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DHZBEATIE. FIaE, EBBEICAVDE NOEDOY TH1 FiE 1 g G
183220 TES, B2 MFF] & FRBELVCCDRMLMR
ZALEEHALOCICERBEOWMAE HICE MAKICEHET 2K EEKRT
%, £ MAEOHMRGBELLIERYT 2 BN TREALZNE - EYESHEOR
RBETRIEHTED, T, AR, ZEREMRGE. flE. —ERE
ik, FREZERBEURAETH> TH LV, Tl BRI hHE,
FRIEBEINRETHYES,

[0018] KREBMEETIX, (HMEFHESMMF] Sk, MEANOREESES MR IR
HEO—EEBKRT 2, MRBEEUENAIE. AEAORAEOEHATEEEEL
CRBEAZEEBELZIETORFEEAD 2, MEBEUEHRAIE. #4351
FEEMINTOWTELW, MEEEMERAE LT, fIZXIE Fab
. Fab’ | F (ab’ ) ,. FvABFONID, . MABEEHRAICIE
BRI YEEISNAEAREIEBENSEEY BIAE. scFv (
BgEFv) . ¥47RT4—, scDb, ¥¥FhscFv, O4vTy
NR=Bl sc (Fv) , (88 (Fv) ,) %) OBEEETS. TOMON
EDO—E) 2ZATVWTELIL, DL D AAOHERESMNAIE. HIC
REINBRVWAFIZIE. MEEERTRELTEDZIENTES, flaE.
MEE/RRL VU THIETEE, FabiaB22ENTES, HDWE ik
HERTOUTHETSZE, F (ab’ ) 2822 ENTE ChEILHIE
TTdEFab’ &#83ZENTES, ABPHEETIEHIO LD BRAKORER
EEMMAEEBWDEIENTES, scFvIZBWTI., VLEUVHAA
TORYRTFR) VA—TEZEIN, TORKERA UCRRFEEIHIFI
nNE3, VLERUVHIE, NKRFHRASVHRUVLELEVLEFVHD



WO 2022/114163 29 PCT/JP2021/043538

[0019]

[0020]

[0021]

IBECEREINES, Yoh—lE. 10~25F7I/BREEODRIEZAL.
TV VESBILEH, KAEESH2EMNTEY VP N AZVREDT
T/BEESATVTE &L,

APRMETIH., HEEEEHI (ka) 840 MEEEEEHI (kd
) LiE. 2HFORABHERBICE T I2EEERTH D, kad LUk dik
. BEEICAMOERTHY ., BERMORM. AIAE. RETSIEVH
BEEAVTRET S ENTED, MEORHESHEBER (Kp) 13 kd/
k aTkODOND, JulFid, EMoFICELT, HIZAEFE. 1 0-7"MIUTF, 1
O-8MELF, 10-9MELF, 10-"°MBAF, 10-""MIF, F/Ik10-
M TOKEZE LGS,

AEFMETIE. BHEEMENEL (FLEEWV) & BRISGEKES
52E%BHKRL. BIAIE. KpfEDHEEMICNIWT EEZRIKT 5, HBHEHA
ATV (FLEW) &k MRICBEAT 258K L., BAEN
HORER. fIXIE BEEFIMERETHZFEICE. 78— A4 XK
—ICL YHIRICES LEBERFOEHEORETHYFD,

REMIETIE. HER 2 (FkIZZ0MTH) IKHEEY 2HFiE. HER?2
(FITZOME) IKRENICEAT 2R THYEBZ, TITRHRENEIE
L MODF MOBEOHF. BENR, MOBMZZ T, FkiTEM
ZRITTVWRVWSTF) ICKEET2EOBERMMELYE. HESNhESF (
BzE, HER2) ICHET2BMOBEHRMUENBVW EZ2BKT 5, FE
MICIEE T BHkIE, FIaE, HER2ICRHLTTO-"MELT, 10-8MLL
T, 1T0-°MIAF, 1TO0-1OMBLF, 10-1"MBF, F/&IE10-12MUUTF
DKEZB LTS, BEBEMMEOBEDCSHRRTIE, HER2IINT SHEEH
FElE, KpfEICBWT, 2480k, &b, 44, 5/&UE, 64U
Eo 7TREME. 8L, 9fEME. 10 E. 100/ E 1, 00
O E, 10, 000 L, /413100, 000 E, FTRTEE
TRIEEFOVWTIANINT 2RBEHRMELY LBV OTHY RS, BE
HAEDORIEIE, MEAENICERAE=THYES (fIzE, p<0. 05,



WO 2022/114163 23 PCT/JP2021/043538

[0022]

[0023]

[0024]

p<0. 01, p<0. 005, FklFEp<0. 0001),

ABRMETIE. TRE-—FYESE] (ADC) &l MAEERYEIE
fm (Avyaly—h) LEYMEZRRT S, ADCTI., A& LTEE/
JO—FILRGFELEZTORE/BE 7S/ A Y MEFICAVLNES, A
DCTIE. E/70—F A EEYEEERY VH—2N L TERKIE
B52ENTED, ADCIE. HIBEELDERS (BIAE. SEASEDEER
VRV E) ILREEL. TVRYA M= ZAPA VI —F T4 E—2a Vil
LY. HMBERICERYAZN, MASTYBEIh THERICREI NS, iR
NTHAEEE ORICHARMY Y A—2EALTH I & T, MR, f
ZEIYRY—LATY) v H—4BERIEEYEREAHISTE I THEE
RICKREIEZZENTRETH D, EYE LT, MIRESHERAVD XY
PEEINHEEEBIEZ A TETH S, MIEEBERIE LT 1t
BHEGEE. BEMERAMA,. BLUBREAVDIIENTES,

ABMEETIE. THER2EMIEHI] &1&. HER2ZFAIFZORRAICH
TEIR/EDT BIRIE. HER2F LLIZZOMRICHEAET 2kEid®
OMEREHE S L RUBREREMNFZSCHMEI VXV E) 28
H# HER2ZZODEWE LT, ZOERMEELZEFEZER®RT 5, HER
2REMIERIE LTIk, Bz, HER2FAIZZDWAICEST2HEEL
CIEZTOMBHEALMBE ELEINSOVWThAE SRR BTSN S,
¥, ADCCEMEZETIMABHRTHYED, EXIZ, HIAIE.
BEFITHYED, EXILE L, MRESEEHE2ETMIE B ZE
MR (B2, THE. NK#EZ) ) ThHYES,

AERMEE T, B8] &, VARREE (RNA) 8LUT7FF2 )R
B (DNA) REDX VLA F RN ER>ERTFEERT S, YV VE
I&. DNAICLYO—KEN, mRNAMNSEIERI 1B, VNV EETO—
K$2DNAIK HEES (BIXE. 7OE—%9) SFHTRICERIES
ZENTED, T, HIEHENEFEITRICER LAY /N0 EEZI—RT
5DNAR, BEFRIENISI—IHATNTVWTH LWL, VR JE%ZO



WO 2022/114163 24 PCT/JP2021/043538

[0025]

[0026]

—F3F2ZDNAIE. MmRNANSHEEICLYFERHINZcDNATH>T
HELW, VRV EBEI—-RTZmRNAIE, 5 RiFIKm7GF+ v %
BLTWTEL, 37 KRmicRY (A) HZ2BLTWTELW, VNI E%
O—RITZmRNAIZIEYRY—LIMEEL. MmRNABNSSY VNI ENE
RRIN3,

REEHIZETIE. DAL &iE MIEOHEREERIEEARBHE T2EET
Hd, NAMBEICIE. BATNICENSEDE, MRFELIE) VIR EZBELT
EHICENZ2HDENH B, NADIKRENAHE LT, FIAIE. BRE
BEREIFONS, NADHKREMAH E LT, FIAIE SEnRESHNES
bhd, BFESRES LT, fIAIE MdA. BERSA. BRI A. BRI
BRONA. MDA, IDA. BEDNA. BHA. KIBDPA. FEIA. IR
DA, REDA. FIRRERDSA. WERDA. BENA. BRISA. BEDA.
gD A BBEDN A, KEE. SREES. REERS. OE - ) VER
B, BLUVINLDEBEOHNA (FIZAIE. GBREEREE) HNETFLNDS
o Fe, BMFEEFEE LT, ALK, SMAMK. BHEAMKE. Bk
BRIBIDEE. Y V/\BE. RYF VR, FRIDFUY UNE (BEEES LUN
A4 70L—FR8) | ZRUEESHEE. VLT MNO—4L -0 07 ) vm
fiE. EHA. SHEMRERE. ERERALES L OEHEMRIZET S
Nz, EAMFEE LTE. Bl 2% v/ amE. 2SR
mim. SUSEERNRE. BTk, sUSHEkME. SEREKM. BIKED
HImES L OCRBILEIZEF NS, . BERIEE LT, B4EEE
Bt (FERIBRME) BIE. SMBSEMOIRS LB v/ Ma IRt
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HER 23, ®EHEBEE (| HC) FFELEEAA VYA Fanaga T
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FICBIF2DR<EE 1D, 2D, FLIE3DDCDRE, DK &3#8
5%, 86%. 87%. 88%. 89%. 90%. 95%. 96%. 97%
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A, EBHRE) EICRBELAHERZ2IEARERBEESEZERIBWVWI &N &
YIFFE LY,

AFEBAOTAE & 7213 F OIRES MM F 1.
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Z T, BUECHEREA KX A Uik, FENNAMBES L CIEDAMBICRIRI &
FERTFRFLEGERRTFRTH>TEH LWV, AIRSHEA RA 1 V&, &
FLLIE. BRRTFRTHYBZ, /. InbLOHAKIE. HER 20
BARXAVDO—E (P /BES603~62 2045 M"ohdRIF



WO 2022/114163 33 PCT/JP2021/043538

[0040]

RADHEBICBLTHEEICHRE LTE LWL, £, oAk, A
BB (BAE. LN229#ilE) EICRBELAHER2ADHEAICE L THE
IKFHE L TH LU,

REB OIS F /213 T DRGSR F I,

(iii) BINES: 18073 /BENEZETSHEHECDRI,
BEIES : 19073 /BENZETZ2EHCDR2, 8LV
BIES: 20073/ BEIN42ETZ2EHCDRIEET 2EHITLMRE
ALY e
BESES : 21073 /BENZET2HHECDR 1,
BEIES : 22073 /BENZETZBEHECDR2, 8LV
mHNES: 2307 I/ BEINZETI2ERHCDRIZET Z2RHETLMRE
#ET 2065 L IXTORERESERF ;

(iv) BIES: 24073 /BENZETSEHCDR1,
BEES : 2507 I JBENZETZEHCDR2, 8LV
mIES: 2607 I/ BEIN42ETZ2EHCDRIEET ZEHTLMRE
ALY e
BESES : 27073 /BENZET2HHECDR 1,
BEES : 2807 I /BENZETZEHECDR2, 8LV
mHNES: 2907 I /BEINZ2ETI2ERHCDRIZHFT Z2RHETLRE
#ET 2065 L IXTORERESERF ;

(v) EZB (i i i) OHMMEEHER2 - OBEASICELTHAT AL
LR 2 DIREHEEMERR ; £

(vi) £ (iv) OHEFEEHER2 - OBEASICELTHAT AL
LR ZOMREBEMMATHYRT S, AEAONMGEI LR ZOREHEMN
BridE A, £ (i i i) FkiF (iv) OV eEs1DDOCDRICH
WT. B TI0. A, BLUREDLQBRZIENLBIRINZDRCED
TRIE (BIZ ., 8@, FlxE 2@ 3@, 48, £/4IE5@) o732
BOEE*ET2ARBONAEE T TORREAMFFTHYES, h

s RS

s RS



WO 2022/114163 34 PCT/JP2021/043538

[0041]

SOMEEIE T OMBREEMER A&, NAMRRICH L THENAMIRICK T
LY EROEERNMEER > THELE S, INHOREELIETORE
BEMMEAIE. T LG, FEPAMBELICERIZHER 2ICEARICE
Ri5tEd., BNAMELEICHKRTZHER2ICH L TRENICRIGELES, &
RPAOMBE E- X TORMEREEMERT X, JEE NEMIRAE IE T ORERE
AU THYEB D, FEE NEWIE. FIZIEX BB flAE TURTH
Vi85, ARPEOMBE LI ZOMRBEMEMAIEEA, FELAE FX
SHAEFZLIEFE RFASHATHYE S, ARBFORK I ZONREE
MEBTR I, LYFELCIE. B MeE LR E MuREORRE S A
THYED,

AFEBFOIIKE 213 T ORI A L.

(vii) BES: 140EHALEBOT I/ BEFEET 2EHT
ZEF., BLVEINES: 1 5OBRHTEREOT7 I /BRI 2B T 28H
AEEREE T 2HEE LR TORRBEMENFA ;

(viii) BAES: 1 6OEHITERADT I /BECI =BT HEH
AEMEES. BIVENES : 17 ORETEBEBEOT I/ BESNEET 28
HAZEBAET 27645 L X ZORRBEMENFA ;

(ix) E@B (vii) OAKEHER2 {flxid, HER 2 0HIfEA R
AL VDO—E (FI/BES603~6220%8E) OB RTIFR, F
<IELN22 OHIBEICHIRL/AHER 2} S0OBAICEALTEETSHMEE
L <IEZ DIMEBEMERTR ; F$721F

(x) EEB (viii) OKkEHER2 {flxid, HER 2 0HIpEA R
AL VDO—E (FI/BES603~6220%8E) OB RTIFR, F
<IELN22 OHIBEICHIRL/AHER 2} S0OBAICEALTEETSHMEE
LLIEZDMBRBEHEATHY B S,

AFEBPOMEELIETOMRBEMEI A IEEA. £8 (vi i) F&ik (
viii) OFAEERKICEVNWTHARCEL 1 DOEW, 411, HA. &
VRENLRBENLBIRINDGDARCEE T ULE (BIZE. BE) 072



WO 2022/114163 35 PCT/JP2021/043538

JBOERABET2ARBORKILIEZOREREAUHRAETCHYEZ, H
DRERRICBEWT, RAUEBIHICH ITHER. 0. BA, BLUTREH LA
DENLBIRINDADRCEETUE (BIZIE, BE) OF7I /BOEEIL
CDRLUADEERTHYED,

AFEBAOTAE & 7213 F OIRES MM F 1.

(x i) BBIES: 37073 /BREIEECRTF NIHEET S, ik
b L RZOMRBEMMA THYRS,

AFEBAOTAE & 7213 F OIRES MM F 1.

(x i i) BHES: 81IEEDT I /I %ZETHEHCDRI1,
BLFIES : 8 2ICEEHD T I /BERHN%EETSEHECDR2, LU
RIES : 8 3ICEKBOT I/ BMEH%2ET2EHCDRIEZEFT ZEHA
ZWRE, W5
BLFIES : 84 ICREDT I /BENEZETZHHECDR 1,

BEIES : 85 ICEEDT7 I /BN EETIHRECDR2, 84T
&S : 86ICEKEBOT I/ BEI42ET2EHCDRIEZHFT 2EHA
BHRFEET S ;

BeFIES : 8 7ICREHDOT I /BENEZETHEHCDR 1,

BEFIES - 8 8ICEEED 7 I /B EETSIEHCDR2, LT
IES : 8 9ICEKEBOT I/ BMEH%4ET2EHCDRIEZHFT ZEHA
ZWRE, W5

fRFES : QOIRKEBOT7 I/ BENEHETZ2EHECDR 1,

BEFIES : 9 1 ICEEHDT7 I /BRI EETIHEECDR2, LU
IES : 9O2ICKEBOT I/ BEI%2ET2EHCDRIEZHFT 2EHA
BHRFEET S ;

HES : 93 ICEBOT I/ BENEETZEHCDR,

BLFIES : 94 ICEHDT I /BRI %EETSEHECDR2, LU
RHES : OB ICEKEBOT I/ BEH%4ET2EHCDRIEZHFT ZEHA
ZWRE, W5



WO 2022/114163

mRHES
mRHES
mRHES

9 6ICEEEDT =

9 7IEHEHDT

9 8ICEEEDT =

BHREEET S ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

9 9ICEEEHDT

5 TIC

102(C8kE&EHDT
103ICEEHDT
104(C5kEHDY

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

105 (CEEHDT X

106ICEEHDT

107ICEEHDT X

5 TIC

108ICEBHEHDT I
109IlEHEH;DT I
110ICEHDT

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

11 1(CEHODOT

36 PCT/JP2021/043538

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaET2RHECDR3IEZAET 28

/BN BT BHEHCDR 1,
100ICEEHDT
10 1ICEEHDT

I /BENEETBZEHCDR2, BLU
I /BERS%AET5EMCOR3%ET 5EH

X BB AE T HEECDR 1,
/BB AETHIEECDR2, LV
X BB AETLIREECDRIAFT HEEHE

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H

o %z=8E92EHCDR 1,

~
-~
-~

J B8
11 2ICBHO7I/BEIEESTZEHCDR2, LU
J B8

11 3ICEHDT7 I

5 TIC

1141C8EEHEDT7 2
115(ICEHDT7 I

116ICEHODOT

AEBEEERT % ;

5B d2EHCDR3I%AHETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H



WO 2022/114163

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

11 7IC8EEBOT 2
11 8ICEEEHDT
119ICEEHODOT I
NN
120ICEHDT I
121 ICRHEDOT7 I
122(CRHDOT I

AEMEEEET S ;
123ICEBE;DT7 I /BB %#HFIHEHCDRI1,

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

124(C58D7Y

37 PCT/JP2021/043538

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H

/BN ERTSHEHCDR2, LT

125IC8HOT7 I/ BES%#EI2EHCDRIEHFTIEH

NN
126ICHDT I
12 7IC8EDT
128ICEHDT I

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

129ICEBBDOT I
130ICEBEDOT I
131ICEBBEOT I
YOS

132ICBEBOT I
1 33ICRBBOT I
134ILRBEBOT I

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,

1 35ICEBEDOT I
136ICEBEDOT I
137IRBEBDOT
YOS

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H

BBy #HB 9 H5EHCDR 1,
iy B HEHCDR2, 8LV

BN aEd2EHCDR3IAZETHEH

A %HYHBEECDR T,

J B8
/BB AB I HARECDR 2, BLU
J B8

BEFlaEd282HCDR3 %G H8H

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH



WO 2022/114163

mRHES
mRHES
mRHES

1 38IEBHEHDT I
139ICEHBDOT
14 0ICEHDT X

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

14 1IC8EEBOT 2
14 2I1C5EEOT 2
14 3ICEEHODOT I
NN

38 PCT/JP2021/043538

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH

1448807/ BERSNEETHEEHCDRI1,

14 5(CEEH DT

/BRI ERTHEHECDR2, LT

146ICEHOT7 I/ BEA#ETZEECDRIEHFT IRE
AEEEEET D ;

14 7IC5E8O7 2
14 8ICEEHDT
14 9ICHODOT 2
NN
150ICEEHDNT I
15 1ICREHEDT I
152(CRHDT I

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

15 3ICEHDOT X
154ICEEDT7 X
155ICEEHDT I
YOS

15 6ICEHDT I
15 7ICEEDT I
15 8ICEEHDT

AEBEEERT % ;

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY

BENaEd2RHECDR3IA2ET 28H

o %z=8E92EHCDR 1,

J B8
/BB AB I HEHCDR2, BLU
J B8

5B d2EHCDR3I%AHETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H



WO 2022/114163

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

159ICEBBDOT I
16 0ICEBEHDT
16 1ICEBEBEDOTI
YOS

16 2ICEBEDOT I
16 3ICEBEDOT I
164ICEBEDOT I

AEMEEEET S ;
1 65ICEBEHDT7 I /BB %=HFIHEHCDRIT,

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

16 6ICEEEHDT

39 PCT/JP2021/043538

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H

/BN ERTSHEHCDR2, LT

16 7ICEHOT7 I/ BES%#EI2EHCDRIEHFTZIEH

NN

16 8ICEHDT I
16 9ILEBHDT
17 0ICEEEHDOT =

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

17 1ICEEOT 2
17 2I1CE8O7 2
17 3ICEEHODOT X
NN

17 4I1C8EEBOT 2
17 5IC8EEDT 2
17 6ICEEHDT I

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,

17 7IC88O7 2
17 8ICEEEHODT =
17 9ICEEHDT
NN

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H

BBy #HB 9 H5EHCDR 1,
iy B HEHCDR2, 8LV

BN aEd2EHCDR3IAZETHEH

A %HYHBEECDR T,

J B8
/BB AB I HARECDR 2, BLU
J B8

BEFlaEd282HCDR3 %G H8H

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH



WO 2022/114163

mRHES
mRHES
mRHES

1 80ICEBHDT =
18 1(CEH DT
18 2ICEBHDT =

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -
ECH&ES -

1 83ICEEDOT I
184ICEBEDOT I
1 85ICEBEDOT I
YOS

40 PCT/JP2021/043538

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH

1 86ICERBOT7 I /BES%ZHTHHEHCDR 1T,

18 7ICEkEHDY

/BRI ERTHEHECDR2, LT

1 88ICEEHDT7 I/ B %*ET2EHCDR3IEET HEH
AEREEET 5 ;

189ICREEDOT I
190IEBEHDOT
191 ICEBOT I
YOS

19 2ICEBBDOT I
19 3ICREBBDOT I
194ICEBEBDOT I

AEBEEERT % ;

ECH&ES -
ECH&ES -
ECH&ES -
AT SRIE,
ECH&ES -
ECH&ES -

mRHES

195 (CRBEBOT I
196ICRBEBOT I
19 7ICRBEBOT I
YOS

19 8ICEBEDOT I
199ICEBEDOT I
200ICEHDT

AEBEEERT % ;

BefcHZHB 9 H5EHECDR 1,
iy B HEHCDR2, 8LV
BN aEd2EHCDR3IAZETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY

BENaEd2RHECDR3IA2ET 28H

o %z=8E92EHCDR 1,

J B8
/BB AB I HEHCDR2, BLU
J B8

5B d2EHCDR3I%AHETHEH

BRfcH 2B 58ECDR 1,
iy 2B HBEECDR2, LY
BENaEd2RHECDR3IA2ET 28H



WO 2022/114163 41 PCT/JP2021/043538

BEFIES : 20 1 ICEHBODOT7 I /BEEEI%ZETHEHCDR 1,

BEFIES : 20 2ICRBBEOT I /BENEZETZ2EHCDR2, 8L

BCHES : 20 3ICHREMOT7 I /I ZETHEHCDODRIZHET2EHEH

AR, 5T

BEFIES : 204 ICEBDOT7 I /BEEIZETHEECDR 1,

BEIES : 205ICEEBDOT I /BEIEZETH2EHECDR 2, LT
BCHES : 206 ICREOT I /BN ZETHEHECDORIEZHFT 28H
AEEEEET 5. fRELRZORRBEAURATHYES,
AFEBFOMKE 213 T ORRES M F .

(xiii) (a) BSES: 390EHITLMWIHOT I /BENEZETS
EEFIEAEE. BLUMRIIBS : 4 O0BMETTEROT I /BRI EET
DRHAI MBI EE T 2ES L < IX T OMEBESHRTE ;

(b) EEFIES : 4 1 OEHTERZOT7 I /BRI A2ET 2 EHTEREE

. BLUERIES : 4 20FHALEROT I /BRI E2E T 2 BHTES
HaEETIHAS L IEZOMEREAMERTA ;

(c) EBFIES : 4 SOEHTERZOT7 I/ BERIIA2ET 2 EHTEREE
. BLUERINES : 4 40BHETEEROT I /BRI 2B T 2BEHTER
HaEETIHAS L IEZOMEREAMERTA ;

(d) EBFIES : 4 5 OEHUERZOT7 I/ BERIIA2ET 2 EHTEREE
. BLUERIES : 4 6 ORHEALEROT I /BRI 42 E T 2 BHTES
HaEETIHAS L IEZOMEREAMERTA ;

(e) ERHIBE : 4 7TOEHALEEO 7 I /BRI A4ET 2 EHTEBESE
. BLUERIES : 4 SOBRHETEEHROT7 I /BRI 2B T 2BHTER
HaEETIHAS L IEZOMEREAMERTA ;

(f) EBIES: 4 90EHTERZOT7 I/ BERIIA2ET 2 EHTEREE
. BLUERIIES : S ODERHETEEHROT7 I /BRI 28T 2 BHTER
HaEETIHAS L IEZOMEREAMERTA ;

(g) EBFIES : 5 1 DEHTERZOT7 I /BRI A2ET 2 EHTEREE



WO 2022/114163 42 PCT/JP2021/043538

. BEUEHES : 5 20BREARFEHOT I /BRI =BT SBHHARS
HEBEY A0 LI ZEOMERESMERTF ;

(h) BBHES : 5 SOEHTEEBO T I/ BEI 2B 2EHITEREE
. BEUEHES : 54 OBREARFEHOT I /BRI =B HBHHATRS
HEBEY A0 LI ZEOMERESMERTF ;

(i) BBHES: b DEHTEEBOT7 I/ BEI2E T 2EHTEEE
. BLUEIIES : 5 6 OEHEAREED 7 I /B 28T 2EETER
HEBEY A0 LI ZEOMERESMERTF ;

(j) BBINES: 5 7DEHTEEBOT7 I/ BEI2E T 2EHTEESE
. BLUEHES : 5 8OBREARFEHD T I/ BES =B HBHHAES
HEBEY A0 LI ZEOMERESMERTF ;

(k) EBHES : 5 QDEHTEEBD T I/ BEI2HE T 2EHITEEE
. BLUEHES : 6 O OBREARFRHD T I/ BES =B Y HHHA RS
HEBEY A0 LI ZEOMERESMERTF ;

(1) BE5ES : 61 DEHARREDOT I /BES 2B 2 EHATRHR
. BLUEINES : 6 20FEHEAREEDO 7 I /B 28T 2ERTER
HEBEY A0 LI ZEOMERESMERTF ;

(m) EBHES : 6 SOEHTEEBDO 7 I/ BEI2E T 2EHITEEE
. BEUEHES : 64 OBREARFEHOT I /BRI =B SBHHATES
HEBEY A0 LI ZEOMERESMERTF ;

(n) BBHES : 6 5OEHTEEBOT7 I/ BEI2E T 2EHITEEE
. BLUEHIES : 6 6 OBREARFRHD T I /BRI =B SBHHA RS
HEBEY A0 LI ZEOMERESMERTF ;

(o) BHIES : 67 DEHARREDY I /BES 2B 2 EHATEHI
. BLUEIIES : 6 SOEHEAREED 7 I /B 28T 2EETER
HEBEY A0 LI ZEOMERESMERTF ;

(p) EBHES : 6 QOEHTEEBOD 7 I/ BEI2E T 2EHITEEE
. BEUEHNES - 7 O 0BREARFEHD T I /BRI =B SBRHAES



WO 2022/114163 43 PCT/JP2021/043538

[0042]

HAEETHES LT ORERESHRE ;

(q) BIES: 71 OEHEATEEROT I /BRI 4B T 2EHETEHER
. BLUEHNES : 7 20BREAEEHOT I /BRI EET 2RETES
HAEETHES LT ORERESHRE ;

(r) BHBS: 7 30EHALEROT7 I /BRI 4ET 2 EHTEBESE
. BLUEHNES : 74 ORFEAEEFOT I /BRI EET SBRHETESE
HAEETHES LT ORERESHRE ;

(s) BBHES: 75 0EHEAEEROT I /BRI 4B T 2EHETEHER
. BLUEHNES : 7 6 ORFEAEEHOT I/ BERIEE T 2RETES
HAEETHES LT ORERESHRE ;

(t) BIES: 77 0EHEATEEROT I /BRI 4B T 2EHETEHER
. BLUEHNES : 7 8OBREAEEHDOT I/ BERIEE T 2RETES
HAEETHES LT ORERESHRE ;

(u) BBFIRS : 7 9DEHALEEO 7 I /BRI 45T 2 EHTEESE
. BLUERIIES : SODEHEATETEHRDOT7 I/ BEI 2B T 2 BHTER
HaEETHEE L TORREBEEMEF ; /&

(xiv) £ (xii) (a) ~ (u) OBMEEHER2 {flxX,
HERZ2ODHMBEARNAAVO—E (77X /BES603~62 208 H»
5IRBRTF R, F/IFLN22 9OMBEICHKIRLAZHER 2} &DEEICE
LCHAT2H06E LLEZTORRBAMMATHY B S,

FEE (x i) ~ (xiv) OWNFEELIETORRBEMERTFICIK, 3
EZETHNITHASHREBY ., BRETI2ARAOMAKI LR TOREBEMER
DEIAE%EA LE 5,

AEBPOMFTIETORERBEMEMNAIE. FENAMBELEICRERTZHE
R2ICHT2LYE, NAMBELEICHEIETS2HER 2ICF L TEWEEEM
M (FERING) 26892, BEINZT/ /0—-F UK ELERED
MERBEMAETH> T LYFFEL I, FEPAMBLICRIERISHER
2ICIRBERICIERIEET. PAMBELICRIRTZHER 2 L TRHEMIC



WO 2022/114163 44 PCT/JP2021/043538

[0043]

R LB, BEIN/E/ IV O0—F K ELIREORRES LKA T
h>7T.

(1) ~(xiv) OWTFNMNTULEERBALT. MEEAIEZOMER
Etrr ch YR/,

COREFRTIE. ARKBOREKIIETONMRBEMEM A, L& (i) £
ig (i i) OWFNMI U EDTO7 74V EETZ2EDTH>TH LW
o IBIC., BAEMICIE. L5 (i) OH&, &8 (i i) DA FidLEe (
i) BELY (1 1) OFOT77AINEBTZEDTH>TELL,

CDREKRTIK. ARBOMKELIETONREAMMAIE. L8 (v) .
(vi). (ix), (x). (xi), (xii), (xiii)., &&
P (xiv) hoRBIELNLBERINZ I EEERE (1) Z®mELES,
COREKRTI. ARBOMKELETORBREAMEMAIE. L8 (v) . (
vi)., (ix), (x). (xi). (xii)., (xiii)., B
(xiv) DoRBEMNASERINZ1UEELESR (0 0) ZEELES,
COREKRTI. ARBOMKELETORBREAMEMAIE. L8 (v) . (
vi)., (ix), (x). (xi). (xii)., (xiii)., B
(xiv) hoRZENLBERINZ I EELER (1) LKV (i1 1) %
L8, INODOMEFLIZZOMEZBEMHENAIE. PPAMBICKLT
FENAKRICH T 2L Y BRWEESHEMME (FLERBY) 27> TRERE
1§85, INSOMBEFTLIBZOMEBEMERAIE, FF LI FENAKMERE
FICRRTBIHER2ICIBRICIIRIGEY, PAMBLEICRRETSHER
210 L TRENICRIELE S,

AFRBORBIIIZTOMERBEMEMAIE. £5 (1) ~ (xiv) ow
TN ULEEBLT. HAZALRZOREEAUHRETHY B S,

COEFRTIE. ARKBORKILIETORBREEMMNAIE. L8 (i) &
(i i) OWThATUEDTOT7 7ML EBETZIEDTH>TEHELL
o IBIC., BAEMICIE. L5 (i) OH&, &8 (i i) DA FidLEe (
i) BLT (i1 1) OTAT7AINVEBTZEDTH>THIWN, ThHD



WO 2022/114163 45 PCT/JP2021/043538

[0044]

RAEF L ZFOMEBEMER A IE. PAMBRICH L TIHENAMIBICHT 2 &
YEMWNEEERNMNE (FLRREY) Z2F>THRELES. IhHo0mERE
IEF DIMEREHEEFIE. FELIE FEPAMPBLICRITRTSHER?2
IKIRBRICERBE T, PAMBELEICHKIRTZ2HER2ICH L TRENICR
L8 %,

COEKRTIE. ARBOMGFLLIZZONRBEEMAIZ. £5E (v) |
(vi). (ix). (x). (xi), (xii), (xiii)., &&
W (xiv) hORZBENMSBRINDTLULEELE (1) LB,
COEKTIE. AFRBOMGELLITZONERBEMEIAIZ. £ (v) o (
vi), (ix). (x). (xi), (xii)., (xiii), BLC
(xiv) "ORZEHISBIRIND I UEEESE (i 1) &8 LES,
COEKTIE. AFRBOMGELLITZONERBEMEIAIZ. £ (v) o (

vi)., (ix)., (x). (xi), (xii)., (xiii)., BLC®
(xiv) hohRZHBALBIRINZILUEELE (i) L (i i) %
w185,

AFEBPOMEIE, MFKREHEMIRES (ADCC) EMESLV/ FHIEH
HkFIEMBEEE (CDC) EHA2BEL1E2, ADCCIEEEIE. ZMile
DOHERERRICAEBONMENMEE LB, TOF cB2ICF c v 28K
REHME (T7 79 —#iE) HFcrEEFENLTEE L. ZEMREIC
[EEE5 2 DEEERKT 2,

ADCCEMIE. HER2ZHIRL TW2EZEMNMAEE (HKNAME. BxIE.
LN229#ilg>SK—-BR—-3#ilE) &T7 /% —HMREAEBOHIE
#REL. ADCCOREZRETZ I EICL>TIEMT A EMNTE S,
Iz V9 —HEE LTI, FIXIE <7 AEME. & NREILY S, S
DL BERZENRTS A TES, MBS LTI, AIZIEHER
2IEMIDAMBEERWS I ENTE S, ENMEZHONLCH'C rET
ZH L. CHICARBOREEMA TSI Y Far—Ta v L. TORENM
RRICH L CEDAEDOI 7 279 —#lE (ZT7 2745 —#RRIEEHIEINT



WO 2022/114163 46 PCT/JP2021/043538

[0045]

[0046]

WTHLW) ZMATAVFaAR=2 35T, A vFarR—-2 301k,
EFEAREIRL., EEFPOLRBE#E ATV NTEIEICLY, RETRI &
HERETH D, CDCHEMEIE. BAERICL 2MBEESELHEEKT 5, C
DCiEMid. ADCCEMDHRICEWT, T7 /4 —HICKI THIEA
ZRAWBZEIRIYRAETHIENTE S,
AFBPOHEIE, F c4BEICT UEDON —FEEMEEI RS L. &N
BEBEHEHOBITLRMON —FEFIL I IV I VICT7I—-IADEE L TVWAR
WIRAETH>THE LW, B2 | g GIRADF cfBIICIE. N —#EEENEHE
DIREBEBAA 2 #AFEEL. TOMAICESEEEIEELTWVWS, N—#
BREHEEIE. Asn—X—Ser /ThrEIDAs nICHEET IHEHE
WO, HBLAEEMan3Gl cNAc2—-—AsnaET 3, IBITKIK
D220D%v/—R (Man) ICEETSMEEOERICLY., BYY/—2R
B ORRE., RUBEEFICHEINDS, N—HFEEEHEOETRIRON —
TEFALIZLAHIY (Gl cNAC) IZIR7I—ADBHEELIZH,. D
7A—ZMMEELTWRWES, BE& L TWBIEEICLEER L TADCCHEY
NELKLERTRZIEMHONTWS, 2O &FHIZIE. BERARE20
02/703114081"Y70Ly MIEEINTEY. ZTORTRIEEAEEL
TSRICLY RNPHEICHEAAEZFNSE, ADCCEMNIELLALTSZZE
IC&Y, MFEERE LTHAWSIBEIIREEZ DR TR IENTESZ0D
T, BFRZRRBIE DI ENFRETH D EHIC, AEEELRRBRIES &
BNTES, ADCCEMERDDLHICIE. MAEODEHEBRICAVWSE MDD
MEDY THA4T% 1 gG1ETBENTES,
<k —EMESE>

AEBPICENIE, ARBOREZLRZZOREREE IS TA Y MRy E
DEEE FE—FEAE; ADC) MEHINS, AFBADADCTIE
B FELEZTOREREE 7S TAV NERY BRI MiEE2EET 58
MEETIHRITHY. BIZIE. HMBREERTHD) &IE)H—%ZNLT
EiE L2, AFBADOADCTIE, MIRESHIE LTE. EEEERR Blx



WO 2022/114163 47 PCT/JP2021/043538

[0047]

[0048]

&, mIROMAARIGREDIAARL, FIZE. FOURSFY (FU)RS
FUE, POVRIFUFIIZLYITIY (AFP) [ E/AFILTY
VRAIFVE, BE/AFINTOVRAIFUVFEENLDFESE) . X445V
/4 RDM1BLUDMAEZTNLOFEER) . AV STy (SN-
38, MRTFAVHBLVTIFVYTHYEETNLDFEER) . DNARERS
Bl (x4, LFobOTVY, FadhvA4> v ETNHDFEER
) AFHY ROV FELBLTREYFEILEZTNSDFEERF) . R
VoF R (T4RATIVESA REZDFEERE) . 7VRSF /0% (R b
FHhOYVEEDFEERE) . RYYIYTEEY (BOoaRy VI T7EEY
CAVRYIRVYIITEEY, BIUFTFHVN O IRV IOTEEY &
TNODFEER) . EVATILAQAMR (EVVYRFY EVISAFY
CEVFUY BETE/LILEYVEENSOEEE) . RFVILED VEE
(RFVYILEDY, TR/ —RFFVILED Y BTG T/ EILRY
—RFVYIES Y EZFNLOFEERE) . BOEEE (VFAFIUPE0H
BE) . ALFTFIA4YY, TRFOV, JYUT T4V v, B RFU,
Y RFY, YVFIY xbhOFy, AVILIRSFY, Y270
Ev. ThRIR T67 (Fa3V)0) . LG/ —Ib) | B
RfLA (FIZIE, 32P, 60C, 90Y 111 | n 131 | 125] 1838 m,
'86Re, '88Re, BLU2'2B i) . BLUVER WL, YI7F7UT7H
FOUA, Va—REFRIVREFIY, YU R VE) BEFL
N, AEPFOADCICETSMBEEFRE L TRAVWE I ENTE S, MG
2HRIEVITNIE. PADALBICAVWLNZEDERVWLIENTE S,
nEE. BPAMBRICA VY —FSAXTIRETHDIEHNEZE LU
AVI—FSAXALBWVWTRATH>TERWVWSL I ENTE S, AR
BICHDAFEEZELIZTIIE. N AV —PRICL > THAERIE
TBHRIENTEDLDTH D,

AFRBPOHDEERTIE. VU h—I3IERERE) v H—FLEHEREY B
—THYED, k&) v h—EDOREIR. FIAEREDOIILTE RYIILE



WO 2022/114163 48 PCT/JP2021/043538

[0049]

[0050]

KXV REENLTERBI DI ENTES, VUH—ITEBEILIELT
RUIFLYI)A—=LT7OvIBEENTVWTE LWL,

BzE, By vh—&L T NYy— ML)y (Val —Cit
) BL Tz TSI=Zv—-UTY (Phe—lys) JyA—REDODRT
FRYVA—P, pHERENICARTZE RSV V) U A—DREIFLN B,
FRRMEY Y h—& LTEERE, AR A— MEEFAERIATIEEEET
Do A—DEIFLN, ChLIEBREBRNICHIERATYEIND 5, chbhl)
VA—IFHAEDLETRHWTE LW,

AEBOHDEKTIE. SLAIRE-PEG—-Val—-Ci til&¥YH
HEMBSEREERT 2N TES, AEPOH DEHTIE. AFEERE
iAWY v A— (B, LIS KE—-PEG—Val—-Cit—P
ABA—HIRAEER) ZRAWSIENTE S,

T, UrvA—EHBEEEFREDOBICIEK. AR—Y—ENEIETHELL
<AHBOMEDORIESE>

AFEBEOIAEIE., (i) BIES: 31 ~3 7073 /BES (HIZIL,
EIES : 31~3 6073 /BES) MoRZBENLBRINIVT AL
1UEOT7 X /BENEZECRTFRERERE LTEMICERS TR &I
Lo TELNED, HHERTIE, AEPOHMMAKIE, BHIES: 310T7X
JBERINSREIRTFRERERE LTEMICHE TR EICE>TEDL
higs, H2HBHETIE. AFEBROMMKIK, BIES: 32073 /BEEIHL
LRBRTFREREBERE LTENICHRETZEICL>TRONED, H
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BIRFLIEAET 2HETH> T, MAFLEZTOREEESHEAE. fIX
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LEEESURENRBINGZ, ARBICLINITEL. MAFEFELEZONER
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ABDHAB MR E OREEA MBI, HD. MEBIREALTHERE O



WO 2022/114163 53 PCT/JP2021/043538

[0057]

[0058]

BEMBEIES & ERETRIELC, FBPHETIE. 0L AFRERE
 TMAEACMEBIMREDESICBWTHEEILHRET 2] &Wd,

Lt > T, AFEBHOMAEZIEZORRBEMHRAA. L8 (v) o (
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EDOREICEALTHET 2D EMIBTEHIEICEI>TRET S IENTES
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. BBIES : 36ICHBEBOT I /BEINSRDBZRTF R flZIE Bl
ESI3TICRBDOT7 I /BERBIINLAZRTFR) FLEENAMBICRIRES
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NMEELIETONERBAMNA 2 BRELIEAET 2 HETH> T, L& (
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LT OREESMME 2RRELIATT 2 2 SUHENMRBINS

. AEBOMA TR ZTOREZEEMERAIE. £ (vi i) . (v
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BBES603~6220%#8EH) NOMRBEZRTFRICEVWTWGE14A, K6
15A, BLUF616ANLRZEINASRIRINIILULOTIVBEE
ZBETHZHER2OHMBEBARXSA VOEEFIINTEZLY B, BEBIES : 3
ICEEEHOHER 2OMBEEA R XA UHSARZRTF RITH L THRWESERM
M (FRRISHE) 2833, 5L

BCHES : 2ICEEBOHER2DHMBEARX AV O—8 (P /BESO6
03~6220%8E) NOARZRTFRIZEVWTWE 1 4ANSRIREE
EETBRTFR, £hIEKE6T15AELKIEF616ANLRZAERS
BIBRTFRICNTELY S, BEIES : 3ICREBOHER 20MBEAHA R
AL YISRBRTFRICH L TRVWRBEEET %,

AEBICENIEI SIC, RAFELIERAORREEEF 2 BIRELIEH
ETDHETH>T,

& (i) F2E&E (0 0) MoBRINZ DAL EE 1 DERAETINEE
FERMEOREREAUMEENDS, HER2ZAXZDOMBICEAT 5
FRELRBZOMREESHMFZRBIRILEAET S 230, HEDRMH
TNhd:

(i) BEB3NES: 31~3 7073 /85 BFIAE BINES: 31~
36DT7I/BES) HNOARBZBENLBRINZVWTNIDT I/ BES %
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[0068]

[0069]

BEURTFRIHEET S ; i

(i i) EBIBES: 2ICEBHOHER2DHBEARAA VO—EF (73
BBES603~6220%#8EH) NOMRBEZRTFRICEVWTWGE14A, K6
15A, BLUF616ANLRZEINASRIRINIILULOTIVBEE
ZBETHZHER2OHMBEBARXSA VOEEFIINTEZLY B, BEBIES : 3
ICEEEHOHER 2OMBEEA R XA UHSARZRTF RITH L THRWESERM
M (FRRISHE) 2833, 5L

BCHES : 2ICEEBOHER2DHMBEARX AV O—8 (P /BESO6
03~6220%5H) N"OMRBIRTFRIZBEVWTWE 14 ANLRDIREERE
EETBRTFR, £hIEKE6T15AELKIEF616ANLRZAERS
BIBRTFRICNTELY S, BEIES : 3ICREBOHER 20MBEA R
AL YISRBRTFRICH L TRVWRBEEET %,
INLOBKRICEWT, AERIZ., B5NERATEERAORERESMN
BT EEM S, ENAMBEEICKRTSZHER 2 ICRERICKRBET. A
M LICRIRTZ2HER 26 L TRENRRBEEE T AL LIERE
DRGSR A 2B RELRBAET DI EL2ILHICEATVTE LW,
AFERICEINITE L.
MAEELRREORRBESMIA 2 BIRELRRAET 2HETH> T
EER (ii i) FE (iv) OWThheDPR<EHET1DDCDRICH
WT., B, TI0. A, BLUREDNOLQRZHEINLBIRINSG DAL ED
1UEDT7 I/ BOEREET 2MARELIENEOREBESHR A BN S
. FEFAMIBEEICRIRTAHER 2ICIEFERICIERBTE Y, SPAMAELICH
RIZHER2IIN L THENARINEEET 2MEELIINEORRES
MR ZBIRFLEAET D& 2230, AENREINS,

AERPICENIEF .
A REORREEMM A £ BRELBAET 2H5ETH> T,
R (vii) gk (viii) owFhnedades 1 DOTES

HICHEWT, B 0, HA. BLUORENSLDIEINLBRINDZ DA
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[0070]

[0071]

[0072]

CEBTULEDTIV/VBOEREET 2NEBELIINEORBRGEEER
BHD, ENAMBELEICRRTZHER 2ICEBERICRRIGE T, KA
FICKETZIHER2 IR L THENARINEEE T 2MEE L IERAEOR
RREEMMA ZZBRILIFIEAET S E2E0. AEMEHRIN S,

AFERICEINITE L.

MAEELRREORRBESMIA 2 BIRELRRAET 2HETH> T

FEE (x i i) FEE (xii i) owFhhreda<EE1DDCDR
FEAEBEFICEWT, B, 0. BA. BLTCRENLLRDEENE
RINZDBCEETULEDOT I VBOEELAB T 2MAREILIINAEOR
EREESM AN S, ENAMBELICRIEYT Z2HER 2ICIEERICIERIGE
T, NAMBELEICRIETIHER 2ICH L TRENRRBEEET 2k E
A OHERESMMA 2 BREILIIAETZ 230, HEMSMRMHS
na,

AFEPOMEF LIEMEOREBESMRT R £BIRELIERAET 2 FiEIE.
E MeIhiziids L RRAORERZEHEA. e Muds LR
bt MARORAEAMME 2 BIRFLIEIAET 2 HETH>THEL WV, £F
BAOMEF I MAEOMERZEEHI A 2 BIRFLIBRAET 2551, BEES
LU/ F B IN A FE LR RAONMEREHN A BREILBEET
DHETH>THLL,

AFERICI N, LEROARFEBAOTAF IR MAEDOMERZ S % 2R
FLIEAET S 5280, MAZLEREOREREAMER A OSSR ED
REINZ, COEEFRCSVTIE, B FELIIREORREEMERE X
. INEI- R 2BEFERFEEMEICEAL T, MAEEMREIOE
EIHZIENTES, MFELIEIREORRBEEMENRAIE. EMELT,
E MEEEIE e MERBEOREREMIF S T2 285 TE S, ikE
IEMAEOREREEAMEE. BRSSO/ FAEBE LT BRIKAVWS L
BTEDZ, Bz, MEFAIEREOREBSHR A IE. EENICHE TR
REBEEIESREL T, BEL L. ERERME LTE LW,
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[0073]

[0074]

[0075]

[0076]

<A FEADEZEERY >

AFEBICI ML, ARBOMKZLIEZORERBAMME 2SO ERMA/R
MR IND, ARBOERMRMIE. AEBORKEZIEZTORREES
MR E RERICHB TEZHEPRNMPEEATVWTE LV, BERTR
myoslE LTk, K. RIEK, UV UBEER. T¥RAMO—X JY+t0
—b. ITH/—LVEERENICHFBINIZARAREF. 25—V, RUEZL
7ILaA—b, RYEZLERQY Ry, AILRFIEZLRY 7—, AILRF
DAFIELO—RFRNYDL RYTVVIVEF NI L, PILFUES
f)DL, KBETEFARNS Y, AVKRFIAFIVAY—FF RN DL, R
GFv. AFNELO-R, IFLELO-R, FHVIVHAL PSET
JL, A4V, BR, RVTFLF)a—, 7)), )€Y
. FaELyZYya—i, oYy RS T74v AFFIVILTIVA-L
CATTY) VB BENIETNTIV, Vb= VILE RV, 57
f—Z. REFEEFIENETONDZNINLICREINRL,
AFEBPICLNIE ARBOREZ LR ZOMEEAUHAE*2CHER?2
ErtE (HERZ2EMEEEREBVWD) 2SUEFMEMMMIREINE
%, ARPBOEZRHEMDIZ. PAZUETEZIEICAVWDIENTES,
AFEBICL ML, ARBOMGEE L X ZORBESMERF 2 S0EM1L
. BLUCHHENLHZ220. EEERMNMREINS, XX AFEH
ICENiE, ARBORGEE L R ZONFRESMERF &Y (Flx . i
BEF) & ORERYMESHE (ADC) 25CEEMERMIREING, K
FHIPDOEFEMERIIE. DPAZNEBET DI EICAVWSIENTES,

<F D>

AEBPICENIE, TROLEFONLEDPAHABARTHER 2O A AMAE
ERET2HETH> T, FIRPARN EAFKBAOMAE T ITMETIEE
OMREEHMR 2 EMIE2 2280, AEMRBEINSG, ZOHE
T, EHRHABRPFOHER2EMHER 2HGAF LI ZOMEBEMMF &
PEESEEFR LIEEXICIE. HER 2EBHEDOAAMBELS I N ERE



WO 2022/114163 64 PCT/JP2021/043538

THIENTED, FRBPICLINIEE L, FRBOREBILEETLIEE
OHMEHEMHFZE2CHER 2EMNEFICE D2 HER 2EMLEEDER
MERETD2HAETH>T. WM LELONLEFREREMHER 254
X7 DIEFEASMETE (FF L < Ik, AFEPOMKTLIETORERESMY
BTF) SEEMIEZCE s, EFARPOHER2EMHER 2HFE L
T OMERBEMEE SO EEERERR L& FITIE, SERRICH L TR
HER 2IEZMILEEDN BN TH D ERET 2L EE2ET. FEMREI N
82, ARBICLNIEE . ARBORGFELIERGEELIEZTORMRBEEM
BrEASUHER 2EMEFICLE D HER 2ENIEEEDEMNUEEZRET 2
FETH>T. NEDPOLBONEFABEMHER 2HFILEZOMER
BEMEE (FELCIE. AREPOMAF L LR ZONRBEEMENRA) &4
R, EFEENPOHER2 SMHER 2HGFELIEZOMRBESME A
EDEEREHRIED & &, HBEERERETIIEEZEH. S
BEEEOBREIE, YTHRICH L TIEHER 2ENLEENEDTHB T &
AT, AEMREINDG, T IT. BERERIE. EAREBIERTH S
BEICIE. ERFARINERARICEE LA EICETVWTRHTE. £4:
BARERRTHEBAICIE. EL | SAREDUEZICANOFEICLY
RETDIENTED, ZOEKTIE. BiElE. A YENODOHETHYE
%, Fleo COBKRTR, FER. EXLANRTRLEETH D, JOERK
TiE. FEiE. BHOIRESFAVIENTES, AEBICLNIE 20D
FERICBWTHWS OO0, AFEBEOHER 2HEL2IEE ORREE TR
FESUBIE, TIFBHFy MMREING S, ARPOHER 2#HuE
FEIFTOMEFBEEMAIFESE SN, CNICLYARBOHER 2HGEZE
LT OMEEASMMEERELTE LWL, LG, AFKBOHER 2
HELIEZTOMFERBEMERT S 23R8 T 2EFB - RMEICL Y., ARBEOHE
R2MGEFELIEZTOMEBEMMAEZRELTE LW, LN >T, B+
v ME, AEBOHER 2H KT LI ZF OMERES MM A %383 2EH =
RFEEISICERED, EHIE. PILAY IR T 79 —EPEETHE
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[0077]

[0078]

[0079]

RIVFAF Y —PEOBREBRECSVTHVOLNZEETHY B, hd
KT 2HBEELAVTEBROFEEERETZIENTES, LENDT
. B F Y M RBEEEEZILICBATVWTE L,

AFERICEINIE, LEEFETHER 2EMILEENBMNTHSD EREIN
ERHRICBWTHAZNEBT B EICAWVWSZHD, ARBORETLIEE
DOMER/EMF 28U HER 2ENEFIZSUCEEERMIRHBINGES
o AEBICINIEFL, AFRBOMAEZLITMAET LT OMERBSMER
ERIGHETHDIHER2IHEMHEREZETIRRICBEVWTHALZNET 22 &
ICAWS72O0, AFEBORGEE/IETONREAMMA A SUHER 24
MItF &2 SUEFERIIREINGE S, AFBEOHE R 2ZM(LEIZ. b
DINPAFIFEHBETEIENTES,

AFERICINIE, BRICBVWTIHAENBT Z2HETH> T, SBEHFRIC
AREBAOMAE T ZOMRESHNAZEOHER 2ENEHIDBELE
MEE/RST DI LEET. AEN’RHINDS, AEAICINEFT L B
IKBWTHAZNEBT 2 FEICAWVWD OO UZRRICAFKBOMAE T LI
TOMREEMNF 2SO HER 2EZXBFINREIN S, AFKBICLNIE
TSI, WRICBWIHAZLET DHEICAVSODERDOERISICE S
DUBNRICARBOMET LI ZOMERESMNF 22T HER 21281t
BIOFEANMREIND, CThODBKRICBWT, WRIE. EEBAZXTHER
2EMEEENENTHZ EREINALHRTHYEBD, RRIGEL. AF
BOMAEZ I AT LETONERBEMEM T & RIGETHZHER 254
BEEsETI2R0RTHYBS, AELEVEIE. EENICERANREE L
LTEERDIDETH D,

AFERICEINIE, HERZ2BHEDODHNAZE T H2HRRICEWTHENAMEA
KA ELIEZONEREMMA 2 BEIE2HETH> T BFEWRICK
RIOMAE TR ZONEBEHMFOBNELZRETH 230, A
DBIREINS, AEBICLNIEERL, HER2BHEDHAEZETIHRICS
WTHENAMBICHAZ A ZONRERZEEEMF 220 HER 2ZMEH
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[0080]

[0081]

ZREITDAETH> T, HENRICARBONGEILIZZOMEREN
MiFZ2CHER2ENEHOBYELZRE T D220, AENRMHS
ns,
=it

UTICERfZEHT 5. UTOERFITHWSEAFREIZ. BEAMICIEKE
EARICEE L AR EER LN, BX—h— (Sigma—Aldri
ch., BEZ7 4 LFNSHERARE, THMATRI%ARH, R&D S
ystems, USCN Life Science INCE%) 0oREH

THRETRETH D,
EhEFI1 : CasMab HMHER2EOES

(1) HiRE

b MBFEMBE/KLNZ229, b MAAMBEBKSK-BR—-3, Fv4
Z=ZANLRAS—FR (CHO) —K 1, 8LU~7 U XAEHEMEKP 3 U
1iZAmerican type culture collection

(ATCC) "oEALL, EBE FREALMEMKHaCaTIZFIXEN
1A OEALL, HER2&LTIE, BBIES: 207 I/ BEIZET
2 MHER2%ZFHWE, HER2ec& LTI, EBIES: 3OT7I /B
BH%EETSHEMHER2OMBEARASAY (DBEHER2) 2RV,
CHO—KI1icLipofectamineLTX (Thermo Fis

her Scientific, lnc. ) ZBVWTNRICPA4Y Y (P
rotein Expr Purifof., 95, 240—-2417, 2
014) ., CRICRAP#%Z (Fujii et al., Monocl
on, Antib. Immunodiagn. Immunother

Apr ;36 (2) :68—71, 2017). BLEUMAP4H45 (
Fujii et al., Monoc !l on. Antib. | mm
unodiagn. lmmunother. , 35 (6) , 293—
299, 2016) #[MULEHER2 VYNNIV EDODRERIRSSAI K (p
CAG/PA—-HER2—-RAP—MAP; LEEEBDOFujii et al
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[0082]

., 2016 ;®M1ABR) #h>v27xY>av L. HER2XEHE
APAY JHKA (Protein Expr Purif., 95,
240—-247, 2014) TY—TFT4 V7 LERBRIIZRNBERTTRESR
IRMIEMKCHO /HER2%ZMIL LA, /. LN229(ClENeon t
ransfection system (Thermo Fisher S
cientific, Inc.) ZBAWINRICPASY, CRICRAP
8. BLUMAPH TEMIMULIHER24% /& (PA-HER2 -
RAP—MAP) FLENRKICPAY Y, CRICRAPH T, BLUMAP
475/ MULIEHER2ec (PA—HER2ec—RAP—-MAP ; L&2
DFujii et al., 2016;E1B8RB) OKRSS523IK (
pCAG/PA—HER2-RAP-MAPZ%IZpCAG /PA—HER
2ec—RAP—-MAP) ZZhEFhEALK, PA-HER2-RAP-—
MA PHRITMEZIMP AS JIAETY —T 1 VJ LERBRICERBERTTRE
RIRMBHKLN229 "HER2%Z& L/, £/, HER2 e c DEHIR
MEREFEICDW T, RAPAHJICHT 24k (PMab—2) &PASJIC
NI BHE (NZ—1) OBV RAyFEL | SAICLY, EEBEEFEDRY
)—=vJ%iTW, LN229 "HER2ec (9i) #FE&LA, CH
O—K1, CHO/HER2BLUVP 3 U 1 (3EMIEMELTRPMI 1
64 08t (FH514TFTRIHARM) #FMALA, LN229, LN22
9/HER2ec, LN229 HER2, SK—-BR—-384&UHaCa
TIREMRERE LTHUNRY OREA —JIVEM (FHF1 TR IVKAR%H
) AW, BHICIE1 0%V VB FIME (Thermo Fisher
Scientific, Inc.).R=ZUYY (100units,/ m
L) . ANLTR <42 (100units,/mL) 8LOCT7VEHRFYY
¥B (0. 25mg/mL) Z&ML., 37C, 5%CO,FTHEEL,
(2) E//0—FLREDOES

REEME LTHERALABALB cv v R (4B, *R) & BEXY
L7HhSEALL, fitkidCasMabii (Kato and Kanek
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o, Sci. Rep., 4: 5924, 2014) zAVWTHEH
L7=ze LN22 9fREICLYEEIN/EHER 2 e cH VN BAHMAP
HTHE (ESBOFujii et al., 2016) TFP74=54

BE L, D%, BALB /cvVRICT1TO0O0ugMDHER2ec#H# /Y
8% Imject™ Alum (Thermo Fisher Scie
ntific, |Inc.) &RAEL. MIEREZITE>K, EBMRE (&
Ef3ME) &LT. LN229 "HER2echofEEL/Z100ugDHE
R2ecH U\ UBEBREENKRS L, T0®%, BEEBLEO2HAICE
BHEZEELTIOOUgMDHER2 e c 25 L7, B LEERSHAS
L7-f2#Hfg%. PEG1500 (Roche Diagnostics) &
AWTP3U 1 tHilEmae Stk MEMERREERFYVYFY, 73/ 7
F)v, FIYVY (Thermo Fisher Scientific,
Inc. ) BMRPMI 1640THEEL. HER2 e c ZAWTHE
THEL | SAKTEELBDI1RRY ) —=Zv T %7k, 1 RRY ) —
—VTTHRMEER SN T) R=TRBRAFREICE>TI/O—=vT%
L, T/ 70—FLREOESICITEMEEH (Hybridoma
—SFM; Thermo Fisher Scientific, | n
c.) THEBLENTYKR-—TLEEZAW Protein G Sep
harose 4 Fast Flow (GE Healthcare U
K Ltd) 2@BLTHERLL, FLRWTEREORBY., 70— 1 X
N)— Dzxz24>r70v b, BLUVREHEBIELZREEERLL, BRE
L TR AEDOH  Mab—11957F%3TK25 0@DI/O—-rH 5, T
O—HY4 X N)— Dz 70v b BITREEABIEEREICELS
RYAAHERT, PARKENRHER2A2FBHETI2EEZAONIIPARTEN
mEO7O-—VAERELON, BT 22070220 T,. ThEh
. H:Mab—-214, 8&UTH,;Mab—-250 (LLF. bt TEARERED
MR EBREET B DD D, ) @Bl HEI/A—VHLELhALTE
ZENEFNhH,Mab—-2145&EELUPH, Mab—25 0fifE &R,
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[0083]

[0084]

[0085]

(3) ELISA

HER2ec (V) VEAEERIEK (PBS) THIR) #96we | | L
— kS, Tug/ mMIDEBET, 37CT3049. EHEIELLE, 1%o>Mm
EPINTIY (BSA) /0. 05% Tween20 in PBS (P
BST) 237CT30akRIbItE. 7Ov*>T%iTo, DR, BE
EE%E, 37CTI3I0nRibItE/AE. 0. 056% PBSTZERLTS3
ED%&E%ETo>7, IHIC. ZRMAE (1 /2000%R; Agilent

Technologies, lnc., ) #37CT309KibxtH, O

O5%PBSTAEALTIEDH%E%1To/, BEIC1 —Step U
ltra TMB—ELISA (Thermo Fisher Scien
tific, Inc.) THRBEXIE v14707L—r)—4%—0DODS6
55 nmTIRAEDAE%=IT > 7,

(4) 72O—H A bX KM —

0. 25% KYZFYry/ 1mM EDTA (FH54FRIKEREHR)
EFRVWTREREESMEEZENL, 0. 1%BSA PBST#&E 4CTF
. E& (2) THEELERE (Tug/mL) &ERIESEE, #EIEZ0. 1
% BSA/PBST¥&EE FLIVIU— Vgl R | g GHik (
1000#£%%; Thermo Fisher Scientific,
Inc. ) &£30RIGT L, HHNBEIZECB800 cell Ana
lyzer (Sony Corp. ) THRIELK,

(5) mxzR4>7Ov b

2—XNWATRIH /) —LEELSDSYY TNy T7— (FHSATF
AR E1) TRELALMBERE®REZ5-20%RYT7IVILTFTIRY
W (BL7 1 VLR HMEKRNRE) TERKEIL. RUTvkEZYFY

(PVDF) [ (Merck KGaA) LICEELk, 4%BAFLINY
MPBSTT., RYIZvikEZUFYPDVFEA7OvF VI, L2 (
2) THEELTE (bug/ mL) FEHmb—F7I/FUHE (c 1 on
e AC—15;:;Sigma—Aldrich Corp. ) &¢RIEIHEE
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o TDH., RINAFIH—EEHMT VA gGHAx (1000F]R; Ag
ilent Technologies, lne. ) &ERISIER, BH
IKIMEZERSHE (ImmunoStar LD;ELT4I/LLFNHE
HARtL) Z2@BL. Sayaca—Imager (DRCHARHE) TY
TJHIVERE LT,
[0086] (6) REMBILERE

BioChain#hoBALLANAHK (Hh40J/ES:B904 1
11) EBioChain Institute, Inc. "hSEALL
FEIRER (HyO/ES:B803077) #2HWVE, ETIFEFY
LYTlRARZ 7147, BKLITVEEER (pH 6. O0;Agilen
t Technologies, Inc. ) ICRELT209BA—K2
L—T7B% 7o/, RWTLE (2) THERELEZAEF (1wg,/ mL) T
ERETIKSWTIRERGIE, TO%Envision+ kit, mo
use (Agilent Technologies, lnc. ) T30
DL, 3, 3 —VUTII/IRVIIVVMIBRIET2 0B LREIH
AT REV) UTHEEREE TR, REEEIE. £EEELAEZ2018
ASCO/CAPHA RSAVICEDWTO, 1+, 2+, 8LUV3+THE
fifi U 7=

[0087] =fEHI2 : CasMab IHER2HADEIPRE

(1) HMab—214#&, $LUPH,Mab—250ADT I /BEER
PR IR EE T DIRE

H,Mab—214nN4 7Y R—THlESELUPH, Mab—250/117Y
R—<#fE1X108mAS5RNeasy Plus mini kit (Q
AGEN) #@FBALTr =4I RNAZHME LA, =9I RNAS ugh
5. SuperScript IV ¢cDNA Syntheses Sy

stem (Thermo Fisher Scientific, | nc
. ) ZERALTcDNAGREIT2/7-. UTOERICCDNAZGFHFRS LT
R L7,
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[0088]

[0089]

[0090]

[0091]

[0092]

B8 (HEE) OBBICUTOSS14 v —%FA LK,
InF. Hind Il I | —H2—-214H (BE5&E=4)
InF. Hindl | | —=H2—-250H (E3&HES5)
InFr. 1gGlterNot | (BBHFE6)
PCRERMICIEFHotStar HiFidelity DNA pol
ymerase (QI AGEN) ZFERA Lk, BEFHIF. RFWC95TH
S RICO4ATTIERH, 50CT1H, 72C1H%&235H14 7L, HIEICT
2C109& LT, BIBLAEPCREMIEIFastGene Gel /PC
R Extraction (HEAYIXRT 47 AKARM) ICTHRAEL,
HoMab—214#AHEOPCREMIL, FIRERH I ind | | | &
UNot IICT37CTIBEUELFastGene Gel /PCR
Extraction kit (HARYIXT4 7 AKAEH) ICTHEEL
7ZpCAG vectoriclnFusion—HD cloning k
it (WASNNAFTHRAEE) sEVWTH T 20—V T L. RIY—=T5
1< —HLIRERIDOMEREZ1To .
HoMab—250#ifAHEDOPCREMIZ. ®IREREH i nd | | | &
UNot IICT37CTIBEUELFastGene Gel /PCR
Extraction kit (HARYIXT4 7 AKAEH) ICTHEEL
7ZpCAG vectoriclnFusion—HD cloning k
it (WASNNAFTHRAEE) sEVWTH T 20—V T L. RIY—=T5
1< —HLIRERIDOMEREZ1To .
B (L) OBRBICUATOSS14v—%FALK,
InF. Hind Il I | —H2-214L (BHES7)
InF. Hindl | | —H2—-250L (f&HE=S8)
InF. ml gCKterNot | (E3IHES9)
PCRERMICIEFHotStar HiFidelity DNA pol
ymerase (QI AGEN) ZFERA Lk, BEFHIF. RFWC95TH
S RICO4ATTIERH, 50CT1H, 72C1H%&235H14 7L, HIEICT
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[0093]

[0094]

[0095]

[0096]

2C109& LT, BIBLAEPCREMIEIFastGene Gel /PC
R Extraction (HRYVIXxT 4 J7AKARH) ICTHERL,

HMab—214#kLEOPCREYIX HRERHIind | | | &&
UNot IIZT37CTIENELFastGene Gel /PCR
Extraction kit (HAYzXT14 7 AKASH) ICTHEEL
7ZpCAG vectoriclnFusion—HD cloning k
it (WASNANIFAHASH) 2RVWTHTI/0—=Vv T L, ROSY—TFF
17 —HOIRERIOEE %1727,

H:Mab—2505ALEOPCREME. FIRERHIind | | I &4
UNot IIZT37CTIENELFastGene Gel /PCR
Extraction kit (HAYzXT14 7 AKASH) ICTHEEL
7ZpCAG vectoriclnFusion—HD cloning k
it (WASNANIFAHASH) 2RVWTHTI/0—=Vv T L, ROSY—TFF
17 —HOIRERIOEE %1727,

ZORR, HMab—21445&0OHE%EZI— R 2DNADREERHIL
BHES : 10IC. HoMab—2145FDOLEEI—-RTZDNADEER
BCHNGERHES : 1 1ICRTEBY THor, BHKRIC. HMab—250%
HBOHEHZI—F3T25DNADRERSIGESNES : 1212, HMab—-2
S50MMAEDLEEZI—RFI2DNADIERERNIZEIES: 13ICRTED
YTdHh ot

HoMab—2145E0REEINST I/ BETHE=FALEL, H.M
ab—214GFEOHHET I /BEIIIEIIES : 1412, HMab—21
ATADOLET X /BEIIENES : 1 5ICRTEBY THok, RAERIC
. HoMab—250Af0REERNNST I /BEENEZFR L, HM
ab—250MEOHET I /BEINIEIES : 1612, H,Mab—25
OHMMADLIET I /BRECIISESIES : 1 7TICRT &EHBYTHo T,

(2) H,Mab—2144F H,Mab—250#FADCDR (MR
EMRE) DRE
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[0097]

[0098]

FE (1) TRELABEERILYUTOURLOE—LR—Y (abY
sis; http://www., abysis. org/abysis/
index. html) [CREINTWBSA L/ 707 VOEIFHY 7
 (KabatF /)2 J) ICTCDROEMZRE LT,

TORR. H:Mab—214HAEDEHCDR 1 ~3RUVBEEHECDR 1 ~
S3O7 X /EBERIIE. EThENERIES: 1 8~20RVENES: 21~
23IRINDEDICHEINE, BRRIC. HMab—25 0HADEHC
DR1~3KRUBHCDRI1~30D7 3 /BEIIE. ThThiEiES: 2
4~206RVERHNES: 27 ~29ICRTNBLHICEEINL,
=fEFI3 : CasMab #HHER 23i{ADH

(1) 72A—% A4 bX KM —

EEE MREALMEGHaCaT (IRENML) . SLUTALSAME
BSK—BR—-3 (ATCC) IZ®L. UTFOHFETZ7O—HFA4 X M) —
R & 1T > 7=

0. 25%KYTYY/ 1mM EDTA (FHASATRIKRNEH) %
AVWTEEESEREZONL. 0. 1T%BSA PBSTH#H4%%. 4CTFT
EEMHER2E/ 70—Finls FRHIE (HMab—1 19444 ; M

onocl on, Antib. Immunodiagn. l mmun
other,, vol. 36 (6), 287—-290, 201 7588

). HMab—214%ik, $LUPH,Mab—25 0k, ZEELE)
ERIGIE, #Il8%20. 1%BSA PBSTHE%R ALJVJ)—>
BEmM~Y IR gGitk (1000B%MR; Thermo Fisher
Scientific, Inc. ) &E309RIEIEA, BNEBEILEC
800 cell Analyzer (Sony Corp. ) THELEL
ZOHRER, B2 TRT LIS, HRHLE (HMab—119%#74K) &
ATHRRMTH B SK-BR -3 ICRIGT BT Ta, ERMEMTHSDH
aCaTICHREEORIEMZR L, —A. AEBOHEIE. DPAMBEKT
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HBHSK—-—BR-IILFIPEEORBEZR LD, EBHMEMKTHZHa

CaTiKEE{RIBLAN D, TDT ELL, KEFOHMAIE. NAKE
MNRH B EDRINT,
[0099] (2) HEMBIEERE

BioChainft&dYAFLEHERZ2EMIANADIHB~I7O7 L

14 (A%0J7EFES:B904111) IIWL. UTFTORFETRERBEFESR

BETo7,
HBURZXY L YTRAZ 74y, RKLIZVEEER (pH 6.
O; Agilent Technologies, Il nc. ) IZEEL

T209BA— NI L—TIB%EZT>, ROTEFEBEOTME (1 g, m
L) TEETFICEWTIBERGEIE, TZOBEnvision+kit (
Agilent Technologies, lnc. ) T3OLHMIEL
oo 3, 3 —IUTII/NVIIUMNEBMIET20MELEEIHE. AT b
FU)UTHEREBETRoL, REREE. EROBYICO, 1+, 2+
. 3+ THHE L 7=
ZOHER. TEREIICTT LIS, DRk (H:Mab—119#H4&) &
. REHBEEREER (| HC) 2AVWTHAAMAEDHER 2RRK L %H
REZMFREICTHER 2RERMEEHIEINLZIANA (HER2RMEI L A) #H
BICH L. BBiEERT—A. AFEBOREIE. HER 2[RREAHLAMBEBICH
L. 1+~3+0BMBGRERTITHIEELL, 2OZ &ML, AEROH
i, REABEEICBVWTIEVWREEZTT I &M bh o7,
[0100] EfEHI4 : CasMab IHHER2IGOIE b—FE (1)

AFEBAOREIEEERICIYERLARREEER WT—-dN23 (BEKH
ER2 (FBHNES:2) ONRKILTFTI/HBES2 2FETOMEBEZREIE
~ZEEK) . dN200 (EFNHER2 (EEHIES : 2) ONKHISLT X
BBES199FTOEEAERKIELEERKR) . dN300 (EMHER?2
(BBHES : 2) ONKOOLTI/BES29 9T TOMBEZRRIELE
Z%F) . dN40O (EMHER2 (BHES : 2) ONKAILT I /BE
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[0101]

S399FTOMWMFZREIELERRE) . dNEOO (EMHER2 (E
FES:2) ODNRKILTI/BES4L499FTORBERKRITLEER
) BLVPANBO0O (ENHER2 (BEHHER: 2) ONEKHI LTI/ BEE
S5 99FTOMAERKIELEER) ) OFTRTUIRIGLEZ ED DL,

EMNHER2 (BHIES:2) OF7I/BBES600-652073 /B
F (BBHES : 30) #F#HLTWDREDEFEINSE, —A. /EIE (
H,Mab—119%#/&) EWT—dN23iZlExkMmL. dN200, dN3
00, dN400O, dN500BLVTdNGBOOICKKRIELAN>ZZ ED
5 BERNHER2OF7I/VEES23-199FTOT7I/EBMEEAEHL
TW3HDEFEINE, B8, AEBHSLTLUBRDOERIICE TS T I
JBEESIE. BHIES 207 I /VBENCSITZ2TI/BOMEBEE L TR
ns,

I, HER2ec (23—652) & HER2ecOZ®h®h, 23
—42, 33-52, 43—-62, 53-72, 63—82, 73—-92,
83—-102, 93—-112, 103—-122, 113—-132, 123—
142, 133—-152, 143—-162, 153—-172, 163—-18
2. 173—-192, 183—-202, 193—-212, 203—-222,
213—-232, 223—-242, 233—-252, 243—-262, 25
3—272, 263—-282, 273—-292, 283—-302, 293-—
312, 303—-322, 313—-332, 323—-342, 333-35
2, 343-362, 353—-372, 363—-382, 373—-392,
383—-402, 393—412, 403—-422, 413—-432, 42
3—442, 433-452, 443—-462, 453—-472, 463—
482, 473—-492, 483-502, 493—-512, 503-52
2, 513-532, 523—-542, 533-552, 543—-562,
553-572, 563—-582, 573—-592, 583-602, 59
3—-612, 603—-622, 613—-632, 623—-642, 633—
652073 /BBEENLRIZERRTF NI T 2AFKBOMED KIGHE
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[0102]

[0103]

[0104]

ZEL | SAATHRELEL (ZITLEET7I/EESKE. BIES20D7 2
JBRINCBITZTI/BESETRT) » Tabb, ERXRTFRE2967
WTL—HMIZ T0ug/ mIDRET, 37CT304. E#EELE, 1
% BSA /0. 05% PBST#37CT30okKBIE, 7O0vFY
T%iTol, TD%. 10ug./m| OKRFEROTHAEEZ, 37CTI0HK
INEEE. 0. O%PBSTZFERALTIEMDNEEEZTo>/R, I HIC,
ZRUE (1 S2000FEH;Agilent Technologies
, Inc. ) Z237CT309kIxIt, 0. O5%PBSTAERALT
SEDEEEIT o=, BKICTI—Step Ultra TMB—ELIS
A (Thermo Fisher Scientific, Il nc. ) T

1 5aEFEaIE, v1sO0FL—h)—4— (Bio—Rad) ®OD6
55 nmTIRAEDAE%=IT > 7,

ZOMER, H:Mab—214GE8LUPH,Mab—25 0#&id6 03
~B22RTFREGT13~6I2RTFRICHIRIELIEZZ EDD, AK
BBOMEDIEN—FIEFE FHER2MD6 03 —-62 2073 /EBMESE (B
FEFS:31). ENHER2M613~632073 /B4 (BIES
:32) ., $IC613~62207 3 /%5 (BBFES:33) THD&
ZzbNhl,

T, HER2ec®aRYFs7avbO—bEL. EMHER2D6
03~622RTFFRO20@DT7I/BEThThE1DFDT7SZVICE
HLU2 0BBEOERBERTF RICHT 2AFKBOMAEORBEEZEL | S
AETHERE L =

ZORR. HoMab—2143M&FICELT. E N HER2D603~62
2OT7I/BICBVWTKB15&F6165FTNhETNT7SoVICERLEK
B15ARTFREFBT1B6ARTFRICHTZRIGHEDFERHER 2R
7FR (EFNHER2M603~622073I/B) IcNTaREMLY L
WhH 2722 EMD, K615EF616M2D00F7I/BBLIVZDOREIN
H,Mab—214#&EDIEN—TTHBZENbho7,
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[0105]

[0106]

F/z. HoMab—250AICEALT. ENHER2DW614%275=
VICEHBLIEWE 14 ARTFIRTERIGENTFEREHER 2XRTF NI
WITBRHELYEFE N> ENL, W6 T4DT7I/BELTZTORAD
PH,Mab—-—250&DIEN—TFTHBZEDLHI DT,

H,Mab—214HkBLUH,Mab—250f&EDIEN—FICDW
TXSICHMICHEANKE, 614—-619, 614—-620, 614—-621
.614—-622, 613—-618, 613—-619, 613—-620, 6
13—-621, 613—-622, 612—-618, 612—619, 612
—620, 612—621, 612—-622, 611—-618, 611—6
19. 611—-620, 611—-621, 611—-622, 610—618
. 610-619, 610—-620, 610—-621, 610—622, 6
09—-618, 609—-619, 609—-620, 609—-621, BLV
609—-—6220ENHER20D7I/BEBEEMNLLZERRTF K (BE
deletion mutant) ICNTZ3AFEBBOMEADORHMEEEL |
SAZETHRELEL (ZCTLET7I/BESIE. BHNES207 I/ BES
ICHBITDTIVBEBESETRT) . EL | SAIZLERERARICIT 2, —RIN
mE LT, AFEBOHEEFNEFNSOuL /T TITHW. ZRitkE
LTI, 99 FHvIX 1 gG " HRP (Agilent Technol
ogies, Inc. . T%BSAPBS—T. 1,2, 000FK.
50l wz)) #EVE, R, ELISA PODHEETMBFv
N (FHSATFRIVKAESH) #BW/E, iMark Microplat
e Reader&ZAWVWTODBSSE nmOREHELERTE L, BERIL,
4ICREINBBEY THo7. AT, 7T /BESORIIC Tp] HMIIh
TW3, M4, P. C. [FBBMHREERL. N. C. FERMENEBETRT,

B4lcmIhadLdIc. HoMab—214%ikiE, 612~6180D73
J B4R (FRFUBES : 35) HOAZRTFRICH LT, BUORIGEER
L. 612~61807I/BEEHASTCLYRVWRTF NEAFORME
AU, £ H4IRINEEDI1IC. HoMab—250fikiE, 611
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[0107]

[0108]

~6180D7I/BEE (BBIIBES: 34) HOARBRTF RICHL T,
BMWKISEEZRL, 61 1~61807I/BESBESCLIYRVRTIFR
ERFEDORBMEERL T,

IS, MAIIKRINEELSIC, ODIENO. 1%#BABZEDICTDWVT,
RIGHEDH 2 EFET 2 &, H,Mab—2145EELUH, Mab—-25
OMFEOVWTNEE 13~61907 I /EEE (EHNES: 36) Mol
ZRIFNIIH L TRGEER L, LAL, ZORMGBMEIF. 612~61
8M7 I /A (BBFBES : 35) HhEMRBRTFRP, 611~618
DOF7 2/ BEE (BEFES : 34) HMORBIRTFRICHTIREMELY
FVWEDTHB I Db, AEBFOHREDOHER 2DEAIRTF FADKIG
MEICIE. 61 2FBO7I /B (BLUV/FLIE611EBEBEDOT7I/EE) O
HENMREW EMNBELMIA S,

EfEfIS5 : CasMab HMIHER2IADIE N—FHIT (2)

(1) 72A—% A4 bX KM —

TOZVEBBEEFERW7O—HYA rX M) — (FACS) #ICT
. HoMab—214%kFELIFH, Mab—25 0ADIY h— T %
To7%. BHOMNBOTI /BET7S-VICB#RLAZHER2 (fRIIES :
207X /RN ABETBHEIMNHER?2) BEFIE. QuikChange

Lightning Site—Directed Mutagenes
is Kit (Agilent Technologies, Il nc. )
ZEALTHEREL, BERIDREICLYERZEADOHERZT>/, BMO
PSZVBHRERDASKHER2EGFIR. FERHER 2EBETERAK
IZ. NRICPAS YT, CRICRAPH TELUMAPH TEMML. FEREN
D8 —ICHARAAE (EEMI1SR) . COTFXAIRF%ENeon Tra
nsfection system (Thermo Fisher Sci
entific, Inc.)ZAVWTCHO-KI1MIGEGEFEAL.
mPARGICEDZELY —T1 VY (EVWY—49—SA3800, Sony

Corp.) & Z0%. 4> (0. 5 mg/mL, InVivo
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g e ntt) ICkZEABIRICK Y REREMABMR AR L/,

[0109] BMONEBOF7I/BET7S=VICEHLAHER2EEGTFEZEFEIMNICE
EFBELAEZCHO-K1#lE%EZ, 0. 25% kY7 1mM EDTA
B (FHSATRIBERRHK) #EWT, BEMLYEIRL, 0. 1%B
SA (FHASATFRIMREH) /PBSICTHELE, 1Rk (H,Ma
b—2144tkEIEH, Mab—250%i%) #0. 1%BSA/PBSIC
T10 wg/mLICEAEL. EUXLAMEICMA. BE. KLT302ME
RiSEHE, Z0%. 0. 1% BSA/PBSICTH%%ELE, BIXE=E,
HEH 2 /R (1, 1000%FR. anti—Mouse 1gG A
lexa Fluor 488, Thermo Fisher Scien
tific, Inc. ) #0. 1% BSA PBSICTHREREL., XKET
309, RikIt/k, BUO. 1%BSA PBSICTH%%LK, ED
RiEEEILTFHFSAHF—EC800 (Sony Corp. ) ICTHREL
720

[0110] 5. PASJIIg2HEa (NZ—1) 0 H,Mab—2 144k H
:Mab—250#iFk BUERBRE (MSRVITT) 070441 kX Lk
')— (FACS#H) OHERERT,

[0111] ZODFR. H5ICRTIN3LDIC. HMab—214F HER2-K6
15ABLUPHER2-F616AIKNLTIRERARKEERIT. HoMa
b—250ik HER2-W614AICRLTIREERLAESERIAN L
o THIKHLT, NZ—1THATIEWITNHOHER2DREEFBRELE
ZEDD, BREEFDODRREBEZ TP TH LI ENPALHTHZ, 2D
EDD, UEIKFA—F (W614, K615, F616) 23889 2548%
BEDHAIE. FENAMBELICKIRTAHER 2 IS RIGTET. NAMKE
FIRERIBIHERZ2ICHLTHEMIIRIELEB  ZEMRBINE, &
BB IKRINDEIIC. FSRYIITRWThORZERICHLTHE
BREEER L, COZ&E. SRV XTI, ARBOHMEERKIC
. HER2DKRXA VI VERHBIZD2HMETHZICEMDDLLT, HEX KX
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[0112]

AV IVDIE, AEBOMGEIRBIT2IErN—T (W614, K615
. F616) 2BB#E LW EEaRETZ, LEN>T, FSAVYXTTE
TEARY, YUFTIEI—7 (W6 14, K615, F616) #3287 24
A, DA EDOHER 2 DFENLEHICES L TWBE I ENPELNT
hH5,

(2) BiacorellE

Biacore X100 (Cytiva) #HWT, H,Mab—-21
AfiAEIEH, Mab—25 Ok BRI F REDHEERERE1T -
fro RTFRIEFEMHER2M603~622FEDT7 I /BES (p60
3—622), p603—622M17I/BETS=VICBRLEED (
GB6O03A, VBO4A, K60O5A, P60B6A, DBO7A, L6608
A. S6B09A, YB10A,L M611A, P612A, I613A, W6
14A, K615A, F616A, P617A, D618A, E619A,
E620A, G621A), p603—62201F7I/BETYIVICE
L=tD (A622G), p603—6220DF7I/BO—EAH%EKRIEL
HER2DEHRTFR (p614—619, p614—-620, p61
4—621, p614—-622, p613—618, p613—-619, p
613-620, p613—621, p613—-622, p612—-618
. p612—-619, p612—620, p612—-621, p612—6
22, p611—618, p611—-619, pPp611—-620, p611
—621, p611—-622, p610—-618, p610—619, pb6
10-620, p610—621, p610—-622, p609—618,
pP609—-619, p609—-620, p609—-621, p609—-62
2) WL, EERTFRERTNEH , Mab—-214HAEFEALH  Ma
b—25 0k %zEEg/N\v 77— (pH4., 0) THRL. 7IvAhv T
VIEILES>TCMEFy FICEER Lz RRIGONHSIZFILIETH
J=ITIVICE>TTAYF VI L, HoMab—2 1 445EFEIFH,
Mab—250#AA2EELLIZCMEFY FICKRERTSFRERMT D
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[0113]

[0114]

ETCHEEREZRNE L, Y=V Ny 77—150. 005% (v v
) Tween 20%Z8ZLPBS, FkIF0. 005% (v v) T
ween 208LT1. 19% DMSO%#ZEZLPBS, BENNYy J7—
7)Y —HC I (pH1. 5) ZAWE, IXTORAIEIX25CTIT-
o MIETF—%1EBlAevaluation software (Cy
tiva) ®1:1 bindingEFLEAVWVTENEITV. BEERE
B (ka) . BRFREEH (kd) BLU@EEER (Kp) 2Kk, ka
FlEkdPNRETEAD>LEDICELTIEB I Aevaluation
software (Cytiva) OF#EEMBRITEEZAVTKDAZKXRD
fes
BRERIBLIVTR2ICH, Mab—2 144k RIBLVRSLICH M
ab—250HED. FhEFNBiocoreflEICLIEARMMEART
o BB, R2BLV4HFOT7I/BESKE. ERLAETI/BEEEZTY,
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[%&1]

)l HMET IS vEREREICNTSHMa b — 2 1 4 Jilkoig Al

yte | ks (/Ms) | ke (/s) | Kp (M)
2.38E+05] 5.43E-03 | 2.28E-08
3.35E+05] 5.64E-03 | 1.69E-08
2.73E+05| 6.19E-03| 2.27E-08
2.43E+05| 6.43E-03 | 2.65E-08
3.29E+05|5.78E-03| 1.76E-08
3.34E+05 5.88E-03| 1.76E-08
1.52E+05|7.39E-03| 4.87E-08
1.99E+05 | 6.59E-03| 3.32€-08
2.26E+05] 6.03£-03|2.67E-08
2.27TE+05]7.74E-03|3.41E-08
2.67E+05| 1.25€-02 | 4.68E-08

N.D. N.D. |3.93E-05
N.D. N.D.  |1.46E-06
N.D. N.D.  |5.78E-04
N.D. N.D. |4.10E-04

1.63E+05|7.16E-03 | 4.39E-08
2.54E+05]1.25E-02 [4.91E-08
1.68E+05| 1.11E-02 | 6.62E-08
1.82E+05]7.62E-03 | 4.20E-08
2.90E+05|5.90E-03 | 2.04E-08
3.66E+05|5.67E-03 | 1.55E-08

N.D.: not determined

[0115]
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[%k2]

83
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#% 2 B deletion mutant K+ 2 H,Ma b — 2 1 4 RS HN%E

“Analyte

kn (/Ms)

‘Kp (M)

== Ligand .

pb603-622

2.34E+05

5.34E-03

2.28E-08

0 [p614-619

1.40E+03

1.19E-02

8.54E-06

p614-620

3.70E+02

1.52E-02

4.12E-05

o [pe14-621

N.D.

N.D.

2.29E-04

- |p614-622

4,35E4+02

1.15E-02

2.64E-05

© |p613-618

1.42E+04

1.30E-02

9.15E-07

- [p613-619

3.45E4+03

1.36E-02

1.61E-06

- [p613-620

4.34E+03

1.00E-02

2.31E-06

' [p613-621

7.36E+02

5.55E-03

1.30E-05

. [p613-622

N.D.

N.D.

1.276-04

- |p612-618

4.67E+05b

1.30E-02

2.77E-08

- [pe12-619

1.06E+06

2.35E-02

2.22E-08

[p612-620

7.54E+05

1.79E-02

2.37E-08

+|p612-621

8.59E+05

2.40E-02

2.79E-08

1 1p612-622

6.15E+08

2.44E-02

3.97E-08

i |p611-618

6.69E+05

1.41€-02

2.10E-08

~ip611-619

7.47E+05

8.30E-03

1.11£-08

1p611-620

4.75E+05

8.36E-03

1.76E-08

p611-621

571E+05

9.61E-03

1.68E-08

|p611-622

4.51E+05

1.68E-02

2.39E-08

1p610-618

8.37E+05

1.21&£-02

1.45E-08

p610-619

8.89E+05

5.10£-03

5.74E-09

p610-620

5.79E+05

5.02£-03

8.68E-09

- |p610-621

6.79E+05

5.19E-03

8.57E-09

. 1p610-622

1.54E+05

5.98E-03

3.88E-08

pG609-618

7.47E+05

1.07E-02

1.43E-08

- {p609-619

7.79E405

4.49E-03

5.76E-09

- [p609-620

6.45FE+05

4.45E-03

6.89E-09

- {p609-621

5.77E+05

4.65E-03

8.06E-09

 [p609-622

5.61E+05

5.26E-03

9.37E-09

[0116]

N.D.: not determined
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[0117]

[£R3]
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#3 BT 7= vERRATHAICN T 5 HMa b — 2 5 0 ko aEAIE

- Ligand

Analyte

ks (/Ms)

ky (/s} :

Kp (M)

6.36£+04

3.70E-04

5.8E€-09

- |p603-622

G603A

7.33E+04

4,30E-04

5.87E-09

VE04A

6.10E+04

3.99E-04

6.54E-09

K605A

5.36E+04

3.46E-04

6.45E-09

P60BA

71.36E+04

3.93E-04

5.34E-09

D607A

7.36E+04

520E-04

7.06E-09

LE608A

4.91E+04

4.31E-04

8.79€-08

S609A

6.06E-+04

3.94E-04

6.51£-09

YG610A

5.71E+04

4.51E-04

7.90E-09

MG11A

5.97E+04

4.45E-04

7.45E-09

PE12A

6.38E+04

6.09E-04

9.54£-09

1613A

8.84E404

8.28E-03

9.39E-08

WGE14A

N.D.

4.38E-03

1.05E-03

K615A

2.87E+04

9.63E-03

3.36E-07

FB16A

5.28E+04

1.08E-02

2.04E-07

P617A

4.41E+04

9.14E-03

2.07E-07

DE18A

7.45E4-04

4,32E-04

5.80E-09

EG19A

7.35E+04

4.65E-04

6.29E-09

EG20A

5.71t+04

4.55E-04

7.98E-09

G621A

5.78E+04

3.99E-04

6.91E-09

AB22G

6.59E+04

4.53E-04

6.87E-09

N.D.: not determined
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[$k4]

4 ¢ FAHE deletion mutant M4 B3 HMa b — 2 5 0 R0 sS4 EAM:

Ligand Analyte | k, (/Ms) i kq (/s) | Kp (M)
p603-622|9.01E+04 | 3.30E-04 3.67E-09
p614-619|8.54E+02 1.18E-03] 1.38E-06
p614-620 N.D. N.D. |2.64E£-05
p614-621 N.D. N.D. |2.66E-05
p614-622| 4.98E+02{ 1.45E-03| 2.91E-06
p613-618|6.49E+051 2.89E-03} 4.45E-09
p613-619| 3.97E+0514.10E-03: 1.03E-08
p613-620| 2.83E+05|3.71E-03 | 1.31£-08
p613-621|3.25E+05 | 3.43E-03  1.05£-08
p613-622| 2.47E+05 | 3.46E-03 | 1.40E-08
p612-618|2.96E+05  5.70E-0411.92E-09
p612-619| 2.50E+05 | 8.41E-04 | 3.36E-09
p612-620( 1.72E+05 7.56E-04 | 4.39E-09
p612-621|1.96E+05 6.83E-04|3.49E-09
p612-622(1.94E+05 7.24E-04|3.74E-09
p611-618| 3.56E+05 3.10E-04|8.62E-10
p611-619| 2.40E+05 4.87E-04|2.02E-09
p611-620| 1.46E+05|3.87E-04 | 2.65E-09
p611-621|2.18E+05 4.11E-04|1.88E-09
p611-622|1.87E+05| 3.78E-04 | 2.02E-09
p610-618|3.76E+05 | 2.25E-04 | 5.99E-10
p610-619|3.19E+05 | 3.80E-04| 1.15E-09
p610-620| 2.60E+05 | 3.42E-04| 1.32E-09
p610-621| 2.56E+05 | 3.47E-04| 1.36E-09
p610-622|1.83E+05| 3.30E-04| 1.81E-0%
p609-618|2.62E+05|2.10E-04 | 8.03E-10
p609-619| 2.44E+05| 2.93E-04 | 1.20E-08
p609-620| 2.34E+05 | 2,91E-04 | 1.24E-Q09
p609-621| 2.4TE+05| 2.89E-04|1.17E-09
p609-622| 2.10E+05(3.30E-04| 1.57E-09

N.D.: not determined

H,Mab-250

[0118] RMEHI4 HLVEREHS DRI L, BET S VERERAK LK Ede
letion mutantiZSFTE2ARBOMEOEESHRMMENEREL L
ZEDS, K6T15EFB16M2D0DT7I/BBLTZEDEL (1613
. W614) PH,Mab—-214HAFEDIEN—TTHZ I ED Do/,

[0119] ZF/ W61407I/BELPZOEE (1613, K615, F61
6. P617) HH,Mab—-250ADIEN—TTHZI LN DI
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(o)

[0120] =fEf]6 : ERBInAEE

AEFEHTIZ. EABZIPHER 2AOEREARMH T,
<92
CEERDBALB, cvOREBKILTHLEALL,

[0121] RER

[0122]

[0123]

[0124]

RERELT, HER2M604—-62273I /8 (1973 /) ©C
RICCys&EMAL2073I /B (HER2 604—-622C;yy2— VK
PDLSYMP IWKFPDEEGAC —¢oon; BBHNES3IT7) 2AML (
A—0O74Y) . BERICLYKLHEMILEZ, RTF ROBREMEIZI 0
%Ll EE LTz,

REE

HER2 604-622C%#100 ug/mouse (100 wul
) EImjectAlum (Thermo Fisher Scient
ific, Inc.) 100 ul%ZEE 10BOREETRE, %
D%, 208, 3MOA. 4B, 5E@BO®REELT. 100 wg/ /<Y
2 (100 wl) #8EB=HKLE (ImjectAlumALl) ., 5EH
DORFEO2HEIC. YOAMNLEE LEBREISEMEZERICLY DREL
Bl v Xz IOo—<HlE (P3U1T) =10 : 10ESTHEMS
EfTRof, MIBEREICOWTIE, BEICLKYPEG1500 (Roche

Diagnostics) #ZHWVWTHTAR>7,

NATY) R—< DR

HAT (Thermo Fisher Scientific, |Inc
. ) EAN~=10% FBS (Thermo Fisher Scient
ific, Inc.) in RPMI (FA54FR0%kX44) 2B
W, 96 well platell/nN/MT7)R—TEBEELL,
Ao —=2T

6H%. ELISAILLYRY)—=vT%5TR>7%k, EL | SARLUT
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[0125]

[0126]

[0127]

PCT/JP2021/043538

D@EYICERLI, HER2p604—-622CIEDMSOT10 mg/
mLICBEL®. PBSTHRLAE (1 wg/ml) , RTFFOEN
ftid. HER2p604—-622C%50 ng/wel | (50 L
Jwe l 1) #FL—KMIMA, 309, 37CTAVFan—F LKk, 7

Ovy&>4iE, 1% BSA/PBS—Tween (0. 05%) #100
wlL,/ " we |l | THA, 309, 37CTAVFar— Lk, 1T
R—<DEELFEE50 wldF2mMA. 309, 37CTArFar—}
L7ze 2&¥4KIEZ. ant i —mouse Immunoglobulins/HRP (A
gilent, 1% BSA/PBS—0. 05% Tween<T1,/2
OOO&FM) #50 w!F2MA. 309, 37CTAvFax—bLE
o FEIE. ELISA PODEETMBFvy b (FHF4FRIKASHKH
) #50 w !l F2mMA. 109, BETAvFaxR—rLk, BERE 1
549. iMarkMicroplate Reader (OD 655

nm) TIIa>7,

oL sa—=>49
REwe | 1ICDWT, Yoo 0—=—2F&i7hkh->7k, BRICEK

Yoo—r%zmEL. ELISAICLYBE/O—VvEaMiILE, v0—V
Z5H,Mab—279~299:&% L1,
HTU5RDRE

BEICLYYTISRAERELLE (HLbMab—214, 250&@#) .
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[£%5]

RS BhHHEI0— YT TR LR
ru—g | BT T A | B
H;Mab-279 IgGs K
H:Mab-280 | IgG: K
HoMab-281 IgG: K
H:Mab-282 IgGza K
HoMab-283 | IgG: K
H;Mab-284 IgG; K
H:Mab—-285 IgGs K
HoMab-286 | IgG: K
H;Mab-287 IgG; K
HMab-288 IgG: K
HoMab-289 IgGy K
H:Mab-290 | IgG: K
HoMab-291 IgGs K
H:Mab-292 IgGs K
HoMab-293 | IgGs K
HoMab-294 IgG K
H;Mab-295 IgGy K
HoMab—-296 Igs: K
Hz:Mab-297 IgGza K
H:Mab-298 | IgG K
HoMab-299 IgG: K

[0128] EfEHIT (1) OBYIC. BMEOERETAST, BREASLICE, A
b—Capcher™ (FOF/N) ZFERLE, BELEAFEIE -
TR, FACS, B8LUREMBIEEREICHLL, FACSIK =S
1 (4) ICEREOBY TV, REMBLEEREIE. ERFI1 (6) ICESR
DBEYICTo>Te, TEM—THETIZ. EEF4ICEEHDEY. EL I SAE
T1I27

[0129] IERNR—T7ETIE. PIZVRAF v VILLYTSZVICELIELRT
FRICH L TER L AMADNRBEEMEZETIESMEERIELEZEIC.
LTS VILEEIEATI/BERKOEEIE N—TERELE, T
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[0130]

[0131]

[0132]

[0133]

ErN—TEITORRIZ. I6A~6EILRINZBY THo/, BH. M6
A~B6ETIF. HEIEN—TETHETRLE, I6A~6EILRIND &
I, EEAEI/O-—VOEEIE =TI, WThEW614, K615
. BLUVF 61 6DMBHICED LN,

FACSHEMTIR., HFIKRIN2EMizESiArsrO0—r & OEEM%
HBR L7, PREMBEGS LTMe t 5 AMIBEE BV, b MREALCERR
ELTHaCaTHilEZMAW. FEELEMEKELTMCFTO0A— I |
| ZFAWV, £ MEREFPAMBH/KE LTA4 31 2EV., IAHAMAEKSE L
TSK—-BR-3ZAWk, ERIE. B7A~T7GILRINDRBY THo L
o 7A~TGILRINDEDIC, BBIES: 3TOFI/BEREREL
EFEAEDOHREI O—> T, EBMREICE L TREEET. BEOISAM
fRICE L TiEeEEr Lk,

REEBILFREDRERIE. I8BA~8FILRIN3BY THo-, H8
A~8FILREINZEIIC, BANBES: 3TOT7I/BERERE LAWY
NOMAE I O— 2 HDPAMBICIEA R L2, EEEBICH L TRBIE
FEAERDONED - T,
n#EEsFrI/o——-—>7J

EEfI 2 ICEREIND LD ICHARGFI/A—ZV 7, ERETERES L
VUEHEAZHEIHOHE. BLUVCDRHEEZERELA, VAV EFY MuE
DOEMIFFACSICL YR TE =,

BAES: 14~178LU39~8007 3/ BENCHIFTI2EHTE
S L UBEHEARREOY I/ BESEEINENUTRORBRY THD, #
EINCDRODEFI, BEHNES: 81 ~206ICFNETRRINTWVDS

(o)
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[£<6]

#6 : BEHOT I/ BEIICS T D BRI AFEMS L OSREO T L BEFNC R A B R A i

BHNES | s L | AEME | BHES | a8 | SEEE
14 H#H 20Q—240R 58 L#H 21D-288N
15 L 21D—238K 59 H 8 20E-239P
16 H$H 20E-235R 60 Ll 20D-210R
17 L 21D-239K 61 HH 20D-236R
39 HH 20E-138sS 62 L#4 21D-237N
40 | 25D-133A 63 H§H 20E-234E
41 H 84 20D-236R 64 L 20D-235R
42 LM 21D-237N 65 H 8 20E-234FE
43 HEH 20D-236R 66 L#H 20D-235R
44 | 21N-237N 67 08 20E-238R
45 H 8 200-234R 68 L 25D-235R
46 | 21D-239¢C 69 H 29E~245R
47 H 8l 20E-236R 70 | 21b-237N
48 | 23D-283N 71 K| 20E-234V
49 158 200-2491 72 L 20D~235R
50 L8 21D-239¢C 73 HE# 200-2491
51 Hi8 20E-238R 74 L$H 21D-240C
52 | 25D-210R 75 o 20E-239R
53 HEH N.D. 76 | 20D-238C
54 L$8 20D-286C 77 H$H 20D-236R
55 H$E 20D-236R 78 LH 21D-237N
56 LfH 21D-237N 79 H 20E-238R
57 H fH 20D-236R 80 L 25D-235R

MERTE, BT 2 BRI D RE TSRS L RS T S Y ORI O T 2 S B REO
TIBICLUTRERTWS, iz, BEYES 1407 3 BERY (H#, TabbEH#) o5
fEiE, 20Q0 5 24 0RETO22 1T I/BEOEKTHL, K6 POERFIES TRINDT I /BER
BiL., EHeAB T CREEED T I 2 EEES (X TR ET) THhHhh, REAME T, RAE
B o073 EBEFEETHESMELEE) L. BYRES  n OESHEEEEOT I iR A TAHE
Sl EEw L, [BFES  mo7 I/ BEFEET ARMEAEK) Lk, BEFES  mOBEHaE
ER T I BRI A E T AR EA N A B 5, WA E RSO T L BEAORT I /BT,
. mEe, HiBR, BLOBBRNSRAEPLBIREND 1UENT I VBEREF LT THLV, BFES .
5 3OEMFEHEENT I JBESHFRRETHY ., BFES: 123 ~1 2 50CDRIEEFIFEF CIHLEMA
DXLV BENTVLIPERBEETHY, BEVFEFOXOEFIICDROE S LITERARW,

[0134] EE5ES1 :Ehc—erb—B—2 (HER2) 15EfES (Geneba
nk2EES: X03363)
iy E=S2 :Ebc—erb—B—2 (HER2) 7

i

JE8EE% (Un i p



WO 2022/114163 91 PCT/JP2021/043538

rotKB ID:P04626)

BT S3 :bEhc—erb—B—2 (HER2) ec (filEARXAA VYD
WEY) 7 X /BEERS (23—-652aa)

BE5&ES4 : FSA<— (InF, Hind Il I | —=H2—=-214H)
BE5&ESS : 7S4<v— (I nF, Hind Il | | —=H2—-250H)
B5&ES6 : 7S54~v— (InFr. 1gGlterNot )
BEH&ES7 : 7S5S4<— (I nF, Hind Il | | =H2—-2141L)
mHNES8 : 7S514<v— (I nF
BIES9 : 754 ~<v— (I nF. ml gCKterNot )
BEHES10: H,Mab—-214H5E0HEZTI—F325DNADRERS!
BRHES11 :H,Mab—-214HE0LEZTI—FT25DNADRERS

H
Hindl I I—-H2-250L)

BHES12 : H,Mab—-250HfADOHEZTI— F325DNADRERS
BiE5lES13 : H,Mab—-250AEDLEZI— K325 DNADIREES
fE7lES 14 : HoMab—2 1 4AE0OHET I/ BES

BE5l&ES 15 : H,Mab—214AEDLET I/ BES
fi73&ES16 : H,Mab—250#HADHET X /EEES
EE5ES17 : H,Mab—25 O04&AMLET I /BRES!
ft7l&ES18 : H,Mab—214EDOHECDR 1O ERER S
fE7l&ES19 : H,Mab—-214EDOHECDR20D7 ERER S
ft5l&ES20 : H,Mab—2 1 4EDOHECDR3I D7 ERER S
f7lES21 : H,Mab—-214EDOLECDR 1O ERER S
f7lES22 : H,Mab—-214EDOLECDR20D7 ERER S
fiE7lES23 : H,Mab—-214EDOLECDR3I DT ERER S
iHES24 : H,Mab—-250HEDOHECDR 1 O7 3 /B
iHES25 : H,Mab—-250HEDOHECDR 20D 7 X /S
iEHES26 : H,Mab—250HEDOHEHCDR 3D 7 X /A
RHES27 : H,Mab—-250HFEDLEHCDR 1 0O7 I /A

BAES28 : HMab—250EADOLECDR2D7 FREC T
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RIES2 9 :
fHES 3 0 :
7 X/ BES
fyES 3 1
7 X/ BES
fy&ES 3 2
7 X/ BES
Bcs&= 3 3
7 X/ BES
B5E=S3 4
7 X/ BES
Bco&S 3 5
7 X/ BES
Bc%#&= 3 6
7 X/ BES
BL5&E=S 3 7
fEoES 3 8 :
mIES3 9 :
fe5&ES4 O :
&S 4 1
RIES4 2 :
fFES4 3 :
iRIES4 4
fe5&ES4 5 :
fe5&ES4 6 :
BLSE=S4 7
fe5&ES4 8 :
RIES4 9 :
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H,Mab—250#ADLECDR3IDT I /AT
BHNES 20O NHER2D7XI /BES600~6520

I ES 2O MHER2D7IVEBESG603~6220

I ES 2O MHER2D7IVEBESG613~6320

I ES 2O MHER2D7IVEBESG613~6220

I ES 2O MHER2D7IVEBESG611~6180

I ES 2O MNHER2D7IVEBRESG612~6180

I ES 2O MHER2D7IVEBESG613~6190

:HER2p604—-622CO7 3 /BEY

scFvTAHWLONSEYYA—D—F
H,Mab—279#{&DHET I /ERES
H,Mab—279#&DLET I /A

:H,Mab—280fADOHET I /EE5
HoMab—280mADLET I /EES
HMab—281#ADOHET I /ERES
HMab—281#ADLET I /ERES
HMab—282#ADHIET I /ERES
HMab—282#ADLEET I /ERES
: H,Mab—283HADHET I /ERES!
H:Mab—283#Hikd LiHT I /FRES!

HMab—284f&EDHEY X /B
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fEFESS5 O :
:H,Mab—285#fkDHET I
EHESD 2 :
fEFES5 3 -
:H,Mab—286#HEDLETI
:H,Mab—287#HADHET I
:H,Mab—287#ADLETI
:H,Mab—288#fkDHET I
fEFE S5 8 -
:H,Mab—289#EDHET I
fEFES6 O :
:H,Mab—-29 0#ifkDHEET I
:H,Mab—29 0k LET I
:H,Mab—-—29 1{iADOHHET I
:H,Mab—29 1#iADLETI
:H,Mab—-—29 2fiADHET I
:H,Mab—29 2#{ADLETI
:H,Mab—29 3ifkDHET I
fE5ES 6 8 :
:H,Mab—294EOHET I
HES7 0 :
:H,Mab—295#fEDHET I
:H,Mab—295#EDLETI
:H,Mab—29 6#kDHET I
:H,Mab—296#EDLETI
Boy&ES 7 5 :
HES 7 6 :
:H,Mab—29 8#ifkDHEET I

EcH&ES 5 1

Bc5&E=S5 4
Bc%#&S5 5
Bc%#&=5 6
BL5&E=S5 7

EcH&ES5 9

B35S 6 1
BL5&ES 6 2
Bc5&ES 6 3
BL5&ES 6 4
BL5I&ES 6 5
BL5&S 6 6
BL5&E=6 7

EcH&E= 6 9

ECHIES 7 1

ECHES 7 2

ECH&ES 7 3
ECHEST7 4

ECHES T 7

93

HMab—-284HADLET I

H.Mab—285#EDLEET7I
H.Mab—286#HEDHEETI

H.Mab—288#iiADLEET7I

H.Mab—289#ADLEET7X

H.Mab—293fADLEET7I

HMab—-294HADLET I

H:Mab—-29 7HiADHET I
H:Mab—-29 7HADLET I

PCT/JP2021/043538

[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l

H H O O O O O O EH O EH EH EH O H A

=H =H
R RS RE R R RS R R R RS RP R R RS R R R RS R} R RS R R R RS R D

=

oS
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ECH&ES 7 8 :
ECH&ES 7 9
EcH#&E=8 0 :
fcHES 8 1
fch&E=S 8 2
EcH#&E=8 3
ciE=S8 4
EcH&ES8 5
EcH#&= 8 6
ECH&ES8 7
EcH#&= 8 8 :
EcH#&E= 8 9
EcH&E=9 0 :
EHES9 1
fcH&E=S 9 2
ECH&ES9 3
ciES9 4
ECH&ES9 5
ECH&ES 9 6
ECHES 9 7
ECH&ES9 8 :
ECH&ES 9 9
EcH&ES 100 :
EcH&ES 101
EcH&ES 102
EcH&ES103
EcH&ES104
EcH&ES105
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HoMab—298AMDLET I /EES

:H,Mab—29 9fADOHET I /BE5!

H,Mab—299#i{ADLEET I /EEES

:H,Mab—-27 9fiAOHECDR 1 D7
:H,Mab—-27 9fiAOHECDR2D7
:H,Mab—-27 9fiAOHECDR3I DT
:H,Mab—-27 9HiADOLECDR 1 D7
:H,Mab—-27 9iADLECDR2D7
:H,Mab—-27 9HiADLECDR3I DT
:H,Mab—-280AOHECDR 1 D7

H,Mab—280#&AOHECDR2D7

:H,Mab—-—280in4ADOHECDR3ID7

H,Mab—280EDOLECDRTIDT

:H,Mab—-280xDOLECDR2D7
:H,Mab—-280ADOLECDR3IDT
:H,Mab—-28 1HADOHECDR1D7
:H,Mab—-28 1HADOHECDR20D7
:H,Mab—-28 1HiADOHECDR3ID7
:H,Mab—-28 1HADLECDR1OD7
:H,Mab—-28 1HiADLECDR20D7

H,Mab—28 1i{&OLECDR3ID7

:H,Mab—-—282inA0OHECDR1D7

[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
2ECS!
FREC A

H H O O O EH O ©EH O &H O &EH ©EH O TH

R RS RE R RE RS R} R RS R R R RS R} R RS

=
B

=

HMab—282#iAOHEECDR2D7 I /AT
:H,Mab—-282MEDHIECDR3IDT I /EEERS
:H,Mab—-—282EDLECDR 1 D7 I /EES
:H,Mab—-—282EDLECDR 207 I /EEERS

:H,Mab—282nAOLECDR3 M7
:H,Mab—283mEAOHECDRT1MF7I

2ECS!
2ECS!

H TH
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BH7HES106 : H,Mab—283#ADHECDR2MDFT I
EBHHES107 :H,Mab—283#ADHECDRIDFT I
B7HES108 :H,Mab—283#ADLECDR1DOFI
BRHES109 :H,Mab—283#ADLECDR2MDFT I
BHES110:H,Mab—283#ADLECDRIDFTI
RHES111:H,Mab—2844ADHECDRIDFI
RHES112:H,Mab—2844ADHECDR2DF 3
RHES113:H,Mab—2844ADHECDR3IDF I
RHES114:H,Mab—2844ADLECDRIDFI
RHES115: H,Mab—2844ADLECDR2DF 3

6

7

8

[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l
[l

RHES116:H,Mab—2844ADLECDR3IDFI
BE5&ES117 :H,Mab—285#HFEDHECDRTIDT I
BE5&ES118:H,Mab—285#HEMDHECDR2MDT X
BE5ES119:H,Mab—285#HFEMDHECDRIDT I
BE5&ES120: H,Mab—285#HFEDLECDRTIDT X
BE5ES121 :H,Mab—285#HFEDLECDR2DT X
B5&ES122 : H,Mab—285#HFEDLECDRIDT I
B5&ES123:H,Mab—286#HEMDHECDRTIDT I
B5&ES124 : H,Mab—286#HEMDHECDR2MDT X
BHES125 :H,Mab—286#ADOHECDRINDFT I
ByES126 : H,Mab—286#HADLECDR1DOFTI
BHES127 :H,Mab—286#HADLECDR2MDFT I
BRyES128 :H,Mab—286#HADLECDRINDFTI
RHES129 : H,Mab—28 7HiiADHECDR 1 D73
RHES130: H,Mab—28 7#iiADHECDR2DF7 3
RHES131:H,Mab—28 7#iiADHECDR3IDF 3
RHES132: H,Mab—28 7HiiADLECDRI1DF X
iHES133:H,Mab—28 7#ADLECDR2DF

H H O O O O O O EH O EH EH EH O H A

=H =H
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RHES134 :H,Mab—28 7#iADLECDR3IDF I
EyES135:H,Mab—288#AMHECDR1 DT
E5HES136 :H,Mab—288#ADHECDR2MDFT I
BRHES137 :H,Mab—288#ADHECDRIDFT I
EyES138 :H,Mab—288#ADLECDR1DFTI
BE5ES139:H,Mab—288#HFEDLECDR2DT X
BE5ES140: H,Mab—288#HEDLECDRINDT X
BE5&ES141 :H,Mab—289#HEMOHECDRT1IDT I
BSES142 : H,Mab—289#HEMOHECDR2DT X
B5&ES143: H,Mab—289#HEMDHECDRINDT I
BE5&ES144 : H,Mab—289#HFEDLECDRTIDT
B5&ES145:H,Mab—289#HEDLECDR2DT X
B5&ES146 : H,Mab—289#HEDLECDRIDT I
BESES147 :H,Mab—29 0HFEDHECDRTIDT X
B5&ES148 : H,Mab—29 0#HEMOHECDR2DT X
BESES149 :H,Mab—29 0#HEMDHECDRINDT X
BE5&ES150: H,Mab—290#HFEDLECDRTIDT X
BE5&ES151 : H,Mab—290#HFEDLECDR2DT X
B5&ES152: H,Mab—290#HFEDLECDRIDT X
RHES153: H,Mab—29 1#iiADHECDR1DF 3
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