT
SEE L TEATN S,
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[0088]

[0089]

[0090]

[0091]

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
=y

T, KU EIWTARERE L Y ERNICERAT 5, L. AT
INODEREHFICREIND EDTIEAL, A5, APMELAEEZELT
BIRINSEXEIESRICIYZDEFIAREICHAATN S,

(EHEFI1 : #BERRT v 2 1)

AERHEFTIE, REERAERTILDICHEBEREDOBESITD D,
WEESER T v A 51T o/, LUFICERBAT 2,

(M6 L VHE)

(7 F Y —HIBE D %ERK)

BUCXRAICEEBR S N FRICWERZT o (1-3) . WIS &, C57B
L6 (LL~B6)

YUABLUBALB/cY I R(HAV LT, HBRAFv¥—ILZ - Y= HF)D5
Elg s e U, ROREAD UEMER () 2/ 3Kk) 257%, 4X105ER/m
l&7R2 &5 IC10%3EE) LY S BRIR M55 (FCS) (SIGMA  #  172012-500ML Lot
11D257 % /= Itbiosera #FB-1380/500 Lot.015BS482) % & ¢ RPMI1640151 (Si
gma;R8758-500MK) IC TEHRAEE L7c, AT 1 T 2L 4 4 — & 72 BBALB/ch2 g
ISR (v #) 30 Gy 2BET LA=0D5, BoEEMEE 1 : 1 TREAL. e

BiosciencefdBNLRY—TIXCD8OHMAK (16-10A 1) (
Cat. No, 16—0801—-82) &5v riv RCD8 64k (GLI1
) (Cat. No. 14-0862-82) #&BRKEBEN1Oupng, /mLIC
BRBBRICHEML. 129z FL—b (Corning., #3513) (1~2.5mL
) . 60z TFL—r(Corning, Cat. No. 3516)(3~6mL), 6¢
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[0092]

[0093]

m< v —L (Greiner CELLSTAR (&#%H#E) dish, Cat. No. 628160)(3
~6mL)F77IE10cm+—L(Corning, Cat. No. 430167)(10
~15mL)ICT37C, 5%CO,, M vFaR—4§—FmTIHUEBEE L, BE
BBASTEBISEDIC & YIEER ARV KIC. 7 ICBALB/cHISR DR
R 4T R A AT & 3ACDB0OI A/ HICD86H A & A SO B R A I ERBIE B UL
HTHRMU, 14BRICHBEZEINL 7Y —HEEZEk,

—ERDREBRTIE. PEBYAE#I~ v ACD8HLIA(53-6.7;e Biosc i en

e. #12-0081-85) = 7+ —HifEICR MBI /. MPEMIE—X (L
F = —INA F 5 7 #1300-10-639) = A\  fcauto-MACS (R L F =— /N1 £ F49)
&Y. HERE % CDRZ M & CDBR2 M & ITE; R L 7o F 2PEEEJEAZFHCD194144 (1D
3;eBioscience., #12-0193-85) Z B\ TRAKDIZEEITL., #BE
#CD1 9fEME&CDT 9B & ICERI Lz, I b DMl % Rz RIGHIHIEEE
BRICEAR Lz, I5IC. —ZPDRBRTIE. FOXP 3RIRHIEINETHA (regT
i) AHMBERERRORETHEINTESLD. LARY I —HEEhFoxP3&
b hCD2& A RRICRIRT 2 HRISEIGFHREA1T o /cBOHET T R (4) % E
L. PESEYtiZs#int RCD24{k(RPA-2.10;e Bioscience, #12-0
029-42) &P ERS E— XA B\ /zauto-MACSIC & Y. b MCD2ft4HARE (Fo
xP3FIRregTHlilE) & b MCD2REMEMIAR & ITBRI L. RERINIDEIAEEHRICHE
AL~

(Fof& It BE 0D 2T

BRICXBRICEEEH I NATEICKWEREZIT>K B) . BT &, 7FY
—HiRa % L AR 4 —BOfEREHERE & DLEERAN /20 51/161074D L D ITTHEL
=1, 969 )L FL—hr(Corning#8, Cat. No. 3799+
TOFITHEL7=B67 ™ 2B L UBALB/c~ ™y X DIEFEAHE % B LN 7= 1 X 1064
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INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2019/024753

A. CLASSIFICATION OF SUBJECT MATTER

Int.Cl. A61K35/17(2015.01)1i, A61P37/06(2006.01)1i, A61P37/08(2006.01)1,
C07K16/18(2006.01)1i, CO7K16/28(2006.01)i, C1l2N5/0783(2010.01)1i,
Cl12Q1/02(2006.01)1, C12Q1/686(2018.01)1i, C12Q01/6876(2018.01)1,
GOIN33/15(2006.01)1

According to International Patent Classification (IPC) or to both national classification and I[PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
Int.Cl. A61K35/17, A61P37/06, A61P37/08, CO07K1l6/18, CO07K16/28, Cl2N5/0783,
Cl2Q1/02, Cl12Q1/686, C1l2Q1/6876, GO1IN33/15

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Published examined utility model applications of Japan 1922-199¢6
Published unexamined utility model applications of Japan 1971-2019
Registered utility model specifications of Japan 1996-2019
Published registered utility model applications of Japan 1994-2019

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
JSTPlus/JMEDPlus/JST7580 (JDreamIII), CAplus/MEDLINE/EMBASE/BIOSIS (STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X DAVIES, J. K. et al., Induction of alloanergy in human | 1-5, 7, 17, 18,
donor Tcellswithout loss of pathogen or tumor immunity, 20-23, 35-41,
Transplantation, 2008, vol. 86, no. 6, pp. 854-864, | 43, 45-48, 50,

particularly, abstract, fig. 2 53-57
Y JP 2003-33175 A (KEIO UNIVERSITY) 04 February 2003, | 1-10, 17, 20-23,
claims, abstract, paragraphs [0001], [0023], fig. 1, 32, 53-57

example 2
(Family: none)

& Further documents are listed in the continuation of Box C. |:| See patent family annex.
* Special categories of cited documents: “T”  later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention
“B” earlier application or patent but published on or after the international “X”  document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “Y”  document of particular relevance; the claimed invention cannot be

special reason (as specified) considered to involve an inventive step when the document is

“0”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination
“P”  document published prior to the international filing date but later than being obvious to a person skilled in the art
the priority date claimed “&”  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
26.08.2019 03.09.2019
Name and mailing address of the ISA/ Authorized officer

Japan Patent Office
3-4-3, Kasumigaseki, Chiyoda-ku,
Tokyo 100-8915, Japan Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)
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C (Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Y

JP 2005-530762 A (BIOMARIN PHARMACEUTICAL, INC.) 13
October 2005, paragraphs [0010]-[0014], [0028]

&US 2003/0211113 A1, paragraphs [0009]-[0013], [0027]
& WO 2003/094840 A2 & EP 1507555 A2 & CN 1652814 A

JP 2011-500730 A (GOVERNING COUNCIL OF THE UNIVERSITY
OF TORONTO) 06 January 2011, paragraph [0003]

&US 2010/0247521 A1, paragraph [0003] & WO 2009/052623
Al & EP 2212350 Al & CA 2703947 A

JP 2011-502163 A (THE SCRIPPS RESEARCH INSTITUTE) 20
January 2011, paragraph [0002]

&US 2011/0008332 A1, paragraph [0002] & WO 2009/058888
Al & EP 2214703 Al & CA 2704038 A

KR 10-2013-0049775 A (ABBVIE BIOTHERAPEUTICS INC.) 14
May 2013, claims, abstract, paragraphs [0008], [0010],
[0013], [0014], [0124], [0223]-10254]

& US 2011/0305712 Al, claims, abstract, paragraphs
[0004], [0006], [0009], [0010], [013371, [0228]-10254]
& WO 2011/113019 A2 & EP 2545073 A2 & CN 102822198 A

JP2016-520081A (ABWIZBIO, INC.) 11July 2016, examples
& US 2016/0046715 Al, examples & WO 2014/186193 Al

1-57

1-57

8, 11-54

1-57

Form PCT/ISA/210 (continuation of second sheet) (January 2015)
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17 (2)(a) for the following reasons:

1. I:' Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. I:' Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. I:' Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
[see extra sheet]

1. & As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:' As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

. I:' No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

I

Remark on Protest The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

X O O

No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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(Continuation of Box No. III)
Document 1: JP 2003-33175 A (KEIO UNIVERSITY) 04 February 2003, claims, example
2
Claims are separated into the following four ranges.
(Invention 1) Claims 1-34
Since claims 1-23 have a special technical feature of “a medical composition
containing a CD8 positive anergy T cell”, these are classified as invention 1.
Furthermore, since claims 24-34 have the same as or corresponding special
technical feature classified as invention 1, these are classified as invention
1.

(Invention 2) Claims 35-44

Claims 35-44 are not saidtohave the same as or corresponding special technical
feature classified as invention 1.

Furthermore, claims 35-44 are neither claims depending from claim 1.

Still furthermore, claims 35-44 are not in substantially identical to or
similarly closely related to any of claims classified as invention 1.

Accordingly, claims 35-44 are not classified as invention 1.

Then, since claims 35-44 have a special technical feature that “these claims
are a method for managing quality of medical drugs containing cells for treating
or preventing disease, disorder or a state of a patient generated by an antigen
that is developed in cells derived from a subject or an antigen is not derived
fromthe subject, themethod includes a step of confirming that (A) the cell contains
the CD8 positive cell, and a step of confirming that (B) the cell contains at least
one kind of cell of a FOXP3 positive cell and a CD4 positive cell”, claims 35-44
are classified as invention 2.

(Invention 3) Claims 45-54

Claims 45-54 cannot be said that they have the same as or corresponding special
technical feature classified as invention 1.

Furthermore, claims 45-54 are not claims depending from claim 1.

Still furthermore, claims 45-54 are not in the relation substantially
identical to or similarly closely related to any of claims classified as invention
1.

Accordingly, claims 45-54 cannot be classified as invention 1.

Then, because claims 45-54 have a special technical feature that “these are
kits for producing medical drugs containing a mixture of cells, the kits contain
a means for detecting (A) an inhibitory factor capable of inhibiting an interaction
between (A) CD80 and/or CD86, and CD28, (B) a means for detecting the CD8, and
(C) a means for detecting at least one of FOXP3 and CD4”, these are classified
as invention 3.

(Invention 4) Claims 55-57

Claims 55-57 cannot be said that they have the same as or corresponding
special technical feature classified as invention 1.

Furthermore, claims 55-57 are neither depending from claim 1.

Still furthermore, claims 55-57 are not in the relation substantially
identical to or similarly closely related to all claims classified as invention
1.

Accordingly, claims 55-57 cannot be classified as invention 1.

Then, since claims 55-57 have a special technical feature that “these are
a kit that manages quality of medical drugs containing cells for treating or
preventing disease, disorder or a state in a subject generated by an antigen that
develops in cells derived from the subject or an antigen that is not derived from
the subject, the kit contains a special technical feature that (A) a means for
detecting CD8, and (B) a means for detecting at least one kind of FOXP3 and CD4”,
claims 55-57 are classified as invention 4.

Form PCT/ISA/210 (extra sheet) (January 2015)
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