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[0049]

[0050]

[0051]

[0052]

[0053]

[0054]

[0055]

[0056]

CRRRI 5 —-F2E827 D,

INLDEBEF. BRI I —IE, EHMONDFHEICL > THERTED
<A FEPOHTEEF>

AEPOTAENIEZ O FIE. REFCTEBEWRERT 270, HESH
ELTHILLEATES,

AEBORESHIE. AIAE. & (FE 2R KBE. s v/38s
M%) E0BRBRICENTHYRTS,

AFEBOMBERIE. ERNONDIMGEREBROFEICLYEETES
o PIZE, AFEBOHMBERIE. BOKE., BIRAKRS., KTFHREFICL-
THE5LES,

AFEBOMBEFFOXFEPORMEILE DM FDRGERFICIRES N
T. BREWVROREL, BLOETIIRFIHE LU TEERETE S,

AFRBOMESFIORENRISFICRESINT, BWHLE (B b FE ME)
) ENBFOND, FEMPE LT YILEIEFLN D,

AFEBOMBERICIE. AFEPOYREME LLWVEET, AFEBOHE
XIEZ DM FLUAD, EXRRADEEXDE L THNSNEZERORD D ES
TNTVWTHEWL, TOEDIBRRDDEPELAIL. BLDETIUMREICE
CTEERETE 3,

AFEBORBHHICIE. AEBOTRAEIEZ DM FUADRDRD D E &
NTVWTHELL, BFENRTVWALSTELWY,

AFEBOMBERIE. AEPORMEXILEZOMFUADEIRT EHAL
TRWTHLW, D& D AREMKDIE. FFEBOTUEILE QW ESH &
EHILREINLE-—DRELTHRELTH LWL, FEBOHTEXIZED
BT A & BIDFIE U THRE L. AEBOMBESHR EHARSLTH LWL

AEPOTAEIEZOMFEHAINTIFE LWEIDHRTE LT, &R
BEFzy IRAY NEERDEITOND,
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[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

REFzVvIRAY MEERIE LTUE, APD— 13k, mPD—-L 14
k. MCTLAATRGKELNETFLND,

AFERIE., AEBOMEBFHZRAVWCEDRRAEZAZ2Y %,
E e B

BAIFIC, EMBICEYARREIBEILICHLHRATZH. AFEBIEINLS
DOEREFICREI NS H D TR,
<#HER1 :Me r TKIINY ZE/ 7 O0—FLHEDBII>
UTOREICETE, Me r TKIZHTSE/ J0—FIfdzEE L
(1—1) ErMe r TKEERNT 5 —DHESE

EhMe r TKAVRIVEOT7I /BES (UniProt®&ES: Q12
866) ICEDE, 5’ KRimliCKo z a k BIEREABECS. 37 ANCEIERKELL
ARVZBEALLDNAZEGFERLE (GENEWI ZHOY—ER%
A .

[Iln—Fusion HD Cloning Kitl] (#A5/184%
) #AWT, 88 L~DNA% TlpcDNA3. 4] (H—FT714vv—
BYAIUT4T4v9) O7O—=V 7% MIEAL, EhcMe r TKHE
MR —%FT,

(1—-2) ¥T9ZAMe r TKEIERY H —DIESE

YO AMe r TKYVNIEOT7I /BEES (UniProt& S :Q6
0805) ICETX, tiEk FMe r TKRIRRI Y —ERBEOHZEICEL S
T. ¥92ZMe r TKEERY 4§ —55B1,

(2—=1) ENMe rTKIYVURAF cREY VRV BEDHRREEE
EAMe r TKRORXFcR&Ed /X0 & (LUF. ThMe r TKECD
—mFcl &HWD, ) &LT. ERMe r TKH VXU E (UniPro
t£S5Q12866) D1 EBEANS505FBDF7I /e, v 1 gG
2aE (UniProt&iSP01863) M1 14FBH,>330%FH
DT7I/WBE. ZMEICLIVNIVEEHRE LIz, 2OT7 I /BEEN%TT
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[0063]

[0064]

KRNI S —%BEL. hMe r TKECD —mF cRIRRI S —%1F1
MNT, hMe r TKECD-—mF cRIBRIHY—BHEEBATSAIREL
T. TExpi293 expression system] (b—%7
1YY —HPAIVT4 714y 0%) ZRVWT—BUERR%ZT >,
—BMRRE, BEELFEZENRL. HiTrap ProteinG
HPASL] (FA4F74) ZAVWET 74271488 %1727,

TI74 T4 BRELALHKEZREL. [Sephadex 200pg
16,/60] (U474 /) 2RV I HPBEREEZT S
TILAEREEDBLEE D%, SDS—PAGERICT/AY RERESEL, /X
Y RAERTELTS Va3 v %@L, hMe r TKECD—mFc&L
TERAL L,

(2—-2) YU9AMe rTKYJRF cRAGY VN VEDHIREFE
ROAMe rTKYDRFc@Ey /o8 (LUI'F. TmMe r TKEC
D—-mFc] &HWD, ) &ELT, YO AMe r TKHVNRJE (Un i P
rot#HSQ60805) D1HBENSHA49THEEHDTI/BE. VR
gG2aE8 (UniProt®SP01863) 1 14FEBEHNH330
BEDT7I/BBE., EREIEHLIVNIEERE L, COT X JEEETY
HIGIC., EEBEOhMe r TKECD—mF cHARAEEBEOEETYH /X
VEOHRRRUVEE ATV, MmMe r TKECD—mF ¢c 2587,
(3—1) EMMe r TKEZERIRE L 4 HIlZDHESE

EhMe r TKERRIVSY—EBATSSRIRELT. Nucleof
ector] (Lonza) ZAWT., ¥URY V/\EHREMKEL 4 ICEBE
FEAETo T,

BEFEAR., BHIC 1G418] (FAZATRY) ZFKmML. Mz
96 TINTL—MNIBELEESRTo .

EE%. G4 1 STMEMAEBEAR ShAMICDOWT. iE kMe r T
Kiifk (R&D systems, MABS8912) #EWVWA7O0—YA
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[0065]

[0066]

[0067]

EXRY—=IC&Y, EMNMe r TKORIRZHER L7, REMWICEI/O—Y
FXROMBEKEBIRL, Chiak hMe r TKEERIRE L 488 (UT.
[hMe rTK—EL4] &5WD, ) &ELTUTOHRRICHERL,
(3—2) YU AMe r TKEZEHIRB a F / 3HlIlBDESE

Y UZAMe r TKERRVH—EBATSRAIFELT, Nucleo
fector] (Lonza) #ZAWT, YUAp ro—Biifg#kBa F
SICBETFEAZT> I,

BEFEAR., BHIC 1G418] (FAZATRY) ZFKmML. Mz
96 TINTL—MNIBELEESRTo .

EEE%. G4 1 SMEMAREIEAR ShAMICOWT, ¥V AMe r
TKHEX (R&D systems, AF591) zAWwWAE70—Y1 b
ARMNY—=IC&Y, TUAMe r TKORIRZHER L7, REWICEI/O—>
BEOHMBEKEAZRL., CIhEaTIIAMe r TKEERIEB a F/ 3#HE (
UF., TmMe rTK—Ba /F3] &HWH, ) &LT. UTOHERICE
AL~
(4) Me r TKIZHT 2 E/ 7 O—FILIAEDER

UTD2BYDAERICEDE, Me r TKIBERSVINVE, XidMe r T
KEZEFIEMIEZMe r TKEEGRFREYVRX (The Jackson
Laboratory, B6;129—-MerTKZtm1G41>,/J
) ILRE LT,

RER, BBLA) VAAEHEEEVWTMe r TKIZFET2E/70—F
W E R L 7,

(BEHE—1)

HEELT, hMe r TKECD—mFc, RUmMe rTKECD—m
Fc (WFhitMe r TKEBERSY VRV E) ZHWV:,

BHERE, 7YVanNvh I TiterMaxGold)] (TiterMa
x) EREL. YUORTEHEYDHFERSENTO00ug &ABLDICE
KRS Z21To7, 5%, 7THRRUC10B%IC. YORTEHLYD
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[0068]

[0069]

MEHSE% 10 u gIl&RE L RN LEBRRIEMREZ1T >/,

RERTHR. TVRHDLEBE) V/AHERIN L CTHERESREZAR LD
5, INESP2/0-Agl4xTO—<vHIEEESL. BRI MERS
B (TECFG21) ., RynRY—V) KLIERAMERESET o7,

ME%OMEE, ClonaCel I TM—HY Medium D]
(IST—-03804], STEMCELL) IZ®BL. 7SXAFvIov
—LICHEREL L,

BER%. 8~10HBICERINAIO0=-—%, N T R—<HEHh%
DELEIGVINTSRAFY I T —MRICERL., TOBELES TR
A LN e

BB, N T R—<@EEELTIE. RPMI1 1640 (TA1049
101\ ¥Y—FET74vovy—HPYAITUT4T4v9) IIHL, 1 /508
DTNutridom—CS] (11363743001, AIL%).
RO, 15080 THAT Supplement] (2106001
71 U=—FT74vov—HPAIVT4T714v7) ZRMULIEEDERW
(REHE—2)

REELT, hMe r TK—EL4, BRUmMe rTK—Ba /F3 (W
FhEtMe r TKRERRMAE) 2#AWE, Th50OHRIEP BSOBER
RELTRAEL T,

BHERE, 7YVanNvh I TiterMaxGold)] (TiterMa
x) EREL. YUORTEHLYDRERSEN 1 X1 07@E (MEHK &
EDICRKEBIRIES 521707, ¥5%. THRERVC10BEIC. TV 1
EH7=Y) OMEBLSEEZ 1 X 1 OEICEHEL. BIERNIRE LU LR
ERkICEBIMREZIT o,

RERTH., £L (REBE-1) CAKROFETEELESAET. T
A LN e
(5) itkDRHY Y —=v ¥
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[0070]

[0071]

[0072]

ERTRONABREELEFEZAVWT. EMRUTTYIRADMe r TKILHES
BEEFEONA T R—<o/0—VBERV ) —ZV T L,

BHEMICIE. EMMe r TKEREMICKIRT2E M5/ —T#%G3 6
1. XUmMe rTK—Ba/F3ZFWT, 7O0—HA4 X RMY—=IZ&D
MRS D% 1T > 7.

W15, 000/0—>%RVYY—=VJLEER EMNRTTTZAMe
rTKICRT 2HEEREETINAT) K=< o/0—r»n76/0-21G5
nrz,
<HBR2 : ADFTE>
FETEHEONENA T =/ 0—V AU TORFEMICHEL. Me r T
KICRTZE/70—FLike L TORREZMESE L .

(1) VB EBREEM
UTOREICETE, §/0—-VICDWT, Me r TKY VERILFREEM
HEEMLE, HEUEHIBWIEE. Me r TKADEBBENBWI EA2EKT
oy
(%)

EhMe r TKEZEXKRME (hMe r TK—EL4) #10%FBS#%
2 IDMEM high glucoseEth) (Thermo Fis
her Scientific) TESELA,

EE% MEEPBSTHSL. |MIFBEEMICHEBELT. 1X108 ce
I Il s/we |l | £22LDIC96 7 TIVICHEREL., 37 CIC3RAEIVF
aR—hMULZ,

ArFaRr—rE K70—rzHNML. 1TEEARGKBIE, 200nM
EhGasb6 (R&D systems) T109BEREL. hMe r TK
—ELA4ZEDLOBELEIXL %,

EiXL7hMe r TK—EL 4 Z{iEABRICEE L. BoNBREKRFT
DY vEBIEMe r TKH VIRV EDE%S, THuman Phospho-—
Mer DuoSet |IC ELISA] (R&D systems) #&
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[0073]

[0074]

AWTHRIZE L,

e, MEAEERE LTIE. TYQKIC, T%D TTGEPAL CA-—-
630] (SIGMA) ., 1TxEESD [Halt Protease a
nd Phosphatase Inhibitor Single—Us
e Inhibitor Cocktail] (Thermo Fishe
r Scientific) ZFMLEEOERWE,

(FER)

7670—r@35. 14/0-VICBWTY VBIEEEFENRSh

Z140-r0556, HFIKSVWHEERMEZRLL/O-2&LTI20
A771 ROCT24A1] &KL, UTORARBRICHL .

Insnso0—ro!) VERLEEEEEZR1ICRY., R1ICRINEESH
Y, T20A771 RCT24A1] ik, ThZThBREKRENIC. Gasb
EMe r TKEDHESE, BRUMe r TKOY VERIEZBEEL, Me r TKA
DGR BV Ebh o7,

(2) FUAECSUAET

UTOHFEICEDE, T20A77] RGT24A1 ] OFNREFNICDW
T, ZOREI/OT) VEGRFIRBEHDOET OFEF 21T o7,

NAT) R—<HlEZHAEEL. [RNeasy mini kit]
(Qiagen) ICEYRNAAZHEL, TSuperScript ||
|l First—Strand Synthesis Super mix
Il (Invitrogen) IC&LBcDNAGKEITo

BEL7cDNAZTYTL—MIAW PCRIZKRICELY AT LA
PlaEiE L, 2d. B, RUBHEE L ICHERE LR, RCEEFRET
MEeRBHT 2 T74v—%FERALBIEL

BON/IDNAMK%, [Zeroblunt TOPO TA Clo
ning and Sequencing kit] (ThermoFis
her Scientific) ®Fy NMIRNORIS—IZ/O—=VT
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Z1TW. DN ABCHIBEH%Z1T > 1,

BONLEHEERIICOWT, Kabatb5DhE (Sequences
of Proteins of Immunological Inter
ests, Fifth edition, NIH Publicat.i
on No. 91—-3242, u. S. Department of

Health and Human Services, 1991) IC
> CCDRBEHAERE L,

[0075] fEMTINABS. RU'ZFDCD RMEBHEIDOHMES, LUTDRT I

ERS

BB, LT, RPOBSIIUTORKEZET %,
VH: EHATEMEE

CDRH: =E$#HCDR

VL : BREH P MR

CDRL: #4CDR
[0076] [FK7]

CDRH | CDRH | CDRH CDRL | CDRL | CDRL
VH VL
1 2 3 1 2 3
S OATT B 5l 2 %l £ & £ 5l [ingdll Ea % il il
HE51 E52 EE3 B4 EZES5 506 557 E58
oA AT B &l &2 5 £ 3l Eo &l ]l £ %l [l Eo 51
59 |&510 |&FB11 (8512 |E513 |H#514 |H#515 |&ES5 16

[0077] (3) #H#x~ VU AMAEDER KR G AELTIHNE
RTICAINEBRGARINE, YO | gG1EHRUTcBREXIETTVR
| g G2 aEHRPkEHE, 2EFEL. YR 1 gG1. RUTUR | g
G 2 afifdBEFES 2545t L/, 35t LAARERS ZonIC, RN & —
EBREL. BRREBENI S —%F1,
MAERBENI S —BATSAIRFELT, TExpi293 expr
ession system] (Thermo Fisher Scien
tific) ZAWT—EBERRZTo,
—BMRREEToAEELEEZLOIRL. TAb—Capcher ExT
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[0078]

[0079]

[0080]

raBs Ll (FOF/N) ZBWET 74 274 B8 %ZTo 7,

P74 ZTARRUCBHBREZREL, EXFI Ny T7— (1% H
istidine, pH6. 0) ##EE®RICFEAL.,. [Sephadex
200pg 16,/60] (FA474/) ZRVWETILHBEEZT I,

T D EBEEOARHEENICOWT, SDS—PAGERICL>T/AY K%
MR L7z, NV KPR TELT7S5 7 avaEEIL. T20A77] RO
[24A1T] OTDOR | gGT1REFARTYIR| gG2 aBlfilx%igi (
Fhth, T20A77 mlgG1]., T20A77 mlgG2al].
[24A1 mlgG1ll., T24A1T mlgG2al] &V, ) ,

I5IC, CDRMEHODT I /VBREEZHA, BLIIHREDEAERIZE 2
IKRTEHYTHY., CDREBEEHICEETHUMRISEVIRT I / E&iG
ZZTHHEMEDORWERIICOWTER LA, CDROEIHREEZREL L
e, Tm20A77] &bV, ZOWRINBEHRZLULTDORSICTHT,

F/. Tm20A7 71 IC2OWTHEERAKDAEZEICLY, TR 1 gG
T8IE (Tm20A77 mlgGl] &5V, ) &9/,

[#8]

CDRH | CDRH CDRL [ CDRL | CDRL
VH CDRH1 VL
2 3 1 2 3
e 31 e 51 c 51 e 5 e 51 B2 31 E2 51 fic 51
m20A77
#5517 | 52 |&#518 | #54 |ES519 | #56 |E#F20 | £58

(4) BREHYWHEDOMe r TKICHT 2 TERBME

BREEYW (Eb YO, AZTA4FN, Sv ) ICHKTEZMe r TK
ICRY 2, LRTELNARAI/IO—VORERIGESE, EL | SAKICE
> THER L7,

EL I SAZICBWTIE, &Y (B, YOR. AZV4HI, SV
M) ICHRTB5Me r TKOEMF RGN VEZRIRE LTRHWE,
BEMICIK. BEb, Y9 AMe rTKHERELTIE., TRecombina
nt Human Mer Fc Chimera Protein] (R

&D systems). XK' ITRecombinant Mouse M
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[0081]

[0082]

er Fc Chimera Protein] (R&D systems
) AW, h=J4HFI)IMe r TK, RU'Z Y fMe r TKIRERE LTI
. hMe rTKECD—mFc¥mMe rTKECD—mF c &AHKDF*%
THRAE LS. D=4 HF)IMe rTKECD—hFc (WF. TcynoM
erTKECD—hFcl &HWH, ). Yy hMer TKECD—hFc

(L. TratMe rTKECD—hFc] &0, ) #EWE,

EL I SAZER, UTOHETERL %,

g9, ERREFNFNRELISATL—bF (Nunc) IC5ug/ml
DORETHRML. EET—KEMEL &,

EM#EZREER. 7OvFUIRELT1I% BSA/PBSZARML
. ERTIHEREL L,

JOvFvSE, 0. 056% Tween20, / PBSHETHREL, —&
Rit&E L THAREZERT 1 REARBI k.

TEE. ZRRISELTHRPESME (GE Heal thcare)
1 BERIGIE, HHE. REEERELTTMB (Dako) ZMA
EEIE, 1090%. I NRBZMARBZELL, 450 nmOIRAE%
HIE Lo

B3I, REEMWICHETZMe r TKIZNT S, Tm20A77 ml
gG11 BV Tm24A1 _mlgG1] MEL | SALSBIFRIEMEER
E

B3I &I, T20A77] RO T24A1T] OWghs, BN
YOR AZVAFIN. REZy FORRICIFERKRORBEEZR L, &
NSOBERMNMS, T20A7 7] R T24A1] OVWTFhE, SVERE

RIGEEETBZERHH DI,

[0083] <HER3 : AEBADMEDHERZMR>

LTFOAREICEDE, T20A77 ml gG2al OWMESWMES M
L7ze SEADERICIE. Y9 AKRBENAMBEKCT26 (ATCC) 2#BHVE
AREEETIAFEHRLE,
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[0084]

[0085]

[0086]

[0087]

YR (Balb/c) /L. 1TEHYEXTOHEIRNDCT 26 %,
YU AGRERTICHIEL 2,

EE%iEZSBBEICES T L, 7A4VY94 72 MO—IILATHZm |
gG2a,. R T20A77 mlgG2a] %, EIERNICTOmg kg
DHEET1ERIC2EOBETHRS L,

%5%. EEYA X%BIC2O0HETEAZEAL. BEBHERT 9H
BICKT Lz, b, EEYAXIE. /FREZAVWTEEOERERREEZ %
nENEHRIL. UTFTORANSER L,

EEYA4X= (R (mm) ) 2X (R (mm) ) X3. 14,6

M4 RU5IC, FHifERERT, CNHDBERICRINDEHY, 20
A77 mlgG2alld mlgG2aGEBICERLT. ARICES%
L 7o

IHIC, EE%ER1 OHBICEEZFERL. BERBEY /38 (T IL
) B EITo T,

T LEFICELTIE, £, EEHEERE., Tumor Dissoc
iation kit, mousel (TITFT=Z—NMAF77) ARXOEZR
wWEEHIC, Tgent 1 eMACS C Tubes] (IIF=—/NAq
F50) ICEEEAEMAEZ. Tgent |l eMACS Octo Disso
ciator] (INTF=Z—NRA4AFTY) ZAVT, EESE%1T> .

EES#%. 1% FBS /PBSTH%SE ROEHOIO—HA MX
hJ— (FCM) BiRAAERVWTLEEEITo 2, $E%. FACS c
alibur (BD) ZHWTFCME%ETTo 7,

M6, TM1 /M2t #Rd, MTIZREETI/OT77—Y%RL,
M2 idRENHEEOY /077 —2%5Rd, M1 M2k, Me r TKER
Bl P2EEHNREORBNRELLERTIBETHD, HOILRINDE
BY., T20A77 mlgG2a] OBEICL>T. M1 /M2 LEAEM
L. BEHNRENMMEBORIRICEL L TWS I EATRINE,
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[0088]

[0089]

[0090]

[£9]

Bk % A—H— HEOTES
F::Tc)isa/:tn;(;:jie Biolegend 103108
F4/80 Antibods Biolegend 123115
FQEZSTSQTEZZ? Biolegend 105005

PE(al\/rllltAiF_e;n:isthdeyZOG Biolegend 141705

<FHRR4 : AEROMADOEWHRE>
LTFOAEICETE, T20A77 mlIgG1l] RV T24A1 m|
gG 1] OBRSEICH UMESWRZML 2, fMOBRICIK,. L& TE
B3] ARIC. TUAKBHIAMEKRCT26 (ATCC) #AVERARE
BEETINEFEB LA,

[20A77 mlgG1) #58TIE. B (1% Histidin
e buffer, pH6. 0) R T20A77 mlgG1] %, fghE
MIC3. 10, XIE30mg "k gDBET 1 BEIC2EDOHETHRS L

[24A1 mlgG1] #H5BTCIE. B (1% Histidine

buffer, pH6. 0) RU'T24A1 ml gG1] %, BEIERIC
3. 5. XIE30mg k gDEET 1:BEIC2ODHEETHRSE L1,
EEY A XILBIC2EI0METEHAIL. T20A77 mlgG1l] #%Es
HTREERE®RI19HBIC. T24A1 mlgGl] B#E5ETIIESY
E%22HBICKT L,

M773E10IC. HMAERRETRT,
B7RUO8ICRENDEBY. T20A77 mlgG1] #HE5ETI.
WIFNOBEICSWTH, BENREICILE L CEEIEIEOMH SRR
5Nz,

FIC, 3mg kg, RG3I0Omg k giESEHICEWVWTERQINFEIZR
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[0091]

[0092]

[0093]

NEH LN,
MOKRU1O0ICRENDESBY, T24A1 mlgGl] #HERETIE
BENREEICHE LT, FIC. 5mg kg, RU30mg "k gi5EIC
BWTHRBICEREEZIH L .
<5 : ARAOMAERCGHIP D — 1 AEDHARSIC L 2HREBHR>
LFOAEICET=, T20A77 mlgG1l] R T24A1 ml
gG1] & MPD—1HEFEOHBICLZ2MESWR ML . MO
BRICIE. LEEE TEBR3 1 ARKRIC. YO AKEBHNAMEKCT26 (ATCC
) ZRAWERRESEETIIVEFERAL L,

MPD— 1K, MEEWIREZETHIENMOND,

L2 ESEICIE. UTOmGE%E 1 BEIC2EI0HMETRS Lz, 51, B
BEH¥E®R1 9BBEETIT o,

ImlgG1] : TmlgG1] #5mg.“kg

I m20A77)] : T20A77 mlgG1] #3mg,/ kg

M24A1] : T24A1 mlgG1l] #5mg, kg

[« PD—1] v ZXAPD—1#it4A (T29F. 1A12] . Bio
Xcell) #0. 3mg./ kg

Tm20A77+aPD—1] : Tm20A77 mlgG1l] &7y
APD—1#HfkeEE2Fh*Nh3mg kg, 0. 3mg. kg

[24A1+aPD—1] : T24A1 mlgG1] &EHITIAPD—
1HkEzZENnENEmg kg, 0. 3mg kg
B11RCT 2IC, FMERRERT,
INLOHEICTIENSEHBY., T20A77 mlgG1l]id PD—1
MAEEDOHBICE > TRESVWRMERIN B ERICH >,

Free T24A1_mlgGl]id. PD—1HFEDHBICL > THE
BEWRAMMER I N,

lED G, AEBOHEIE, MPD—1HAEHATZIET, NERD
RENERT I ENbh o,
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[0094] <&8R6 : BEY H¥ FIEAMEREDME>

[0095]

[0096]

[20A771 RO T24A1] ZAWVWT, Me r TKORE HY Fig
SFEEBE %M L 7.

MerTKOUHAYRKELTIE, ENGasb6 (R&D systems
) RCERTULP1T (abcam) ZAW, ZEhEFh IBiotin L
abeling Kit—NHJ] (Dojindo) #2B\WTEAFiZH
=172 7

Gas 6RMESHRICEARTIZVAVRTHY, Mer TKEGas b
EDRBEHEEEEEET 2NMEINESUIREELE 2,

TULP1IX, REMICEBHRIZYHAYRTHY, Mer TKETULP
1 EOFBEEEEE BT 2RFEIRELEE LB,

LN >T. Gas6&DEEHEEFENEL. D, TULP 1 D
SREEFEMEVTGEIEE. REEORVWIESFIE LTEUTHYRES,
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1 2 3 1 2 3
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R & 31 7 3 & 3 & 31 7 31 7 3 & 31
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EHEATMEEOT I /BRI AI— KT 5DNAERSIE, a—57 M7
T2V TFIMRTFREEHE LEDOAT, LALABIAEZEALZE NI



WO 2023/063026 29 PCT/JP2022/034801

[0109]

gG1ESEMEE WUTF. Thl1gGTLALA] &EHWLD, ) &&EHIC. p
cDNA3, 4x4%%—ic, TIn—Fusion HD Cloning

Kitl (#8514 F) zAVWTI/0—=vT L%,

BRI EEEO T I /BES%A I — R 2D NAERIE, EHETEEEE
EHRICa—S I NTILTIVOTFMRTFREREHE LEZDZAT, BEhI g
K EBMEHEEBICPcDNA3, 4~ —i, TIn—Fusion
HD Cloning Kitl (#A3/4F) zAwT/0—=v7L
1o

RWT, Hild%sE LR T (3) A< ARADOFER AR IIHNZE |
ERBROAETHER L,

ERL7AEICDOWT, EL I SAKEICLY, MERBEEEEZHEE L,
ZORREH2 1IZRT,

B2 1IR3 EBY,. Bohke Mefill (Thz20A77 h |
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Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
in the form of an Annex C/ST.25 text file.
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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:

Claims are classified into the following three inventions.

(Invention 1) Claims 1-2 and 5-6, and claims 7-8 referring to any of claims 1-2 and 5-6

Claim 1 has the special technical feature of “having CDR, an amino acid sequence, represented by SEQ ID Nos:
2-8,” and is thus classified as invention 1.

Also, the invention in claim 5 shares, with the invention in claim 1, the common special technical feature
of “having CDR, an amino acid sequence, represented by SEQ ID Nos: 2, 4, 6, and 8,” and is thus classified as
invention 1.

The invention in claims 2 and 6-8 referring to any of claims 1 and 5 is dependent on claim 1 or 5, and is
inventively associated with claims 1 and 5, and is thus classified as invention 1.

(Invention 2) Claims 3-4 and claims 7-8 referring to any of claims 3-4

Claim 3 cannot be said to have a same or corresponding special technical feature with the invention classified as
invention 1.

Claim 3 is not dependent on claim 1, and is not substantially identical to or similarly closely related to any of the
claims classified as invention 1.

In addition, claim 3 has the special technical feature of “having CDR, an amino acid sequence, represented by
SEQ ID Nos: 10-16,” and is thus classified as invention 2.

Also, the invention in claims 4 and 7-8 referring to claim 3 is dependent on claim 3, and is inventively associated
with claim 3, and is thus classified as invention 2.

1. D 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. D 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.:

4. D 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.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D 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.

D No protest accompanied the payment of additional search fees.
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