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(87) Abstract: Provided are a pharmaceutical composition, a treatment method, and an anti-SIRPo, antibody that are
excellent in terms of antitumor effect and safety. This pharmaceutical composition and treatment method are characterized
in that an anti-SIRPa antibody and at least one antibody-drug conjugate selected from the group consisting of sacituzumab
govitecan, polatuzumab vedotin, and trastuzumab emtansine are combined and administered. This anti-SIRPa antibody
is characterized by being administered in combination with the antibody-drug conjugate.
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ansinehbARZBEMSBRINIZVTA—DORE-—FYIU V2
F—KNTHD. ERAE
FEA DR

[0019] AFBICLY., FEOMFE—FYIVVas/—MEMS | RP afilbss,
HABDHDINTHEIND 2R ETIEEERY. BEOIE Y

Avoas—hemS | RPamESMAEOINTREBIIESEINE &
EREE T 2BEAE. RO/ XERGE-—FENI v Yar— M elatabs
NTHEINBZZEEFMWETEHS | RPalifhaiB 5220 TX3
5 1 oD & 7 A

[0020] (1]t MERS | RPafifaD13MhH1EHDT

1) 2 LEETH %,

[M2]k MMERS | RPaifkD 1 3 h H2E#HD 7 I /BES (BEIES

2) ZRLEETH S,

[B3]1t hMEIS | RPafifhD 1 3D h L 28§HD T

/ BeERs (ER5I&ES

i

/ BeERs (ER5I&ES

i
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3) 2R LEMTH B,

[B4]E MEFRS | RP afifAD 1 3D h L IBHD T
4) ZRLEHTH S,

[B5]1t MMES | RPaifhD 1 3D h L 4 BEHD T
5) #=-LEETH B,

[B16]#1AS | RPafnfkc D1 3MCDRES (BEHINES6~11) 27
MTHd,

[B7]15C 125,77V AS | RPafiAEHRD 7 I / BLES (ERIES1 2)
RUOEBHOT X /B (BE7HNES13) 279IHTH 2,
[H8]TROP2[GMEE NENAMABICHT 2SS | RPaifd, KU/ XX
Sacituzumab govitecanickdADCPEMAERLE
MTHd,

[K9ICD 79 btk h/N\—Fv Y V/EMEICNT 2H1S | RP afilk
RO/ XIiE, Polatuzumab vedotinickadADCPEH
TR LIEETH B,
[E10IJHER2/FM4E NANAMBEICHT 23S | RPafifd, KU/ X
Trastuzumab emtansinellddADCPEHRERLE
MTHd,

[E11-11 (11 1 A) TROP2HIRYIVAKGHAMBEZZIEL/TTI X
ICHBIFT3MS | RPaid, R/ XidSacituzumab govi
tecanilddBEEZROMELRLAHNTHS, (B11B) TRO
P2RIFEIIVAKRGNAMBEEZSELALT I RICETEHS | RP afik,
B0,/ XiZSacituzumab govitecanIClLdREEDR
TR LIEETH B,

[E11-2] (01 1C) TROP2HIRYVAKGHNAMBEZZIEL/ZTT X
ICHBIFT3MS | RPaid, R/ XidSacituzumab govi
tecanilidEHMEEEDRESBIRERLEKTH D,

[E12-1] (&1 2A) HER2RIRY IV AKRBINAMBEZRE LT XIC

i

/ BeERs (ER5I&ES

i

/ BeERs (ER5I&ES
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[0021]

[0022]

[0023]

BIFTBMS I RPais, RO/ XiFTrastuzumab emtan
sinellddnEEZROMELTLALETHS, (B12B) HER?2
RV ARGBIAMBREBE LYV RICE TS | RPafifk, RV
JSYXiETrastuzumab emtansinellddEENRER
L7BTH 3,

[E12-2] (&1 2C) HER2RIRV IV ARBINAMBEZRME LT RIC
BIFTBMS I RPais, RO/ XiFTrastuzumab emtan
sinelld2B83HMEFRTEOHERZEMRERLAERMTH S,
FAERET B 7HDHRE

UTF. AREPZEFET 2OOFEQCTHEBICDOWVWTEHRRAT S, 48, UTF
ICEREA T 2R REIL. AEPFORRKRNAEREMEO—FIZRLELDTH
Y. THICE > TARBOHEREAIR S FERINDG Z &R0,

1. iF-—FYPavTJas5—+h

AERPICBVWTERINBAF-RPI Va5 —hE. Sacituz
umab govitecan, Polatuzumab vedot in
. Trastuzumab emtansine, XIJEnfortuma
b vedotinT®h3,

Sacituzumab govitecanldTROP2%AFIETHN
AR ZENE T 2MGE—FEYa > Tas5—bTHY. | gGT1EOMMAEIC
SN—38rEYPELTHRHELTWS FERFHFXI15) ., Polatuz
umab vedotiniZICD79b%AHIEIINAMEBEELEEZENET S
A=A T ar—rcthHY., | gGTEDOHAEIIMonomethy |

auristatin ENXNEMELTHESELTWS GERFFXE1 6)
o Trastuzumab emtansinelfHER2ARIETIHNA
MEZENE T 2ME—EYPI a5 —bTHY. | gG1ROFMEICD
M1ARYE LTRELTWD GEFHFX#E15) , Enfortumab

vedot i niENECT I N-4%2RRYTI2VAMBEENE T 254
—EYPITa5—bTHY., | gGT1EOHEICMonome t hy |
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[0024]

[0025]

[0026]

[0027]

[0028]

[0029]

auristatin EAEYPELTHEELTWS GEREFX#E15) .
2. iS | RP afilk

SIRPa (signal regulatory protein «
) . w07 r—Y AR FHRERAEOITOq N, RT¢TY
THREICEET S | gZA—"—=773)—0D 1 HERERESFTHD, M
HEHIE 1 DD gV RASVE2DD I gC RXAUH5RY, CD4 7T
EDWEEEMUTH D | gV RALSVIZOWVWTIE, EFTIEVI~VIO0DI
OFFEONY 7Y M HREINTWS, S| RPaZHEDOHREAI gV KR
AM4VIE, SIRPaZEHEZEKT 23 DDMBEA | gk KXV DDB
D12D 1 gV RAXLYTHDB, DIBE, VIRVV2HEAT v —4uN)
T RTHY., AEPEOMS | RPafkid, XV v—QN) 7Y THSB
VIRUOV2EESLIRTONY TV MIEET 2, AFRBICBEVWT, TS
|RPa] & TSI RPA] EMT2BEHLH 2,

ErFSIRPaZEREDT7 I /BECSIIEZ. GenBank Access
ion No. :NP 00103511 1ICHARIATVS,

AFEBTHEAINSHS | RPafifkdld, BRARSE202070131
70SICRBEOAEERFAFTEICLI>THIETEIENTES,

AEBTHWSRE/ 7O0—FIHEE. YO Sy b 9F NLZR
F—. ELEY b D% I AX. TEH. DY ¥YF EVIEOREE
%S | RPaXIZZOMAR%=RERSE LTREL, BiEMRESEE IO
—vEEMEL. NMTYR—=T%ZEEL. N T R—IDEEDBT S
MEELT/ZIENTES, N TY R—TIERHMOAETHERT I &
NTED,

RERELTDS | RPaBEINBRICEODVWTIELEENTSIEHTE
FEAUNRNIEET-RTBDNAERIBRICEOWVWTRMOAETY O
VEFVRNIVNRGBEELTEDIEBTES,

MEDR V) =V JIZEBDARETITOIENTESD, FE LI,
SIRPa%#Od—KFBDNATrSYR7xY bLABIMEEEZRWEC
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[0030]

[0031]

[0032]

[0033]

[0034]

[0035]

el | —ELISAICKYRI)—=vTFTnIELL,

AFBPATHWSHMS | RPafifkid. SIRPa&CD47DHEE%MEE
5,

ESMRIICD47T25HBRLTHY. BRIEAETI2ERMIICERL
TW35S IRPa&CDA4THREELEERRT S EICLY., BRI
“Don’ t—eat—me” YUV FIAEEGREL. EBMEBICLEZEEDS
ENTWE, S I RPafilkid, SIRPasCD47DHEA%AMEETS
ZEIckY, EEMENSERMEIC “Don’ t—eat—me” ¥4+
IWHBEINZDZMEEL. BRMBICL 2EEHBEOERFER%BETS
o TOWR. NEBYRERE LS5, ERELZETIERMBEELT. M
18, M2BT/O77—YREDTI/OT77—I% i mDC (GREABHA
M) & ORPRMRELNEF SN B,

OB MS I RPaEAI 7z /9 —#iesBE L. v/077—V%
OERMEY S Fa23ILF5—MEYTHREOI 7 /4 —HMIEOF c v
LS9 —FDFclzF9—IliEETS&. ADCC (Antibody

Dependent Cellular Cytotoxicity:i
AIREMMBEEE) PADCP (Antidoby Dependent
Cellular Phagocytosis:ffcELAREERE) I
LY PBMC (RMIME#ZK) /07 7—YEDOHESDI 7 V49—
BERELTLED,

BEOHMBEANDKREZE T2 /H, ARATERINZIMS | RP afilk
. T2z V9 —HBEMEBINTWS, TOBER. ARBTERAINS 50
SIRPalkid, BICSIRPa&CD470REEIHETZEROH»%
BL. T7z 09— HBOFclLtF9—ICidEEEd. T7x745 e
EFE LRV,

AREBTHERAINDIMS | RPafnkid, BECOREMEZRET S &
RV, BHERQRLICERESE LTREBICAWS I ENTE D,

2L, AFEPTERAINZMS | RPafikld, T7x0 4 —#eEdE
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[0036]

[0037]

HMINTWSD o), BRTRET2LGHEBENRERELGVL., TOH,
DHESFEHABLTRAWS,

IV —BEEERIESZLDICIE,. 1S | RPaiifADF c5ah
/A7 7 —IPTHROFcLE7S—ICEALRVWI ENBRETH S,
D, AFEPFTHERINZHS | RPaHfiEDOY T IS5 |1 gG4H
KOEDICBRLTHD, —MMICEN | gGHTISAOHRT, | gG4
IFADCCEMY. CDCEM. RU/XIFADCPEMEDTI I VY —1
BENMEVWH TS 2ELTHMONTWS (Bruggemann et a
., J. Exp. Med., 1351—-1361, 1987) , B&RAHn
HRTERRBBICRERT 2DTEENETIRAICI I V9 —HEENLE
MREEEIC KL 284 Z0ET 20D 1 gGT74+—<y hO—D2& LTHA
INd (ATV—RRE) . EL. 1 9G4 TISROT 7 V49—
REAMBEWVWEWSTH, £LEVDITFTIRAWL, ZZ T, AEPTHEAIND
NS | RPaMARRREHEBBBICI T IV —MEBEISIERIES L
DRER, $RDHBADCC, R/ XIZADCPEHDERBEHLST 1
PI/BULOBHMEDEREEEALTWVWS, TOLOIBEREELT, Ka
batbickdEUSMYTyvI R (Kabat et. al., Seque
nces of proteins of immunological
interest, 1991 Fifth edition) IlLYrsITh
5234MDTIZNTIZVDTSI=UADER (F234A) RU23
560475 UADEHR (L235A) &EIFLND (Pare
kh et al., mAbs, 310—-318, 2012), ZD&HR
MAEDEEAFALAZEEMNL,

Fe. | g GARMAKEHBEDS SHEDHRIEEL TWAWLWDT, &
EEABHZHIC. MAEHEBOS SHEADEREREIEZEELEA
T2, TOELIRETEELT, KabatbIilLBEUM YTy I RICELY
~INZ228MOtEY 07O UADEHR (S228P) HZEIFLND

(ANGAL et. al., Molecular Immunology
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[0038]

[0039]

[0040]

, 105—-108, 1993) , COMEDEEAPROZE &M,

AREBPTHERAINDHMS | RPamEOEBBEEICIE. LEEOFALAZR
ERUVPROZENERICEAINTVWTIEHERERWY (Vafa et. al.
, Methods, 65, 114—-126, 2014) , FALAZERTD
ProZTEEDEHFDEEAETDI gG4EHS Tl gG4dproFALA
1 94 7&H, T1 gG4PFALA| 947EHXE 1 gG4pfl 4
1 TEHE HHEER,

ErblgGliEk,. b1 gG HTISADHRT, FFEEEZNLECD
CEM. MAMKENLMREEEEHEW-/I 779 —#eehFEE L8 <
(Bruggemann et al., J. Exp. Med. , 1351
—1361, 1987) . ARANMBTERICSRRI 29FeENET D5
BIC. T7 x5 —HWEEeN LMREESICE 2EMIREOMEEZESEZRY
CETHRENRERT 1 gG74+—<Ty hELTHIEINS (Trastu
zumab, Rituximab#i¥®) , AEBFTHEAINZMS IRPa
REOT7A V914 7&LTI gG1E2AWVWRIEEI. EEBHEROT I /BE
BEDO—HEBHMT DI EICE>T T T V9 —HBEEEZRARYT S ENTRE
THsd (WO88 7007089, W094 728027, WO094 729
S512R) . T7x 79— HEZEBIEL | gG1DEEMFE LTI,
lgG1 LALA (I gG1—-L234A, L235A).,.IgG1 LA
GA (1 gG1—-L235A, G237A) F52BF32&0TES, &K
BATEAINZMS | RPaFEOEEMEEE LT, ThHDEENEAT
hicl gG1EHERHEAZERATSEIEEHTRETH S,

EhlgG2i&k, b1 gG HTISADHRT, #FEEEZNLECD
CEM. MAMKENLMREEEEHEW-/I 779 —#EEnFEEICHE<
(Bruggemann et al., J. Exp. Med. , 1351
—1361, 1987) . ARANAGTERRSBICRREI S FEENET
BBBICTI 779 —RBEEeN LICHBESICL 2520 5700 |
gG74—<vy rD—D&ELTHIAEINS (Denosumab, Evol
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[0041]

[0042]

ocumab, Brodalumab#id) , AFEETERAINDHMS IR
PatADEERZE LT, | g G2EHERMEBEFEA TSI EEHTRET
HB5

AFRBPTERINZHMS | RP afikilid, MAOEMFEEIND, X
A 1. AFKBATEAINZMS | RP afFICIEENISEYERN
RESPREINTRDLDEEKT 5, LENABMHEICIE. 73 /BER
ADEEHD DS, N—HBEXIZ0 —BERKEDEADILZRLDES
BT LFZEMAENEEN D, EMFNEEICIE. BIREES (B
ZIE, N—#EXIE0 —FEREHEOMAM. NREXIZCRHEDO IOty ¥
VI BT IR PRASFUVBOEMELE, XFFZUOBIEE) Shi
HD. EREMEIMIEEBAVWTRIREIESZ I EICL>TNRICAFA =Y
BENMIMINAEEDENSEND, . ARPTERAINSZHMS I RP
e FAISMEORHE IS BBATREICT 2-HICE#MINALED. HIXE
. BEREEE, BAEEE. 771 2T A BREEIDIEMEFEORKICE
gFhd, COBRBAKBPTEAINDINS | RP aFDBEHFIE. REFED
REMRCOFAFEEORE. REMEOER. MAEXITREREROBRE IS5
FILERATH D,

B, BARTEMETEEININATIE, TOEHOAILRFVILRK
wmD Y VERENMRKTBIENMLENTHY (Journal of C
hromatography A, 705: 129—-134 (1995
) ) . Fh. ALKE#HEDVERFILRHOT )2V, Y2027 /88
BREMNMRKL. FiEICALVREVILRKICHET 270 VEELT I Kb
IhaceEPrameonTynsd (Analytical Biochemist
ry, 360: 75—-83 (2007)). LH L. ThSDEHET
DREJRVEMIZ. MAORERESRERVCI T =74 —#EE (FEDEMEL
PHAKFEMREESERS) ICEREEERIFIIAV, LENS>T. AEH
THERAINZMS | RP afiFICi, HBBHEZIHRERCUERED
et E&Eh,. EEALARFVILRHRICBEVWTIXIE 207 3 /BA
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RERLIERERE. ROT I RMEIhAYSBERKE (FIZIE, DILRFVILEK
mERMLD O VEREAT I NMEIh/ZEH) 5883 h5d, HEL. IR
EERERUVI 7 V9 —BeEMRIENTWSBRY., ARBPTERAINSIMS
| RP afifADEHED DI RF VI KRIHEDOREKEIE EEOEEICEEI A
W, AEATHEAINZAS | RPafiEEENRT 2 280EHIE. B2R
RUOLEORKENSLGZENLOBRINZEHOWT NI —ETH>TH
VWL, WIFNDZEEHEAEDELEEDTH>TH LWL, BEREKEDELL
EARBTHERINZMS | RP ok 2EET 2HIBISEMROBEK
VEBRMICKEEZZIEDLN. ARBATERAINDSIS | RP afifFid,
TFELLIR2AROEHDONATAHILRFVILRImOVEDDT I/ BERED
RELTWBEDEEITHIENTES,

[0043] AHBATHEAINGHMS | RPaikid, £ MINT2EBMEMEZET
I BEDICKHE LEFASHERTE MoEEED, & MufEIECD
RBETEEH WD,

[0044] X SHEIE. £ FUAAOEHYMOIRIAEDEHEATEHEIB R CEHAIZEE &
EMAGROBREEERERVCEHEBBHENSLIMEEN D, FASH
wiE, S | RPaEEEET /N1 7Y R—< L YBRHITEEEHS I —
R¥Z2cDNARUEHALMEEZI - KI5 cDNAAZFEL, & MK
DEETEEERVEHEEEEA I - RTD2cDNAEZBTERERS Y
—ICEBALTHFASMBERREN S —%HEL, BEMEBEAEAL THRIRS
BTEIEICLYERT DI ENTES,

[0045] EFEEEMEEIEZ. SEORKX A CL 1, CL2RVTCL3INLEBRINTWL
5, REBETERINDHMS | RPamAICEWTIE, FXSMmAEOE MNE
HEBMEEIE, | 9G4 TISADEREREMEE THO>TP r oZEERV
FALAZERZHBISEHERME | gG4proFALATHS, T,
BHEEEREE LTREN gIZBTHIEE, « JEAEBHRATH 2,

[0046] ARATHEAINZINS | RPaEOFASHEDHE LT, v M
ERSIRPaE//O—FIHED 1 3OTLEEHEET 55 X Sk,
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[0047]

[0048]

[0049]

[0050]

[0051]

TiAcD13%FF&NTES, cD13%&kIE. EFSIRPa&ED
HEEMEAEWRAETHY., SI RPasCD47DHEADEEFENT VG
HTH s,

Hitkc D1 3%, SHILHEHOCDR (FBEMREEE) & LT, &5
FEEITRINDPI/EEREY (GASKSVRTYMH) #5%A43CDR
L1, BE5ES10TRINDT7I/BEEY (SASNLEA) a3 C
DRL2, BBHES1 1 TRINDT7I/BEES (QQASNEPPYT) »
535CDRL3AEEH, IHIC, EHAZMEBOCDRE LT, BIES
6 TRIND7I/BERY (GFTFSDYGMI) »nS54HRBCDRHI1,
BHES 7 TRINDT7I /BES (S1SSSSSY 1Y) noibCD
RH2, BB9HFES8TRINDT7I /BB (RYYGFNYPFDY) »
5%%2CDRH3%#5¢8 (H6) .

Thbhs, ARPETHEAINSIMS | RPafifsid, BHIBFSITRIN
573 /BEIMNSWBCDRL T, BEIES1 OTRINDS T I /EEES
MHRBCDRL2, BIES1 1 TRINSDT7I/EBEEIMNSLSBCDR
L3%&&EH. XI5, EHEATEEEOCDRELT, BIBFSE6TRIND
T7IX/BENNSEBCDRHT, BIEST TRINDT I /BEINDS
mBCDRH2, BEANESS8TERINE 7 I /BEEINSLBCDRH3%
BEUMATH 3,

FEOZECDRIE., TNEFNICKRINET7I /BEIICEVT, 1&LL
EEE, FELCRTEBLOE2ME. IS5EFELLRTEOT I /EBIR
K. B, MNINAET I/ BENNSRSBCDRBEL,

b MeHiid (C D RBHERE) 1. b NUAOEOHEDEETEESE
RUOEHTEBEOCDROT I /BES % £ MGOBRETERERVE
SEATZ LRI OB A BICHIE L iEE WD,

AFEBEOE MES | RPafiifdld, EFS I RPallfEEL. D, S
| RPa&CDA4T7TDHEEBET R EICLY., 7077 Y DEREE
HIBBTDE/ VO—FTIMBKREEETEINAT) R—I O LEETINBZE
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[0052]

[0053]

[0054]

NAA OB ORFEOEETEBERVCEHAEEHOCD RO T I /BT
FIEERDOE MAGOBREALEBRUCEHETEREO I L—LT7—9 (F
R:frame work) B#HICEBELAAEREZI—-RF3TS5cDNA
AL, £ MIKOBREEEBEERVEHTEEEEE I - KT 28ET%
BT 28MERARRRII—ICEFNRETNFEALTE MEMARIENI 45—
EEEL, IMHBEABATIIEICLYRRIE, BETLIENTES

BEMICIE. Hitkc D1 3MCDREE MABD T L —LT—V45EHE %
EET DL DICEEILAEDNABRIAZERTNIEEL W, CDREZN L TERR
Ihab MAKO T L —L7—J%EIE. CDRARFRARESIBLEH
MY BLDICERIND, Fo BEQFER. & MeED C D RAEL]
BRIMEREIMAEMRT 2L D10, MEOTEBRICEFZ2T7L—LT—7
SEEOTI/BEBBELTHLL, CDREBELEE METRDERIL,
RDCDRIZITT4AVITRMIIELYITI IENTE S,

EEBOHET, fitkc D1 SOEHKRVBEHTEHEHDCDR (EIES
6~11ICRIFPI/EBNSHRD6DDCDR) #8725k MelEDEH
THh->T. AZEEBOI L —LT7—VEHO—HOT7 I /BIBBRINLE
He LT, EMIAEEEREhH T ROE MeFAEFEhH22Z8(F5 2 &N
TES, £/, MAED 1 3OREALEHDCDOREET 2 & MEREDER
HTH>T, ALHEED I L —LT—J{EEO—EDOT I /BHIBRINL
BEEE LT b MEARSEh L 2, & MeAE#E h L 3 RUE Mels
BEhLAAEBFZIENTES,

E MEFEENH 1 O2RT7 I /BB ZENES1ICRT, Tk k
MEMAESHEhH202R7 I/ BEIZENES 2ICRT, BIES 1 X
VC2IBWVWT, 1~19BBDO7I/BEENLRDT7I /EEENIEY T F
IWEES, 20~139FBBO7I/BEENLLZ T I/ BESIETEREE

140~466FBD7I/BEENLALDZT7I/BEINITESHERIDT
I/ BERINTH S,
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[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

AEBTHERAINDIMS | RPafikid, BIES1XEZ2020~13
OFBBDT7TI/BEENSADZIEHTEWRFEL140~466FBDTI
BERENOAIEHTEEREETINEEST,

E MeFERENL 202R7 I /BB ZEINEFESIICRT, Tk k
MeEEEh L 3DERT7 I /BRI ZENES4ICRT, IHIC. ER
EmEEEh L 40ERT I /BENZRINESSICRT, BIES3. 4
RUBICEWT, 1~20FBO7 I /BEENSLZ T I /BEIIES T
FIVESA, 21 ~127FBEBOF7I/BEENLLZ T I/ BEIIETEE
i, 128~234FBBO7I/BEEHNLLD T I/ BRINLEEBEEOD
7 X /BEERIITH B,

AFRBPTHEAINSIMS | RPafifFld, BEINES3. 4 XKU5D2 1~
127FBBO7I/BEENOAZTEEEHE128~234FEHOT7 I
BEENOAIBEHEEERLET INEEST,

E MEADEHTEEMELIE. | 9G4 T IS ADEHEEBETH -
TP roZE&RUVFALAZEZEI2EHERHE | gG4proFAL
ATHb,

EFS I RPatDEEMEAEBVIMETHY, SIRPa&ECD4 70D
SEOHEEFENAEVWIAE LT, £ MeiAESEh H 1 RUTE MeinAeRE
hL3M542HmE (hD13 HI1TL3mMAE) o B MebaEHFEIH 1T R
Ve MBS h L4 D SA55Kk (hD13 H1L4HmMK) . EME
MAEEhH2ROE MEEAREh L2ASARZH4E (hD13 H2L
24F) RUE MeiAaEHEh H2 RUE MemERRE h L 3L 55E
(hD13 H2L3HK) 28 IFBEMNTES,

hD13 HI1L3MKIE. BEHNES1D20~466FBDOT7I/BE
ENSRDZ2EHRVEINEZESID21~234FBEOT7I/BERENSKD
BEEBE T RETH S,

hD13_ H1LAHMGKE, BIES10D20~466FHDT7I/BE
ENSLZEHRVEIESSD21~234BEHOT7I/VBEENINSLD
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[0062]

[0063]

[0064]

[0065]

[0066]

BEEBE T RETH S,

hD13 H2L2#KIE, BHNES2020~466FBDOT7I/BE
ENSLIZEHRVEIBZESIN21~234BEHOT7I/VBEENINSLD
BEEBE T RETH S,

hD13 H2L3mKIE. BEHNES2020~466FBDOT7I/BE
ENSRDZ2EHRVEINEZESID21~234FBEOT7I/BERENSKD
BEEBE T RETH S,

P, HAEEBERR TEEINIREOEHEODILRF Y ILKIKED Y &
VEENMRKTDENHMSNMTWS (Tsubaki et. al., |
nt. J. Biol. Macromol, 139—-147, 2013) ., L
L. COEHEEINDORKIE, MAEOREBSHERCII V4 —#EE (8
EOFEHE PR EEMIEEEERA L) IEFEEERIEIRWL, #oT
 ARBICIIEEANREFULRED) Y VERENRELLRGFESEND

AFEATHEAINDINABERIZ. BRICEVEORS | RPahE X
¥ LEFE TR iE A, FRFL. A, AEF. REF. #BFEEZED
Z2ZENTED, RELHFARRIEGK] T3, SREBOBEPEAOD
BERREICIG CTEWEENSEEERT 52 &N TE S, ARAOTES
DGR EIBEBRTSZIENATESD, FIZIEEFRIRETEIENT
T, BATEA. BIERES. FBRMEBIRREA, BICEHN. RTEN,. FHes
ERBEASERATZRIENTE S, Tk, EFAOBRKRIE. EBR 7
A=A, USEKE TN I—ABBROREEY. EROBERSHI LA
ZHEAFAEZAVWVTEAETZIENTE S, TLEMRRETEEAL L, EHK
ICRIEERIAIER ERE L TERREZFE T DL DICLTH LU,

HOBEFEICOVWTE., BHEOHEREEHICEREEBRTSHIENTE S,
PIZ IEROBESOFEICIE. BORFICEHFL. AF. 7 TEILFRCEREEIE
EERATZIENTES, BOKFOBEICIE. BBFIRCT>OY THED
& BROBRAEREEME LT, K. Ya—s0—R, VILEN=I, 757
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[0067]

[0068]

[0069]

N—2EDHEH, RVIFL YY) A-LEDS) I—)VE. TEH. KE
HAEDMBE, FILFLUARSEROFIRYYI—-NEQOBHER. 2 hORY
— DL =NN—= RR=ZIVIEOIL—N—BEEFERALTEETIZE
NTED, BAEL. AFL. BTERIFIRCGEFIZ. 57 - JIL3—2X,
Ya—o0—R, IV —ILFOBER., TrTv. TIFZUBY—F
ZORRIZEF. YITRVITLRTTL—M SIIVEDRERF. RUEZILT
JLad—)b, eROF>FOELELO—R, ESFUEOREEHF. BHET
ATFIVEOREFEER. 7)) VEOTEREZAVWTHEHAULTE &N
TES, BEIRVCA T, FHEFBEZTHDI2EVIRUTBEVWT, 20D
FEOHMMICH T HHFE LWBMRSHETH D, FIPH TILFEH
BT BEICIE. BROEEBRESAVSN S,

3. BE¥

LT, AFEPICRZAE-—FYI Va4 — hEHS | RP afifsr s
EHINTH/EIND L 2HHE TEEEERY R BEREICDOWTER
B9 %,
AFPOEFERMROEEA L. MA—EYIvYvasy—be, 1S
| RP aiitdd, ThENFIEDOHFIEUKSE LTEEFEIN, ARICX
WEGIBEICBRSEINS I E/FHETI2HEDOTH>THEL WL, ilF—
YA vasr—hE, 1S | RPafilhkd, BE—0BFICEMRIELT
BEIN. BEINBZIEE/FHETEHEDTH>THLL,
AFRBPOEZRMKRMRSEEREIE. DADEBEDLOICERTZ &N
T IHEICIK. IA A, BPA (BRPAEERZEEHB) . KRB A
(BBREBIAEERZ LB HY. BEIPARVEBRBIAZEE) . MdtA
(MR DNA RTINS AZET) . BRENA. BEEISI/A (ER
BAARTVIHBENAZEY) . BRERGERNA. BENA (BENAZ
BU) . R=Yzv MR, BEREI’A. IEIVA. FENARE. RELED
A BIALRD AL B A, BILERERESR. FEEN A. RELENA.
BIENA. FENA. FFHRENA. FEGIA. BENA. AREENA. B
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RO AL BBEDNA. BILE. BHY) VB MEMRE. SiEE S5
RBFE. BHRE. RUXAS/—IDLAZELYBRINZDREE—
DOBEEDLEOIERTZIENTE, JYFEICIEK., DA, BHA. K
BEhtA. FintA. BEDNA. BERIENA. BERERSIRNA. IBEHNA.
R=Yzv MNE. BREISA. IBRNA. BEMDSA. BILERD’A. RUFED
ARENLAZELYBRINDZIDBRLSEE—DONADBEDIDICHER
TBHIENTE, BICLYIFEICIE. DA, BPRA. Fid‘tA. RUIIEDN
ADDRZELYBRINDIDACEE—DDDNADBEDOICERT S
ZENTE S,

[0070] ARBATERINZIME-—FEYPI>Tas5—bDIB, FIZEDL D
BEBT2MAE—FEYIV a5 - IDFETHEINE. DADEERY. E
BY—HN—ZREBETDI&ICLY, RETZIENTES, HIAIE. DPAIC
TROP2ODEIEHIHERINLESIXZ, Sacituzumab govi
tecanZiFHEICERTZIENTE, HFAICCD 7 9 bDEIENHERX
N=HAE, Polatuzumab vedot i na{F#EICHERTST
ENTE, PAICHERZ2DRREIMHEERINALBZEIEZ. Trastuzum
ab emtansineZIFBICERTSIENTES, TSI, PAIC
NECT I N—4DHRBRIERINLEESIEZ. Enfortumab ve
dot i nZ{FEICERTZIENTES,

[0071]] TROP2, CD79b, HER2, RUNECT I N—4DEHEIE. #i
ZIE, DPABEDOEBHEBZHEIRL. NILT) VEE/NT 714 VEEIh
-tk (FFPE) %, ®REE#LEFE (1 HC) &P, 7O0—HA1 bX—%
—. western blotZEFILLDERTEY (EHE) LRILTO
ME, XiE. in situngaF)Fg14E—23vE (I SH) PEEW
PCRZ* (q—PCR) . ¥4 /07 LA BAFICLDEGRTOGEL R
TOREBICLYHERT DI ENTE. HDHWIE. DAEREDSEMBILAE
REBDNA (c t DNA) Z#EL. REKS—I IV (NGS) F0
FEERAWEREICLYERTZIEHTE S,
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[0072]

[0073]

[0074]

[0075]

[0076]

AFEPFOERERMROEBERT L. BWABWICH L THHFBEICERTS
ENTEZN, LYFEICIFE MIHLTERT 2 I ENTES,
AHEPFOERERM R EBRFTEZOMEBEDIRIE. AL PAMREZ®
REMDICBIELLET N EER L. AEAOERERDR ARG EERT
LEWKLPEBEABDHIPCESURENET DI EICLYEETEEN
TE2, TLT. AEPTERINIME-—EYI VT2 57— MRUHES |
RPafAZNTNOERBRETORERURELBT S &ICLY., FF
BICERINZIMGE-—FPAV V25— bRTHES | RP afitkDHBUR
ZHERTBHIENTED,

T, AEPAOERMEMRCEBEREZOMEEDRIE. BRARICEW
T. Response Evaluation Criteria in

Solid Tumors (RECIST) §Hfiix. WHOFME. Mac
dona | diHiiix. ARERE. RUCEZOMOFEICIYERTSHIENT
&, x2EW (Complete response; CR) . &a&EM (

Partial response ;PR). # 7T (Progressiv
e disease;;PD). EIE (Objective Respon
se Rate;ORR) ., & (Duration of resp
onse;DoR). BEELELFHE (Progression—Free

Survival ;PFS). £4%FHE (Overall Survi
val ;08) ZEOEEICIYHETDEIENTE S,

ERDITEICELY . AREAOERBHRI R ERFTEOREZEDRICDOWN
T, BHFEONABERBERMEXDRERGEICNT SBAMEZHET ST
ENTES,

AFEPAOEREERPRERFEIE. DPAMBOKRREZESE. BREZH
Z. ILIKEDPAMBZRIET D ENTES, TNHDERICE ST, B
ABEIZBWT, PAICLZERISOBBP. QOL DWELZEM T X,
DABEDERZR > TARURNMERINS, PAMROKIRICIIESA
WIZETH>TH., DAMBEOBEOMEYIY bO—LICL > THARE
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[0077]

[0078]

[0079]

[0080]

[0081]

IKBWTEIYBWVWQOLEERLODDLYRBOEREZERIEDIENT
x5,
AEBOEZRMERYIE. BEBICHLTELEETEE U TERAT M. H°A
HABIC RRTAICER L TCAERSIRZHF TN TE S,
AFPEOERERMIZ. 1BULORZNICESEORS E2EHIE5TN
55, EENICEESMORDIE. ARATEAINIG - Ty
— MRUHS | RP afifFDHRSECIRSREZFICGLT. 2OPFICEW
CTEBEAINZEFRNIET OIS SBEEEIR L CGERT 2 EMNTES
o PIZIE, AERATHEAINIHEFE-—FEYI YVasr— ML EXAFIUE
FERSFORER., R/0—AXE ML NANO—XAF0@EBE. BCICKY VIL
R—h8OXIF20FDAMEMFEECERMEXRME L THEINE S,
AFEPATEAINZAE-—FYI V25— NE2SUCESEERYIE. T
. FERFIE LTERTZ2ENTE. JYRREICIE, KEEHEIXISERE
FIREREIE LTHERT R EATE, BICLYFEICIE. FRERIEEHE
ELTHERATZIENTE S,
AFEPATHERINZAEA-—RY IV V25— N SOERBRINKEE
HEITHZHE. IFHEICIE., BURERRTHERLLE. BRNICRERS
TEHIENTED, FRBELTE, TROFERRY. £ERER. S5
(FHZENTE, IFEICIE. TROBARZETEIENTE. JYIFEIC
5% 7 RUBRREETD I ENTES,
AFEPATHERINZAA-—RY IV V25— N SOERERINEREY
BIRFTHDI5E. FEICE. FRAKICLYBRELLE. VEEEEY
BREMBRTHRLEE, BIRRICKBIRSTEIENTES, FRRELT
. T RUBERERY, £ERIRRKR. FEEFLIENTE, FHHEICE, TR
VREBREBFDIENTE, LYFEICIEE R T RUERREREIFR &
NTED,
AFEAOERERMERE T HLHOICERAINELIEARREE LTE. 4
ZIE, BIRM. BN, BT, BAN. ROCERRORBEZEIFZ2IENTE
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[0082]

[0083]

. EFEICI. BRIRRORBRREZZEITHIENTE S,
AEPTEAINZIME—FYPI Va5 — M, EMIHLT, 1~1
S8 OHBHMIC 1 CIDOEMRTHRET 5 &N TE, HEICIE. 18, 28,
 XIFABEICTCIOFERTRET 22 ENTE, ILHICKYEFEICIE.
W1 COERTHRETEIENTES, T, AEPATEAINIE—X
M Tasr—KkE, 1EHYHO. 001~100mg 'k gDHREE
THETZIENTE, FEICIE. TREHEYO. 8~12, 4mg kg
DI/EETHETZIENTES, XEBRICHEDMS | RPafnkid, &
MIFLT, 1~180HMEICTEOERTIRET 2 ENTE, FHEICIE
1B 258, 3. XIZ4BICTOORERTRETZIENTES, Tk
 AEBRICFEDZIMS | RPafnikid, 1EHAEYHFHO. 001~100mg
Sk gDBREEBTHETDHIENTES,
AREPOEZRHERYDRERG LG, FRRBICERLIMGE -2y
— rRUHS | RPafifFIADNABERIZEICEATVWTE LV, AF
BB EFEMER AR OEBER AL, thOPAKBRIEHBLTERSTZEE
TE, INRKE>THESUREZERIEDENTES, COKRTENT
FERAINZMONAEBREIZ. ARBAOERMEXRD ERFFIC. B4 I, L
i L TEFICESINTE LWL, ENEThOREEREEZTRETN
THIV, TORBDPABERE L TR, MESEEEET2ERTHNIE
REINZZ &IFBWD, FIZE, 1) /FAY (I rinotecan,
CPT—11), Y2F5Fv (Cisplatin)., ANKRTSFV (
Carboplatin), #%FH41F>F> (Oxaliplatin)
7S (Fluorouracil, 5—=FU) ., ¥AL¥¥E

1

v (Gemcitabine), hRVHEY (Capecitabine
). R&viEYY (Doxorubicin), TENLMESYY (Epir
ubicin)., ¥2074XA773XK (Cyclophosphamid
e) . ¥M1hvA422C (Mitomycin C)., FH7—)I (Teg

afur) - FXS5YHN (Gimeracil) FF52J) (Otera



WO 2023/219072 29 PCT/JP2023/017369

[0084]

cil) Ba#El., "=vAvT (Panitumumab) RNV T
(Bevacizumab), 4¥)IF7 (Ramucirumab).
L357zxz=7 (Regorafenib). bUZLUIY (Trifl
uridine) FESYIL (Tipiracil) Bga. ¥74F=
7 (Gefitinib), T)AF=Z7J (Erlotinib), 777
F=7 (Afatinib), XchLFH—h (Methotrexat
e) . RANLFER (Pemetrexed), EF> 7z (Tam
oxifen), hLITJxzY (Toremifene). JILRALSY
N (Fulvestrant). Ya—2OoLY Y (Leuprorel:i
n) ., LYY (Goserel in), LbAY—JI (Letrozo
le) . 7FZ2bAY—J)Il (Anastrozole). 7OXFXFOVE
#l (Progesterone formulation)., RUOS/{\F=
Z(Lapatinib) "oR2BFLIYBRINDDACEE—DZET
52 ENTES,

AREPOEZRHERYDRERG LG, FRRBICERLIMGE -2y
— MRUHS | RP afffEUNIHB T IPNABERELT, REFI VY
RA Y MEEH. PARBICEENICESLTCADCCRY/XIEADCP
EMEBE YT IMABEELZRICEATWIBERWL, REFT v VRSV MEE
FELTIE, PD-1&, ZQYHAVRTHZPD-L 1 &DFEEEEH
XIFCTLAABEEFRENEITOh, BAHEMNICIEHPD— 14 (Niv
olumab, Pembrolizumab, Cemipl imab, sp
artalizumab, PDR-001, Xi&EBI 754091) . )
PD—L1#14xA (Atezol izumab, Avelumab, XiZDu
rbarumab) HiCTLA4HE (Ipi |l imumab, XiETr
eme | imumab) ENEBIFS5N3, £/ PARRICKFENICRIGL
TADCCHEM. KU/ XIFADCPEHEZETHIMEERERE L TR, 1C
D20#i/4 (Rituximab), iHER2#fifA (Trastuzum
ab, XldPertuzumab). iEGFR#/EA (Cetuximab
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[0085]

[0086]

[0087]

[0088]

[0089]

). AiCD5 2%k (Alemutuzumab) FaBFLIENTED

(o)

ADCCI, Fecryl 79 —%HRT 2FFENMBESHME (HIX
(EN K#iBE. 7k, RO/ 07 7 —YV%) HEMNMELICES LARE
ERHELT. TORICY—Fy MIRRORASBEEC THBENEERGE WD
« ADCCHIEI T4 —HETHEINKMEETIEFcYRI ICEF
cYRI I TANPRELTSHY., BERTIEFcyYyRI. FcyRI IAF
cYRIIC, RU'FcyR I | | AZRBELTWS, —H. ADCPIL.
Fclt74—%2RRTI2E8RME (FIAE<TI/O77—Y, FhERE) H
ERMlELLICEE LARGFEZRE LT T0%. ¥—7 v MERRZMERIC
BETAMEANTEERBEWVD, ADCPAIES TS5 < —#lATHZE
KCIHFcyRI, FcyRITA, FcyRIIC, RUFcyR I ||
ADFEIRLTWD,

AFPEOERERMROBERAEIZ. BRIHEEEEEAEDETERAT S
TEHETED, Bz, PABREIR. ARPBOERMERMICE ZEEEZT
BRI RO/ XUEE. H2WIEERBICRIHREREE ST 5,

AFPAOERERMROBELAZIZ. ARFRiEEsrabE /MBI EE
FELTERTZIEHTES, ARBOEEERDITIARFHORIICIESR
DAREIEFLIEZ2EMTHREINTE LV (RIHBMEREEL. XL %
ZT7Tany MEEEWD) L. ARFEMRIC. BBEOBHREZMCENTE
5EINTHIW (MBRFEEEERE XRB 7YY MEEEWD) .
== e )

UTICRTHNCE > THARERAZEAFRBICERAT 5D, AREAIZINSICR
EINDHDOTIRABWL, T ThLRWHRIZEKRICEWTEHRENICHE
IREINDED TR,

SEHI1 :HHE RS IRPafifk (clone:hD13_ _H1L3) OHf
5
HErRSIRPafiAhD13 HI1LIKEERAREE2020,013
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[0090]

[0091]

[0092]

17050RFERAKRAGFECEL>THE LA, hD13 HI1LI3IHED
SEECEHFEOT I /BEIIE. BIES 1 RTLICIINTWS,
SER2 YU AS I RPatifk (clone:5C12) QAR

MYIAS I RPaifA5C 1 21RICHRT AHETRHILL L, REICIEW
KY/lzm, XIZgWister>v rOIf (HASLC#) #FEBL .
YTYU9AS IRPaZEHE (Sino Biological#fl) &¢Fre
und ‘s Complete Adjuvant (FIMMZEHME) £EE
LEZBOEBEBREICETHRELAESY MDY UREIEFER LN TY) R—<
ERUCRHW =,

)y REMEE Y RIIO-<YSP2/0—agl4ffE (ATCC:
CRL—-1581) ZRYITFL /) I-ILERICTHEMEL. HATE
RIEBMICHEBLZH D%, RASRAICTUEELL, HRLAENA T F—
ROAOZ—%#@RTZIETE/ 7O—VUNATY K=< %&FEE L1, I
INEBNATY R—<I0=—%BEL. EoNN(T) F—TEEL
BEAWTCY RS | RPaZBREADEAMUAIBEICIMBESE N1 T K—
YDA —=vJ%EHEL. 6C12%&8KkLT,

5C120QHAZ4EIEA#I—RT5cDNAAIEIET 2/, 5C 1 2FE4E
NATYR—TLYTRI zol Reagent (Ambiontt) #H
WCtotal RNAZBEHELA, Chiad SICEHERUVRETEREES
O—R3¥BcDNADEIEESMARTer RACE 5’ /3" Kii
t (Clontech#t) ZAWTEELAL, 5° —RACE PCRTIH
18 L-EERUBREOTELEHE A I—RF2cDNAEZTSRI NIZ7O—
=L, RICEHRVCBEHOTEEHEZI—FTS5cDNADIX I L X F
NEEHIDSY — O TV AR L7z, 5C1 2EHRUBRHET I /BT
iZ. BIBES12RP1 3ICRINTWVWS, SIRPaldbhETIRD
HEMEI WO EIREEKLS, EDCD4 7 -tDHEEEBEMNTHDS I RP
a®D | gVRAAVICERNTIR1 0@, YORATIREBGHNNY VTSSOV
DEWVWTHRLKEEABRONY Y M REIhTWS, ZOkH. S|
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[0093]

RPa—CD470HEFAZHEETRLE NRUTYIVADF—YOTICR
EaED. WENAZIET A IEREC IS K, EERICE MIR%
RELETY MDLRITIRAICRESEZF OBENARIREINTULARL,
SIRPalEv/O77—YvRAMREEW I T0O4 RMRICEET
2T THD, NAIKBEERPARERTEYMOERE. —BHUICRERS
RIOACE NODAKBEMERELZE / V57 NEFTILEBWZFTHEA A
BETHD, LHNALS I RPaD&DIC. BEOREMBBICKIRT 2ENDTF
DHREBENRAETMY 272DI1IC1E. (1) REEEIT VI SERM/NY I T
SUYVROEELETDANAMBKERELLZET IV, RYDAS IR
PallREMER/O2YOS— MIKEZRAWS (2) REFAELYIRICERS
| RPaBEFEEAL. £ MPAMREKEBELLZET V. RUHRE S
| RPaiitdERW2 (3) S| RPafZEMEGFAEEALLREEETY
2, EMCDA 7TEGTAERRIELETDRADAAMBEKERE LYY
AETIN. RUE FS | RPafiifFxzfAWVna, EWolfhdhDAEZEER
WBREDNHD, CDHHB. (2) ICELTE. THIREZRBET 32RERE
TOREEWSEEH, SIRPazZEELAROESRER (THEZHLD
ETHREINE) ~ORELVTERATEETH S, o (3) ILDVWTIEE
HICKEZEL., S| RPaBEGLTFRREDOHELED., MEBIRAEDRE
EHETINMMEANELVWEWSIREA DD, —H. (1) [K2VWTE, ¥
O — MMAEEAWEDY, —BUARTVRETICTIERTRETHDI I &, X
52, TRETEMY -1 »P84 &V O0—VICHEVWT, MDAHIK
PREFIYIRAY MK EOHADRIMBEINTWS (ERARKRE?2
017,/17865338, XldYanagita et al. JC I
lnsight, 2017 (2) 1, 1—15) 2&s, REER
IKBWTHEMTIAS I RPafiff& LTE5C1 20—V EBEL. RE
BHMREFMLA, 5C12I1FT VXS | RPamRICH LEWEEERMML
RS, TOHRMMEEHENS IRPaffAhD13 H1L3MDERS |
RPafiRICN T 2HEEHRMNMEEEARETHD I &AL TVWS, 48,
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[0094]

[0095]

[0096]

CNETICERINTVWAIEHROPD — 1 HFICDWTH, FERREEAER
IKBWTRY AT — MIGEZAVWTEMLTEY., ZORICERKRERTEZ
OMRI\ERINTWS, UELY. iS I RPatb Oy — MuAZRAWE
REFHIM ROCREBHZREOMERRIE. £ MNIBIT2RRAEHAE
AIRETH B,
EhEeF1 : Sacituzumab govitecan (SG). Pol
atuzumab vedotin (PV) ZhFTh&fmERS I RPain
ROBEMEKICNT 2 ADC PIEMH

1—1 ENHREORR

CD47, TROP2GitE FBEMIEHKAGSHIlE, CD47, CD7
bRt fX—Fw M)V /NERamo sfifEAEIN L., PBS T2
%%, PBSTHERBL. £HRER¥EZ M) /Y TIL—FREICTEHRAIL &,
1X108 cells/mLHEYT1T wuLdDCel | Trace Vio
let (CTV, Thermo Fisher Scientific)
mRERML, ER1O00EFELEZ, 1TOmLD10% FBSEZARP
MI 16408t (R10) Z&RML., ERE270Xg, 39EED L,
1OmLOR1OAGKML I1EEEE, 1X106 cel |l s/ mLiICAS
EORT1O0ICBRBLAEOEENMES L THW:,

1-2 I7zx74%—HROAR

SepMate—50 tube (STEMCELL) (CFicol |l —
Paque PLUS (GE Healthcare) #15 mL, “tu
beTHEL. 2% FBS2APBST2EERLALMAZ33. 3 m
L/tubeTEBLAE, EB1200Xg, 1049E=EDILE, PBMC
EEUEEETAYVMITHLWEOmL tubell@N%, 10mL®
2%FBSEZAPBSZHRML. ERE300Xg., 540M@ED L, LER
=%. 30mLD2% FBSEEPBS#A#HML. EB300Xg, 54
BEDT2ZET2E%%ELS, TmMLORobosep bufferic
BMEBLIEOB, PBMCOEMEEE M) /XY T —BREREERIC TR
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[0097]

L7z=s RoboSep buffericTOX1O07#E, mLICADEDIC
AL, EasySep human monocyte Enrichm
ent Kit Without CD16 Depletion (STE
MCELL) fEMWEasySep human Monocyte en
richment cocktail#5X107#ilEOPBMC#H/iY50
L&L7, 4C 100EKR%. EasySep Magnetic
ParticlesZ5X107#ilgNDPBMCH7AY50uLiFmMLL,
4C LBoRRIBE. 2. bmLICARDEELDICRoboSep buffe
ra%iL,. EasySep Magnetilty hL7, 2493 0BEIC
EEZORLA®300X g, 59@E&EDIL. Monocyt eBENZHH
L7 20 ng/mL M—-CSF (PEPROTEC) #&¢TR10%
WML, FEMA225cm2752ICBEL, 37C, 5% COLZEHTF
TTHEEELL, BETHEICEELFERE, EH%220 ng /mL
M—-—CSFZEZUHELR1 0L, IBE1 1 HEICEELEFER
X, 20ng/mL |IL—10 (PEPROTEC). 20ng,/mL
M—CSF%Z2CR10%ZABML. ISIC2AMBEERELE, 1 3B%&. 21t
FEINAT/OT7 7=V TmLOTrypLE Express (Lif
e Technology) &ML, 37C 1049BKIGE. FEELE
o R10%Z23mLAEMLEULEZ, PBST2E%E%EK. 1 X106 ce
I 1s/ mLICABEDICPBSICEBRE L, BEARELTI ul 1
06 cells/mLODCel |l Trace Far Red&A® (The
rmoFisher) %ML, EE1TO09B#®ELS, TOmLMOR10
ZRML. 2R3 00Xg, 52@=EDOLAL, 1OmLOR1OZRML, &
S5IC1E%E%E%. 1X108 cel ls/ mMLICAZELIBERBLAEEDE
I7x V%9 —HigE LTRW,
1—3 ADC PEEOF
96NUERA /7B 7TL—MI, BE1 wg / mMLEABEDIR1O0
THMLESG, BREO. 2 ug/ mMLEAZEORTOTHRLAP
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[0098]

[0099]

[0100]

V. . BETOug,/ mMLERZEIRTIOTHRLAZE MEIRS IRP
affift (clone:hD13 H1L3), AAE-FYPOVYasr—te&
E MBS | RPaEOfHA. SIWER CKBREICFRLAAZEIY MO
—IVE%Z100 wlL/ DxiEMULE, 22, 1 —-2THEELAEITT
45— E 1 — 1 THRELAEMNMREZIESERICS50 wl /7T DR
MmL. 37C. 5% CO,XHTTA4EBEL/L, 2R 510Xg. 3
DENED. LERE%. 200ul /I OFACS bufferTHh
%L1, TDH%1XBD Stabilizing Fixative (B
ecton Dickison) Z50 wulL /DI THML. #HEZE
ElLl, BELAMBEZ7O—YA14 M XN)— (BD LSRFortes
sa X—20,/BD Biosciences) ICTEHLE, CTVEE
MMRESAME, Far RedBMiilea~/nr7—Y&EhThE
FEL, B, CTVRRMENDFar RedlgtoMilaz~sO77—
JICEBINEPAMBEEEE L. ADCPEN (%) 2XRATEH L,
ADCP (%) = (CTVEMENADFar RediBtn#pEs CTVE
MOMRBEFE) X 100
Bonk-ER5*GraphPad Prism 9. 1. 0 (GraphP
ad Software) THHfL. KEtMEHMZSAS System R
elease 9. 2 (SAS Institute) TEELL,
BM8ICRT®Y. SGIFCD47&TROP 2L FBEMAEKAGS
HMRRICHLADCPEMEZRLE, I5IC. EMEIRS | RPafnfEAh D 1
3 HIL3HAICE>T., ZMWADCPEMEAEBINA, RARRICKIC
~IEBY, PVIEFCD47&CD79bEME hS—Fy K V/ERam
osHiREICH LADCPEMZSRL. EMEIIS | RPafnAh D13 H
TL3IHAICLE>TZEDADCPEENEEINAE, Paired t—t
e s t [ICTHEEENZ1TV. PER/NMIKRLUT4TESEHL. P<0. 05
(BRRE) BB & L,

[0101] E4ef2 : Trastuzumab emstasine (T—-DM1) ¢&
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[0102]

[0103]

e S | RPakOEMEKICNT 5ADCPEN

2 -1 ZERMRORAS

CD47. HER 2Bt MO AMBKS K—BR—3fil@%EUX L.
PBSTI1EM%%. 5mLOPBSTEHERBL. £HMKE Y VT
I—EBICTERILE, 1X108 cells/mLdHEY1T uLdCe
| Il Trace Far Red@RZZNENARML. ER1 0DHEHE
Lo 20mLOR1O0%ZKML. EERSPEHRE L. TOREDLL. 1
OmMLOR1OZRMULIMEESE%E, 1X106 cel ls/mLICA3&L
SRT1O0ICEBRBLAZLOAZENMEE L THW:,

2—2 IJxV%5—HRROAR

SepMate—50 tubellFicoll—-Paqgque PLUS
#Z15 mL/ tubeTHEL. 2% FBSE2BPBST2/F&HMLEL
2M%34 mL tubeTEELAL, ER1200Xg. 1 09E&ED
L7ze PBMCZESLEEEZTAYMITHLWEOML t ubell[Oix
L. 10 mLD2% FBSEZEPBS#EZHZML., EE300Xg., 84
BED L, EERER. 25mLD2% FBSEEPBS%&RML.
B300 gX5=mHWIBEELNTAIET2ME%E% L7, TmLDRob
osep bufferilB®BLAEDSE, PBMCOEMBEHRE M) /YT
IN—EBEHRHERICTE AL, RoboSep buffericTHXT
O#if8,/ mLICARBLDICHASEL. EasySep Human mono
cyte Enrichment Kit Without CD16 D
epletion{fi@@WEasySep human Monocyte
enrichment cocktail#5X107#iBBOPBMC#H7/Y
50ulLFHmlLiz, 4C 109EKRINE. EasySep Magnet
ic Particles&ab5X107#IlEOPBMCHYE50uLHEML
7=o 4C bSoEIRIGE. BLEF2. 5mLIZABLIICROobOSep
buffer&zfiflL. EasySep MagnetictEybhlLE, 2%
3OMBICEBAEINLAE®%E1200 rpm. 59B=0L. Monoc
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[0104]

yte@NESBWLE, 20 ng,/mL M—CSF#Z2R 1 0%
L. BERA225cm2735RJICHEREL, 37C, 5% COLFKMHTTT
HEEELE, HE7HEICEELLEAKRE. E#H%E20 ng/mL M
—CSFAESUHBRR 1 0IIKB LA, B 1 1 BEICEBLBERE,
20ng/mL | L—10, 20ng/mL M—CSFAES{R10%
AL, ISIC2HBEEELE, 1 3HBIC. 9FEEIhA~Y/7O7 7 —
Ji3mLDTrypLE Express#iil, 37C 159K
%, WL/, R10OZ10OmLFEMLER LA, PBST2[aM5%HE. 1
X106 cells/mLILRZELDICPBSICERBL, EHEBTHRE L
T1lulL, 108 cells/ mMLOCel |l Trace CFSE®A®K (
ThermoFisher) Z&KmML., EB109EFELL, 20mLOD
10% R10%Z%&mML. EESOFEFHELRL, 1200 rpm. 59E
ZOL. TOMLORTOTIE®.SEE, 1X1086 cel |l s/ /mLIiCA
2LEO5BRBLELEDEI 7z 7Y —HilBE L TAHAWE:,

2—3 ADCPEM4HOHIM

96 NUEKEYA /B FL—MIRT1TOTHERLAEE ME#LS | RP afilk
(clone:hD13 H1L3) swkay brao—ILiE%E50 uwl
SO TIVEMU, RIC2—1OAETHRELCENMIEEZ50 wl /D
TITORMLE, HWT2 -2 CTHRABLAZI V79 —#E%E50 wul
SOTINTORML, BEICT-DM1ELLIEIAY hO—ILADC%A50
wl/ DxIHEmMLi, 37C, 5% CO,FUTTARERELL, =
B 1500 rpm, 2-39@&EMHOL. EFZRER. 150ul D
IID2% FBSEHEPBSTHELL, 50 wulL ./ Dz)LD1XBD
Stabilizing Fixative#zhimlL., filgEzEEL,
BELiAMEs70—1 X r)— (Attune NxT,/Therm
o Fishcer) ICTHEHLE, Far Redg4HEs»AMAE.
CFSERBMMREZ~Y/I/O77—YEETNETNER LA, IHIC. Far
RedGMENDCFSERFEOMEEZ~Y /O 7 —JICERINENAMEAE
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[0105]

cEEL., ADCPEM (%) #XATEH LT,
ADCP (%) = (Far RedBEMNDCFSERMOMEIE Far
Re diFIEDHMEE) X 100

[0106] EBonf-#ER5GraphPad Prism 9. 1. 0 (GraphP

[0107]

[0108]

[0109]

[0110]

ad Software) THBHL. BEEHT4ASAS System R
elease 9. 2 (SAS Institute) TEELL,

B1O0IKRd@EY., T-DM1idk FEAAMREMKS K—BR— 3H#ifAIC
YLADCPEM.ERLE, I5IC. EMEAS | RPafifsh D13 H

1L3HMBICE>T, TOADCPEMAERINSL, Paired t—
t e s tICTHEHRTZITV. PERNMNMIRUT4AMTREEHL. P<0. O
5 (MAlkkE) 288 & Lk,

EhEfl 3 - mEEsAR (1)

YVR: GIEBMOMMECE7TBL/6JTVR (HAFv+—ILR - Y/N—
) ZERICH L,

AE, STER : BEEORBRUVEREZEFATIIN/ FR (KAE# I
YhI) TITEBIC2EAEL. BEHARE (mm3) Z58 Lk, SERIEU
TICRTEBY,

EEAEE (mm3) =0, EXKRE (mm) X [E (mm) ]2

National Cancer Insittute (KE. Mary
land) FYBEINETT AKREBENAMEKMCI S8IZL MOTAILR
NJH—BAVWTCEMTROP2EGEFEZEALLMC3I8-hTROP2
AR\, COMBEIEMBEELICENTROP2EHEARIREL TV
s MC38—-hTROP2ilg=LEBEEKICEEL, 0. 5X108 ce
| 1 s%#C57BL/6JYVXDARAEETICHEL (Day 0) .
ABRICERBFRELREICBEAICESITEERELE (Day 4) . k-
EYAvTa75—bERS | RPafEDHAEICKK., Sacituzum
ab govitecan (SG) #10 mM Acetate Buf
fer, 5% Sorbitol, pH5. 5 (ABS) ZBHWTHIRL.
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[0111]

[0112]

[0113]

[0114]
[0115]

3 mg/kgDAETDay 4IlEt1EIERIKAKZS L, FLMS |
RPafiifk (clone:5C12) Z£HBRAKTHERL, 10 mg/
k gDfECTDay 5. 8ICEH2MEEMERES L, HFRBEOMICS G,
XIZHS | RP aiifcBHKEE, RUABSEEERIEKE®RELAOY MO
—J) (Vehicle) BE5RERE L, REFEOTIVRARKIL8IEE L,
Day 14 FTEBKREEZRNE LK,

BREE1T 1ICRY, M1 1 ARTESHABROBEEZRLTVWS, M1 1
B CRBKSEHIISITHIH BRI OEREEEEHBRZENETNRLTS
Y, MtECEEAE (mms) | EEIEEEBEANSORKETRLTWS,
Day140DKRRICBEWVWT, SGEHS | RP ainkDHAEISRHMAVG
BEEWRERL
Eefl4 : mEEER (2)

vUR: 6BROMEBALB, cv9 X (BALB ¢ AnNCr |
Crlj) (BRFv¥—ILR - J/NN—%t) ZREBRITHL

HE. FtEX  EEORZRRVERZEFRATIVIL/ FR (KXE#X
Y h3) TUREBIC2EREL. BEAERE (mm3) 58 L7k, SEXIEL
TCRTEBY,

EEEE (mm3) =0. BXRE (mm) X [BE (mm) ] 2

American Type Culture Collectiontt
JYBALLTIZAKRBNAMBEKCT26. WT (CRL2638) ICL
VFILINARG Y —EFAVWTCE NHER2EEFAEALLCT 26, W
T—hHER2#lEZAWE:E, COMBIMBEEKELEICE NHER2EHEZHR
WLTW3B, CT26. WT—hHER2#ila%PBS (—) IC8BL. 3
. OX10¢ cel |l s®#BALB cvIXDERESRICKTHIEL (D
ay —6). 6ERICESFELAEICEEBICESTEERELL (Day

0) . T-DM1 Z4EBEI/BKTHFRL, 10 mg  kgDHETDa
y ORUG7ICEI2OIE#IRAES Lz, S | RPafifk (c lone:
5C12) Z4£ERIEKTHMRL, 10 mg  kgdDFEETDay O,
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3. 7. RU1 OICEH4 CIfERIERNIRS L7z, £/ T—-DM1, XIEHMS I R
PoaiiaBHgt, RUCEBRIBKERS LIV MO—IL (Vehicle
) BAERELL, SBEOTIALE6MCE L, Day 14 EZTEEHES
HE L, SBEFEHARBEOLLRIE, Dunne t t BISERICTITL,
PlEIE/NEARUT4MTREE L. P<O0. 05 (BAKE) 2688 & L.

[0116] #HEREX1 2IIR7, M1 2 ARMESABROBMEELRLTVWS, 12
B&CIERIREERICH T DA, LEXKBOEBERGE TNETRRLT
Y. HEICEREE (mm3) | BEHIEERFONLRSE,MSOHBERL
TW?, Day 1 4MBERICEVNT, T-DM1 &#S | RP afitiEknHA
BEthzThoBH LY EBRICEBhNEFURERLE

[0117] EHEFIS5 : MEERR (3)
TYAKRBHAMBEKCT26. WTHWET I AKBHIAMEKEMC 3 8
WKLY FIANARGY—EBHAVWTERNNECT IN-4B8EFEBALL
CT26. WT—hNECTIN—-4=HWIMC38—hNECTIN—-4
MEERAWS, hNECTIN—-4DRDYICEnfortumab ve
dot i nPMEETEZIEN TR >LTYIREEMDFASNECT
IN—4 (WnNECTIN—-4 |75A N90S) #REIEZIES
Hb, CNOOHMBEEBALB cHWICE57BL 6 JTIRICKTH
L. Enfortumab vedotin&HiSIRPa#ik (clo
ne:5C12) Z85_L. ZOHABZTET 5,

[0118] LILORBERNS., AXKBICRIAE-—FYI Va5 — ML 7S |
RPafifAEBAEHINTHEIND I &ICLY, TRENROEFLY B
BNmERESRERT I ENREINE,
BESERZ ) —TF R b

[0119] EL5I&ES 1 : E MEIS | RPafihdh D1 30O hH1EHDT X
BEHES2 : EMEIIS IRPafiiAh D1 30D hH2EHDT X
BEHES3S : EMEIIS IRPafiiAh D130 h L 2EHDT X
BEIES4 : EMEMS IRPaiikh D1 30DhL 3REDT I

=

[l
[l
[l
[l

B e e

oS
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BEHESS : E MEILS | RPafiiiAh D130 h LABREDT I /BT
& S6 : ¥XS5S I RPa#fkcD13 CDR—-—H1DF7I /BT
BB ST7 : ¥XS5S I RPa#fkcD13 CDR—-H20D7 I /EEET
i
i
J

BHES8 : ¥ XSS I RPaiifAcD13 CDR-H3®D7X (iRl
fR5EE9 : ¥A5S I RPalifkcD13 CDR-L10OF7I/BERY
BB S10: ¥X5S I RPakifkcD13 CDR-L20D7XI /B
ol
BESES11 :¥4X5S I RPaifdcD13 CDR-L3OD7I/BE
ol

oy

[l
[l

&S 12:5C12HYIRAS | RPamFEHDT7 I /E
BIBEE13:5C12HYIRXRS | RPaABREDT7 I /R

oy
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[55KIA1]

[553K1R2]

[553KIR3]

[55K1R4]

[E53KIR5]

R K DEH

nE-—FEYarvasr—hrE&, S | RPafmifFcd, AEDIHN
THRESINZ I EEFHETI2ERMERMTH > T,
ZmMAE—FEPIrTas—hKE Sacituzumab govi
tecan, Polatuzumab vedotin, RUTra
stuzumab emtansinehdbRBZEISBERINDL
ThA—DOME—EMI VY2 s - ThHD. EEERY.
ME—FY 2> Vas5— kA, Sacituzumab govi
tecanT®hd. HREICEHOERHENRY,

HAE-8YPA3 a5 —bD, Polatuzumab vedo
t i nTHD. FKRETICKEEOEZREMERHRY.
-3y Yasy— kN, Trastuzumab emta
nsineThd, FHEKRIEIICEHOERHENR,

S | RPafEAUTD (1) A5 (5) OWwTFhh 1IRICES
OMFETHZD. BRE1HS40WVWTNIH 1 HICEEEHOERMERY
(1) BEIBESTICBWTITI/BRBES205E4 6 6ICEHDT I
JBRINLRZERERVCEBINESLICEVWTTI/BES215E
234 LEEDOT I/ BEIINSRDIBEHESZATRITNE ;

(2) BEIBSTICBWTITI/BRBES205E4 6 6ICEEHDT I
JBRINLRZERERVCEBINESSICEVWTITI/BES215E
234 LEEDOT I/ BEIINSRDIBEHESZATRITNE ;

(3) BEIBES2ICEVWTTI/BRBES205E4 6 6ICEEHDT I
JBRINLRZERERVCBINESIICEVWTTI/BES215E
234 LEEDOT I/ BEIINSRDIBEHESZATRITNE ;

(4) BIBS2ICEVWTTI/BRBES205E466ICEHDT I
JBRINLRZERERVCEBINESLICEVWTTI/BES215E
234ILRKBOT I/ BEINLLRIBREEZATRINGE ; RV
(5) (1) BE (4) OWED, EFEDIVKRFVILKRIRD ) & V5
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[E53KIR6]

[553KIR7]

[53K1R8]

[553KIR9]

[55K1R10]

BERIAN]

B RIR12]

EANREKLTWBHIE,

nE—FYarvyasr—hr&, S I RPafifsd, ThEhiIE
OHEHFNBMKDE LTEEIN. BARICXIZELQZREICIESE I
2EERHBETIEREIALEOWVWT NN 1 IHICEHOERME/K
.,

HAMNA. BHRA. KEBEDPA. FINA. BEDNA. BRIRIA. BR
EBEAIRISA. HENA. R—Y v ME. EENA. BRI A.
MO A, BILLRD A. TENARE. BRI A. FFHEESA. T
B2ENA. KEER. #RBE. RES. FRER|A. BES A, BO
DHA. VUNE BILE. RUBHERBRERENSRIELYE
RINDDBLEEE—DDBEDHD, FBREIHMAS6DVTNHD
1 IRICECE D E RN,

nE-—FEYarvasr—hrE&, S | RPafmifFcd, AEDIHN

TCHREEVEET2ERICHREIND &2 HHE T 2BEAETH
2T,
ZmMAE—FEPIrTas—hKE Sacituzumab govi
tecan, Polatuzumab vedotin, RUTra
stuzumab emtansinehSABZEISBRRIND
WFNDA—DOME—FEYPI V25— N ThH . BEHE

ME—FY 2> Vas5— kA, Sacituzumab govi
tecanThd. BHRESICEEHDEBESE,

HAE-8YPA3 a5 —bD, Polatuzumab vedo
t i nTHD. FKRESICHEEBDAEERGE,

-3y Yasy— kN, Trastuzumab emta
nsineTdHhd. BEKRIESIEEEDEER .

S | RPafEAUTD (1) A5 (5) OWwTFhh 1IRICES
OMETHZ, BRESHL 1T 1OWTIH 1 IHICEEERDEBERE :
(1) BEIBESTICBWTITI/BRBES205E4 6 6ICEHDT I
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[55K1R13]

[55K1R14]

[553KIR15]

JBEINSRZEHRVEBINES4ICEVWTTI/BES2 152
23 4ICEREOT I/ BEINHNSLDDIEHEEEATRDINGE ;

(2) BEHESTICBWTTI/BRBES203E4 6 6ICEKEHDT 2
JBEINSRDZEHRVBINESS ICEWTTI/BES2 152
23 4ICEREOT I/ BEINHNSLDDIEHEEEATRDINGE ;

(3) BEHES2ICEVWTTI/BRBES20E4 6 6ICEKEHDT 2
JBEINSRZEHRVBINESSICEVWTTI/BES2 132
23 4ICEREOT I/ BEINHNSLDDIEHEEEATRDINGE ;

(4) BEHNES2ICEVWTTI/BRBES20DE4 6 6ICEKEHDT 2
JBEINSRZEHRVEBINES4ICEVWTTI/BES2 152
23 4ICEHEBOTI/BENNSLIBHEZATRZNE ; XU

(5) (1) BE (4) OMED. EREANLKRFUILRED ') & V%
ENREKLTWBHE,

nE-8YParvrasy—hr& ;S I RPafmfkd, TNEhBIE
DOHFNUEYRTE LT2EIN, AFICXIEERSERAICKRESN
22 EERHETREKRESHL T 20WTHhb 1 IHICEEHDEEA
%o

HADNA. BHRA. REBEDA. DA, BENA. BERENSA. BE
BEAENA. BENA. R—Y v ME. BESA. RIS A,
BN A, BIIRNA. FENLARE. BEINNVA. FHREISA. F
B2ENA. KEER. #RBE. RES. FRER|A. BES A, BO
DAL U UNE B, RUSHEMREREFNSLDELYE
RINZDBRLEE—DDBEDRLHOD, BFRESHML13DWVWThH
M 1 IRICEEEDEE T E,

PE—FPA V17— b EHBEDINTHREIND L 2/HH
ETBMS | RPafiifdTH->T. EMBFE—EYPI> U5 — M
Sacituzumab govitecan, Polatuzum

ab vedotin, Kt'Trastuzumab emtans
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[55KIR16]

[E5KIR17]

[55K1R18]

[55K1R19]

ERIH20]

i NneMSAZEINLSBRINIVThA—DORE-—FYOI VY2
J—hTH3, ;1S | RP affik,

RE-FYPIvVayr—hrH, Sacituzumab govi
tecanThd, BFRKE1SICEHDINS | RP anfk,

HE—FYPavTasy— D, Polatuzumab vedo
t i nTHD. BEKIESICEHOMS | RP afilh,

HE—EWav a5 — kA Trastuzumab emta
nsineTdHsd. FKE1SICEEHDIMS | RP afilk,

S | RPaEALUTD (1) 5 (5) owgdhnh 1IEICEEE
DRETHD, FRKE15H,-518DVWITFhr 1BICEEHDNIHES | R
P otk :

(1) BEIBESTICBWTITI/BES20HE466ICKEEDT I
JBEINSRZIEHEHRVENESLICBWTTI/EBES21HE
23 4ILEEOT I/ BEINNSORIBHEHLZZATRINNE ;

(2) BEIIBESTICBWTTI/BES20HE466ICKEEDT I
JBEREINSRZIEHEHRCENESSICBWTTFI/EBES21HE
23 4ILEEOT I/ BEINNSORIBHEHLZZATRINNE ;

(3) BEIIBES2ICBVWTTI/BES20HE466ICKEEDT I
JBREINSRZIEHEHRCENESSICBWTITFI/EES2 1 HE
23 4ILEEOT I/ BEINNSORIBHEHLZZATRINNE ;

(4) BEIIBES2ICBWVWTTI/BES20HE466ICKEEDT I
/BRI SRIERERVENES4ICEVWTTI/BES21HE
23 4ILEEBOT I/ BENNSRIBHEZEZATRINME ; KT
(5) (1) BE (4) OMED., EFEAILRFIVILRHDY > V&
EAREKLTWBHIA,

ME—FEYWarYalr— e S | RPalFd, ThEThilR
OHEHFNBMKDE LTEEIN. BARICXIZELQZREICIESE I
PIEERBETREKREIEAL T 9OWVWTIAN 1 HICEHRDOIMS
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[55K1R21]

| R P afifk,

HABA. BHRA. KIEEDA. FIDA. BEDA. BERIRSA. BB
EBEAIRISA. HENA. R—Y v ME. EENA. BRI A.
MO A, BILLRD A. TENARE. BRI A. FFHEESA. T
TEMNA. KEER. SRBE. REE. PREIA. WES A, BBO
DDA VUNRE, AR, RUOBHEEKREEENSRBELYE
RINDDBLEEE—DDBEDHD, FRE15M52000WT
M 1IRICEEH DTS | RP afifk,
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[&41]
BARE L hH1OY S /B

MEHLWEFLLLVAAPRWVLEQVOLVESGGGVVQPERELRLSCARSGFTFESDYCMIWVROA
PGEGLEWVASISSSSSYIYYADSVKGREFTISRDNSENRLYLOMNSLRAEDTAVY YCARR
YYCFNYPFDYWCQOTMVIVSSASTRKGPEVFPLAPUSRETSESTAALGCLVEDYFRPERPVT
VEWNSGALTSGVHTF PAVLOSSCLY SLESVVTVESSSLETKTY TCNVIHKFSNTRKVDER
VESKYGPPCPPCPAPEAACGGPSVFLFPPREPKDTLMISRTEFEVTCVVVDVSOEDPEVOEN
WY VDGVEVHRBAKTK PREEQFNETYRVVSVLTVLEQDWLNGKEY KCKVENKGLPSSIERT
ISKAKGQOPREPQVYTLPESQEEMTRNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTT
PPVLDEDGSFFLYSRLTVDKSRWOECGNVESCSVMHEALHNEYTOKSLELSLGK

DOTEA (L1 8) WA (20-139), BN (14046
6)

[Eg2]
FRHsmE2 c hH2O7T I/ EEN

MEHLWPPLLLVAAPRWVLSEVQLVESGGGVVOPGRSLRLECARASGFTFSDYGMIWVROA
PGKGLEWVASISSSSSYIYYADSVKGRFTISRDNSKNTLYLQMNSLRREDTAVYYCARR
YYGEFNYRFDYWEQGTMVTVSSASTRGRPSVEPLAPCSRETEESTAALGULVEDYERPERVT
VSWNSGALTSGVHTFPAVLOSSOLY SLESVVTVESSSLETKTY TCNVDHEPSNTRVDER
VESKYGPPCFPCPAPEAAGGPSVFLFPRKFRDTIMISRTPEVTCVVVDVSQEDPEVQEN
WYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLEQUWLNGEKEYKCRVSNKGLPSSIEKT
ISKAKGOPREPGVYTLPRPSQEEMTKNQVSLTCLYVEGEYPSDIAVEWESNGOPENNYKTT
PRYLDEDEEFFLY SRLTVDRKSRWQEGNVFSCSVMBEALHNEYTORSLELSLGK

DTS (1 —~19), a0 (20—-139), e (14048
6)
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[E43]
BESES S hl 27/ BRY

MVLQTOVE ISLLLWISGAYGAIQLTOS PSS LSASVEQRVTITCCASKSVRTYMHWYQOK
POKAPKLLIVSASNLEAGVESRFECSGSGTRRTLTISSLORPEDEATYYCQQSNEPRPYT
GQGTKLEIKRTVAAPSVFIFPPSDEQLK9“TB@VWPLLNWFVDREﬁKVQWKV NALOSG

NSOESVTEQDSKDSTYSLSSTLTLSKADYEXHKVYACEVTHOGLES PYTKS FNRGES
AT (L —20), WEER (21 -127), &%HEE (128-22
I’

[44]

BlAIE S 4 WL 3O7T 3 ) B

LOTOVEISLLLWISGAYGDTOLTOS PSS LSASVEQRVI ITCOASKSVRTYMHWYQOK
PGROPKLLIYSASNLEAGVPSRFSGSGEGTDFTLTISSLOPEDFATYYCQOSNEPEYTE
GOGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFY PREARKVOWEVDNALQSE
NSQESVTEQDSKISTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTESFNRGED

HFIVERA (12 0), VAR (21 —127), Ess (12823
4)

[E5]
BEARES - h L 407 3 2B

MVLQTQVFISLLLWISGAYGDTVLTOSPDSLAVSLOQRATINCEASKSVR TYMEWYQUK
PGOOPRLLIYSASNLEAGVRSRIBESESGTDFTL T IS SLQARDVAVY YCQOENEPRPYTE
GQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG

NEQESVIEQDSKDSTYSLSSTLTLEKADY ERHKVYACEVTHQGLSSEVTRKSFNRGEC
PAFIWESA (1 -2 00, alHE ( =1 27) ERHE (12823

4)
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[E6]

BlAlES6 D13 CDRHIL

GETESDYGMT

[l
e

P
»
"
)
o ae)
e
i

BAEE 7 D15
SISSE858YTY

RAEES D13 CDRHES
RYYGENYPEDY

BiAES 9 D13 CDRLL
GASKSVRTYMH

BIsERE10:D13 CDRL2
SASNTL.EA

AN 1L D13 CDRLS
QUSNEPPYT
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[B47]
IR L 2
T UAS IRPalitkpC12_ mlg
e

Gl _D265AOEREBOY I/

MKELWFFLLLVAAPRWVLSEVOLVESGGELVQRGES LKLSCAASGFTFSNYDMAWVREQA
PTRGLEWVASTSTRGGSSYYRDSVEGRFTVSRDNAKSTLYLOMDSLRSEDTATYYCARH
PEDYFDYWCOQGVMVTIVSSAKTTPPSVY PLAPGSARQTNSMVTLGCLVEGY PPEPVIVTH
NEGSLSSGVHIFPAVLOSDLY TLSSSVTVES STWESETVTCNVAHPASSTRVDERIVER
DCGCERPCICTVPEVSSVEIFPPKERDVLTITLTRPKVICVVVAISHDDPEVOFSWEVDDY
EVHTAQTQPREEQFNSTFREVSELEIMHEQDWLNCGKEFKCRVNSAAFRPARTIERTISKTRG
REEARQVYTTRPPPKEQMAKDRKVSLTCMITDFFPEDITVEWQWNGOPAENYENTQRINDT
DESYFVY SKLNVOKSNWEAGNTFTCSVLHEGLHNERTEKSLSHSPGK
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