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BEFES : 20 1 ICEHOT7 I /BB BT 2EHCDR 1,

FRIIES : 20 2ICEBOT I /BEIAETZEHCDR2, LV
BFIES : 203 ICEHOT I /HMEH4ET2EHCDODRIAEFTHEH
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[RAE S MR
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RS SR
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5:5007 3/ BEINEETIBRHEALREEZET 2H4E LIIZZEOM
[RAEEMHT A
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MHTRE (x i) ZBATREILEZONERESUHNFZRIE. BRRIL
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TEBYVNRIEEWD, EHIZ, EHTEEEVH, EHERRFECH 1
. CH2, CH3, RUCH1 &CH2DREICHEBT 2k JEENISHRY
B BHTERAEV L EBEHERRECL EANLAS, JOFRT, V
HeVLISR2TEMmEN A (Fv) 2 RRESICEEES L. kIC
ZiME 52 B4EETHDB, £/, VL, CL, VH, CH1H»hSARBHE
BEMREZF abfEH &MY, eV VMEE, CH2, CH3INLRZ%MHE%
F c $8i5 & PR,

AIEBED D5, BEFENREEMT 2EHITFICEENIKRE . BREMER
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gion:CDR) &MiEh3, CDRUADLEBMEEDDRWED%E T
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EHOTLEEICIE. ThENR3DOCDRAEEL. ThEHNKIRERH
SIEIC, ESHECDR1~3RUEHCDR 1 ~3 &MEN 3, Hkid, ik
A VIROE (M#BZE) THoTHLL, BFIAEF v A =Z—XNLRY
—UREHAE (CHOMM) LEOEMHMBICELEIEZ I &N TES, ik
DOHEEIF. FICREINGWAFIZIE, JEe NEWOIA. FEE NHEILEY
O BIZIE <O RE. Sy MUk Z755F) . BLTE ME
NEFOLND, T M. FXASHE B MUF, BLUPRESE MR
RAETH>THLW, TikiE, RYIO0—FIAFEEZLERE/ 7O0—F IR
BTH-o-THLL, WELLRE/7O0—FILTRETH B, TF A 5K
s, ERTERES L UCBHEATRRESICRLIBOEHERREAS L UE
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SRUEHCDR1~3%2F L., ERRVCBHOEINENLDDTI L —LT
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Eifohd, MH554E. CORBERAKEMIENSZEEHD, B
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E NHEOHAFICEWT, EE MREOHEDEBBELE NOREOEE
HEHICBRINTVWARRETH S, £ bFASHETIE, ADCCEME%EE
HHBEATIH. fIAE, EEEESICAVWDE NOREDY TS Tk gG
1&£3352&MNTES, [F2be ME] &id. FRBLUCDRMLA
ZAEEERSCICERBHOMA L HICE MAUKICEHRT 2R EEKT
%, £, MAOHREEL %8R T 2 BN TRAELZRE - EYESHEOR
RBETDHIEETED, £ IR, ZEREMERGF. 2 —ERE
MR, FERZERFEERATH> TE LW, HEE, BRI hHE,
FLRIEBEINRGETHY B D,

APEHME T, THRERESUNRA] SiE. IREANOBAUES R IR
HEO—EERIKT %, MREEESUMFIE. AFEBOREOEHATLHEEE L
CRBETEERELRIZOEAEERD 2, MEBEMENAIE. X351
FEBEMIhTWTHLWL, MRBEEMAFE LT, HIZIE Fab
. Fab’ . F (ab’ ) .. FvABIFOND, T/ REESMERFICIE
HEBAICKYEEISNABSA T IEHEENSEY BIAIE. scFv (
BHFv), ¥47KRF4—, scDb, ¥vFhLscFv, O4>vTy
NR—E sc (Fv) , (888 (Fv) ,) %) OREEET S, ZTOHODHR
EO—ER) 2ZATVWTHELWL, DL BMADOHERESMETA L. BIC
REINGWABIZIE, MAEZEBRTUIELTEZIENTES, flAE
HEENIA UV THELTDE, FabiaB2IENTEDL, HDWE. Hifk
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[0020]
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ARMETR., HEREER (ka) LU THEEREER] (kd
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 BREBICAMOERTHY ., BEBEHOKM, FxE, KRETSIEVH
IBEEAWTRET B ENTES, MAOREMEBEEH (Kp) . kd/
k a TRDLND, Filkid. BHOFICHL T, FxE 1 0-"METF, 1
O-8MBAF., 10-°MBAF, 10-'°MBF, 10-""MBAF, &F7/Iid10-
EMBATFOKEEE LIS,

APHME T, BEBEMEIEY (FLEEW) . RRICEEST
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&Y, HERNICERYIAZFN, MIASTYBEIW THERICKREINT S, g
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RO A BN A, DA, REDNA. BIA. KBDA. FTENA. IIE
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B, 8LV LOEBEDOHIA (B, BEREEFERS) NEFLN3
o Ffe. BMREFE L TR, ALK RECLRK. BEOLR. EERD
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5:34) 23250 THYRB/Z, /e TEM—TELTRBEINES
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5ZENTES,

| HC&TIE, 2018 ASCO/CAPHARSAVIZETWTHEE
BAZAA7ILTBHIENTED (Wolff AC, et al: J Clin Oncol 36 (20),



WO 2022/114163 26 PCT/JP2021/043538

2018: 2105-2122888) ., 2018 ASCO/CAPHA RS YTk H
ER2DFERES
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NUD L, KBEETFANSI Y, AIVRFIAFIVRAY—FF )DL, R
JFV. AFIELO—R, TFILEIO—R, FHVIVHL TIET
Jb. hEA Y, BEX. RVITFLYFZYa—=), 7)), )Y
v, ZOoEvygya—i, oY, RST740 AFTYITIA-L
ATTYVE EMNOBETILTIV, V=), VILER—L. 7
F—XR. REEHFIESBIFONDININLICREI NG,
AFEBICINIE, AEBORAZLIEZOMRBESHHAESCHER2
BrEH (HER2EMBEERED VD) 25CEEERMIREHRINE
%, AERPOERMERDIE. PAEZLETZILICAVWS I ENTE S,
AEBICENIE, AEBORGKE L IETORRBESMERF % STENL
Bl. BLUHEBENLHEZRT. EXERMNRBEIND, BIX . KR
ICEhiE, REBOMAEE L CITZTORRESHER A &EY (B, i
BEH) EOMGEENMESHE (ADC) 2S5TCERMBRIMNREING, &
FPOEFEMEXDIE. PAZLET DI EICAVWSEIENTEDS,
<FDM>

AFEBICENIE, IRV OLBFONLAARABATHER 2BFHEO L AR
ERET2HETH> T, RIEEIPARRNEARBORKE LB RETLIEE
OHBRAMMA &2 BEMIE2 8250, BEMREIND, OB
T, EHRRABPOHER2 EHHER 2RI Z OERAS MM &
PESEEHB LIEE XTI, HER2BMONAMBEIS B I &RE
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TBRIENTED, AFERBICINIEFT 2, ARPBOMAEFTIEAET LT
OMBEFBEME ST HER 2ZM{EEIC L 2 HER 2EZENIEEEDEMN
MERETDIHETH>T. NELLBEONLEFAREMHER 2AFF
I T OMEZEEMHME (7 L <IE. AREBORGFEELIETONREAMT
Brk) CEEMIEII s, EAHBNPOHER2 EMHER 2GE
T Z OMERBEMET R S EEREBR L& I, HERRICHT L TE
HER 2EM{ILEZEDBN THIERETHI LT, FERSEHIN
B2, AEBICLNIEET . ARBOMAKFLRBRATLIEZONERBEEMHE
M ZEOHER2EMIHICEZHER 2EMILEEDEMEERET 2
FETH>T, REMSBONCEAEBEMHER 2HAZ LR ZOME
mEMs (FE LR, ARBOMKI LR ZONERBEME) &8
X, £AHEBPOHER2 EHHER 2R IEZOHRERBEA MR
EDBEEREFRITD &, BBEEARERETIIEEE2EH. XK
BEAEKROREIE, YZHRICH L TIHHER 2EM(LEENBEYNTHD I &
ERY. HEMREIN D, 22T, BERERIE. ERERIERTH D
BEICIE. EARBEPERERICREE LA EIKETVWTHRETE, £45
BARARABNTHBESICIE. EL | SAREDUEEICAMOAEICLY
RETDIENTED, TOBKTIE. FEiE. 1 YENDODOFETHYE
%, Fle. TOBERTI, HER, EXLABATRREZETHD, JOREBEK
Tl HElE. BDHOTIREZSFAVIEATE S, AFBFICEINIE D
FERICBWTHAWSLOHD, AFRBDHE R 24&F /2137 DIRB A kT
FESUBIE. FRE2H+*y MREINES, AKBOHER 2K
FFZOMEFESMAIFERIN. CNICEYARRBOHER 2HAE
T OMEBAMMAEZRE L TELWVW L. FhiE. AKBHOHER 24
FEIZTORREEMEME 23289 2 EH _RIAEICEY. AEBEOHE
R2MAHFELIETOMERBEMMEEZRE L TH LW, LEN>T, BT+
v M, AEBAOHER 2HA 213 OMEREEEMEN A %3289 21285
RIMAEEILICERED, ZHEIE. 7ILAY IR 79 —EPEFIHE
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[0077]

[0078]

[0079]

RIVFFVH—PEOBREHRECSVTHAVONZERTHYE. Thd
KN 2HRBEEZAVTEROFEREEZRET DI ENTEDS, LENFST
. BETFY M REEBEEZILICEATVWTH L,

AFEBPICENIE, EEEAETHERZ2ENEEENBMTHZ EREI N
ERRICBWTIHAAZNEBTZEICAVWSOHD, AEBOMBEELIEE
OHBEFEMMF 2SCHER 2EM{EH 2 STCERERMIIREINES
o AFEBRICINIEE . AFEBAOMBELIEMAE T LT ORRBEMERTH
ERIGHETHZHER 2BMEREETIHRICEVWTHAALNET 22 &
ICAWS7HD, KEBOMEELIEZTORREAMAE2SOHER 242
HIbF & STEFBBRIIREING S, AFBEOHER 2ZHNEFIL.
DI AFIFEEHBTZIENTES,

AREBICENIE, BRICBWTHAEZNET 25E5TH>T. HEHRIC
AFEPOMAEFLIEZTOMRREEUEMA 22U HER 2EMN{LRIOBELE
VEE/RSTDIEEEB0. AEMRHRINDG, ARRBICLNIEFT L, HR
ICBVWTHAENBT 2HFICAVWDHDUZRRICEARBOREE 21T
ZOMEBEMMF 22U HE R 2ENERINMRFIN D, AFRBICINE
IHIC, WRICBWINAZUNEB T DHEICAVWDILODERDOHEICS T
ZUBNRICAFEBONAK I IZZTONMRESUHEMA 22T HER 21 M1k
HOERIRBEINS, ChODBRICBWT, WRIF. £EEAETHER
2EMIEEENEN THD EREINARKTHYBZ, HRIGE. £F
BOMEF LRI MAET LI ZORRBESHMF & RBETHDHER 254
BE+ETINRTHYEZ, ARLEVER. EENICEERAEEEL
LIEERDDETH S,

AFEBEICEINIE, HERZ2BMDHAAEET 2RRICEVWTUEN AR
KA E X TONEBEUMF 2 #AaIE2HETH> T BEWRICK
EIPOMBE TR ZONEREMMFOBNEEZRS T I L5220, AE
PREEINS, AFERICLNITFEL, HER2BEDNAZETHIHRICS
WTHENAAMBICHAZ LR ZORERBEMNF 22T HER 2 ZMbH
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[0080]

[0081]

EREIEDIHETH> T, SEHRICAFKBOMAEILEZONMEEEMH
MAZ2CHER2ENFIOBVNEZIRSTE L2230, HEMRHS
na,
Eii30l
UTICERA%#ZEHT 5. UTOERFITHWSHAERIT., BEANICIEE
FEBIRICEEE L RRmEFER LA IX—Hh— (Sigma—Aldri
ch, BX7 4 LMAHMEGIAEHE., THFA TR, R&D S
ystems, USCN Life Science |INC%) 0R%ESR
THRATRERTH 5,
EfEfll1 : CasMab HHER22HEQES
(1) #HR=
b NBEFEMERLN229, £ bMAAAMBEKSK-BR-3. FvA
Z—ANLRAY—R (CHO) — K1, LU~V X ESEEEMAEkKP 3 U

1TiEAmerican type culture collection
(ATCC) iEALL, EBE MREALMBEKHaCaTIEFIXEN
1A HEALL, HER2&ELTHE, BIES: 2073 /BEIEZET
2ENHER2%#@BWk, HER2ec& LTI, RIIES: 3OT7I /B
i %EHEITSHEMHER2ODHMEARXAY (WEHER2) ZAWVWE,
CHO—K1icLipofectamineLTX (Thermo Fis

her Scientific, lnc. ) ZAWVWTNRICPA#® S (P
rotein Expr Purif,, 95, 240—-2417, 2
014) ., CRICRAP#4 (Fujii et al,., Monoc]l
on. Antib. Immunodiagn., Immunother

Apr;36 (2) :68-71, 2017)., BLUMAPHY (
Fujii et al., Monoc | on, Antib. | mm
unodiagn. Immunother. , 35 (6), 293 —
299. 2016) #{MULAHER24 YRV EQOHERBRTSSXAI K (p
CAG/PA—HER2—-RAP-MAP; tEDFujii et al
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[0082]

., 2016 ;M1AZR) #3527z 3>v L. HER2REMAE
APA4YTHAE (Protein Expr Purif. , 95,
240—-247, 2014) TY—T14 VI LERBRIIEFBRTTRER
MK CHO /HER2%®IIL7/, £/, LN229(ZIENeon t
ransfection system (Thermo Fisher S
cientific, Inc.) ZBAWINKRICPA®Y, CKRICRAP
5. BLUOCMAPH THEMAMLIZHER2 /80 &E (PA—HER2—
RAP—MAP) F/IEINKRICPAY Y, CRICRAPY Y, BLUMAP
&5 %NMLIEHER2ec (PA—HER2ec—RAP—-—MAP ; L&
DFujii et al., 2016;™E1B&E) OFXRSIZAIN (
PCAG/ PA—HER2-RAP-MAPZ/IEpCAG /PA—HER
2ec—RAP—-MAP) FhEThE8AL%, PA—-HER2-RAP-—
MAPRIRMEEAZIMP AY JIATY —FT 1 V7 LERICEFBIRTTRE
FRIBMMEMKLN229 /HER2%#FH L/, &/, HER2 e cDEKIR
HERERRICDOWTIE, RAPHJICWT 54k (PMab—2) EPASJIC
NI BHE (NZ—1) DYV RAYFEL | SAICKY., BELEDORY
V—=vJ%%7\, LN229 "HER2ec (9% ZF&L/%k, CH
O—K1, CHO/HER2#BLUVPIU 1 IZEHEHME LTRPMI 1
640 (FHFM4TRIKARK) ZFEMALA, LN229, LN22
9/HER2ec., LN229 /HER2, SK—BR—-3840HaCa
TIREREHE LTHNRY AWEA —JIVIEM (FHF74 TR IVMKAEH
) AW, BHICIE1 0%V VBFME (Thermo Fisher
Scientific, Inc., ). R=>Y>Y (100units,/m
L) . ANLTRTA4>Y (100units,/mL) BLUOT7VHRFY Y
¥B (0. 25mg/mL) #&KmML., 37C, 5%CO,FTHEELL,
(2) E/70—FLREDOEES

REEME LTHEALAELBALB eV (488, AR) & BEXY
L7HhSEBALL, filkidCasMabii (Kato and Kanek
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o, Sci. Rep., 4: 5924, 2014) #E\VTHES
L7ze LN22 QfRAICLYEELEINIHER2e c Y VNV BAIMAP
SR (EEBDFujii et al., 2016) TFI74=541

BEL, TO®%, BALB cY¥JRICT100ugMDHER2ecH UN
8% Imject™ Alum (Thermo Fisher Scie
ntific, Inc. ) &EREL. YEREZTA>k, BINRE (&
3E) &ELT. LN229 "HER2 e ch iR LAZT100ugDHE
R2ec# v/ VEZBBARIEREZES L, TO%., BREEO 2 BAIICE
RAZELTIOOugDPHER 2 e c 5185 L1, HH LBEE, SRS
LEffa%, PEG1500 (Roche Diagnostics) #&
FAWTP3U T &cHiflgmaXtr, MlBMeRIEeRFYFr, 73/7
FY)y, FXYVY (Thermo Fisher Scientific,
Inc. ) ARMRPMI 1640THEEL. HER2e cZAWTHEER
TBHEL I SAKETEELBDIRRY ) —=v T %172, 1RRV)—
—viJThHEME R fong T R—TRBRAFREIC I >Tr/R—=VT%
EELAE, B/ 70—FIIRAEORESICITEMSEN (Hybridoma
—SFM; Thermo Fisher Scientific, I n
c.) THELENTYR-—TLEFEZRAW Protein G Sep
harose 4 Fast Flow (GE Healthcare U
K Ltd) 2B LTHERLL, FRWTEREOBREY., 70— kX
f)—. x4 70v b BLUCREEBICEREEZRELL, BRE
L THBRAAEDOH  Mab—119HFAz80HN25 0@o/O—rab, 7
O—HA4 rXKMNY— x4 70OY b~ BLIUCREEBMEEREBICELS
Y AHERT. PARENRLHER2%ZBHIZEEIONDIPAKRTEN
REDIO—VHABERESN, T, 220070—2IC2WT, ThEh
. H:Mab—-—214, 8&U"'H,Mab—250 (UTFT. &bt TARFERBEOD
NEEBEITE DD, ) &Lk, HZI/O—UHLBLNHE
ZENETNH Mab—-2145E8LUH, Mab—25 0l & M,
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[0083]

[0084]

[0085]

(3) ELISA

HER2ec (V) VEBEERIEK (PBS) THR) #96we | | FL
— M, Tuwg/ mMIDRET, 37CT304, EEbLE, 1%V
BT7NTIY (BSA) /0. 05% Tween20 in PBS (P
BST) #37CT30aRMItE, 7OvF v I%aiTotk, ZDk. BE
EE%, 37CTI0RIGIE/A%E. 0. 0O5% PBST%ZEALTS
ClD%%Z1Tol, IHIC, ZXRME (1 /2000FR; Agilent

Technologies, lnc. ) #37CT309KRHBIE, O
. O5%PBSTZERALTICID%EE%=To/, REICT—Step U
ltra TMB—ELISA (Thermo Fisher Scien
tific, Inc.) THE&IY v14/07L—r)—4%—DODS6
55 nmTRHAEDREEIT> I
(4) 728—HA4 X K —

0. 25% kUFYy,/ 1TmM EDTA (FHASAFTRIKERE)
ERVWTSEESHERADINL, 0. 1T%BSA PBST#%4%%. 4CTF
. EE (2) THEHELERAE (Tug,/mL) ERIGIER, #lBZ0. 1
% BSA/PBST#&% ALIVJY—VE#BR<TYIR | gGHk (
1000fEFER; Thermo Fisher Scientific,
Inc. ) &309RIGItE, HHAEEIFEC800 cell Ana
lyzer (Sony Corp. ) THELR,

(5) wxzZx4%>v7Ov b

2—AXWATNIH /=N EECSDSHYYTINRYyIT7— (FAZAT
AU AR) THRELALMETAERZS —20% R T2 VILTI RS
W (BE7 4 ILLFAHMERANSE) TERXEIL, R T7vibEZY T

(PVDF) [E (Merck KGaA) LICEEELE. 4%BAFLIINY
MPBSTT, RYZwikEZ)FVPDVFEA7Ov I, £ (
2) THERLEAE (Bug/mL) FLEMb—T7IF Vi (clon
e AC—15;Sigma—Aldrich Corp.) ERIBIEE
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[0086]

[0087]

o TDE, RINAFIHF—FEBMYVZA|I gGHlk (1000FR; Ag
ilent Technologies, Inc. ) ERIGTEE, BE
IIEEENAEE (ImmunoStar LD;ELT4ILLFMIGHIE
MARH) 2EAL. Sayaca—Image r (DRCHARE) T
TFHIV R L,

(6) REMABcERE

BioChainttdbBALLANAEBE (H5¥O0J/ES:B9041
11) EBioChain Institute, I nc. BBEBALE
FEIARMER (h9OJ/BS:B803077) #AWE, ATIFEFY
LYTBRAS 740 BKLIZVEEER (pH 6. O;Agilen
t Technologies, Inc. ) ICRELT2098A—+7Y
L—JUB%ETo/, RWTLER (2) THERELERAE (1 wg/ mL) T
FETFICHBVWT I BRERBIE, FO%Envision+ kit, mo
use (Agilent Technologies, lnec. ) T30
DB L, 3, 3 —TUTFI/RVYIIVNEMRIBET2HOME L REIE
AT RFVY UTHRIEREETR >, REBER., L2018
ASCO/CAPHARSAVICETWVWTO, 1+, 2+, BLUV3+THE
fii L 7=
EiEBl2 : CasMab #HHER2FAEDEIRE

(1) HMab—214%fF 8LUPH ,Mab—250HEDT I /EBE
H R IREELSIDIRE

HMab—214n47Y) R—THIlESLTH ,Mab—-250/1n171)
R—<#il21 X1 06mA5RNeasy Plus mini kit (Q
AGEN) ZFBEALTr =4I RNAZHEHE L. F—4%IRNASugH
5, SuperScript |V c¢cDNA Syntheses Sy
stem (Thermo Fisher Scientific, | nc
. ) ZFEALTcDNAGKZITo /., UTFTOEBRICCDNAZHRE LT
EALE,
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[0088]

[0089]

[0090]

[0091]

[0092]

EiH (HEE) OBRICUTOT >4 v—%@EA L%,
InF. Hind Il I | —=H2—-214H (EE3&S4)
InF. Hind Il I | —=H2—-250H (E%&ES5)
InFr. lgGlterNot | (E5&ESG6)
PCREISICIEHotStar HiFidelity DNA pol
ymerase (QI AGEN) Z#ER Lk, BERHIE. SHMIC95TH
2. RICO4TC1E#, 50C14H. 72C1H%235H514 7). &RERICT
2C109& Lk, BIELEZPCREMIEIFastGene Gel /PC
R Extraction (HRYzRT 17 AKARM) ICTHRAL K,
HoMab—214#AHBEOP CREMIE. $IREERH ind | | | &&
UNot IICT37CTIHENLELFastGene Gel /PCR
Extraction kit (HRYzXT4 7 ZAKAEH) ICTHEHEL
7-pCAG vectoriClnFusion—HD c¢cloning k
it (WHASNAFHEERM) 2RVWTHTs0—=v I L. RIS—TFF
17— LRERIDOHER%ZT o7
HoMab—250AHEOP CREMIX. FIREREH I ndl | 1 &
UNot I ICT37CTIHBEMELFastGene Gel /PCR
Extraction kit (HAYVzXT147AKKARM) ICTHEL
7pCAG vectoriZllnFusion—HD cloning k
it (PASNAFHERRY) 2RVWTH T /0—=Vv I L. RIS—TF
17— LRERIDOHERZ1T o7
B (L$H) OBRICUTOT 514 v—%ER L7,
InF. Hind Il I | —=H2—-214L (EE3&EST)
InF, Hind !l I | —=H2—-250L (E%&HFS8)
InF. mlgCKterNot | (B5ES9)
PCREIGICIEHotStar HiFidelity DNA pol
ymerase (QI AGEN) ALk, BREFRHIE. EM95TH
D RIC94TIEMW, 50C1H. 72C1H9%35H17)L, REICT
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[0093]

[0094]

[0095]

[0096]

2C109&Lr, BIELAZPCREMIIFastGene Gel /PC
R Extraction (HAYIXRT 1 7AK%ARM) ICTHRELL,
HoMab—2145ALEOP CREMIX., FIREREH I ind | | 1 B&
UNot IIZT37CTIHEMLELFastGene Gel /PCR
Extraction kit (HRYzXxT47AKAE) ICTHEEL
7=pCAG vectoriZClnFusion—HD cloning k
it (WASNMABKRRL) 2AVWTY T 70—=Vv T L. RS —TF
17 —HOIRERI DR %1T o7,
H:Mab—-2504ALEDP CREMIE HIREREH I nd Il | 18
UNot IICT37CTIHENLELFastGene Gel /PCR
Extraction kit (HRYzXT4 7 AKAEH) ICTHEEL
7-pCAG vectoriclnFusion—HD c¢cloning k
it (WHSNMABKRARK) 2EVWTY T I/0—=V T L, RISY—TF
17— LRERIOHER%ZTo 7
TOHER. HMab—2144A0OHEEZI— KT 2D NADIEERSIE
BHES : 101X, HoMab—2145FADOLEEAI—-RTZDNADIER
BHNFEIIES : 1 1ICRTEBYTHo, AKIC. HMab—2504#
HOHEZI— R 25DNADEEERIIZENES : 1212, HMab—-2
S5O0HEDLEEZI—RTZDNADEBERIIIERINES : 1 3ICRTEH
YThHolo,
H:Mab—214R#0RERERINST I /BEFHZFALE, H.M
ab—21445E0OHET I /BESIKEIES : 1412, HMab—21
AADOLET X /BBESNIZEIIES : 15T EBY THork, RAKRIC
. HoMab—-250kDRIBEEINNST I/ BERINEZFRLEL, H.M
ab—250ADOHET I /BEEIIIEIES : 161, H,Mab—25
OMMAEDLIETY X /BESIIERINES : 1 7ICRTEBYTHo
(2) HMab—214%k H,Mab—250#ftA0CDR (18R
EMRIE) DIRE
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[0097]

[0098]

EE (1) TRELLEEBENLIYUTOURLOEKI—LR—=Y (aby
sis; http://www. abysis. org/abysis/
index. html) IKRFEINTWB ML/ 707 VOEIIFAY 7
M (KabatF>/N)>Y) ICTCDROBEMMIEZRE L7

ZO#ER., HMab—-2145ADEHCDR 1 ~3 RUTBEHFHCDR 1 ~
S3O7X/BEIIE. ETNETNEIES : 1 8~20RVEIES : 21~
23 ICARTINBIDICHFESINA, BKRIC. H,Mab—25 0HkDEMHC
DR1~3RUBHCDR 1 ~30D7 I /EBEIIE. ThETNEHNES: 2
4~20RVEBHNBES : 27 ~29ICR-INDLIICEEEINS,
EfEBl3 : CasMab #HHER 2ADII
(1) 7O0—HA4 b X MY —

F&EE MREALHEREMHaCaT (ARENMF) (. BLUTHADAKMRE
BSK—BR—-3 (ATCC) iIi&L. UFOAFET7O—HFA hX ) —
RN & 4T > T,

0. 25% K YTFYY/ 1mM EDTA (FHSATRAIKREH) %
AWTEEZREMIEZEIXL. 0. 1%BSA PBST#%#%E. 4CFT
ERIMHER2E/ 7 O0—FILiE (HRAGE (H:Mab—11 9%/ ; M

onocl on. Ant ib. Immunodiagn. I mmun
other,, vol. 36 (6), 287—-290, 201758

). H:Mab—214# BLUH,Mab—250#ilk, KEBLFE)
ERIGIE, #lB%E0. 1%BSA/PBSTHE%R. ALIV I —>
BEN~OA | gGHE (10001ZFHR; Thermo Fisher
Scientific, Inc.) &30oREItEL, BHAEEILEC
800 cell Analyzer (Sony Corp. ) TRELE
ZTORR. M2 THRT LIS, WRAKE (HeMab—119HF) & A
AFHREMRTH B SK—BR -3 ICRMT 2EIT TR, EBMBKTHSDH
aCaTICHBEEORINEEZR L, —FH. AEBOHMKIE, PNAMREKT
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[0099]

[0100]

HHSK—-—BR—-IICIIFEEOREMEZR LD, EEHMEMKTHDHa
CaTillE2<{RIGLAaN>Te, 2D &ML, AEBOMAKIL. NAKE
MMNH D EMNRINT,

(2) REMBIEZRE

BioChainttdWYAFLELHER 2EMIAILADHEB~1/OT L
14 (Ah4%07FES:B904111) IZHL. UTFOHFETREMREBLESE
BEIToT,

MBI REF LTRSS 740 BKLI T VEBEER (pH 6.
O; Agilent Technologies, lnc. ) ITEEL
T209BA— I L—T0EB%ETo/, ROWTAREBOTMAE (1 g m
L) TEETICSWTIREARBIE., ZOZEnvisiontkit (
Agilent Technologies, Inc., ) T3IO0ODMIEL
oo 3, 3 —UTII/RVITUNBHIBET20UEBLEBIE, AT K
FUTHREETR oL, REEER. EROBYICO, 1+, 2+
. 3+ TFMA L .

ZORR. TREEIICRT LIS, FRAE (Ho.Mab—1194uF) &
. REHBLFEREE (| HC) ZAVWTHAMBEOHE R 2 FIRIKR % 3
RDEMRICTHER 2R EHEINLZANA (HER 2ZMEANA)
BICH L. BBiEERT—AH. ARBOREIE. HER 2L ABBICK
L. 1+~3+0BMEERTIATHEELE, 2O &ML, AFRBPOHM
FiE. REEBEEICSVWIEVWREETRT I & bh o7,

EiEfl4 : CasMab FIHER2H\GODIE b—#T (1)

AFEREOMFRIERICLIYERULARRIERZE (WT—-dN23 (ERH
ER2 (BEFES: 2) ONKALTI/HEES2 2T TOHEFEREIE
-ZEE) . dN200 (ENHER2 (BBAIB=: 2) ONKAST I/
BBES199FTOEEARKIELELER) . N300 (EFNHER2
(BEHNES : 2) ONKILTI/BES29 9FTOREELRRIELE
Z&) . dN4O0O (EFHER2 (BBHIES: 2) ONKLIMLTI/EE
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[0101]

539 9FTOMEHARKIELEENA) . dNB500 (EMHER2 (&
HES:2) ONKLLTI/BES499FTORBEZRRITLEER
) BLUVPAINB60O (ERHER2 (FRIHES: 2) ONKHLSOT I /BE
S599FXTOMWFERKIBLERER) ) ODIRTUIRBLEZ END,

ENHER2 (BIBS:2) OFI/BES600-65207 3 /B
5 (BBFES : 30) #BELTWVWREDEFEINL, —H. HEBHKE (
HMab—119%&) EIWT—-dN23(CiEREL. dN200, dN3
00, dN40O, dN50O0BLTANBOOICIERBLAA>LEZ EM
5. ENHER2DF7I/BBES23-199FXTOF7I /EEE AL
TW3HDEFE/INE, Ad. AERGS L TLUEOEBFICSITET I
JBESIE. BABS207I/BEINICHSITZT7I/BOMNES LTHI
ns,

RIC. HER2ec (23-652) &, HER2ec®ZEh®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 /BEENSARIZERRTF RICHT 2ARBOREDRBE
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[0102]

[0103]

[0104]

ZEL | SAKTHRELL (CITLE7I/VEBESE, BINES20D73
JBERIICHITEZTI/ BESETY) . $ADLE, EXTFRE2967x
WFL—HMIZ, 10ug,/ mIORBRET, 37CT304., EMRLLE, 1
% BSA/0. 05% PBST#%#37CT304RMItE, 7OvFy
TaiTo0, ZDHk. 10ug./ m| OAREBOMHAE%EZ, 37CTI0NK
X%, 0. O5%PBSTAERLTIMDEEETo7, I HIC,
ZRitE (1 /2000%FH;Agilent Technologies
, Inc.) Z37CT30aRIEEItE., 0. 05%PBSTZMEALT
3EDEEEIT o1z, BEICTI—Step Ultra TMB—ELIS
A (Thermo Fisher Scientific, Il nc. ) T

1 59@%EeItE v1/07L—h)—4— (Bio—Rad) MOD®6
55 nmTRHAEDREEIT> I

ZORR. H,Mab—214HEELVPH, Mab—250#&I£603
~B622RTFFREB13~632RTFFRICBLIRIGLIEZ ENDS, KF
BOHEDIEN—TIEE R HER2M6 03 —-62 2073 /EB4EE (B
FES:31)., ENHER2M613~632073/B4EE (FRIES
:32) ., BHIC613~622073 /%S (BIBES:33) THd&
Zzbhil,

FZT,. HER2ec#®RYFs7avbO—LEL, ERHER2MD6
03~622R7FRO20EDT7I/BBETNThE1 DT DTS VICE
L2 OBBOEERURTF NIIH T 2AKBOMGEORGMEEZEL |'S
AETHERR L 7=

ZORR. H:Mab—-2145&FICELT. EMNHER20D603~62
2OTI/BICBVWTKBE15EFB6165FNENTSoVICEBRLEK
615ARTFREF616ARTFRNIINTZRIGHEITFERHER 2R
7FRKR (EMNHER2M603~62207I /) ICNTaRBELY D
BhoZEND, KB15EFB16M2D00F7I/BELCEOAEIN
HoMab—-214REOIEN—TTHBIENbh o7,
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[0105]

[0106]

/e H:Mab—-250,&ICEALT. EFNHER2OW614%75=
VICEB#LIEWE 14 ARTF RRTIRIGENFEIEHER 2RTF NIC
W BRMMELY ET/h->IEnDH, W6 TA4DTI/BBLIVZDED
MPH,Mab—-250REDIEN—TTHB &b ol

H,Mab—-214EELPH, Mab—-250&OIEN—FICDW
TESICEHBICEANR, 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—-622M0EMNHER20D7 I /BEEILRIZEXRRTF RN (&E
deletion mutant) ICNTZAFRBAOIMEORIGEEE L |
SAZETHRRELL (CITLERET7I/VBESKE, BIES207 3/ BEET!
ICBITBT7I/BESETRT) ., EL | SARLEEEBHICT >, —KRin
heE LTI, AFEBOMEEEFNRENSOuLl /I I THW, ZRitks
LT, 99 FH~vY9ZX 1 gG HRP (Agilent Technol
ogies, Inc.. 1%BSA/PBS—T. 1,/2, 000&FIR.
50ul /v zxI) ZRWE, ¥EIZ, ELISA PODEETMBFv
N (FHSATRIKAEHE) 2V, iMark Microplat
e ReaderzBUVWTOD6S55 nmDEHAELERE L, BERIZ.
4ICRINDEY THo7, AT, 7T/ BESORIC Tp] HMIXh
TW3, M4, P, C. EBMHREERL. N, C. IFEMERETRT,

B4 ICRINDBEDIC, HoMab—2 144Kk, 612~6180DF7=3
J BRI (FR5IES : 35) MHABRRTF RICH L TE. BULKRIEEER
L. 612~6180D7I/BESELECLIYRVRTF REAFORIGHE
ZnlLlc, . H4ITRINBELDIC. H,Mab—250f&iE, 611
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[0107]

[0108]

~6180D73/HEE (BINES: 34) MoAZRTF RITHL T,
BMURBEERL, 611~61807 I /EBEHASUCLYRVRTIFR
ERFEDRIGMEER LT,

IHIC, MA4ICRINDELHIC, ODEBEHNO. 1E2BAZHDICDWVWT,
RiELH 2 ETMT 2. HoMab—2 1458 LU0H,Mab—25
OMMEDOVWTNE613~61907 3 /EEE (BBIIBES: 36) hHa
BRIFRICHLTRBEER L, LML, TORIGHEIX. 612~61
8M7 I /AN (BBNES: 35) hoARBRTFRP, 611~6138
D72 /BEE (BHNES: 34) MoRBZRTFRICHTIRIGELY E
BTVWEDTHBZED D, AEAOMEDHER 2DEHRTF RAD KRG
MICIE, 61 2BEDOT7I /B (BT / FHIE611EBBO7I/B) O
HENBNT ENBPESNMR T,
=I5 : CasMab HHER2FAEDIE b—FHET (2)

(1) 28—HYA4 X K —

TOVEBBREEKRERW7O—HYA XM= (FACS) BIFICT
. H:Mab—214%idEEH , Mab—250&EDIE N— %
7o, BHONEBDT7 I /BET7S=VICB#LIEZHER2 (BEHIES :
2073 /BN AETBEMHER?2) EEFIE. QuikChange

Lightning Site—-Directed Mutagenes
is Kit (Agilent Technologies, Il nc. )
EEALTHERL. BEEIDODREICLIYEESADHERZT>7, BHOD
PSVBHMEEDA->KLHER2EGFIR. BERHER2EGRTFERAK
IZ. NRICPA% T, CRICRAPH TELUTMAPH JafTIIL., RIEN
8 —ICHAAATE (EREFITBR) . TOTZXIR%ENeon Tra
nsfection system (Thermo Fisher Sci
entific, Inc.)ZBAVWTCHO-KIMBIGEETEAL.
mMPAFUKRICEZELY—FT4 T (EILY—4—SA3800, Sony

Corp.) & 0% €4>» (0. 5 mg/mL, InVivo
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[0109]

[0110]

[0111]

gentt) ICLBEBERIRICLY RERBMAKABIL L /-,

BROMNEBEDT I /BET7S=VICBHLAELHER 2 EGRFZARFINICE
ERFELEZCHO—K1#ifa%, 0. 25% K~ F>Y/ 1mM EDTA
BB (FAZATRIOMARM) 2AVWT, FEM&LYENL, 0. 1%B
SA (FHSMTRIKRARM) /PBSICTHELE, 1X4E (H,Ma
b—2 14k FERLIFH, Mab—2504F) #0. 1T%BSA PBSIC
T10 wg /mLICFAZEL. B LAMEICINA. BE. KET3O0ME
RinItr, TD%. 0. 1% BSA / PBSICTHEELKE, BIXHX,
BNEH 2 %FE (1 1T000%FR, ant i —Mouse |1gG A
lexa Fluor 488, Thermo Fisher Scien
tific, Inc.)%0. 1% BSA /PBSICTHEL., KLT
309, RIihIt/k, BUO. 1%BSA PBSICTH%%E LK. kD
RiEEEILTFSAHF—EC800 (Sony Corp. ) ICTHHEL
7=o

B5ic, PA9ZICdT 2544k (NZ—1) . H,Mab—2144#i{k H
:Mab—250#ik. BESERE (FSXYXTT) 0704 kXK
')— (F ACSHEHT) DERERT.

ZORR, M5ICRINBEDIC, HaMab—2141F, HER2—-K#6
15ABLTHER2-F616AICHLTIRERARKEETRIT. HoMa
b—250lk HER2-W614AICKHLTRERARESETRIAN L
o THICHLT, NZ—1THATIEWTHOHER2DREERKRERE L
ZEND, BREEKOHRRBIETDTHo LI ENPELHTHD, 2D
EDD, BHEIER—F (W6 14, K615, F616) ##HT24A%
BOfEIE. FENAMBELICRIRISZHER 2ICIEE<RIGE T, HAME
FIIHRIBIHER2ICR L TRENIIRIELBZ ZENTEINE,
. BBILRINBELDIC. FSAVATTREVWTHORZEEEXICHLTEHEAE
BREAEATR LI, TDZ&IE. S RAY T TIE. AREBOHKE BRRIC
. HER2ORXA YV I VEARBITZ2METHZICEIDIDLT, HERA
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[0112]

AV IVOIE, AEBOMGEHIR#IZ2IEN—F (W614, K615
. F616) Z2BELBRWVWTEERERT D, LEd>T FSAVITTE
BEAY, UFTIEr—F (W614, K615, F616) 287245
A, BNAMBEEDOHER 2 DFENARHICES L TWB I ENBALHLT
Hb

(2) BiacorejlE

Biacore X100 (Cytiva) ZBWT, H,Mab—21
Ak EZIEH,Ma b —25 O EREBRTF REDHEBEERBETE1T-
2o RTFRIFENHER2M603~622FB0DF7 I /BERY (p60
3-622), p603—62201F7I/BET7S=ZVICERLEED (
G603A, V6B0O4A, K6O5A, P60BA, DB6O7A, L6608
A, S609A, Y610A, M6T11A, P612A, I 613A, W6
14A, K615A, F616A, P617A, D618A, E619A,
E620A, G621A), p603—62201F7I/BEVIYIVICE
LD (A622G), p603—622073I /BBO—BH%ERIEL
IHER2ODEHARTFR (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, p611—-620, p611
—-621, p611—622, p610—618, Pp610—619, pb6
10-620, p610—-621, p610—-622, P609—618,
Pp609—-619, p609—-620, p609—-621, p609—-62
2) #AWE, LER7FREhTh%EZH ,Mab—-2144FE/H,Ma
b—250A%sEE/\v 77— (pH4. 0) THRL. 7IXvhvy 7Y
VIEILES>TCMEFy FICEEE L RRIGONHS ITZXFIVIETH
J=LVTEIvICEo>TTAYF VT L, HoMab—2 144k EIdH,
Mab—250iAsEENLLECMEFy FICKREBRTIF RERMT S
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[0113]

[0114]

ETHEFERERNELL, 2v=v IRy 77—130. 005% (v v
) Tween 20%ZLPBS. £/&1£0. 005% (v /v) T
ween 2084&U1. 19% DMSO%AZEULPBS, BENy I 7—
7)) —HCI (pH1. 5) AWk, IXTOREIZ25CTIT>
2o AIETF—4%IEBlAevaluation software (Cy
tiva) @1 :1 bindingEFNEZRVWTEREZTV. BERE
TR (ka) . FEEFEEEH (kd) BLUTEBER (Kp) 2Kk, ka
TRk dPNRETEADN>LBDICELTIEFBI Aevaluation

software (Cytiva) OFEEFTEEZAVWTKDZKD
7o

BREARIBLVER2ICH,Mab—214#E RIBLVERSLICH,M
ab—250#iFAND, FTNhEFNBiocorellEILLIBEAEMEERT
o BB, R2BLVAHFOTI/BESIZ. ERLATI/BEBEEERT,
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[&1]

£l CEMT = vERERKICHTSIH Ma b — 2 1 4 Fithoks S s

Tnaivte [k UV | ke [ Ko M)
pb603-62212.38E+05| 5.43E-03 | 2.28E-08
G603A 13.35E+05]5.64E-03]1.69E-08
VE04A 12.73E405|6.19E-03|2.27E-08
KG05A [ 2.43E+05|6.43E-03 2.65E-08
PGOGA 13.29E+05|5.78E-031 1.76E-08
D607A | 3.34E+05|6.88E-03 1.76E-08
L608A |1.52E+05|7.39E-0314.87E-08
SG609A | 1.99E+05]6.59E-03 | 3.32E-08
Y610A |2.26E+05]|6.03E-03|2.67E-08
M611A |2.27E+05|7.74E-03| 3.41E-08
P612A |2.67TE+05|1.25E-02| 4.68E-08

1613A N.D. N.D. |3.93E-05
WE14A N.D. N.D.  |1.46E-06
K&15A N.D. N.D.  |5.78E-04
FB16A N.D. N.D. |4.10E-04

P617A |1.63E+05|7.16E-03|4.39E-08
D618A |2.54E+05|1.25E-02|4.91E-08
£619A |1.68E+05|1.11E-02|6.62E-08
EG20A |1.82£+405|7.62E-03|4.20E-08
GB621A |2.90E+05|5.90E-03|2,04E-08
AB22G | 3.B66E+05|5.67E-03|1.55E-08

N.D.: not determined

[0115]
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[%2]

# 2 : ZHE deletion mutant ¥4+ 3H,Ma b — 2 1 4 Fi{do&HaE

2w Ligand 7 | Analyte | k, (/Ms) | kg (/s): | Kp (M)
e p603-622| 2.34E+05 | 5.34E-03| 2.28E-08
 |p614-619| 1.40E+03] 1.19E-02 | 8.54E-06
 |p614-620| 3.70E+02 | 1.62E-02| 4.12E-05
. |p614-621] N.D. N.D. |2.29E-04
+ |p614-622] 4.35E+02] 1.15E-02 | 2.64E-05
- |p613-618| 1.42E+04 | 1.30E-02] 9.15E-07
" p613-619| 8.45E+03 | 1.36E-02| 1.61E-06
- [p613-620] 4.34E+03| 1.00E-02| 2.31E-06
" |p613-621|7.36E+02| 9.55E-03 | 1.30E-05
[p613-622 N.D. N.D. |1.276-04
~ |p612-618| 4.67E+-05| 1.30E-02 | 2.77E-08
- |p612-619| 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
p612-622| 6.15E+05 | 2.44E-02| 3.97E-08
p611-618|6.69E+05 | 1.41E-02|2.10E-08
|p611-619| 7.47E+05 | 8.30E-03 | 1.11£-08
* |p611-620| 4.75E+05 | 8.36E-03| 1.76E-08
|p611-621|5.71E+05|9.61E-03 | 1.68E-08
[p611-622]4.51E+05 | 1.08E-02 | 2.39E-08
~|p610-618]8.37E+05 | 1.21E-02 | 1.45E-08
p610-619| 8.89E+05 | 5.10E-03[ 5.74E-09
p610-620|5.79E+05 | 5.02E-03] 8.68E-09
p610-621|6.79E+05 [ 5.19E-03| 8.57E-09
- |p610-622| 1.54E+05 | 5.98E-03] 3.88E-08
|p609-618| 7.47E+05 | 1.07E-02| 1.43E-08
- |p609-619|7.79E+05 | 4.49E-03 5.76E-09
- [p609-620] 6.45E+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

N.D.: not determined

HoMab-214

[0116]



WO 2022/114163

[0117]

[£R3]

84

PCT/JP2021/043538

K3 BT I vERERRCHTEH Ma b — 2 5 0 ik A&EME

Analyte

ks (/Ms)

kg (/s

KD (M) :

Ligand

- |p603-622

6.39E+04

3.70E-04

5.8E-09

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

P6OBA

1.36E+04

3.93E-04

5.34E-09

DEO7A

7.36E+04

5.20E-04

7.06E-09

LB08A

4.91E+04

4.31E-04

8.79€-09

S609A

6.06E+04

3.94E-04

6.51£-09

YE10A

5.71E+04

4.51E-04

7.90E-09

M611A

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

9.39£-08

WG614A

N.D.

4,38E-03

1.05£-03

K615A

2.87E+04

9.63E-03

3.36E-07

FB616A

5.28E+04

1.08k-02

2.04£-07

P61TA

4.41E+04

9.14E-03

2.07£-07

DE18A

7.45E+04

4.32E-04

5.80E-09

EB19A

7.39E+04

4.65E-04

6.29€-09

E620A

5.71E404

4.55E-04

7.98E-09

G621A

5.78E+04

3.99E-04

6.91E-09

AG22G

6.59E+04

4,53E-04

6.87E-09

N.D.: not determined
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[&k4]

#4 : £¥0 deletion mutant XT3 H.Ma b — 2 5 0 fifbkD A

Ligand Analyte | k, (/Ms) | kg (/s) | Kg (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+05 2.89E-03 | 4.45E-09
p613-619|3.97E+05{ 4.10E-03 1.03E-08
p613-620| 2.83E+053.71E-03 | 1.31E-08
p613-621|3.25E+05 | 3.43E-03| 1.05E-08
p613-622(2.47E+05 | 3.46E-03| 1.40E-08
p612-618| 2.96E+05|5.70E-04 | 1.92E-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 | 8.6%9E-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(1.89E-09
p611-622| 1.87E+05 | 3.78E-04 | 2.02E-09
p610-618|3.76E+05|2.2bE-04 [ 5.99E-10
p610-619|3.19E+05| 3.80E-04 [ 1.18E-09
p610-620| 2.60E+05| 3.42E-04 (1.32E-09
p610-621| 2.56E+05| 3.47E-04 | 1.36E-0%
p610-622| 1.83E+05(3.30E-041.81E-0S
p609-618| 2.62E+052.10E-04 | 8.03E-10
p609-619|2.44E+05|2.93E-04(1.20E-09
p609-620| 2.34E+05 | 2.91E-04 | 1.24E-09
p609-621| 2.47E+05| 2.89E-04 | 1.17E-09
p609-622(2.10E+05|3.30E-04 | 1.57E-09

N.D.: not determined

[0118] EWEFI4 HLUREH S OBRHNS, EETSVEBREEKELEEde
letion mutantiZHFTE2AEBOMAEDESHRMMENSEREL L
ZEMS, KB15EFB16M2DODFI/BBLUEDAD (1613
. W614) HH,Mab—-214HaEDIEN—TTHB DDA o],

[0119] &/ W6 140D7I/BBLUZOREIL (1613, K615, F61
6. P617) "H,Mab—250HAFDIEN—TTHZI &N Mok

H,Mab-250
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o

[0120] =fEfI6 : Fi B AR
AEMEHITIR. FERDZIMHER 2HMAOIREBEHA T,
XIR
6BEDOBALB cYUREBARILTHLEALL,
[0121] RER
#BBEEELT. HER2D604—-62273/8 (1973 /8) OC
RKICCys&EMAKL207I/f (HER2 604—-622C ;42— VK
PDLSYMP IWKFPDEEGAC —coon; BBIESIT7) #ARKL (
I—O74Y) . BHRICEYKLHEMM U, RTF ROBEMEIL O
%Ll L& LT,

[0122] #i&ik
HER2 604-622C%100 ug/mouse (100 wul

) EImjectAlum (Thermo Fisher Scient
ific, Inc.) 100 ulZBE 1CBOREZITR2/, %
D&, 2[0H. 3EBE. 4EEH, S5EEDEEELT. 100 wg /<Y
A (100 wl) ZzBEXELEZ (ImMjectAlumil) . 5EH
DOHRED2BHRIC, YV ADSHEH LR, SEMEEZERICIYDREL
EMRR v Z2ITO0—<#iE (P3U1) =10 : 10EESTHERES
EiTIR o, HIRERAICDOWTIE, BEICLYPEG1500 (Roche
Diagnostics) #BWVWTITR>/ .
[0123] N TV R—< DIFE

HAT (Thermo Fisher Scientific, Inc
.) ZEANh/~=10% FBS (Thermo Fisher Scient
ific, Inc.) in RPMI (#7514 F2XI7KRE%) &H
W, 96 well platelind7) R—<%BELL,

[0124] 22 V—=>4
6H%. ELISAICKYRYY—=F%1TMe>7-, EL | SAIELUTF
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[0125]

[0126]

[0127]

DBYICERELS-, HER2p604—-622CIZDMSOT10 mg/
mLICEBL®K. PBSTHERLAE (1 uwg/ml) , RTF ROENE
fld, HER2p604—-622C%550 ng/well (50 ulL
Jwe |l |) #F7L—MIA. 309, 37CTAvFar—bLEk, 7
Ov*v7id, 1% BSA /PBS—Tween (0, 05%) #100
wl,/ we |l | THA., 309, 37CTAVvFar—hLIk, NTY
R—<DEBELEEZS50 wl T2z, 304, 37CTAVFanr—F|
L7. 2R¥ifKIE, ant i —mouse Immunoglobulins/HRP (A
gilent, 1% BSA /PBS—0. 05% Tween<TI1/2
OOO0&M) #2560 w !l g2mMx. 304, 37CTAvFan—bLEL
., EflZ, ELISA PODEETMBFv h (FHSAFTRIKEREH
) 50 wld2mMx. 109, BRETAyFax—bL7E, RER 1
54, iMarkMicroplate Reader (OD 655
nm) TTR->,

vhtenon—=—>yJ

fpEwe | 1ICDWT, YV Vs —ZvTaTR>, BREICE
Yoo—>vamAL, EL I SAICKYBE/O—VERILAE, 70—V
ZHH,Mab—279~299&% L1,

HIT05RORE

BEICLYYTIS2ERELE (H,Mab—214, 250&@#) ,
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[5&5]

RE - ERIPEIa— DY T 7T R LTS

Ju—% HTI G A | B
HyMab~-279 | IgG: K
H;Mab-280 IgGy K
HoMab~-281 IgG K
H:Mab-282 IgGza K
HMab-283 IgG: K
H:Mab-284 IgG K
H:Mab—-285 IgGs K
HoMab-286 IgG: K
H;Mab-~287 IgG; K
HoMab—-288 IgG K
HoMab-289 IgG&: K
HzMab-290 IgGy K
HoMab-291 IgGs K
HoMab—-292 IgGs K
HoMah-293 IgGs K
HoMab-294 IgG K
HoMab-295 IgG, K
HaMab-296 IgGy K
HzMab-297 IgGza K
H;Mab-298 IgG K
H>Mab-299 IgG K

[0128] EHEHIT (1) OBYIC. BRAOBEETR >/, BEAZLITIE, A
b—Capcher™ (FOF/N) #FBLL, BRELLAGEZIEN—
TR, FACS, BLUREEBILZREICHLE, FACSIIEK. EiEf
1 (4) ICEBOEY ICTV., REEBEZREeE. ERF1 (6) ICRR
DBYICIT o2 TEM—THTIE. EREGI4 ICREDEY. EL | SAK
TiT27

[0129] I ErN—TMHTIE. PSZVAFv VICLYTSVICELIELRT
F RIS L THBR L EREDIBERMEEET I 2 MERI B LBEEIC.
LBTS VKBRS EETI/VBERGAOHEIE N—TERELE, T
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[0130]

[0131]

[0132]

[0133]

EhN—TREAORERIE. I6A~6EILRINDEY THo, P, M6
A~BETId. HEIEMN—TE2THRTRLE, I6A~BEILRIND &L
I, EEBFI/O—-—VOHEIEN—TK, WTFhEW6 14, K615
. BLUF 61 60DHEEHICERDONT,

FACSHE#HTI. RPICRINZEMBESRKIO—Y EaNE
HBR L7, PREMBEKSE LTMe t 5 AMIBEE AW, b MREACHEARKE
ELTHaCaTHilgZAW. FEELEMEKELTMCF10A— | |
| ZAW., B NEREANAMBEKE LTA43 1 2HWL. IAAMBEKE L
TSK—BR—-3%AW, &RIF. B7A~7GICREIN2EY THo L
o I7TA~T7GILRINDZLDIC, BIES: 3TOTI/BEREREL
EIEEAEDOHREIO—Y T, EEMBICH L TEEEET. BEOSAM
BICH L CidiEatEsEn Ui,

REEABLZEEORRIE. I8A~8FILRTINZBY TH-, H8
A~8FILRINDLIIC. BINBES: 37TOT7I/BERERE LZWVWY
nNoMEI O— v HDAMBICIEE RIS LD, EEEBICH L TRIGIK
FEAERDOLNGD S,
n@HEEFIO—=—>7J

RG22 ICRBEIND LD ICHREEETFIO—=v Y, EHETEBRES L
VEETTESOHTE. BLOCDREEEEELE, YIVEF Y MK
DEMIEFFACSICL YRR TEL,

RANES: 14~178L039~8007 3 /BEIICHSITZEHTE
BB L OBETLBEFEDT7 I /BESEZTNETNUTROBY THS, #
EIN/CDRODEIIE BIES: 81~206ICFTNhThhRINhTWVS

o]
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[#6]
#6  REHEOT I /BRI L EHEFERES JOBEREOT I BEFIC BT S B AR
BHES | e L | AEMEE | BENES | a8 | EEEE
14 H 200—240R 58 | 21D-288N
15 L#H 21D—238K 59 H 8 20E-239P
16 H %8 20E-235R 60 Li4 20D-210R
17 L 21D-239K 61 H 8 20D-236R
39 H$H 20E-1388 62 LY 21D-237N
40 | 25D-133a 63 H§H 20E-234E
41 HE# 20D-236R 64 L 20D-235R
42 L8 21D-237N 65 H 8 20E-234E
43 H 8 20D-236R 66 L 20D-235R
44 L4 21N-237N 67 H 8 20E~-238R
45 H 84 20Q-234R 68 | 25D-235R
46 LgH 21D-239C 69 H 8 29E~245R
47 | 20E-236R 70 | 21D-237N
48 | 23D-283N 71 HiE 20E-234V
49 B8 20Q-2491 72 L4 20D~235R
50 LY 21D-239¢C 73 HEE 20Q-2491
51 H#H 20E-238R 74 L$E 21D-240C
52 L8 25D-210R 75 H i 20E-239R
53 HEH N.D, 76 L4 20D-238C
54 .58 20D-286C 77 H %4 20D-236R
55 | 20D-236R 78 Li¥ 21D-237N
56 | 21D-237N 79 H 20E-238R
57 H 8 20D-236R 80 L 25D-235R

Mg, &7 3 BRI 31 B B TSRS L GBS T E S YR OR O T 2 VL KEO
TI/BCLYREN TS, FXE, BIES: 1407 3 /BES (H#, ToabbEHE) itk
fEIE, 20Q0 B 240RETHD22 17 2 /BEOEETHS, X6 ROBFESCRENDT I /B
Flid, EHEEABIUOBRHESEOT I JBES (7 TAERNEEL) THDHL, RAMEE T, TEHE
B:noO7 I BESNEFTTAEHGEEN L. BIES  n 0BEHAEEKO T I iR T5HE
SRR AEER L, [BSES : mO7 I /BEFIAET 2EHEEERK) L, BEFES  mOEETE
TEOT I BEELF A F T DR F AR A B 5, S EEROERKO 7 I/ BEAMORT I /BT,
M, Rk, HR, BLOBBRNSRIBEMOBIREND ILEDT IV BEREEZFLTWTL LW, BIIES:
5 3OEMAIEEKROT I /EEESIIRLETHY . BEFNES: 12 3~1 2 5D CDRITEFIRP TILEMA
DXIZENREINTWDHBREETH Y, BFRFOXOBEFIICDROE S LITRAY,

[0134] BZHIFS1 :Ehc—erb—B—2 (HER2) 15EfS (Geneba
nkZEHES: X03363)
ByES2 :Ebhc—erb—-B—2 (HER2) 7

Vi

J RS (Un i p
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rotKB ID:P04626)
f5&ES3:bhc—erb—B—2 (HER2) ec (MilAA KX A VS
WE) 77X /MBS (23-652aa)

BHNEE4 : F54%— (InF. Hind | | I—H2—-214H)

BHNEES : Y54%— (InF, Hind | | | —H2—-250H)

RHESG6 : 7S5S4<v— (InFr., 1gGlterNot|l)

BHEST7 : 754~— (InF, Hind I | | —H2—-214L)

FRSESS : 754~v— (InF, Hind I | | -H2—-250L)
F.

BRIES9 : S514<v— (I n
EBHES10:H,Mab—214AE0OHEEZI— K35 DNADEERS
EBHES11 :H,Mab—2145AE0OLEEZI— K35 DNADEERS

mlgCKterNot )

5&ES12:H,Mab—250iAOHEEZI— N9 %D NADIEERS!
i5&ES13 :H,Mab—250ADLEEZI— NT2DNADIREES
RHES14 :H,Mab—2145E0OHET I/ BEES
EHES15:H,Mab—2 14540 LET I/ BEES

iE5ES16 : H,Mab—25 O0HMEDOHET I/ BEERS

BHES17 :H,Mab—250HADLET7I /BERES

iEHES18 : H,Mab—2144A0OHECDR 1 O7 3 /BES!
BHNES19:H,Mab—2145&0OHECDR 207 X/ BEES!

FSES20: H,Mab—214kOHECDR3ID7 I /RS
iHES21 : H,Mab—21454A0OLECDR 1 O7 3 /BES!
iHE S22 : H,Mab—2 145D LECDR 207 3 /BES!
EHES23 : H,Mab—214EDOLECDR3I D7 I /EBRES!
BES24 : H,Mab—250#iADHECDR 1 D7 I /EEES

FH&ES25: H,Mab—-250#ADH#ECDR 2D 7 I /BAEES
FH&ES26 : H,Mab—250#iADHECDR3I DT I /BAEES
BHES27 : H,Mab—250ifADLEECDR 1 O7 X /BES!
BH&ES28 : H,Mab—-250#ADLECDR 2D 7 I /BAEES
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&S 29 :
EcH&E=S 3 0 :
7 X/ BEES
ECHES 3 1
7 X/ BRECA
FeHES 3 2
7 X/ BRECA
FeHES 3 3
7 X/ A
ECHES 3 4
7 X J BECA
ECF&ES 3 5
7 X J BEcS
Ec3&ES 3 6
7 X/ BES
EcHES 3 7 :
EcH&E=S 3 8 :
EcHE=S 3 9 :
fc5&S4 0 :
EHES 4 1
iES4 2 :
i&ES4 3 :
BchES4 4 :
Bch&E=S4 5 :
fcHES4 6 :
RHES4 7 :
cHES4 8 :
fcHES4 9 :
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H,Mab—250#EOLECDR3IDF I /EEY
B5EFES 2O NHER2D7I /BBES600~6520

N ES2OEMNHER2D7I/VBESG603~6220

RHNES 2O MHER2D7I/BES613~6320

RHNES2OEMHER2D7I/BESG613~6220

(BENES2OENHER2D7I/HBES611~6180

(BENES2OENHER2D7IV/HBES612~6180

RHNES2OEMHER2O7I/BESG613~6190

HER2p604—-622CO7 3 /HEY
scFvTRAWLNhDY VY hH—0D—1F]

H:Mab—27 9ME0OHET I/ BEEES
HMab—27 9D LET X /i

:H,Mab—-280fHiADHIET I /EEET!

HoMab—280#ADLET I /EESI
HMab—281HMEDOHET I /B
HoMab—28 10O LET I/ BEES
H,Mab—282fA0OHET I /BT
HoMab—28 20 LET I/ BEES
H:Mab—283HMmEDHEY I /S
HMab—283mEmDLEY I /RS
HoMab—284HADOHEY X /EESI
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BiE7&EFESS50: H,Mab—-284iAD LTI /5
RHES51 : H,Mab—28 50O HMET I/ BEERS
iEHESS52 : H,Mab—285iiiADLEHT I/ BEEZS
fR5EE53 : H,Mab—28 6inkDHET I / BEES
f5ES54 : H,Mab—28 6HiiADLEET I /BEEES
BRHESE55 : H,Mab—28 7HiiEDHHET I / BEF2%
BRHES56 : HMab—28 7THiiEDLET I / BEE25
fiy5ESS57 : H,Mab—288#iAMHET I /EEEZT
RHES58 : HMab—28 8#iisMLHT I/ EEEZS
RHFES59 : HMab—2 8 9t HET I / BEF25
RHIBES60: H,Mab—289#EDLET I /BRI
BHES61 : H,Mab—29 OADHET I /BRET
BHES62 : H,Mab—29 0OADLET I /BET
fR5ES63 : H,Mab—29 1#AOHMET I /BEES
EHES64 : HoMab—29 1THEFEDLET I/ BEES
iE5ES65 : HoMab—29 20O HET I / BEE5
By ES66 : H,Mab—29 2kD L7 3 /RS
BFIES67 : H,Mab—2 9 35D HMT 3 / BLES
iEH#ES68 : HoMab—29 3D LEHT I/ BEEES
BE7&ES69 : H,Mab—294ADOHIET X /5
BHES70: H,Mab—294A0LEHT I/ BEEES
BHEST71:H,Mab—2955ADHET I /EES
BABES 72 : H,Mab—295ADLETI /EBES
BHES73 :H,Mab—29 6HiiADHEET I /BEEET
RHIES74 :H,Mab—296HiiEDLET I /B

BE&ES75:H,Mab—29 7THEDOHET I /B
BEy&ES76 : H:Mab—29 7THAEDLET I /B
BSES 77 : HMab—29 8HiADHET I / EEECT!
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ECH&ES 7 8 :
EHEST 9 :
Ec5&S8 0 :

Ech%E=S 8 1
ECH%E=S8 2
fe&ES 8 3
&S 8 4
fcF&ES8 5
Fc3&S 8 6
fcHES8 7

fe5&FES8 8 :

fc&S8 9

mR5ES9 0 :

ECHES 9 1
EcH&ES9 2
EcH&ES9 3
cH&ES9 4
cH&ES9 5
EcH&ES9 6
EHES9 7

eH&ES9 9
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HoMab—298#ADLET I /EES
HoMab—29 9fADOHET I /EES
HoMab—29 94D LET I /EES

:H,Mab—27 94 EDHEECDR 1 DT I /ALY
:H,Mab—27 9EMDHEECDR 2D T I /BB
tH,Mab—-—27 9HiADHEECDR3I D7 I /BT
:H,Mab—279#x®L#ECDR10DOF I /BT
:H,Mab—279#&MDLECDR20DT7 I /EEES
:H,Mab—279#iAMLECDR3ID7 I /BT
:H,Mab—-—280FAMOHECDR 1 D7 /AT
H:Mab—280#&MHECDR2D7 I /EEES
tH,Mab—-280#AMHECDR3ID7 I /HEBET!
H,Mab—28O0#fiAMLIECDR 1 D73 /K
:H,Mab—280#iADLIECDR2D7 I /S
:H,Mab—280#ADLIECDR3IDT I /EEET!

:H,Mab—28 1#&DOHECDR 1 D7 I /EEES!
:H,Mab—281FEOHECDR20D7 X /AT
:H,Mab—28 1H#EOHECDRIDT I /BEET
:H,Mab—28 1H#AEDOLIECDR 1 D73 /BT
:H,Mab—28 1H#AEDLIECDR2DT I /BEET
Bc5ES9 8 :
:H,Mab—282#&MOHIECDR 1 DOF7 3 /BEET

HMab—281H&EDLECDR3I D7 I /EES!

Bc5&ES100 :
:H,Mab—-282AMOHECDR3IDT I /B

EcHE=S1 01
fchES 102
fc5&ES103
eHES104
fcH&ES105

H,Mab—282#&AMOHECDR2D7 I /EEEY!

:H,Mab—282#DLECDR 1 OT I /EEY
:H,Mab—282#kDLECDR20D7T I /BEY!
:H,Mab—-282#kDLECDR3IDT I /EEY!
:H:Mab—-283#iEMHECDR 1 D7 /ERES!
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ECHES 1
ECHES 1
EEHES 1
ECHES 1
ECHES 1
FeHES 1
feHES 1
fEHES 1
EHES 1
fEHES 1
EeHES 1
ECHES 1
EeHES 1
ECHES 1
ECHES 1
ECHES 1
ECHES 1
EEHES 1
EEHES 1
ECHES 1
ECHES 1
ECHES 1
ECHES 1
ECHES 1
&S 1
FeHES 1
FeHES 1
fEHES 1

06
07

09

0o N O o b~ W N

31
32
33
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:H,Mab—283ADHEECDR2D7 I /BT
:H,Mab—283#ANDHECDR3IDF7 I /JEET
08:

H,Mab—-—283#AOLECDR 1 D7 I /EES!

:H,Mab—-—283#ADLECDR2DT I /EBES
:H,Mab—283ADLECDR3IDF7I /BT

tH,Mab—-—284#{AMHECDR 1 D7 I /AT
:H,Mab—284#kOHECDR20D7T I /BT
:H,Mab—284#kMOHECDR3IDT I /BT
:H,Mab—284#AML#ECDR10O7I /BT
:H,Mab—284#AML#ECDR20D7 I /BT
tH,Mab—-284#ADLECDR3ID7 I /AT
:H,Mab—285#iADHIECDR 1 D73 /A
:H,Mab—285#ADHIECDR2D7 I /S
:H,Mab—285#iADHIECDR3ID7 I /I
:H,Mab—285##MLECDR10DO7I /RS

:H,Mab—285#MLECDR20D7 I /RS
:H,Mab—285#ikDLIECDR3ID7I /B
:H,Mab—-—286#A&MHECDR 1 DT /EEES
:H,Mab—-—286#AMHECDR2MDT I /EEEA
:H,Mab—-286#HAMDHEECDRIDT I /EBES
:H,Mab—-—286#HAMLECDR 1 DT I /EBES
:H,Mab—-—286#AMLECDR2DT I /EBES
:H,Mab—286HADOLIEMCDRIDTI /EESF
:H,Mab—28 7HiAOHMECDR 1 D73 /EEF

:H,Mab—287HEDHYECDR2D7 I /ELEF
:H,Mab—287HEDHYECDRIDT I /ELEF
:H,Mab—287HEDLECDR 1 D73 /ELET
:H,Mab—287HEDLYECDR2D7 I /ELEF
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iES134
EHES 135
H&ES136
EcHES 137
EcH&ES 138 :
eHES 139
feHES 140 :
HES1 41
mHES142
eHES143
RHES144
BEHES 145
EH&ES146
HES147
EEHES 148 :
BEH&ES149
Ec5&ES 150 :
EcHES 151
EH&ES 152
EH&ES153
iES154
EH&ES 155 :
ECH&ES 156 :
ECHES157 :
Fc&ES 158 :
feHES 159 :
FeF&ES 160 :
FCHES 161
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:H,Mab—28 7H#&EDLIECDRIDT I /BEET
:H,Mab—288#fAMHEECDR 1 DT I /ERES
:H,Mab—288#AMHEECDR2DT I /EBES
:H,Mab—288##EMOHECDRIDT I /BEET

H,Mab—-—288#EMLECDR10O7 I /EES!

:H,Mab—-—288#ADMLECDR2D7 X /BT
H:Mab—288#iANDLECDR3ID7 I /EES!
:H,Mab—-—289#FEMHEECDR1O7 X /BT
:H,Mab—-—289#FEMHECDR20D7 X /AT
:H:Mab—-—289#iANDHEECDR3ID7 I /ELES!
tH,Mab—-289##AMLECDR 1 D7 /EBES
:H,Mab—289#iADLICDR2D7 I /A
:H,Mab—289#iADLIECDR3ID7I /K
:H,Mab—29 0Hfitk®OHIECDR 1 D73 /EEF
HMab—290#EMHIECDR 20D 7 3 /BEES!

:H,Mab—290#AMHEECDR3ID7 I /EEES

H,Mab—29 0HifADLCDR1DF7I /EEF

:H,Mab—290#A&MDLECDR20MDT I /EEES
:H,Mab—290#AMDLECDRIDT I /EEES
:H,Mab—29 1HfikOHSCDR 1 D73 /EBESF
:H,Mab—29 1HfikOHMECDR2D7 3 /EEF

H,Mab—29 15{ADHEECDR3ID7 I /BT
H,Mab—29 1#&MLECDR 1 D7 I /EEY
H,Mab—29 1#iADLECDR 2D 7 3 /BET!

H,Mab—29 1H{&DLECDRIDT I/ BLEFI
H,Mab—29 2H{ADHECDR 1 D73 JBEFI
H,Mab—29 2H{ADHECDR2D7 I/ BEFI
:H,Mab—29 2H{ADHECDRIDT I JBLEFI
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EHES 162 :
ECHES 163 :
i&ES164
EcH&ES165
fCH&E=S166
feHES 167
FcES 168 :
FeFES 169
BeHES 170 :
HEST 71
mHES172
mHES173
RHES174
BCHES175
BHES176
ERHNES177
EHES 178 :
EHES179
Ec5&ES 180
Ec5&ES 181
EH&ES 182
c5&ES 183
cHES184
EcH&ES185
fchES 186
fcHES 187
fcHES 188 :
feHES 189
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H,Mab—292#{&DLCDR 1 DO7 3 /EES
H,Mab—292#{&DLCDR2D7 I /ELEF

:H,Mab—292#AMDLECDR3IDF7I /BT
:H,Mab—-29 3fADHEECDR 1 DT I /EBES
:H,Mab—293ADHEECDR2D7 X /Y

tH,Mab—-293#AMHECDR3ID7 I /AT
H,Mab—293#iADL$ECDR1DF7 I /T
:H,Mab—-—293#AMLECDR2MDT I /EEES
H:Mab—293#iANDLEECDR3ID7 I /ERES!
:H,Mab—294#AMOHECDR10DO7I /BT
tH,Mab—-294#AMHECDR2D7 I /AT
tH,Mab—-294#AMHECDR3ID7 I /EBET!
:H,Mab—294#fADLIECDR 1 D73 /KT
:H,Mab—294#iADLIECDR2D7 I /B
:H,Mab—294kDLECDR3ID7I /BT

:H,Mab—295#{&MHECDR1DO7 I /EEES

H,Mab—295HAOHMCDR20DT 3 /BEF

:H,Mab—-—295#AMHECDRIDT I /EEES
:H,Mab—-—295##&MLECDR1OF I /EEES
:H,Mab—-295AMLECDR2DT I /EBES
:H,Mab—-—295AMLECDR3IDT I /EBES
:H,Mab—296HAOHMCDR 1 D73 /EBESF
:H,Mab—296HiAEMHEECDR2DT I /ALY
:H,Mab—296HAOHMECDRIDF I /A

:H,Mab—-—296#HAMDLECDR 1 D7 I /ERES
:H,Mab—-296#HAMDLECDR2DT I /AT
Ho:Mab—296#H{ADLECDR3INDT I /AT
:H,Mab—29 7#kDHECDR 1 O7 3 /BEY!
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EHES190
EHES 191
EH&ES192
B5&ES193
EcHES194
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:H,Mab—29 7HEADOHECDR 2D 7 3 /BLEF
:H,Mab—29 7H#{#ADHECDR3IDT
:H,Mab—29 7H{#ADOLECDRI1 DT
:H,Mab—29 7H#i#ADLECDR2D7
:H,Mab—29 7###EDLECDR3IDT

3/ BRECSY
3/ BRECSY
3/ BRECSY
X/ BEEC%)

iEHES 195 : H,Mab—-29 8HiADHECDR 1 D73 /EES!
BHNES196 : H,Mab—298#ADHMHCDR 207 I /EEFI
BEHES197 : H,Mab—-29 8HiEAMHECDR3ID7 I /ERET!
HES198 : H,Mab—298#ADLECDR 1 DOF7 I /BT
BHNES199 : H,Mab—298#ADLECDR2D7 I /BT
BHNES200: H,Mab—298#ADLECDR3IDY I /BT
RHES201 : H,Mab—29 9EMHECDR 1 D7 I /EEET!
BHNES202 : H,Mab—-—29 9#HiiAOHEECDR 2D 7 X /EAESS
FNES203 : H,Mab—29 9#ADHMECDR3ID 7 I /BT
FHES204 : H,Mab—29 9#ADL#CDR 1 D73 /S
FSES205: H,Mab—29 9HfithkDMLECDR 2D 7 I / BEE:F
BBHES206 : H,Mab—29 9fiADLEECDR 3 D7 I /BEES!
EX LD ATREY

[0135] ARBOMGEI/EZORRBEESMMAIE. NPADKREB LT TiE

EICERTH %,
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[E5KIR1]

FBRIA2]

[5KIR3]

[E5RIE4]

R ) ]

ENAMBEEICKIBIZHER2ICNT2LYUE, HNAMBLEICHE
RIBDHER2ICH L THRWVEERIGHEET 2. BREIhIRAE
IE A OMRE SR,

(i) BBANES: 31 ~3 7073 /BEINSBZENSBIRE
N2VWTIhHOT7 I /BEINAZSTRTF NICHEET 5. BXRIET I
EHOMEEIETOMERBEEMEH .

(i i) BRHIBES: 2ICEBHOHER2DMBEA RA A >V D—E (
TI/BBES603~6220%8E) NHRBZRTFRICBEVWTWG
14A, KB15A, BLUFB616ANLHRIENSBIRINS 1
UEDT7I/VBEREAETEZHER2OMBENRX AV OEEKICH
T2LYUE, BEIBES: BICKHOHER2DMBEA KX VLA
ZRTF RICH L TBWWESERNME (FRIEREE) 2875, &K
H1 FE2ICEBOMAEELIETZORRBEME .

(iii) BINES: 18073 /B4 BEIZEHCDRI,
BEIES: 19073 /BEI%EBEITZEHCDR2, 8LV
RIES: 2007 I /BENEETZEHCDR3IE2ET ZEHA
EMEg, RHUIC

BE7ES: 21073 /BEI%EBETI2EHECDR 1,

BHES: 22073 /BEH%2EFTHEHECDR 2, LW
BRIES : 2307 I /BENEETZRHCDR3I2ET 287
BHREEET D ;

(iv) BANES: 24073 /BERNZETSEHECDR1,
BRIIES : 25073 /BEEIN%EETZEHCDR2, LV
BESES : 26 D7 I /BB EZET2EHCDR3IZET ZEHT
BRI, RHUIC
BESIES : 27 D7 I /BB EZET28EHCDR 1,

BIES: 2807 I /BEI%EETZRHECDR2, 8LV
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[5KIR5]

(55 3KIE6]

[ KIAT]

[5KI1R8]

[E5KIR9]
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