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DU 2 MR I S L
PR G
AHIE R ARG,  BARIEE SR iR 29 e B L BT

HREAR

HER 52 (AP 2 IR 00 5 05 I R FOR A A e - RIS I A B 2R KA
FEVUR R R, EER A KN T34k (EGFR. EbB1. 5{ HER1). HER2 (ErbB2 I}
p185neu). HER3 (ErbB3) il HER4 (ErbB4 5¥ tyro2). &SR SGEIMI K it OV A% T 2 el
I iR

KURESEMEPUA (Bispecific antibody, BsAbs) J& 75 A 1 AN FIBCAR L5 A7 s 1) F % BR AR 1
O3 o BB T E M PUA Fab PV AR R, i@ PSSR Fab 751, R Y 25
B LGS AN R PR R AL BURE S It PO AE S R v8 97 T 1 B &4 2 e STk P 4R ik
(Carter 2001; Chames and Baty 2009; Chames and Baty 2009).

n SRR AR ik IF H AR AU AL IO PR 45 A Pk Bk oA 0 stk i 24
P43 2 (BT Z AR B B0 10 6 P b 1) 40 M SRt 254, AT R v JHG B Al 24 M 7 e 41
NEDL, JERALRE 4T .

KANE

AHAERAE T —MpUA YR ERY), B R HER2 BIXURE R EUARBOL DTS & Fr BL.
B S Za BB T DU 7 e 45 A N HER2 R 8 A —A (BlnEEd 2 4D Ffiz. AH
H AT BT ZG YRR AT DA LUN BT (1D A ROt DR g, b Suikss o fi2y
Yol o3 Al LA A O IR % A0 R (R D s (20 Rps MRS S R4 (3D 7RIS AT R AFI
FasE s (40 X iR 40 A 5 3 1) 55 W AR RO (5) BAT RAFIT ADCC 25 /el (6)
HABIF RN AR . AR IEIENE 7 Pk stk oM il & 75k, & ik dik 2t
WIPRYINA G, UL SR YR A A S VIR R .

U7, AHERGE TR UA IR, SRR HER2 (KSR MESUA B T
&5 & A Bl

FER LS T 30, PSSR HER2 [WXURs s PEUR B DU IR 45 5 BURs R IESs & A
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HER2 [ & /b —FRAL.

FER LGS 7 A, FrIREE R HER2 HOXURR BB SR 456 Bk e R 4i & A
HER?2 (#0445 635 11 F1/8 A\ HER2 [ HRAM 5 R4 TV

FER et AArh, PR SE R HER2 MIXURE e P BUiR B PR 456 v Be B8 28— IR AT

TRk

et 7 h, A — RS % — LCDR1-3, HLH iR — LCDR1 7 SEQ
ID NO. 4 iR 2 EE TR 751 o

fERE st 7y b, TR ZE— LCDR2 7% SEQ ID NO. 5 iR & IER 741 .
R szt 7 o, PR ES— LCDR3 47 SEQ ID NO. 6 n e EL B E 5 .
FERLEs 7 R, TR — R B S S I Z 2k RPN EEELS G
ety ok, TR EE R A 55— LCDR1-3, HFTidsE — LCDR1 % SEQ
ID NO.1 IR0 2 515 741

fERE sty b, TR ZE — LCDR2 7% SEQ ID NO. 2 FiR &L 741 .
R szt 7 Ak, FTREE . LCDR3 £44 SEQ ID NO. 3 iR & FEmR 75 .

FERE et T N rp, PR SR R BERe s 5 i 2k P E RS B

FEFLE S 77 2k, I o — R BEA T IR 28 R BER) T A2 X 5% SEQ ID NO. 7-12 H{E:

— TR R R T4 o

FER et b, PR S — R RE A TR S R BRI A A X1 SEQ IDNO. 7 Fifr/R 2
IR

FEFLE S 7 2k, TR 5 — R BEA T 25 887 SEQ ID NO. 13-18 H{E—Hifirid
M EER T

e st 7 30, TR — R B N AR BR ST R B o AR AR i 22 2k
PURARBE SO RARR; FI/Ek, BriR s “RBE A N 2Bk PP R RE SO RAR (R %
Pk PR R B B L AR

FERe St 7 2N rh, B S — R BT IR 5 R I IRy A A I

FER s 7 A, RS — R BRI 55 AR5 SEQ ID NO. 13 ik ME LR 7
.

FERE et AN, PR SE R HER2 MXURE s P BUiR s PR 456 v Be B & 58— S AT
HERE, HAPRTIRE — EEE AR AR A BRSNS T S TR AR B IR

+ A
o
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FERELE St 7 2k, i 58 — SRR RRAS 7E AR BRI BUA M I RIBIRAS N S5 TR AR —

FREEIEMLE & .

FERLE i 7 30, Pk s — AR S ek AR X, PRk s — BT A2 O Z ER
BT R AR X

FERLE i Ty 30, A s AR A AR AR X, PrIR s TR ) AR O 2 ER
BT R AR X

FESCAE St 7 A, iR sf — EEEAT IR 5 AR S HAEEE X, o P ERRE

XI5 E A 1gG HITEE X .
FEHELE St 7 b, PR S — EEE TR 5 —HE 1 Fe /Bt SEQ ID NO. 25-57 H1
TR 2 LR 751 o
FERLeSiE 7 R, IR — AR 21 5K 23 FRESLIRT 5
FERLe S A, RS AR 22 5K 24 FRINE SR IT 5
FEFLE S 7 2k, iR Suik 20 Riney), a1 PR giig .

M- (L) o (L2) v-D (01D, Hrt M RIRAHIE Frid BHE ) HER2 [ XURr 5 PE TR EL
KPR A BG L RoRS M IERNERE T, L2 ZR85 D ERNIEET, a, b FHEMH
#H 0-10, D K29,

FER et Arh, ik L1 /e L2 e R4 WRMBRNER T AR T
SRIKHERE T BKIESE T 7 g I 1 ANl I P A T RN I T

FEFLESi 7 0, TR L1 5FmR M B ATR M s, SR Eskmiie g .

FERE et T U rp, BTid M L5 8 — B RIS A, PR — EREA/ TR S E R
RS S NA L1 R AL

FERLE st 7 rp, IR s A & BB 5 B 08 5 FTIR L1 R R 4

PRS- L sit 77 2Nrp, BIrR SEAA T Frid 25 — SRR 10 56 297 1 2 IR Q MIMI3E; Au/sk, £z
TR EE —EREMEE 298 72 B R Q 5k

AR R T v L 87, Y K DK e 71078

FEFLE St 77 2 Nrf, DR AL & SR 5 AE 08 5 P IR L1 B R A

FERE et T U rp, AR BRI T ik 2 — EREI 2 299 A7 2R IR N (W, Avek, fr
TR S —EBEMES 300 72 LM N KL

FERE ety b, iR FE 1 -Ns

FER ezt 7 A, PR E AR Firid M 4 5 UDP-GalNAz., B-1,4-F 7.5
B T g B AR AR fi o
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et Ak, FTiA L1 BE% 2 5 SPAAC B,

FEFLE S 7 Ak, ik L1 e 5 N4 SoRIBeEIZ . BRIHISE Y i-3-25-N A1 DBCO.

FER sz 7R, R L1 9 DBCO- (PEG) a1, i w5y 0-10 3%, i, Prid
L1 A5 R .

FERLEs 7 A, Brd L2 63 N4 2k, VC-PAB. N-BEHIMBE P& HEE-3- (2-nEne Jk
THRAY) AFRES (SPDP). N-BEIAMEEIZIE 4- (2-MEmedd —ARA) RERES (SPP). N-BEHIMEE
TG HE 4- (2-MEmedk A4 THERER (SPDB).  N-BEHIMETE A% FE-4- (2-MEme sk —idd) 2-hif
S THRES (sulfo-SPDB). N-BEFAME I 4 SE M B2 (STAD. N-BEHIFEW fZ3E (4-f 255
FIEIEHERES (SIAB). SRV % PEGNHS. N-4- (ZoREEVFGEHF L) 3RO RRBEH]
BEiE R (SMCC)\ N-HfEE (4-30 By SR file RS 3R SR IR IR BRI IR (i dk-SMCC)
2 5- AR b -1 17- (2,5- 5 A0-2,5- 24 - TH-IE % -1-38) -5.8,11,14-P4%K-4,7.10,13-
Mg+ \be-1-BRlE (CX1-1).

FEFLE S 77 b, Irid L2 2 GGFG.

FEFLE S 77 b, IR 299 oA S It eg 4m i, /sl o] ik 8 20 e A 1 1 e

FEFLE S Ty Nk, Pk 95Ny 1259

RSty Ak, BTk 2943k B R 4L: V-ATPase #1177 Bel2 #1671 MCL1 #1151
HSPOO 1l 551« TAP #7155\ mTor #IH5]. AR E A FE 242 € 57, auristatin, dolastatin,
FEBREZEYM. MetAP (EAMZILMED . F A CRMI 1Z4 M5, DPPIV #il
AN AR R B IR L A% S SR A S AR . CDK2 47
CDKO #ill 55\ Bz & A #0155 HDAC #1477, DNA #3487, DNA Leftifil. DNA #RAF).
DNA /NAZ5G75]. DHFR #1724, HD AC #Ifil55). B, NAMPT #iil57)
SN-38 IMEIEER . AFEV B BERREE . ST AR S AR 40 o K7 F1 Toll #5247

e st 7 b, TR Wik 1 F4H: DMI. exatecan. DXd. MMAE. SN -38,
Calicheamicin. Anthracyclin-5G. DM4. #{ & #1477 SHR153024. PNU-159682. DuoS5 &%«
SN38 T A=Wl ATAE A o

FEFLE S 77 2k, TR TR 25 YRR HAT 1 B S I 4549
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FEFLE S 77 2k, iR SUiR 20 VMBI ) 25V AR EL 3R 2 2-6.

FO7 M, AHIERAE R S A RIE IR iR AR &Y, HRAR 2
SR M- (L1 o (302), Hr M 7R A H BTk 48 1) HER2 B XUR: 5 PE ST A4 s 5
A RBG L1 ERRS MIERINEET: aikH 0-10.

FERLEsE 7 U, BTk L1 e A N nPRARIERE 7. A RIS T SEKENE
B BUKBGER 7. W AT IER 7. A e S T AR T RS T

FEHEEL S 7 b, FTiA L1 SR M s Frid M ERISEE. SRRkt iE .

ARt 7 Ak, TR MO E R — EEEA S e, R — EEEAYa TR S
BE R 5P L1 EMIERAL S

FEFLE S 77 b, iR A s 5 BRI /5 AR 5 iR L1 R R A

FERLE st 7 Uk, BTR BRI T Frid 25— SRR 56 297 2RI Q B 2L, A/s, fi7
FHHR S EEEE 298 A2 LR Q 3

FEFLE S 77 2k, ik B A 0 5 e fie 2k



WO 2023/280092 PCT/CN2022/103592

FERLE S 7 rp, IR S S RELAB 1 5 AE 08 5 FTIR L1 R A

FERE et T U rp, AR BRI T ik 2 — EREI 2 299 A7 2R IR N (W, Avek, fr
TR S —EBEMES 300 72 LM N KL

FERE ety b, iR FE 1 -Ns

FERLE s 7 rh, Frid SR LB dE: Frid M 4 5 UDP-GalNAz, B-1,4-F- 75
B T g B AR AR fi o

et Ak, FTiA L1 BE% 2 5 SPAAC B,

FER et A, iR L1 e 8 N2 ShoRMEERE . BEEIME T -3-25-N I DBCO.

FEREEE Szt A, ik L1y DBCO- (PEG) i, FLHfnl Jy0-10 %L, s, Frid
L1 A5 R .

e et Ak, Frid L SV RRIE B T AR S

o}

ey A
M- XM I M- o .

FO7 L, AHAESRAE T A A HAE TR SR YRR UV, AL DU P ER:
P A HE PR (AL S 15 A B P A I 25 i

Ui, ARFIRGE T AYHEY), HEE AR TR TR, sz b
I

Sy J7 i, AREIRAE A S MR AR Tk, AT PR, il
it FHAS B PR A 29 BRI . B8 AR IR A G V).

U, ARERAE IR 2R M R N T, RN PR, AR
IR PR (KA 29BN B8 AR IR I A GV

3 Ji i, ARFIRGE T AR ITA N ST YIEIRY) . B A B TR YA G Y)
A2 ORI, b Bk 25 ml LA B A/ B85 7 IR

PRI S T 3Crh s T R B 5 S AR A Bl AR S A4 o

A AN G REW T SRV I v 28 5 R 8 B R I e D7 A i . R
FRIVF 20 834 T O 7R AR A FRE IR s B PRSIt 77 300 AR IISBOR N B R B, A
I (K] P A A AR SRR 5 BERE IS BT 2 0T (¥ BAR St 7 AT 2l i AN it B AR H i P i
LW RRG AR R o AHSZIL, AR H i 1D B PR 0 B 45 o A R AR - B PR, i E D PR
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Pt P 5 B

AR BT B 5 B 08 BARAREAE I it BRI 2SR i R I 228 R SR FRAR A 1Y
AR S 7 R A B B B e b B A A H A BT B R B RS RO 3 o 0 It el T 22 5 B
nre

Bl 1 SRR R A 1 AT IR ) HER2 [R8URE 5 1 BUACREA T BB A AB U 10 S L

K 2 S5 O S IR A A M P AR FR I BT IR L 1) HIER 2 45 57 P P U S P B B HPLC 3

K 3 TR R SRAF A FR I TR SR 25 W AR R 1 S S A2 3R

K 4 TR R A G TR SUAR 25 YE ECI ) HPLC K

K 5 TR R SRAF A FR I TR SR 25 MR IR 1 S S A2 3R

K 6 TanF 2 AR B BT IR HLAR 25 R IR 1Y) Waters Xevo G2-QTOF Ji i 43 #7145

B 7 BRI R AR B BT IR SUAR 25 R IR T Waters Xevo G2-QTOF Ji i 43 #7145

&l 8 BRI A2 DS-8201 HH AR BEH 43 1) Waters Xevo G2-QTOF Jii it 73 # 45

Kl 9 R[4 DS-8201 H ¥ HEHEHE 43 () Waters Xevo G2-QTOF Jit it 73 HT 45 2R

Kl 10 ORI A FE TR SE ) HER2 193U R MDA 5 FeyRIMMa 19456 32 F1 016 L

B 11 SRR A HE TR SR Z YR I 5 FoyRIMa K456 8 A1 1% o

Bl 12 BRI A F S TR SE ) HER2 HIXURE R EUA S FoyRI 45605 R & i

K13 BoR R ARG IR SR YIEY) 5 FoyRI Y45 -G 58N L.

B 14 SR IR A BB TR SR 23R B0 Jie e 240 M PR 25 5 B D

B 15 BoR R A G TR Su AR 2 VR I AL FE 3 X i 88 240 i (4 A e T

K 16 TR )R A G IR ST AR 25V R I AL FE 5 R i 88 240 i (4 A e T

K17 SRR A S IR Su AR 2 YR I AL FE 3 X i 88 240 i 4 D B T
Pl 18 Sl B AN 9280 4 0+ SK-BR-3 4H o S8 B 4101 i 45 1
K19 BIRHIE A SIS T MDA-MB-468 £ () 3 5 M 45 51
K 20 B R A G IR SR LAY ADCC i MR 73 B4 AR
Kl 21 BRI R PBMC 4 5l A H1E BT A UK 23 ) ADCC 5 MERIB IR
Kl 22-23 B PBMC K F € A FHE FId STAR 25 WA 1Y) ADCC 35 P 45
] 24-26 {75 [ A& A AT Jir bk B0 AR 245 A B 7 ik e 4 i, v ) P VR
27 N R A A AR FITIA B A 24 WA IR A0 A 2 2 P v v o 7 AE

7
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] 28 2 2 A I T IR TR 29 VB R B 25488 0 it e 4

] 29 IR 2 A FRE BT R ST 25 MR IR )15 5 4 A 5 NCI-N87 FH 1 4 M b g1 25 5
] 30 s & AU B i PDX iR 5 78 o %2 /1 B TR AR B A Kl

K31 % 1 e A B HER2 THC- PDX R AR 7 /N B3 ORI AAR R i A K il 28

H AR 3

DA HH 47 S 1R B S RtA91] 06 B AR B e B AR iy X, ARSI RN 5 AT el A 10 A5 B
NTFHINFEFS Ty M T i A B s 2 I T LA A A R 3R

RiEE X

TEAREEH, R PURLYREY @ T &8 ADC, Bl 5— A MUY 45
A A (PR TUR S A 7 BO « AR 22 299 n] DL AT s B3R 7 7 AN/ E A g 14 %
FTR SR LGB AT LUEA M 1-8 A5 E I S HUAMBER 25, #1140 m] DLELHE 2. 4. 65X
8 IH L T2 (drug loaded species). FEAHIEH, Frik25¥n] LAEARAT 22 53 2450517 Bl
BTN S NN S L k1| N R 3P PGP = NN 61 ¥ 3 N 1 I = 25,1 | NI R R 1 7/ Nt 1 B TN
WIFORYA), E S BUSERA B RERE . JRBUAIT A SRR BUR MR EGR. bR
[ kI Pl NS d (S DB A GRS € Gl B

TEA I o, RIE“Z9P/HiAR LS B DAR B £48 5 ADC P& M2 s E .
ADC ] DAR JE [ 7] ARy 1-8, WA LGS & (410 10), DAR Y6 A] LRk T-Hidk b
TEFEAL R HE o FEAHE S, FTiR DAR DO GBS B TuUA R E - BTid DAR
A Ly —41 ADC K345 {4 DAR.

FEA R, ARiEHER27E R i AR A KK 7324k 2 (SwissProt P04626). fEAH
i, BTk HER2 t0] LAFR N rbB-2. NEU. HER-2 B¢ CD340. ffi& HER2 1] LAfH5 HER2 )
AT AR [ A, ARR RIS, G b 200 M- E0 4 b 4 - R SR bR 05, Bph LA HER2 &[]
5% cDNA B 3L 41U ik

FEAHE T, ARiffsbab sl &35 A HER2 (SwissProt P04626) [fIffl#h 451438,
NEIEVRSETTN S | S 1 I 1 AVAVITRO P2y vaf e

TEA UG, REPUARE T &8 B AR 2 K 8E (R BAA— %8 (L) BEf—
B (HD B AR skE a1 JURREERT 3308 « ML BBk, R 732800 .
8y yv o Be, JFHPHIRDURRIFEFIRE ON IgM. 1D\ 1gG. IgA Al IgE. fEHHEMIH gk
N, AR XCRIME S X R4y 12 BOE 2N EURR I X &, BREE S KL 3 M
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NI DX, FESEHEE X (VH FESEEX (CH) 415. E5EEXH 3
Aghikyg (CH1. CH2 #1 CH3) H . SREEHREEER X (VL) MEFEE X (CL) Ak,
BRI X — AN CL . HURMEE X Al 3 e 2k 57 TN, 6
R RGNS Rh M (B, RN M RAMERFENE —H (Clg MG,
VL XGE ] %20 55 Ay BAT m A PER X a8 (B AR E X (CDR)), 8] 5T A7 B R 57 (1)
FRAMEEX (FRO XK. % VH Ml VL fH#Z F4/F: FR1. CDR1. FR2. CDR2. FR3.
CDR3. FR4 ME A 22 5 AR wm k51 (%) 3 > CDR Al 4 4~ FR 2 . & F8E/ R BER i ml AR
X (CVH I VL) 3 AT Bk 285G AL S 5608 22 & X S B4 W 35011 43 i 137 Kabat Sequences
of Proteins of Immunological Interest (National Institutes of Health, Bethesda, Md. (1987 and
1991)), E{ Chothia& Lesk (1987) J.Mol. Biol. 196:901-917; Chothia 2 A (1989) Nature
342:878-883 HIJE X o RIE“HUAR” AZATATHRR & K AEFUAR AR . Flan, A, Rl
M, EAPUAR. PIOREIUAMZ wESUA. PUAR LA F R S, i, 1gG (i
w, IgGl, 1gG2, IgG3 Bk IgG4 WAL, IgAl, IgA2, IgD, IgE 8% IgM Hifk.

FEARIET, RiEDURLGGH S IR KIUEN — DN, iRl IR FF L&
JURFTES SR E SR (B0, HER2) WG, 5aBEpuksa Fon bu iR m ks & . W
% W, Fundamental Immunology, Ch.7 (Paul, W.,ed., 5 2 i, RavenPress,N.Y. (1989), H:
PAH A Sl 51 & FEAASE, HFATA B nTidid # 40 DNA BAR B i 56 B Hk i i 2
AL W R A B R ES B o ARG UL T, UL G 5> BT Fab. Fab's F (ab') 2. Fd.
Fv. dAb FIEAMREX (CDR) B HBERUIAR (B0, scFv). kG Pk, Bk (diabody)
MRFERI 2K, R 2 DUR 7 2 IKRe e PR DU 455 B TSR i 22 20— 853 o W] FH A4
AN R EETE AR (B, FH DNA SR BEHE s i 2= Wi 240 W e bk (B
i sEBEBUAR 2E12) SRAGHUAIIPUE G (Blin, BBk BO, 3 B SXT58 8t
AR 7 AR TR A 7 2OstRe S MR 1B BUAR TR 45 60 47

ARG, RiEFd A BC=IGH VH M CHI 5 i fiik i B RIE<Fv HBO =
TR DU R 1 VL A VH S5 s io i B RiB“dAb B R VH Zii4 180
RIPUA B (Ward %5 A, Nature 341:544 546 (1989)); ARif“Fab B =i VL. VH,
CL A1 CHI1 &5 M AL PR A B RIEF (ab) 2 F B g &l sE X i ki
HH WA Fab F BB B

FEA T, RiE<GUik Fe il F 452 T HUR IR NS EL BB RUR I & S, A S Bk
FIBEIE E X o FTid Fo 1] LU Gy Bk (1 EREE 2 X MRS s L b i) — 345 o i, Sk
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HH Fo XA U5 EHE CH2. CH3. CH4 I BE 2 4501805 S e sk B BE X A9 2 & . IR
I R E X L BR 741, S BREE AT Ao AN R RN, 8T 5 R sk A IgA,
IgD, IgE, IgG il IgM, HA—2Linn]dt— 4 sl C(EFAD, 41 1gG-l, 1gG-2, 1gG-3,
IgG-4, IgA-l Fl IgA-2. MRFZE I G e BR AR 1 SR AINE 2 rh iz #8458 1) S e 3R Fe XAEA
AU B AN BT IRV EZ . B, Bk Fo ] LERE 2D — M sk A gBEX, —1
CH2 45 fsgfil—A~ CH3 258938, Bl A 1gG1 Fe.

FEAHIE 1, AR XURE S P B 8 5 2 18 R 8 43 Tl A9 M S B S 3 Ao 45 6 I B A
FIT i UK S MEUAAR P LARLAR BB S MR 45 5 58 — DU B R R A I B AR AR BE A BB, DA
BRSO S P25 6 58 — pu B B B R A I BRI R BE R S B . AEAR HIE I — AN SEt g S, B
TR XU PEFUA T Be Ry S MR 455 55— PR B TR A I BUA R R BE A B 8 R R MRS B 56
PUR BPU R RAL I FUAR I B BE BAT MR P31 o AEAR R — A2t 7 2, Il RURE 7 1
UM B S M 455 5 — DU BT SR AL PR ) FBE AT B8 e 11 25 6 38 — o Bl
FAL PRI ERERA AR 75

FEARHE T, RIGRABEPUF RN T &8, PR A skt B BTk R e 45 5
RIFBAL o AL E ARSI PN AR e BB e 152 . AV BB I e I8 FH 7 HO A s
PN B A1) T 2 5 T BB K AN 5 P BSORE I R 2E e I LG 5 LA R i ) = 4 25 MR AIE DA SR
RGP o 140, SRl DM S M g 240 3, 4, 5, 6, 7, 8, 9, 10, 11, 12,
13, 14 80 15 NS ARES: =M, H] U< Mt R 1)”. Z W, 140, Epitope
Mapping Protocols in Methods in Molecular Biology, f 66 %, G.E.Morris, Ed. (1996). 7E
gtehid, |mARSMHEAER T BGUA) 2 WA A AR K R EE b —
P IR T IV ERNEAFAE . AER RN, A B FH ) A5 BRAN O 23 1 2 11 o R IR R R
fA1E

TEARER, RiERERIELG 0T AN TR R R & (BN G R TS
SR e e, B, AT HAREE L (B, “KD?). #lin, B XU B sk b R 45
4 A BOS HER2 2R A KD {EA 1x10°M LR 5x10°M BUR . 2x10°M AR 88 1x10°M LA
T N 5x10°M BLF. 2x10°M PR, 8K 1x10°M BLR . B & nl F A 28 m 45 e LR
(Surface Plasmon Resonance) i%. ELISA . RIA y2%5 2L 5400 5 .

AL “CDR /& 48, HAMERE X (CDR: Complementarity deterring region). L\
PR T ERE KRBT M A A 3 4 CDR. CDR Wk My i 48X Chypervariable
domain), HNFEHTR ) BE B R B 0 7 A2 XA N — G4 M) 148 S R ) e OB, FE BB X
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FEER 2 RBEN —HEEM L,y R, ZEAE 3 b AU, TPk CDR, %4 E
BEH) CDR, MEBEZEIR 74 AR il T 4610 8y CDRH1. CDRH2. CDRH3, £hxf#
FEH CDR, MEHEEILRR 74 2= ARl JT4h, 1080y CDRL1. CDRL2. CDRL3. iXi&
FAAESTARZE R EAH EAZIT, Y e B A6 AT R A e

FEARHIEH, 20 M e A4 518N FHZ . Z 0 Immunology A Synthesis

(% 2 i, E.S. Golub 1 D.R. Gren, Eds., Sinauer Associates, Sunderland, Mass.  (1991)) | H.ill
R PR A N

FEAHE T, ARAECIHZER P IE T S48 Pertuzumab, tHFRIE 2C4, Fidh4 Perjetas
JIT IR P12 B B0 ) e B A i T A2 X R U R IR 7 471 P LA L US20090285837A1 K] 2. fitid
2 Bk B p & A PR B s piak, w LS SRR RIRF524k 2 (HER2) 4tiffust — R
ZER I CEESIE TD RARE LS & N 2 2k 40 n] LUR L 455 HER2, FHF T HER2
5B HER ZARM R R, AT DABREE TR A . Brid i 2 2k st e ] DU -FiR97
HER2 SHIMER R R, o] DU TR 97 5 FU R .

FEAHRIE H, AE 222k B PT78 5 L FE Trastuzumab, 544 #53€7T® Herceptin®. frid
it 2 Tk SR PLH) FR B AN B E (SRR T A1) T A2 L US20090285837A1 Il 160 FTid il 22 Bk #
Pig— M E4 DNA ATAER AW pik, AT LU B 75 T 0 B IR B i 2,
A CE A RO AN CHOD A= 1. BTk il 2 Pk st pin] LURE 256 HER2 [ 4h
SEREIE, AT DAL S R B ) S 20 M 2 e SR 4 e . BT I il 22 R BT AR TR T
HER2 M AR PE S s« 50120 s A HER2 B P 1 46 8 1 5 Mgt B 5 £ 78 < S e

FEAHE T, ARifi“Exatecan” 8 £ K EH HE (DX-8951), HJj&—Hf DNA $H4b 7 i HE
L4057, CAS ‘54 171335-80-1. DXd £H & & H (DX-8951) 744, CAS T 1599440-
33-1. MEN—FIZGP) S WBRSATAY), K58 RA DXd BT 258254, 2R
T ADC v r] B A DR 55 2 Mt 9 1t R 1 2 BUAE H

FEA G, ARG EE 770 AT D Ge 8% DR i) H A TR A B i BT i XU S 1
PUARBHHURSE& 7 BOEHE T A G TR VA3 o BT idedse 7 ] LUELFE — MBI
gy, B AT LLALRR 2 MBS

FEAHIE Y, ARG IR 30 5 2 FR 0 FL A0 i B R & AN 52 1 0 4 0 A G g A IR
Blo FTIRIPET ELHE— AN B A PRGN . T Id JiR AT LA 5% S AR R/ 8 E ST AR

FEAHE Y, ARG AT 05 2 fa R AE A L PSS, PR B2 MR P i AR 2
i DXtk AR R A b 8 L 23 S MIIMELAN 8 T30 2 B A 5 ) 400 M Py X3 0 X 3o IR 5 e R B 5
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IR, FFTUAANBAH AR o Bl Joes vl DASSCRE BT IR R 5, I i P e i B B ]
DS M Jie R 0 AR AN 1. TR, PTIR R oA B BAT 5.8 &2 7.0 JE A B pH. FiTid iR
TR EE AT LA B B2 10 6 & A Ho At 75, (0 B BUe IR LR . I6Ah, Prid e
RS AR T LALE TR A B 5 0.3 22 1°C o iR BT oA 555 L A T Gillies % 9“MRI
of the Tumor Microenvironment”, Journal of Magnetic Resonance Imaging, 5 16 %, 5 430-450
T, 2002,

TEARIESY, RiERITIEE ERRIT AT LB ek a3, HaHrg
TRk gE () AAREN B P AR ORI, 1 s G i MR A e ARG, TRk
Bk AT AKY, AR EIHER RS REFEART . SRR, B 9950 KR,
P RATE (BIAEAL), SEIRBIRGZHR K RE, DS BURERRAE, MR (Lt
SIS TS, o AR R I A AN TR o YRy T B AL B IR T] LLE 5 ARG TT
HI TR AE G A B AE AT o 75 SR YT 1 32 B4 L it B8 AT Y BT 1) 32 X5 DA A gt ) T
BB B AT Y 327 B T R0 O E Y 32K

RHFR

—J7 1, AR R MEURZYEIY), HAE R HER2 MXUR S MU s L SR
a5 B

FEFLE St 77 2k, PR UR 2 E Yy, TS K 1 st : M- (LD o (L2)
p-D (K 1), Hrh M FRIRAFEFTIARHE R HER2 WU MEHUARB L PR 456 A B L1 3
A MEEREE T, L2 X85 DIERIERE T, a, b S HMILHIEH 0-10, D FR44).

# IR HER2 [ XURr 3 P i dA sl M Ho 5 455 3

FEAHIE b, TR AL 1) HER2 FRURE 7 M SR B TR 456 BT BURE 1t 455 A\ HER2
&=L, B, wrLRER MRS A N HER2 [ 2 AR S . fEARIEY, rids
DA AL AT LA T AN HER2 & A R I A — AN 2588, i, #m] LA T A HER2 & H )
F D PN AN () 25 A6 45

filtn, Pridsm HER2 HXUR: MU B BT R 256 Fr BOn] LURs e PE45 & A HER2 (i
HhEiReIE T A/B N HER2 B AN EAEE TV. B, Frid¥Ea HER2 HXURr S PR sl - Bt
R4 f BenT DU S R4S 6 A HER2 (M 4h 4584380 10 AN HER2 [ J 4 568 TV .

FEAHTE Y, Pkl HER2 HIXUR R PEDUIA B BT R 25 6 Fr BOn] DAL 5 — R B AT 28
k.

FEAHIE H, FTIR 5 — 88 LI & 55— LCDR1-3, H+HFTiR % — LCDR1 A L% SEQ
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ID NO. 4 A~ 2L T 5

FEARESH, Fridsi— LCDR2 7] LA 5 SEQ ID NO. 5 FiRfa L i) 741 .

TEAREH, FridZE— LCDR3 1] LA 5 SEQ ID NO. 6 FiRa L i) 741 .

filan, PR —fsEd, FrRS— LCDR1 #] LIS SEQ ID NO. 4 iR &L T 515
Jrid 55— LCDR2 7] LA % SEQ ID NO. 5 iRz L7 41, Hrid s — LCDR3 7] LA &
SEQ ID NO. 6 fir7s 2 5L 7 51 o

FEAREY, FrdE—REEaets SN Z BRI EREL A .

FEA I b, B S 8 4EnT DLA & 55 — LCDR1-3, Hith BTk % — LCDR1 1] A% SEQ
ID NO. 1 FiR I ZE 5L 751 .

TEAHEF, ATAZE — LCDR2 7] L4 SEQ ID NO. 2 iR 2 517 41 .

TEAHIEF, FATAZE — LCDR3 7] LI SEQ ID NO.3 AR 2 LR T 41 .

flin, FrksE —FeE, Frid% — LCDRI1 £AT LA# SEQ ID NO. 1 AR & R T 41;
Jrid 55— LCDR2 7] LA SEQ ID NO.2 iR 2R 7 41; HITAN — LCDR3 7] LA &
SEQ ID NO. 3 fir7s )2 FE R 7 41 o

FEARRET, s R 5 M 2R B o w5 .

TEAHEF, Frid s —R A TR 5 38 nT LU IR E G S se B bk (Bln, w7 LA
N PTREDUA) BOEIRTG. EARPIES, iR kR LG 550 B HUiknT LU A HER2. 4]
an, PR bR JELAR B S I B A T DURE S eSS 5 N HER2 Y2 /D— R0, B, Frik sk
G5 8 SO RE AR TT LAl S M A A N HER2 1 2 MANFIRAL . B0, BT AR B 46 50 o b
U] LAy Sl 5 1 256 N HER2 ¥ b 45 A4 4 T AT\ HER2 IR MAM S5 M4k TV . i, Frik
PR D s B 5 B U AR T LA i 22 R B ORI 2 R SR

Bln, Bk S — R R/ BT 55 R T LU IR PR S 4 B S B PR P AT R — R R
REI LT A X, BTk —FRE A/ pT IR 55 sk nT DL Bk ik SR 46 5 50
FUR TR — R BE R T AR, B, FTd 28— R B/ BUIA 55 B 2R IR
FEA, AT LA AE IR 9 A S Ay o T [ A o AT R — ik I R B (0 R IR 1 21 1 itk 1 28 3ok e i
PAFH) . BN, PR soE v] LLESREIER A 0E . B, iR s B KR U AT AR IR
FF5 BT A S U B 5 A B A BT %o IO PR 0 JiR B DA R A (1 S5 R

TEAHIE S, Bk s n] LA AR S SRR I RAR . SR BRI, B anRAZ L SRR BRI A
I 3 AR, AR 2 ANEER, B AT 1 AR

TEAHEH, B S— 80 AR X A 2 S50 7 41 ] LS BT 38 3 B (10 ] A8 X (1 2
B2 e HIAH I o
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TEA RS, FrASE—RBE BT IR 5 BB X il LI % SEQ ID NO. 7-12 H{f—
TR A FE R 7 41 o

FEAREH, Frids —REEMPTR S 25 2 X 7] L& SEQ ID NO. 7 Frun iz ik
M4 o

FEARIES, FrdE RS 5] LA REE e X . Frid s fE e X T e
ok BEE AR BN, PR « RUREEEE X AR SR A A, 1 Kml. Km1,2. Km3; Jf
W MR E E X A & AR R R, 41 CL1. CL2. CL3. CL6 Ml CL7.

AR, P R APTIA S R VB SEQ ID NO. 13-18 HE—LifriA i)
BEERIT ) o

ARG, Frdd R Dk B N 0% 2R PR R RE BT RAT PR it 2 2k bt
(R B s L 9Bk . FEARTRE T, Frids e UL F T4l M2k BP0 BB ol L 5
AT it 22 B BRI S B SR AR

FEARIE, B S — 50 8E T DL %2 2R SR 0 K A B SR A

FEARRIE, B EE 808E nT DU M 2 2R SR 0 i R B SR A

FEAHTE Y, IS — RN PTIR 5 R R 2 B Fr 41 iT LAAH ) .

FEAREY, Frds —REEAPTIA S e LV SEQ ID NO.13 Frid (& L) T 41 .

FEAHTE Y, Frid¥ln) HER2 HXUR R PESUIA B iR 25 6 Fr BOn] DAL &5 55 — BB AT 28
THEEE, H PRS- EEE R AR A B A EUAS A RISIRAE T SR 5 R IR 4

AN
= o

% %

i

FEAHIE T, Prifsh —HmEERW A A A BUASN EE RARE N SR R IE

EERE

FEAHIE S, Prfsy—mgEn] IE&H - EEE R X, Prfs— a2 X n] NI %
PR AR AR X

FEAHIE S, Prfsy —mEn] IR & “HmEE AR X, Prifs HmEal A X n] DU %
PR G EEE A AR X

FEAHE Y, Pk ss—EEEN TR S T DV S EAHEE X, Horh prik EAEEE X

LA A 1gG IIMEE X o

TEHELGIENL T, FTIREE— EBEM AR X, /BT IR 5% — SR MY AR 2 X T AR &
Fc X, A& Fo XIRn] LA B, B, Bk il AR @ BTk s — ERE TR 28 —
BRI it — RAREIEE A

FEA G o, BT IR o0 K B AR AT DU ARG R N SR 8 i, Bl el BLZ: L2 2%
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Ridgway, Presta et al. 1996; Carter 2001, & H] CN 102558355A, 7| CN 103388013A.

FEA G o, PTIR 5 — S I SRR e DRI T I 58— 3B I E A v X1 SR A ] L
FAF, AT CAANR . a0, BT AR o — B4 10 SRR e ORI BT IR 5 S B BB e X T LU S
PR B B R AR ) B AR E X BRI A AN R o AN, il 35— B ) S A E X
()BT ) W] DA b — BRI I J 0 B v U AR P B B e (X R B IR P A A ) /B,
JIT 57— B B ) B R i X B R IR 7 41 T DA o g — MR T I T B o o e A4 ) o A <
X ) 2 FE IR 7 S AH TR o

TEARE S, BTk —EREA A 5 — HAE Fe Jr Bl V& SEQ ID NO.24-57 Hi{f—
TGP B 2 B IR 7 41 o

FEAHEH, Frds—#E4En LIS SEQ ID NO. 21-24 HAT— TR IR IR T 5. H
u, PR —EE A LA SEQ ID NO. 21 5% 23 Fis LR 741 .

FEAFRE T, Pk sE —EEE T LIS SEQ ID NO. 21-24 HT— iR I a LR F 41 . 15
u, PR EEA LA SEQ ID NO. 22 5% 24 Fis LR 741 .

fEAHE T, Fridss—E5n LIS SEQIDNO. 21 58 23 FiaRiE L mF 4, HATikE
TR VR SEQIDNO. 22 B 24 RINAEEE IR T 4. B, A, ks —Ek

AT LLELT SEQ ID NO. 21 R IZ 5L )74, HFridZE —HE8En LV SEQ ID NO. 22 FiR
MR T 5. B, 7EARMIES, Frdsf—HEEEn LIS SEQ ID NO. 23 Fin iz L m )T
A, HATRS 4 LI % SEQ ID NO. 24 FiRIMZE T4,

FEAR T, AR HER2 USRS PEHUIR B BT R 456 F B AT LU A 4l 5 R 1)
BARFBAT. B0, 7T ANTE F 40 afifb 3Rk 1F . Frik A 7 v ] DLELHE il R R i fd
FERH By acffe, SRRt R UE T

ZIVRIRY AL S )

TEARRUE S, AR SRR T A& 0 1 Fsgif: M- (LD o~ (L2) »-D (5
1), o M SRR A BB TR HER2 AU S SRS HURSS & F B L1 R 5 M

ELWER T, L2 £ 5 DIEZNIERL T, a b FAMHIER 0-10, D RRHY.

FEA R o, — Rt £ A FRE Tk 0 SR 29 B IR AL &4, BT 2K 2 PR i 4544 .
M- (LD o (30 2), Hrit M FpRARETRE R HER2 HXURE S SR B BT R 456 7 B
L1 #r 5 M ERNERE T alkH 0-10.

M IS L1 KiERE
FEAHEY, Prif L1 5Prid M o] DU Irid M ERE. B Uk siihe L 4% .
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FEAREH, Prid M AT DUEL S 38 — S BEAIGH R, A — ERER/ TR S — ]
PAELE BB 5 IR L1 M4 R 4247

TEAREH, P sl n] DUEL & BB 5 6R 08 5 BT IR L1 R R 4

TEAHE T, AR AT DAL T Frid 58 — SR I 55 297 12 A1 Q MIf3E; A/sk, wILh
BT PR S R 5 298 2 AR Q M EL . lan, Prik 5Ll vl DL FESEE . B, T
LME IS 2Bt e ol (TGs) # TR/ E 1R Q YR NPTRERA 5, TR DAR 25125 2 [
RPURLGPEIEAD o

TEAHEF, FTRERA 0] DU & S RS 5 B8 5 BT id L1 4 2 1A

TEAHE R, AT AT DAL T Frid 28 — SR 10 55 299 1204 N 19U 3%; A/sk, Ll
LT Prid 58 —EHEREE 300 A2l B N ROIIRE . 7ESERERD CH2 d8(N, N299 5t N300 AJ LA
A MRSFRIFERAGAL o AT DU BT IR N AR FRORESRAG AT s T 18 SRR

o BTR U SE RR A B2 5 7] LA BT 58 — S BER/BR TR 28 —HRER) N i 2 5L 1R
AR T

FEARRES, FrdbEA B AL En] DT R B M . AEAR HRIE T, Prid B EALIE
AT RAEIE, N, 78R R RS 5 A R 4 i TR SRR R BT e . BT O R
S5 TR A iy L 28 FE AR T b il HL W] DARIARAE I i 308 A Frid R B iR B e ot (4
un, ASHE IR AOHE ] HER2 0 XURE S M TR B L R 54 BD .

R PRR AL AT DL TR i (A, A R A B BE 1) HER2 [ XURE S PR P A4 El
HpUsssa 7 BO MR 7 LA R A S AR i SR8 0 TE 4. ASR AP 4AmT U AR AN
FIROREILALES (B, Pt RREAREEED, BREAARKHIEY (BHBRHED. BT
SEIRIZR, AR TR S B R R S A U 07 st (10 5 5 1Y) 2E 1l mT A MR A 7 L R R 2 1
(7E RS AR o 7] A G KR B R R T DL RE T 2R L LN H R RE. A
n- £ 5 B i FH/ B R 9140, T IR R A AB M T ARG B A B A A 1 A

TEARE S, FrdFEEE T DMEE A (B, A HiE A 48 ) HER2 19 XURE 7
MR B L PR 256 B PR = Ak .

A TR] YR 1SR Ak T DA i R/ 8 T BOA [R) 09 28 R PE (B ek 5 AP e 3
WA S B RO S, B, e, KEMH. 20 HEEamsE 7
WU PO PR BRSNS AR P AR D

FEAHIEF,  FITId g SR A 1R BAR 25 M A £ D7 2T DARREE AN 5] (R s Ak B 0 i ik
ATUREE, AR AR N S AT DLARE ARSI H AR R IEAT . RSO, Fridop B4k
&4 ] DL S A /B B PRe S MR EA T RS . FERESEAB 0T, BTdopl B A2 1 ] DL
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LA B FEIEAGES (I, SRIETTE R4 SRR LR kAT DASEE. i, BriRpEILAL
BT DURAF R I N S R R R E B B B i (o, AR BT iR (3 ] HER2 (R XURE S
MPUREH IR G B« FriABEIALEE T DU RARRIER, ] LU AR KRR RIE .

FEAHTE Y, PriRa iRz ihin] LLads: prid M &4 5 UDP-GalNAz. B-1,4-F 7L pEJE
R R B AR RSk . BN, BTIR B-1,4- - FLBE R R R s AR AR (440 B-1,4-Gal-T1-Y289)
A LA BAT A B 1) N- LB SR (GalNAC) [IFE 7, AT LLS 8 A R (il 4 T iR S ) HER2
(RRURE S PEPUR R PR Z5 6 B B0E A i N-Z Bt 2 R # 4 08 (GleNAc) FREEAM %

FEAHES, Fid M 5 UDP-GalNAz. B-1,4- MR BB o AR Al S, PFrid M

AT DVEL S A IS FTiA IS A B, Frid M ATARE—HEEEN N299 £/ % FZEM N (1l

s FI/ERFTIR M I FTIR 55 — S 8E 1) N300 17 7 & IEER N B34 n] ASRAZ-N; ZeA8 00, N
BEEALAB IR M.

fln, 7EA U FTIR SR PIE DA/ RS TR L& b, TR A, By
AR M 1 Fe XERTLAS AR L1 4. Billn, 7EAHE BT I BUAR L YR e AL/ sl A 5 i f
WA, TR, BTk M AT BLSFTIA L1 &R, G, FridsEsifing M ay
DAL AITR L1 34T IRl s

EHET

FEAHET, Pk a AT E 0-10 H%EL, #ilan, "TRIR 0. 1. 24 3. 44 5. 6. 7,
8. 9 B 10,

FEAHEF, Pk b al LI E 0-10 R, #an, "TRAA 0. 1. 24 34 44 5. 6. 7,
8. 9 B 10,

FEAHE T, Prik L1 AYe L2 vl DA B M4 o] REWRRDIERE 1 ATTRBAIER 1 2%
ISR T BUKKESE 7 1 AT RERE T AN AT IIERE T AT IR IIE R T

FEA S, Pk L1 MR L2 #0] AAA 8 T 1

FEAHIE o, Pl 451 w] DL SE A1 24 08 1 LASRE G 451 U 5 e e 42 PO A o B v
ADC WV RRETERIEE Sy o PRI 7 n] LR IE A Cstretcher) HoTAl/BRE LR T,

FEAHIE T, PG 7T U AUl CBan, ASHE prid f9%E R HER2 ISR 51
JUABESUR S G/ BO SR PatAr e (B, ar s SmiERo .,

4R, PrifAmipe ] BLUE R HA R Dt 2 B ST AL ik (B 0 N-AR s s 22 R 1 B G it = 1R )
5 T IRE R T I e e .

Blhn, PridiEs 7 ] LR RS 5 PR DUAA A7 75 1l 2 i~ e 22U SB AJE st (il
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WD EGER . B, PR E R LAVEAE: DoRBEEE . iR OB a- AR 2
SEL SEMEFR IR HIBE W RLEE . 4-RS SRR FIRCRILAS. DURORAEE . BRI, WEAEA. Bk
A RGN/ B A R .

TEHELEAE LT, FTRER 7 1T LSRG ShUik AETER SR T S P B B e 1Al
n, FrAEGERIT DIGLHE: B EaBIE. MR 5. &R, Bk gEsCEmIIR. HERERERAL/ET
BEE A

TEAHIE Y, TR &S 7 ] DUELRS il AR 0 B TR AT 24 & 7. B, Pnidig
B (Bl L2y mTRLAR 2L (ldn, ATEAE VIR Cself immolative)) KR, HATLL
M TFrR 25 RE 8. Bln, FridiEs+ (Hlan L1 vf UNAS AR s, T L5 hr
ARPUARER BRA VIR fEARHE S, IR n] 2R (0 H 1 n] LATESH I IR 464 T k2R
. B, PR EE T VRS RAREER T (B, SEIR EARE
IR T (B, WEEERUEO SEARR R ISR AR BE S s T i, BT
AR TR T T LA RE GRS 4 P R I (O Qv R AR R D R/ BN N R B G D)
FIREIER T EXRERLT, BRI PR IREE TR RN . i, Fridids T
Ry v] LLEAS BTR AR 25 VR R (K 25 e H A 3R T AR

FEARHIE T, FriR iR T IS5 R/ M R A A 2 A e 1 AR HIE BN I HUR 2518
DRAE A i B i N AU 2 A, AT LR AR E . Billn, Fridsiik i imcyy .
FITR¥E 1A HER2 BIXURE 7 BRI R 45 A v BRI BT IR 2 AR FR AR R IIRAS

FERAERE LN, WAR IR PUAZ BRI T W BT iR i B2 T RE e dn, (RFFFTARE M HER2
(IR S DU R BRI PR 45 A BEI s e MEES B s 2 5 rd SRS v s, Ay
B ARFEFFTR AR IR (B, A s R RS .

TEA RS, FriR e 1 ] DL SR/K I IEH: T (Fldn, 7T LAl PEG4Mal Al JE-SPDB)
AR B, Brd Sk 7 ] AR AT IR BT 2 R B T i MDR (24
M 241> BRIhRE FISALN iz R A AR B P s A A TR

TEARFE R, BT IR 7 0] DL $4E T 42 B ) e 400 i 2 A K R/ 2 P S B T B o
Blln, PRk iR 7 n LAE BT IR 240 b R I NI Zh G . Billn, FINAE R 7 1T LUK IE %
R LA R 237 AR e

TEARHE R, Frid e 1 v] DAE BT iR SUR 20 AR e ik N A (4] G my DAGR ik 41
TERD . TEARMIE T, FrRERTIE v LI 1 T LA = TR LR 5 B B (1 A2

FEARHE T, TR L1 f6 2 5 SPAAC N . ITiR SPAAC S8 N8 - BRIEIR I i SR o
SPAAC SN A] LAE AN s B g — T, L F BT JLR 25 AR A (1 ] 2% 1k R v
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FEARES, Frid L1 vfRAG A N EoRME L, BEHIME Y ik-3-5-N A1 DBCO.

fEAH T, Frid L1 n LY DBCO- (PEG) ni, i w4 0-10 MI%EEL, 8, Frid L1
NSRBI . Biltn, P L1 7T BLA DBCO- (PEG) 42 DBCO- (PEG) 3. EAHIET, Fr

& PEG 431 A LARIRIG I A A SR 2 RISk M. ik PEG 43 F W] BAA R 2 L2
(Bl n GGFG) 2 (o i I > o 2 [w) B A 225K

TEAHEF, FridnBA L2 EH N4: 2Kk, VC-PAB. N-BEHIME & HE-3- (2-npngkt —
BA) RS (SPDP). N-BEFIMETEHZIE 4- (2-MEmedt —ARA0) RERES (SPP). N-BEIHIME Y
fil It 4- (2-Mgmedt 8 THRES (SPDB). N-BEHAME i dt-4- (2-Mpnedd i) 2-ffk
TIREE (sulfo-SPDB). N-BEHIMG Vi Bl £ 1R TR (STAD. N-BEHIME WA (4- o midt) 2
FEIEHERES (SIAB). HoREEINZ PEGNHS. N-4- (ORI IE R 3R ORI B
JE e (SMCC). N-fifidt (4-0 By R W i L) BF IR IR B IS R (R Jk-SMCC) F
2,5- AN bR -1 17- (2,5- 5 AR-2,5- - TH-IER%-1-2%) -5,8,11,14-P4%H-4,7,10,13- 1Y
AT\ BE-1-F8 1 (CX1-1)

FEAHE S, IR L2 7T LN GGFG.LP. VK. VC.GFG.GGFGG- GGFGS.GGFGGG.
GGFGGE. GGFGGGFG. DGGF. DGGFG. D! GGFG. DG GFG. DGGFS. DDGGFG.
KDGGFG. KGGFG. EGGFG 5# SGGFG. #l4n, Frik L2 nJLIN GGFG. HZE AN B

Al 2RIV AR Gly-Gly-Phe-Gly (GGFG) &Pk ks (] W5: T Gly-Phe-Leu-Gly) [#iE
T

2

FEARHE T, FR 2540 a] LLEAT Rt e e 4, R/t o e e 4 P A A< )

FEARRE T, FrdZyn] LA RN 1259

A HET, PRl LIk E F4: V-ATPase #I#(57). Bel2 #IHIF. MCL1 471,
HSP9O #1155\ TAP #11]57). mTor $il57). FE A2 e 7). T A2 7. auristatin. dolastatin.

FLBAREZEYWM. MetAP CEAMRZILIKES) . A CRMI BRH 0155, DPPIV #iil
B BRI . SR A b B IR B B S SR B U A A R . CDK2 01 7
CDKO #iil51. Bzh & A #5571 HDAC 1% 7). DNA #3857, DNA #4655 DNA HRAF)
DNA /NAZ54 7. DHFR #1771, ZHE 2440, HD AC #Ifl77). BIAE. NAMPT #I4il7)
SN-38 HiIMEEE R . AKFCIT BEERIE . BT AR S ISR A MR 70 Toll F£32 AR BBNF]

FEAHE T, TR 2] PLik B T 4H: DM1. exatecan. DXd.MMAE. SN -38. Calicheamicin.
Anthracyclin-5G. DM4. & #1#7) SHR153024. PNU-159682. Duo5 #5%. SN38 fi72E 8k
AT AT AR o
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TEAREH, BTkl Lo S E AT Y . FEARHE T, Frd 25 nl Ly DNA
NS A T AR

ARG T, FrR 29T LN .85 B¢ Exatecan (DX-8951). DXd. FLRHER. #43%F
% C. BRER, EE R, TLRT7 #sh7). TLRS 307, TLR7/8 #0718, TLRO #zh7).

i, Frid 2y el LAEAG AT 251 .

FEAHTEY, Priffsiik syl LLRAE A MRS

¢}

e} o} w © Y H

OY\)LN/\/O\/\O/\/O\/\O/\/U\N/\H/N\)I\N N\)I\N/\O/\WN
N H H o H o H o)

O
o
NM H
N N
O H o H
M-
O
B
¢ o™
}:-«;";\‘Qﬁ
: o=(
i By’
o I I SN
8 WS s L
) G - o 3 ST ‘\Tﬂ . NG').—N"PHTM s
2 B2 | H f | i
A i3 9 ] e
7 E‘ ¥
% !
i
= plj h
AN
M- X o

TEARHIEY, FriR iUk PE I 2w 5k L3 nT LR Z) 2-6. BN, FridZ9)/puik
FLRETLUNY) 1. 2920 23, %4, %5 8804 6. iltn, Frdea¥/diik b 2 aT Lk 4. i,
FTiR 2590/ 5UAR L T LUK 3.
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WA R 46 592

3 J7 i, AREIRAE R LR R A TR 2 R e 59, HBAAT 2
PoRiIZEi: M- (L1) o (302), o M AR A48 HER2 K005 1 DA sl H 7 5 4
TREG L1 Fors MIERRIELT;  alkH 0-10.

FEARES, Priffe el DRI R NHNZHR:

O

o NSO SO
N O H O o
a A
M- X I M- o .

5, AHAEIR A T A G TR PR YRR K 7 i, S DL D IR
e A FRAE AT IR A6 S 1) 5 2 B P A I 25 ) e fid

FERELARLUT, TR MU L VB IR I 1 & 52 0] LEAR L R IRBBR: (1) A1
FHAEI L. BTk L2 MPRA Wi Et; (20 SR3MEEY (LD o (L2) v-D; (3) #A
HE TR I M 5FRREAY) (L1 o (L2) oD 3, 13504 i Brd B iR 25 Y im e .
Bln, BT, (3) M BT T TR R

ik I e RS

Ui, ARERGE T AYMHEY), HEES AR TR BRI, B
E I E AU

TEAHE S, Frik W4 &Yn] LAALFE VA7 A 8500 & sl T A 3400 2 I AL H1ii Brid
IR YMEIRN) o FTIR IR YT A KGR AT LAY E 0 B ) B R RS2 ) T A7 250 S 30 e 75
HIT RN R . FTRIRIT A 800 & 7] DL AR R GO g, 14, w] DARRAR B RDIRAS |
SARE R VR R PR TUAZG YR BAE 32 R38R P 5 UL BT 75 IR RL IR 8 ) 45 ]
=AM BT TR A RGN B AT LN E 0 B S BRI REAE I )T, A b S B BT 75 7 45 R
(. Bilin, BTk B A o0& ] LUET Ak b7 A 207 & .

TEARIE S, FTRAA-G Y mT DAk R EONIE T e (lan, &M T 8 4k
BEN WLRIPS S TSP WK N AR T Jigg o R/ asORE R D o EA R R, FTA M &
Py e] LA FA 1) 25 s M S o

TEARIGE S, TR 2% bl e 2 iR T DLAL 8 A 2 E AR AT AT BB A IS 7). o
B, AR BB I FTE B A B FRCGE IR A5 . FTIR 2% b T #5234k T LAY
FEK hoK. BEER RGP ATBERE. HIh. QRS RS P RE R BTIR
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2yt TR RS v LVEEESEBED . TEER AR R A B R

T 5, AARAESRAL T RS2 KR A B s, B LT AP ER: M2
it AR B IR SR 2 VBRI . B A g TR I 245

Ty i, AAHAE SR TR SR R RN T vE, AR LT AR 2R
A BB PR PR Z MBI B A g BTk I 2450

AHE AL T ARG TR TR 2RI . B A G Tk (1 29 4 & W il & 25 )
(IR, Horh BT 25 m] LAY 1 32303 (10 i S S5 Rl e 4 52 3 T G2 S o

AHE AL T TR PRI ARI) . B AHE TR A G, HH T 2K
TR bR DA A B R/ B R 1 52 1) e SR

F—O5, ARAESRAL T AR HRE A KPR RIY) . B A RIS TR A H S )
& 23 R, T BT IR 244 R AT AN/ B 5 R

AR HIE AL T — R R/ BIE ST IR B T, FLRARLL T DR 1) SR it A R B

RGP ZGPE B BE A HiE FT iR M 28 A Dbl % 259

A HESRAL T TR PR YR B AR RIS TR A S, R T 15 /el
BT IR o

TEAHIE 1, BT I8 ] LA R S AR A/ sl AR S A%

B, FrkiE e AESR . AU (BImFLR e ABUR R . B, AHiE
(i JirRg FT DALE A HER2 55 bR F/ek HER2 B VERR, i A< B IR 5 2 v] LLEAT 55
W AR o

WA R TR, N SR I SERE AR T R A FE KIS ER %, A

FH - PR il A H 1 e B 1103

S

#[A) HER2 HIXURESF DA (BN FERPUA A, Hhdilk A B8 —ME R, —15F
TR, AN EEEA AN ERE, TR —REE AT IR R AR T A W
SEQ ID NO.13 ffizx, H A Frid s — 5 1) #E 8k n] AF X (2 AR )T 41 @1 SEQ ID NO. 19 FiR;
FIT i 55 — % ) A T AR (X A R R T 41 1 SEQ ID NO. 20 Fizs. Hprid s —EaEn st
27410 SEQ ID NO.21 fizr; Pk 5 — HAERIZ LM T 5 W1 SEQ ID NO. 22 7R .

RIEDUAE A EIRRTH, N LA BRI Sk A.

DS-8201 (X FR: T-DXd, k44 ENHERTU) (55— =3L. B f)gEd] % . DS-8201 H
$1. HER2 (1) 1eG1 S H Mt i HAK 5 6 4 S Aa B T #0655 DXd A5 B M B o
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U3-1402 H 45— =344 . U3-1402 (1 HER3 Fifk Patritumab 54 4 5 HIEEHIH]75] DXd
T AN BB IDE T o
Ll 1 & Piik A-ADC1 431

(D #Hl/UFERTFRFENLEY)
IR13 DXd (Rl exatecan DX-8951 fi74EW, WWHEECTAYD), HESEZTHERMLEY
1: DBCO-PEG4-GGFG-DXd, HHAAGLL T

O~
£ L
% "u\
i1 &
ey O
RRRR ER Ry '\5
Y 25 My’
X Iy P!
i £ T o gt g
A i oo n LS 1o d K
% o S .. A h R, o b e,
f}- e T, ” g 3 - e . ey e H . T, € o < -
O H H I ; 1 |
L & (¥ o o

.....

(2) MR PR A
WP A S B-1,4-2F P ILEE RSB (B-1,4-al-TD W [ _E#E AR A YO IEA7/E UDP-GalNAz

T i Jof UDP-GalNAZ Z5 ISy dnd
SRR, Pk A BB EAEA N299 FIEE AR N300 A7 8 F3RS T -Ns FEE10, &
NFERAABHRI DU Ao PR A BESSAS R SO Q0P 1 FTR
XA BE SR BUR A HEAT HPLC Ko, frdilgs Ranil 2 Bros, Bl 2 g R
WY, BRI DA A BAA BRI RAENE,  H 5y 7 BN 148796 Da.
(3) %Ptk A-ADC1 431
¥ (1) 1) DBCO-PEG4-GGFG-DXd 5598 (2) il HIFE B i bk A 7E 25-
35°C A R MM B 10-15 4/, Hof DBCO SR B DA A FHi-N; KL
SPAAC [ Ji, 3155k A-ADC1 73 1.
PAFPUA A-ADC1 2» T IR N 3 Fizs. WPtk A-ADC1 #E4T HPLC K&, #6045
k4 proR, B4 25 R UL, Ji/k A-ADCI 41 BA HOMRFIRE I, B2y 154 154299,
(4) #l4% Herceptin-ADC1 431
¥4 Herceptin #ZHESEHtf] 1 iEA 7 E AT HERAL 21, JF 5 DBCO-PEG4-GGFG-DXd
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SN, 3845 Herceptin-ADC1 43 ¥, H.H DAR N 8.
SLHEf 2 &Pk A-ADC2 &3 F

(D HlEEEFERTHHERNLEY
PRI 5 GGFG-DXd MV, RIS EZ FAFRNAEY 2, HegEH 8.

(@]
(@]
N/\/\/(Q) HoQ Ho9 H
\ NAH/N\)J\N N\)J\N/\O/\H/N
O H (@] H @] H @]

(2) fil&BHHbk A
Yepifk A 5 TECP ¥, fEf3Hiik A FF7ESEE (Fln 8 AN-SHD, FAMEMIMHIIAL A,
(3) %Ptk A-ADC2 4r 1
Yo B (2) BB PUA A 555 (D $IEN A ER TSRS 2 i,
PAFPUIA A-ADC2 43T
KRG A-ADC2 731 [ S B AN 5 FR

LR 3 BEPR A B ADC TR E ST

G S ILEA] 1 & PR A-ADCL, SEfEf) 2 #4554k A-ADC2. LA DS-8201
TEN LI HH AR 8 1
(1) Hiik A-ADC1 7E 137 FIAa e T
FIH Protein L 40 IMLIE BT A-ADC1 Zi4L R, K 3 K. 7 RG34 W WA
ATHR KA o
FARSZIG IR, 23 B FE LTS 100 pL AU 1.5 mL B0 T, SRIE IS
& A-ADC1, #iHifk A-ADC1 [44KE N 0.1 mg/mL, JAE 37T CEFZF T HIEE 3. 7 Ko
B 20 uL ) Protein L FEEREIFHINIAFE] 1.5mL B0, JRAERL 142 F 5y B {417
W I 200 uL () DPBS JRAIMAER, TRAERL 4R BorBskR2s BiEW QP IREE 2 0.,
I E 3 REL 7 RIUPUAR A-ADC1 IIABIZEA L) 1.5ml B8 H, R, =R TE
TR Th, SRIGTSAERE 158 F k2 FIEW . #35 MN 200 uL 1¥) DPBS, B2, JRERET)
B EskRE RIEW QZPRER 3 0. ma A 20 uL FIPER (100 mM Glycine, PH =
2. 8), JAEHEIE b SiRIRAT, B BIEW, ARG MR R iGN 20 oL HROATZE MR
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(200 mM tris, PH=8.0)), JILHE, il Waters Xevo G2-QTOF Jii i /- Hr&4lifk I i HifAk A-
ADCl.

ZERmE 6 Fon. Ble MR, EANMEHIHE 0 k. 3 K. 7 KIGHPiIE A-ADCI1
[R5y FhE (154299 A7) FEARBA BN, fEMFEF 3 K. 7 K5 DAR VA RIFIE 4, fREE
iy FAEMGE TR E 3 R 7 KIGEA B H KL, VYA A-ADC1 7EIILIE 1
FOETE RAF, A KA N ISR o 2 2R M RSO, SR TR AR IR /N 43
THRRAGYIZIE B A, AT BRAREE 2 25 DR BB i TE AR 27 A 2 R AR R .

(2) HUik A-ADC2 7 I35 HI A e

IR ER (1D W AINTTE, filldiik A-ADC2 eI H AR E T

Waters Xevo G2-QTOF il /3 Hr iz S aniel 7 fros. Bl 7 MR U, Abifk A-ADC2
FEANMER SRS 0K, 3 K. 7K. WE 3 Ka, FoE LIS R & AEFF KA,
FTLAREAE N ML PASEAATE s M ERENY & 3 KJ5 DAR A 6 b3 2 iti, WE 7 KfgHE
B DARMEJLT R0, $iH 7 RIGHA A-ADC2 I EEBE 278 M3 R AR R

(3) DS-8201 7E IfiL i H AR e T

IR (1D W AR, Rl DS-8201 7EIMLiE H I AR E T

Waters Xevo G2-QTOF il 41 DS-8201 5 AR BELE INLIFE oH % & 1145 34wl an fel 8 i
K9 . [ 8 A 9 45 i, 24 DS-8201 ZE AMIEH /35 E 0 Ky 3 K. 7 K. HH
3 R JEHEBE LI ORI R R A T EROK AR, BT ARRAE N MG TP AR EAFTE: 1 7 K5 EBER
DAR {HH 6 )&/ F| 2 i 47, DS-8201 {EBEAE M k248 T W R AR, E8E LI/ 7
L,

LHEH) 3 HEHE A K ADC 5375 FeyR K56 31 A 779114

K AT (BLD (JF49HF2 711 Fortebio K2 T4 BLAE A0 43 BT & Hiik AL
S 1 H)% HiiER A-ADC1 5 FeyRI. FeyRIIa 2555177,

SRR H AR D %

[ € ik A-WS-161018 (B} FHifk A) Bi# ik A-ADC1 F| FAB2G biosensor, [& L&
fEN 10ug/ml, [E4L & 2nm.

% FeyRIIla A S 1000nM. 500nM., 250nM. 125nM. 62.5nM, 4k 60s, 454 30s, fift
B 150s. R BN 10, FHAEBON HER-HCL (pH1.7), P ABOARRRR . LA
B )% 10s LA, SZARLs R 10- 11 gk 1 FrR. B 10 AR 11 050808 T Huik A
FiFidk A-ADC1 5 FevRIMla (45455 A 145
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1
R KD (M) |Kon (1/Ms) | Kdis (1/s)
Pk A 1.65E-07 | 5.60E+05 9.21E-02
ik A-ADC1 | 1.50E-07 | 5.76E+05 8.61E-02

[ 2 Bk A-WS-161018 (BEZrTHik A) 5 Pifk A-ADC1 %I FAB2G biosensor, [l 46
fEN 10ug/ml, [E4L & 2nm.

¥ FoyRI FiE 2 200 nM. 100nM. 250nM. 50 nM. 25nM, F:2k 60s, Z54 30s, fiftis
150s. MiFE N 0.02%PBST20, FAC N HZEIR-HCl (pH1.7), HRBCAMRER . L4 I fif
BN )% 10s 04, S L5 A 12-8 13 A1 2 Frc. & 12 AT 13 239 B 1 Biodk A A
Pk A-ADC1 5 FeyRI fI45 A 35 A 115 o

*x2
FE i KD (M) |Kon (1/Ms) | Kdis (1/s)
Pk A 2.89E-10 | 8.54E+05 2.47E-04
itk A-ADC1 | 6.05E-10 | 9.23E+05 5.58E-04

L ERISE R, $iik A-ADC1 5 FeyRIlla 3814 589y Tk A —5; Filk A-ADCI1
55 FoyRI HA BRI LS A5 R 77, H KD (HIEH T 6.05<10°°M, 5B FHifk A [fISERI7724
el

FoyR 2565280 Ui ], Bk A-ADC1 ¥ K ¥ 5E RSB EZm ADC HhHiiR# 7318 Fe ZhfE,
itk A-ADC1 A EREE T BEor TPk A (1) Fe ThEE, Hifk A-ADCI IS HUIRES 73 7] S8 2 b
[ FH 3 [ 3% 47 988 40

LR 4 BETUE A B ADC 5T R4 a6 7

Gr BRI 1 Hl A& PUIE A-ADCL SEhtifd] 2 Hil#& PR A-ADC2 LARHiAR A X
NCI-N87 4l [ 25 G id M.

FARIRIE D % -

(1) 1%BSA/PBS ECEZY), FCHlHERE 120ug/ml CTAEWE 60ug/mb), [T 3 {45
FE, 3L 10 NI

(2) W& NCI-N87 4y (M E B ABD), B, 14, 5% BSA/PBS # 4 15min,

1.5mL B O AR 25100 ANHAE/S0uL, B M SouL Jiikziy), 4CHUE 1 /M
(3) 2000rpm/Smin, B5OPEER 2 IR, BHRPEGRINA 1000uL 1%BSA/PBS, & fa— XK,
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LI 90uL 1%BSA/PBS i Fiff] APC-IgG (1:100 FiF8), 4°CJRE 30min, #E.
(4) 2000rpm/5min, SLFEHR 2 R, BHRBEERIA 1000uL 1%BSA/PBS, fixfa— XK+
AR NN 300uL 1%BSA/PBS, Y, #E4T FACS K.
ZE R nlEl 14 F15k 3 R

%3
JUiA A | ik A-ADC1 | ik A-ADC2
A | 6753 485.8 660.8
AR | 40787 36596 30780
EC50 | 1.103 1.154 0.9369

K 14 Figk 3 IR EOR, BREDUIR A 4 G RE MR R, PR A-ADC1 BEKT-Hifk A,
TP (MFD 4 lIABIWAE 5 TR 8 s MiPiik A-ADC2 WEPEEUK. ULBH BT
A-ADC1 K BEyFHiR A 5 NCI-N87 4t [ 454 H AR E o

M EC50 {E [FIFE ] LUE i, /£ 5 HER2 53 IA [ NCI-N87 4iiffu4h& 1 /51, Hifk A-ADC1
SR FHUR A B9 BC50 —80, #5N 1lpg/ml 247, BHUA A-ADC1 585 7ok A 5
HER2 = #IA H) NCI-N87 A &5 &G —3:  $iik A-ADC1 HJWE(E K T-Hifk A-ADC2, i
Pk A-ADC1 5 HER2 &1L NCI-N87 4 i 4 A MR 52 T HUik A-ADC2.

LHER 5 BEHUE A B ADC -1 s 4 i i R/ A5 e 7

Iy S IE] 1 % PR A-ADCI . St 2 §il % itk A-ADC2. fifk A LK DS-
8201 X NCI-N87 4fi i F1 BT474 41 fu i) 47 fig
HARE D IR
(a) FA 5 RALHIN ] ff) NCI-N87 4tif
(1) Mol KB 755 RPMI-1640+10%FBS+1%P/S, JHEREGH X NCI-N87 41 fid, #% 10000
A/ AL/ 150pL A 96 FLAR, 37°CHEFRIEA
(2) SEi I FRELECH]: RPMI-1640+0.1 %FBS +1%P/S, #ditk A. Hifk A-ADC1. Hifk
A-ADC2 I DS-8201 43 HIECHl 5 15pg/mL (5 TAEWRIE, 3 f5FRE, 3% 0 MK AL
(3) BHAL 150uL S IRFELPIM R, W EPITEXN AL, 37°CHiFR 7243 /N B
(4) FEFLWER 70uL E3E, F25. #M 70uL HECE K 15ug/mL Jik AL Hifk A-ADC1.
PR A-ADC2 5 DS-8201, 37°CHkLEES IR 48+2 /M,
(5) 96 fLBRBEFLIIAN 15uL CCK-8, FHIMRFIEET, 37°CHUE 2 /I A
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(6) LA 650nm NZELPAL, 7E 450nm TG .
(b) EFX} 3 RALBERTH) NCI-N87. BT474 4ifiy
(1) EeflE KR 0L RPMI-1640+10%FBS+1%P/S, JiEHE L NCI-N87 4 i 5 BT474
ZAMD, 2 10000 AN4HMH/4L/150uL el 96 FLAL, 37°CRE IR,
(2) SEERREFRIEERCH]: RPMI-1640+0.1 %FBS +1%P/S, KHifk A, Fifk A-ADC1. Hifk
A-ADC2 F1 DS-8201 43 HIFEC#] ik 30pg/mL W f i TARREE, 8 EfhRe, J& 5 AR &,
(3) Bl 150uL Bk BELGWIMBEIR, CE IR HESL, 37°CHiIR 7243 /NN Bl s
(4) 96 fLIREEFLIIAN 15uL CCK-8, FRIIMRFIEET, 37°CHE 2 /I A
(6) LA 650nm NZELPAL, 7E 450nm TG .
LR
(1) NCI-N87 Jitfed 41 i % A 1 36
X NCI-N87 AHiffuab#H 3 %\ ALFE 5 RIIRER S5 Al an & 15, & 16 Fias.
Bl 15-1& 16 E R BoR, 12 FR TP IR, 4l Ab ¥ NCI-N87 4l 3 X, Hif& A-ADCI
X NCI-N87 il Fi5 3 80%LA b, Hifk A fLkz, DS8201 (Herceptin-ADC1) {15
60%. ALFE NCI-N87 41 5 K, Hifk A-ADC1 B4 2 AR R Ry, W T LB FRA R
DS-8201 (Herceptin-ADC1). HIMtH[ILPifA A-ADC1 X NCI-NS7 4Iifi ()55 800 B 2w T
DS-8201 (Herceptin-ADC1).
(2) BTA74 Jiies 24 ffu % £ 158
XF BT474 A AbBE 3 R IRER 45 A 50 ml an &l 17 B
Bl 17 g5 R SR, I8 EIRTEDER, JrnlAbEE BT474 4000 3 K, $ifk A-ADC1 X}
BT474 40 3MEIRIEF] T 55%, Hiik A-ADC2 ik 36%, 1 DS-8201 WM A 23%, Hifk A-
ADC1 %} BT474 40 i3 i T Hiik A-ADC2. DS-8201, 445 1142 DS-8201 1) 2.4 1.
X NCI-N87. BT474 M4 A58 49, Hidk A-ADC1 Atk A-ADC2 %} HER2
FILBHPEMRE 400 (NCI-N87. BT474) HAA B A6e /1; JF Hiidk A-ADC1 Mok
A-ADC2 %} HER2 & ARHPEMR 40y (NCI-N87. BT474 4iijfy) KIAMi6E /1T DS-8201.

K% 6 B EHUE A B ADC 7375 HER2 B 40 g ) 55 W& R 05 RN BOR

ADC 9@ e SAiE ERPUEM S G, REIUiRTUEE -S4 e i &E
HMIN, JEIERN SR, B NS O RS oA B, EEER AN, dINFEAY)
BRI Gl 5 2 FHORE S A e P 8 VB o 4+, A2 A B (cathepsin B), B
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A ADC Z9WTEIR B IRRE 73 i), P AR 29Y) 25 BV BRI, 48E & DNA B e
SFELNMET . X L2 T LLIE 40 MR 0 R A IS R B RO, HEN BRI AR
R AR A b, A SRR, X ] DU B WA BN (Bystander Effect) .

Pifk A-ADC1 —Fi#E ] HER2 HIXGRALHUIAR RIS € SR IRE ), {6 v 244 linker, N T
FEPUR A-ADC1 )55 W38 3808, Bl 153 m HPifk A-ADC1. DS-8201 4bPE SK-B-R-3(HER2
IR ) AN AR R \MDA-MB-468(HER2 A~ 3K18) LAl i {4 R . SK-BR-3 5 MDA-MB-468(1:1)
BEMMIAR, &3 KiG, SPAFEASLAMAEIT 1450, 3+ H A APC anti-CD340 Antibody
RIPRXR G Gk R Gge e, Rt Ou il

SR TV

T75 ¥ 38 B K WI SK-BR-3, MDA-MB-468 40, #5555, PBS FRi&MIk
JEWR AR INIEEE 2ml AT, 37CHIRFENE 4 4Bl R A AL A 15m] B0
Erp, N 8ml A K BE IR IE L AL FE R T A1 2= S A e B, 1000rpm 50 Smin; 775 FiE
W, N 3ml 1572 FE(RPMI-1640+1%FBS) 2 40, W HL 20ul 200 298 A1 20u] 0.2% 4 Wy i
RBA.

TG BAYHM IR (mono-culture):  F 577 FE(RPMI-1640+1%FBS)44 9 Filt 41 i 25 152 47
PH N 1%10°cells/ml o % [ 4% 100l /well 5k 96 FLH, FEALANMANECN 1104, 37°C, 5%CO2
B FRA B IR 0 IR A AR Cco-culture):  FH 85 772 JE(RPMI-1640+1%FB S )44 193 it 2 fito 2% J&
#HE )y 2%10%cells/ml, FFFLINA 50ul SK-BR-3 Ziiffl, LLJ%Z 50ul MDA-MB-468 4. &5 L4
MR BN 24104, 37°C, 5%CO, B R AR 22 s

PRGN E : 7 1%FBS [ RPMI-1640 15 7 JE 508 52 5 T, WAk s TAEMRE S0nM,
FIE 5 R, 35 4 NKRE: RSB IEAL, BUAS 25940 (Negative Control); 4L
N 100l R FRE 1) 52 3RFE 6 B2 (Negative Control) B2\ RPMI-1640+1%FBS 17 7%
£ 100u; 37°C, 5%CO2 Ki7: 72h; W2t 96 LAk i, 200ul 1XPBS ¥k —k)G, &FLN
N 20p] JRBEHEATIEAL, 37°CHIIERE 4min; I 100ul K5 725 (RPMI-1640+10%FBS) %4
VA FE T 4 B A A R, 1000rpm 5540 Sming FEE IS, FEFLIIA 40ul 1XPBS
A, WHL 20ud SH R 200 0.2% G WY ISR G TFEG THEUS KRS G AR 2 b AR AL
TN 100pd (1: 100 % 1XPBS Fi#e(¥) APC anti-human CD340 Antibody)6Hiik, RS,
2~8°C, WIEHYHE 15min; 1000 rpm &0 Smin, F% EiE, &SI 200ul 1XPBS, 1000rpm
B0 Smin PEE U W EE, N 100ud 1XPBS &, A S

N 18 TR, &N T SK-BR-3 ZHM A6 25 5, K& 19 BoRiE,
FA LI AN T MDA-MB-468 40l MG IE AN 45 R . 4R Box: (a) Hifk A-ADC1 Al



WO 2023/280092 PCT/CN2022/103592

30

ENHERTU(H[l DS-8201)%f SK-BR-3 H#.4H/{ufA%. SK-BR-3 5 MDA-MB-468 JRE1K R H1H]
SK-BR-3 AHf#A 55M#E RGFER: (b) §itdk A-ADC1 5 ENHERTU Xf HER2 [ MDA-
MB-468 HANNIR R IRTBCERAH B, MiAHE SR R MDA-MB-468 41l H A B & 1) 2%
BifE o FESLIKEE A S0nM, 10nM, 2nM, 0.4nM B, ik A-ADC1 XHE A 41 HuAA R 4 i MDA-
MB-468 4 i (1) B FE A 343 5] N : 68.65%, 46.87%, 31.61%, -4.95%; ENHERTU XfJE &4
JfiAA 25 v ) MDA-MB-468 40 RSG5 A1 2255 701 . 45.02%, 25.4%, -20.02%, -22.08%.
WEEDy 50nM I, ik A-ADC1 X T HER2 [] M4 i i 55 A& A 68 /1492 ENHERTU ) 1.5
5, WPEA 10nM I, ik A-ADC1 X T HER2 [ 1140 o () 55 W0 % 493 i 7141y ENHERTU
(¥ 1.8 fiF; WEEJy 2nM I, Hifk A-ADC1 1598 BA 55 M # /446877 31.61%, ENHERTU G
e M AR 1, I, Fiik A-ADCI1 £ 2-50nmM /% T, b ENHERTU 4 558 (1) 55 W %
Pt

TR EIR T CountStar 40 i1 45 531

s
o

3%

[

Pk A-ADC1 | ENHERTU(HI DS-8201) | NC
ZH 51 W
50nM | 10nM | 2nM | 0.4nM | 50nM | 10nM | 2nM | 0.4nM | NA
SK-BR-3
1940 | 3640 |3812 |4680 |2012 |2808 |3572 |5120 17400
ERENED
MDA-MB-468
R 7800 | 10920 | 8840 | 8960 | 8800 | 11480 | 10800 | 10320 | 8720
PR B AR R
(SKBR-3 +
MDA-MB- 9080 | 11240 | 16640 | 24200 | 12000 | 16760 | 23680 | 27860 | 21960
468) JRAK
#(1:1)
TRER TIRAY M4 HER2 [HME, HER2 FH 440 Mo b ) 25
Pifk A-ADC1 | ENHERTU(E[l DS-8201) | NC |
ZH 5] W
50nM | 10nM | 2nM 04nM | S0nM | 10nM | 2nM | 04nM | NA
SK-BR-3 s
TREIRER | 56.41% | 4031% | 48.10% | 45.24% | 42.15% | 43.80% | 36.00% | 44.67% 0%
0
(1:1)
MDA.-
MB-468 575
e 43.59% | 59.69% | 51.90% | 54.76% | 57.85% | 56.20% | 64.00% | 55.33% |
(1:1)
TRERT SK-BR-3 4 i 18 58 4171 1] 22 (1) &5
R (%)
. Wz
4 5y
L P 50nM | 10nM | 2nM 0.4nM
SK-BR-3 H40IfA R | Hilk A-ADC1 88.85% | 79.08% | 78.09% | 73.10%
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ENHERTU(H[! DS-8201) 88.44% | 83.86% | 79.47% | 70.57%
. Hiik A-ADC1 4512% | 51.45% | 14.24% | -17.31%
K-BR-3 R &R & (1:1
S RE kA1) ENHERTU(H[! DS-8201) 4581% | 21.34% | 8.66% | -33.34%

T2 5 T MDA-MB-468 2 o Ha%e $ 1] 22 (1) 45

I (%)
} W
YH 5
i P 50nM 10nM 2nM 0.4nM
MDA-MB- | #ifk A-ADC1 1055% | -2523% |-138% |-2.75%
468 Y
ﬁ_@i e ENHERTU(H[ DS-8201) 092% |-31.65% |-23.85% |-18.35%
MDA-MB- | #ifk A-ADC1 68.65% | 4687% |31.61% |-4.95%
468 R & 1K
ENHERTU(H[] DS-8201 45.02% | 25.40% |-20.02% | -22.08%
Z(1:1)
R 540

WIZ R 50nM I, Fifk A-ADC1 %] T HER2 B 1410 B 1) 5% M 25 /473 e 774928 ENHERTU(R!
DS-8201)/ 1.5 f%; WZy 10nM I, Pifk A-ADC1 %FT- HER2 B M40 Ma K] 5% W0 R 6E 11
#)°y ENHERTU [#) 1.8 5 ¥JE N 2nM I, Hidk A-ADC1 598 BA 55 W R ife 71 31.61%.
ENHERTU 55 M & A 468 /1; Ik, §ifk A-ADC1 7E 2-50nmM K%, btk ENHERTU A &
SR S5 WL TR BE T o

Lt 7 BEHK A K ADC 4TI ADCC iEHE#r

Ca) MR A LK FR 02 Hiik A-ADC1 ) ADCC 75 Pk
WA NCI-N87. SN 4iJfy Jurkat- FoyRIla-V158-NFAT 552t 1 #14&HHifk A-
ADC1 31577 6 /N, ik &2 5t RUL fE I E ADCC 35 7k
HARSEG IR
(1) Fefil e RikEFREE: 2%FBS+1640;
(2) FIFHLER (1) % 8 S N B 7256 % AR Z I HUK A-ADCL. Fifk A-ADC2 Al
Pk A, FLrRIR 5 S~ 15000ng/ml (9K : 10000ng/ml), 4 fEFFEE 9 DMK
(3) YSeH NCI-N87 41, A ER (1) il 28 i SN 77 L i R0 g 20 % 1<10° i
/mL; Y4E Jurkat- FcyRIIa-V158-NFAT Ziijfd, FIHGIR (1) il & 1 S 05 77 58 i B 4 o 4 &
4x10° AN /mL;
(4) 96 fLAH I 25 uL 3R (2) Foil ik A BB S Pk A 1) ADC. 25uLN8 4
AT 25uL Jurkat- FeyRITIa-V158-NFAT 40 i, 357546 H0E 6 /i
(5) HALIIA 10uL Bio-Glo™luciferase substrate, 7B F-2¢ YelEbr i FAG ALY RLU
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fH.
gE Rl 20 Frs, B 20 SRV, Hob 13 Al BORPUE AL Pk A-ADC1 Fibifk
A-ADC2 W5 H. Seitifil 1 #14& KPR A-ADC1 4y T-7F HER2 FHM:/mE IS4+ (NCI-
N87 4lifft) MR R AT ADCC #51H, H ADCC iR T-hiik A 1) 87.7% (Hifk A
EC50/ADC1 EC50); 1fiseiaf] 2 il & MHifk A-ADC2 &4k 7 K# 4 1) ADCC 35, Himh
SUONBESS THUR A ) 37.2% (Hifk AEC50/ADC2ECS50), BB 725 ADC ) ADCC i
AN
(b) FJH PBMC 4 53l 2 5 5k A ) ADC HJ ADCC 1
HARRIG LR (BT474 4lH):
(1) Y4 300IU/Mml A A IL-2 3§46 24 /NEF ) PBMC (3 4k FH B 9% 2 .
10%FBS+1640+300IU/m1), F|H 10%FBS+1640+1501U/m1 V%A% 4.5%10° 2 ffd/mL;
(2) FI FH S AL 15 72 3 e 1 A R FE BTk A-ADC. $ifk A-ADC2. DS8201 A A IgG1,
FoA R fe i 3ug/mL (KRN 1pg/mL), 10 f5MikE, 3 MKJE;
3. Wk BT474 40f, AL FH 55 9= 2L B4 802 3%10° A48 ife/mLs
4. 96 fLCH N S0uL 23R (2) Fiil & Hifk A 1) ADC. 50uL BT474, S0uL PBMC,
BRI TICE 4 NI
5. KT 30min, 7E TMR FT VCC fLH I 10uL 41 24000
6+ 1500rpm/Smin, HL [ SouL 21 96 FLRH, LA SOuL LDH £l Ke), =il
JiCE 30min;
7. 490nm ALA il OD 15
HARRIG LR (NCI-NS7 4l Hf):
(1) Y4 300IU/Mml A A IL-2 3§46 24 /NEF ) PBMC (3 4k FH B 9% 2 .
10%FBS+1640+3001U/m1), F| ] 10%FBS+1640+150 TU/ml V%4 i 50 4 4.5x10° 4 4l fd/mL;
(2) FI FH S AL 15 72 3 e 1 A R FE BTk A-ADC. $ifk A-ADC2. DS8201 A A IgG1,
For R B e = N 3000ng/ml (43K N 1000ng/ml), 6 fi5HiiRs, S PR
3. YAk NCI-N87 Zifi, oAk FH 35 7= 5 A B A i A = 3x10° 20/ mL
4. 96 fLHCH N S0uL 23R (2) Fiil & Hifk A 1) ADC. 50uL BT474, S0uL PBMC,
BRI TICE 4 NI
5. KT 30min, 7E TMR FT VCC fLH I 10uL 41 24000
6+ 1500rpm/Smin, HL [ SouL 21 96 FLRH, LA SOuL LDH £l Ke), =il
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JiCE 30min;

7. 490nm ALA il OD 15

F I8 IR TP IR, 4y BN E Bk A-ADCI, $ifk A-ADC2. DS8201 FIHiik A Z:7E HER2
EAIL AR R ) ADCC 5P, AB40Hu H R /& HER2 &k i 4affl: BT747 Al NCI-
N87, kS 2 i 2 AN B I 25 41 A 1 i) PBMC (PBMC-qc A1 PBMC-z) . K33 FE an & 21
s Rrlgs R an il 22-23 s

45 BR, Fifk A-ADCI1 7E PBMC-qc: BT474 (GREEEE 15:1) 4Hfufk R . PBMC-z: NCI-
N87 (AL 15:1) AUAufk & rp 3% M35 T Hiik A-ADC2. DS-8201, iHIHifk A-ADC1 7E
HER2 /3214 B4 i fA & i DS-8201 27 3wl ADCC 57, # WA HEIrk i) ADC H]
LAOR BA R IEBE 23734k A 1) ADCC i 1.

SHEG] 8 Rl B AP A ) ADC 475 Fis 41 i = 1 P9 3 sk 3

HARSZEG DI (NCI-NST 40, WE iR ):

(D EHEH 10%FBS K 1640 B FRELELH] £k EZHIPTIAK A-ADC1. Fifk A-ADC2.
DS8201 Fififk A (5WFEANESD: 96 fLB NN S0uL Z9REZ 55 %: 50nM. 10nM,
2nM HJ$ik A-ADC1. ik A-ADC2. DS8201 BHifA A;

(2) NCI-N87 Zifuiigtt, 1%, ®E2ZfLFmA 4x10* N 4uf/SouL/ AL, B5 756 e
2. 5 F123 /NI

(3) 96 fLiRA Lz b3, BALIIA S0uL JREFHH L Smin,

(4) BN 200uL 54 10%FBS [ 1640 5575 528 &, JEWHT i A4 o B

(5) ¥ % 1.5ml EP &, FACS £,

HARSZEG L IR (BT474 4iH):

(D EHEH 10%FBS K 1640 B FRELELH] £k EZHIPTIAK A-ADC1. Fifk A-ADC2.
DS8201 Fififk A (5WFHEFNESD: 96 fLB NN S0uL L5 54: : 40nM. 8nM.,
1.6nM HJFitfk A-ADC1. #itfk A-ADC2. DS8201 Eifitfk A;

(2) BT474 40fEtl, T8 SEEZ5LH A 4x10* A2l fu/Soul /AL, B5 7256 hk E 24
/N

(3) 96 fLiRA Lz b3, BALIIA S0uL JREFHH L Smin,

(4) BN 200uL 54 10%FBS [ 1640 5575 528 &, JEWHT i 4 o B

(5) ¥ % 1.5ml EP &, FACS £,

e FIR PR, FHiAk A-ADC1. $idk A-ADC2. DS-8201. Hidk A Z&EHifk-H 1t
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NG 5 MR 40 A 2 b 43 309 6 0, e 3 40 gt ks I 4 AT %23 1IN 7 3808

(1) 7E NCI-N87 JiJe 4 Jfa o ity oA 74 H

MPifk A-ADC1. Hifk A-ADC2. DS-8201. Hifk A %43 F7E NCI-N87 4l A & 43 5l
W7 2h. Sh. 23h Jo, SEITAUARIE AR NCI-NS7 4%t %4> TN E/EH . # & 2h. Sh.
23h JE s Rk 24, 25, 26 FoR.

(a) MPFEILE| 2h I, MR & F IR ERE N Hiik A> Hifk A-ADC1> Fifk A-
ADC2> DS-8201; W& Sh I, WHZFEN: Hilk A=hilk A-ADCI>> Hifk A-ADC2>>DS-
8201, MIFifk A-ADC1 5B FHilk A NN EFRFM Y, Higi s T DS-8201. fifk A-
ADC2, BHIZIEEREMEEE (5h), Hiik A-ADCI {84 T 5 8F 737k 24 10 R 44 o 79 45 5%
R, Higiz it T DS-8201, UiHHAHEANAN ADC f e Pk 45 4 98 40 o % i ) HER2 S22
WA, BT HER2 5 5 es, KIEMIERGIER

(b) i HIAF] 23h B,  Fifk A-ADC1. Hifk A-ADC2. itk A EHIHN MY,
50nM I N B RCREIIA R 55%LL b, Z AR T DS-8201, Ui Wit A H i firid ADC 23h
JEA 55%25%) (50nMD) #RIAF| [ NCI-N87 iR ¥Lmfapy, MR 48 ) %5 DS-8201 W& Gt o

(2) 7E BT474 Jie 4t i o i 3 74

Ptk A-ADCI1. ik A-ADC2. DS-8201 7 BT474 4liJfu A & i & 1A F 24 /N S @it
AT . B E 24 NS R 27 FoR.

W 5E &5 F IR PR A-ADC1 5814k A-ADC2 19 N 75 803 AH 4, 40nM I 4 7203 TA 5] 70%
PAE, WIRAHIEIAEEHE A ) ADC N & RRAER S5 %A T & DS-8201 (30%) [#)
2.33 1%, [AIRF AT 6T BT474 4048 A PEizE 3T DS-8201. i BHBLIA A-ADCT AFHE S5 (1
155 BRI R Sy s, R R G i i T DS-8201, JMR I B8 ) 5

SEREGI 9 BE TR A K ADC 737 7ESh WAL 3l el A 4

GG AR TR THEB TR e BxPC-3 40 Mo gk oA, BRIk A
1x10%/0. 1mL/ H o £8P 3 29 190mm?3 B, 42 i /N B FEAL > 41, B4 4 R
WEME. BENLAMZH S RIEN 0 K. T55 0 RIS 73245, VUGRS3 K 1 IRILG 47 EIE
s 326, 32 k%2 . Ris NKIEY) COy 2 RALAE.

KR E N AL By C =41, A 4 PBS, B 4t ik A-ADC1 (DAR=4), C 1
Jiti] DS-8201 (DAR=8). HAKMI ;4452475 U 4 PR

%4
| w1 | gwar | snry | 2ng | 2R

E
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(mg/kg) (mL/kg) (mg/mL)
LA 5 2 % - :
1B | gyt | R4 24 10 s 5
e K 10 )

HHE EIRRISTT R, X AL By C 4R/ R ot =Fsziky) 24 K, (A 41
PBS A 2 RahR e LKt R, i 23R8 20 KIGHE L RA0) « 135 =R 32 iP5t BxPC-
3 bR SR FR 4 it 2k

IR 2R 25 R UL, X BxPC-3 IR B ) it HI ik A-ADC1 (DAR=4) 5 DS-8201

(DAR=8), X Jifrag {5 A2 5 (bl , it B [0 PO P Rs 0t R W 2, BL3ifk A-ADC1 5
DS-8201 MR R FABL

SEHER] 10 BE&PiE A ) ADC 4 F7E Balb/c-Nu # 8K NCI-N87 JfE# AR F 4R350 4
FWR

T 7E Balb/c-Nu # 5 % TR A B4 NCI-N87, K FH NCI-N87 g i, Bk
e Gv) 45 FHifk A-ADC1  Img/kg. ENHERTU(E[ DS-8201) 1mg/kg, T AR A) &5 2%
S IMAE, Elisa VERZM LI FEA S5tk & ADC & & (J775—: ELISA &l e difk & &,
5 ADC FUEPUA; J59% = ELISA f&ll ADC & & (EFESH 1-4 NV ADC), A
TR 2 G R BT, (#/ DAS  (3.2.8) #{FAEE AL AR 1% S5

x5
A w2k s ar |k
| R N L AR il E P
44153 ik T I A B e R
X (mg/kg) | 7 | B SR LB ] £
i3 (mg/mD | (ml/kg>
x| A
KR 8 HUNR
1-4 %dﬁ%ﬂm
1 ] - , /& A-ADC1 1 0.2 "
L bk ¢ 248, 2min, lh, 6h,
2min, 6h’ 48h 24h (1K), 48h (2
(2K, 168h (7 1L ’
. 5  [PBS|1V " KD, 96h (4K,
SO "l 168h (7 KD HRIER AL
5-8 57N R AL s ; %100
2 ik Zigr, 1h, | ENHERTUGH 1 0.2 B ’
DS-8201)
24h (1 K> , 96h
45

BRI B 45 T NCI-NS7 MR /N R ik A-ADC1 J&, ESHiiRAT ADC K Cuax 777
N 45422.727 ug/L.70056.81675ug/L, AUC ., 734 1598292.175 pug/L*¥h+2098916.987 pg/L*h,
Tmax 259 0.033 hy  0.033 h, Ti24r5%N 100976 he 9532 ho




WO 2023/280092 PCT/CN2022/103592
36

BAYRE I B4 25 NCI-N87 iR #i% /N i, ENHERTU(R[ DS-8201) J&, HFiiAfl ADC
1) Cmax 705N 12343.966  ug/L. 19604.51225 pg/L, AUC w1 735N 421103.345 pg/L*h.
586509.313 ug/L*h, TmaxJN 0.033 he  0.033h, Ti1220 51N 86.744 h. 65.384 h.

g% b, FRIRERIKVEST4E T NCI-N87 R 2 /N B fi ik A-ADC1. ENHERTU , Elisa /77
—CRPURIR O 45 R B IR Tie 239108 100976 h .86.744h , Jifk A-ADC1 Ty /& ENHERTU
1) 1.164 f%, Cmax /& ENHERTU [] 3.680 f%, AUC ., & ENHERTU [ 3.795 . J¥:

(BUAZYIBEI & B 45 BB RPiUK A-ADC1 il ENHERTU Tz 739108 95.32 hy 65.384
h, $ik A-ADC1 Tiz /& ENHERTU [£] 1.460 f%, Cmax /& ENHERTU ] 3.574 fi%, AUC «.;
s& ENHERTU ] 3.580 fif. Z53 ] LAZ WL 28.

SEHE 11 BETETE A B ADC 775 NCI-N87 4R TE HER2 A& IR

¥R Her2 MHssifEuik I (EiE Her2 WZEALREAR, Rk — 40| Her2 IR N5 55
S, IH 40 M5 . A i ADCHUIR A-ADC1)&AE— R[] HER2 MR AHiik, 4l
Pk A 1AL AN DXd [ ADC 254, i@ id 15 M Her2 R A BEAMER NCI-
N87 4fiffd, FLEHiik A-ADCL, Hifk A LUK E iR SEEE S5 DS8201 ¥ Y & 38 A
SRR IR
1) [Fic & S8 Buffer:1640 +10%FBS 1773k,
2) % N87 Aliffitk 350g, Smin F0 5, EFE LG, S5 buffer PHEEZ TR 1%106
cells/ml;
3) N SE AT R B SR buffer MR A MK SE 200nM ¥4 pHrodo 5258 buffer #ike
JIIR S 9 600nM;
4) FREF) 200nM FiiA S 600nM pHrodo AR 1: 1 JEAIEE 15min J&, HS2E
Buffer ##i{& 5 pHrodo V&) 5 5MFIL 3 MKEZ AL ¥ E Smin [FIIA S0ul 4
5) FEAFLH I ASUAEFT pHrodo YR A S0ul 5 50ul 41 il ;
6) NC FL: 25ul Buffer+25ul PHrodo+50ul cell(1E5);
7) BLANK fL: 50ul Buffer+50ul cell(1ES) &FALIAF A 100ul WHTIR AT
8) 37 CHMIE IR & Sh
9) WFELH 350xg B0 Smin J5, s L, BALINREGH LA B R E RO B
YR ER 350xg &0 Smin $% 200ul/ALH N 1xPBS 5 &,
10)350xg &0 Smin Ji7, 7% 150ul/ALH N 1xPBS 40, 4H0f A\ 96 FLAIAR
A FAL:
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pulEap

Pk A, Ptk A-ADC1 % DS8201 #B 1] LA 5 NCI-N87 AR (1) HER2 NFAAEH, H
ik A-ADC1 550K A I ERCRAE 2. 5346, ik A-ADC1 [P BURTE =N B2 s 4R
BT DS8201, 7E 50nM, 10nM,2nM WKEEZAF R, Pk A BIPEELHI 53 2 92.25%,
91.82%, 65.71%, #Hifk A-ADCI AT ELH] 55 7] & 85.48%, 84.65%, 58.95%, DS8201 HJA
L1 530 A2 34.79%, 28.36%, 21.26%. Hifk A-ADC1 X} NCI-N87 [ 738U R 5 Hifk A HH

M, JFEF5ET DS8201.

*6
o FH T4 24 fi L 431)
FE R : : : —
Tk | Pk A Piik A-ADC1 DS8201 Eal=k
50nM 1.72% 92.25% 85.48% 34.79%
10nM 1.29% 91.82% 84.65% 28.36% 0.70%
2nM 1.06% 65.71% 58.95% 21.26%

%6 TR THAE A, B4k A-ADC1 1 DS8201 N5 FH I NCI-N87 4 ffu Lt 441
K 29 BRI, Bifk AL Hifk A-ADC1 1 DS8201 5 5 N % 5 NCI-N87 FH 1441w Lk 51

LB 12 BE Ak A 9 ADC 475 HER2 §5fHM: B % PDX X T RAMBHE
NOD/SCID /)~ R A2 F 01 SR

WA AHE ADCHUE A-ADC1)E AR HER2 $3FHME (2+) B PDX [ Rt
NOD/SCID /I B S0 B AL oh fHioRg 7 T, A0 2L b T BH M6 HE 2654 ENHERTU(ED DS-8201)
AT R EE o

BRI S

T BRI AR B PDX SR R R REA S B

iR 1D Jei i AT Ttk R
Casel68 B g SE M HER2 (2+) P6

5] PDX HER I EL 30 R 4-5 JE R NOD/SCID MY /N B AT HT B AL f2 S 3aF B4R 2-
3 mm [ 85 PDX R8T B £ PR T 254 F N 213.40 mm? B, AR B /N AT/ B A4 o
MU (WRRD, M RE CNFE K, UG LRITFMREE 2, B R e NGRS
1 Ko
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TR BRI MR 2 TE N TR B 9 PDX R 2 o (e iR 4 FH S 38 e v

# . L
X Y| BY |145% -

mn || mmm | e | IS s

i oAl = J& BA
IS P X5F 10 | Bk

5 PBS - ! W3 JE | \ \
e wig | | P emamn. wu
—_ A H i . HEVGH—R
MR 24
“‘Jﬁf’@ 5 | ADC(Pifk A- 10 10 Eﬁ% h QWx3 Ji (dayl), FIPE R4
Al apci) | mehe ule| A SHSER 10 K
H PH 4 5 ENHERTU(RI | 10 10 | E&EIK QW3 Ji (day10)
e 411 DS-8201) | mg/ke | ullg | JE4T "’

SO 45

ot HE AL AR 29 278 B IR A 20 55 27 RIS (R ot IR AL KA e K48 A /N B S IR A B
EMR 15 em), SHNBNAIAEN, R FH I Jie R AR s T 20 i DA X 24 ) A HR
i ADC(Hifk A-ADCHFUMIEIER- . PBS XTHEZ (CTL) /NEIE/ 4 E IR 255 55 27 RIN
SRR ARE N 725.39 £190.25 mm?, AR R AAEN 3.58+ 1.11; K255k A-ADC1 (10
mg/kg) TEFHTEIRG 2055 27 RE-EIMIRART N 112.89 £ 61.65 mm?®, FHXS IR &A1k
0.50 + 0.16, AHXHMIRTHIH]ZE TGI (%) 86.05%, AHXTT PBS % HEALES 1% A7 &5 35 1t 2
5 (p <0.0001); FHPEXTIEZY ENHERTU(RI DS-8201) (10 mg/kg) fESM4H T IR 2 oF 27
RIS B AR AR 106.41 + 17.77 mm?,  ARXS AR 0.50 £ 0.11, AHXS MR #IH]% TGI
(%) 86.08%, AHXS T PBS A MEALESG 11 LA BEMHEZER (p <0.0001). M4, 7£ 10 mg/kg
FIEACET, ARG LGS 27 REFIRZP50E A-ADC1 697240 (-F- 35 g R R &
ENHERTU J&97 4P M AR RO NMHIE, BAEG M EEREMEES (Pifk A-ADC1 VS
ENHERTU , P =0.8362 > 0.05, ns.). SARKUL, FHifk A-ADCI1 7£ 10 mg/kg 71l & T X AU
HER?2 IHC 2+ 5% PDX JH 58 H A 525 1 A& #0176, DAR v 4 914k A-ADC1 5
DAR ¥ 8 HJFHTH:A RE 254 ENHERTU FUFUMRI 25800 2. & 30 BoR i) A 5 % PDX i
T AR o 5 2E /N BB R AR AR R AR R 2R

TR ERIELE Case 168 AU B PDX PRI AR AL of - 20 24 3053 #1 3&

HIRG TGS 27T K

R AR P Value

SIS AH (mm?) T/C TGI
- o X PERR | oy | AR

(x£8) ° ° CTL)

CTL
+ + _— _— .

(PBS) 72539 + 190.25 3.58+ 1.11
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Pk A-
ADCI1 112.89 + 61.65 0.50+0.16 13.95 86.05 <0.0001
(10 mg/kg)
ENHERTU(
Rl DS-8201) 106.41 £ 17.77 0.50+0.11 13.92 86.08 <0.0001
(10 mg/kg)

VL BORLLOPEIE () BREIRE (SY R

2. T/C % = Trrv / Crrv x 100%; TGI% = (1-Trrv/Crrv) % 100%.

3.CTL VS ZAHi ADCHifk A-ADC1), P <0.0001; CTL VS ENHERTU(E[ DS-8201) , P
<0.0001; ¥k A-ADC1 VS ENHERTU , P=0.8362 > 0.05.

SERERF 13 BEHiE A ) ADC 4 F5F HER2 [ 1% B & PDX K T #M B NOD/SCID
71N BRREL AR i 10 1) S SR

PP A HE ADC(PUiR A-ADC1)7E HER2 FRIAHMER A B PDX & i T 3 FhFE il
NOD/SCID /MR BB i He s e, AC BB 254 ENHERTU(H! DS-8201)

AT X
AL AR
BALE S
N ER AR B HER2 THC 2+ PDX R R REAS B
B D JEhE R Firje Rk
Case 111 H M HER2 (-) P6

£ PDX BRI EEL 30 H 4-5 J& S IEM: NOD/SCID /s U/ BUAT TS IR AL B2 ek B2 N
2-3 mm (1) B %8 PDX JHRiRI . A ~F 3R 166.53 mm? i, HLARE 8T K /INFIN R B
BENLOMH, MARE ONEE 1 R, 4R SLRIUFIRA ), B2 K e SUNEHTES 1 K.
T2 BRI IR 2570 A\ U5 B PDX Jibg B 78 o (g 7 S8 11 P S it s it

\ X SEReh 24

an o | GEE | MR | BB | R | Do
F 1 xoT HE 2 5 PBS -- 10ul/g | BEIKIES | XA Z—
- \ 10 - K EHIRG
TR 252 5 Piik A-ADC1 mg/ke 10ul/g | REEMEN | spuzsms

ENHERTU(H! | 10 N LIPS

! y HEQ Y D

SIPEXSHRAL | S DS8201) | makg | \OMLE | EEIEH | cday1)

AR
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Xof HEH AN 2 20 7E 73 20 B IR ER 2 5 36 17 RIS O Xof HEL 2 g K A e KA IR /N B 32
IACEE FRR 1.5 cm), &2 A ShWA A7 g, DRIMIGE FH O it A e 8 A R FH T VP Al X 25 )
A HE ADC(HiLR A-ADC)FUMHIEE T « PBS it HEZH /N SU7E 73 2H 8 RS 24 5 55 17 R 1247
FIAFN 629.24 + 146.59 mm?®, AN IR FA 4.13 £0.97; XL Hiik A-ADC1 (10 mg/kg)
FES T IR 255 25 17 RIS 3R AR AR A 238.32 + 84.57 mm?®, X IR AA RN 1.68 £1.01,
AR R 4016 2 TGI (%)M 59.41%, AT PBS M HRA /S 2% FA BEMEZER(p <0.0001);
BHPEXT I 25 ENHERTU(RI DS-8201) (10 mg/kg) fEM4H 1 IRE 2 Ja o 17 K735 i Je 7 FR
N 174.06+£71.09 mm?, FHRHHRAAF N 1.02 £ 034, HIXT IR E TG (%)M 75.19%, #
ST PBS WMELHIES Y LA B EMZER (p <0.0001). M4k, 7E 10 mgke FIEATFTF,
SHEIRE AR E 17 RIFIRZPPUA A-ADC1 YA 9T 2HE 734 S8 AR R RS T BH 1k ot e
#j%) ENHERTU 69721 3R iARR, HEAES Y E R REMZR (Jifk A-ADC1 VS
ENHERTU,P=0.526 > 0.05, ns.). R iHiik A-ADC1 7£ 10 mg/kg )& T4 AU HER2
- B PDX FOR Y B 2 MR HIPER],  DAR 4 4 K514k A-ADC1 5 DAR 4 8
(¥IBH M B 24590 ENHERTU [FI50 8 2580 2. 1 31 SR 1% & A B %% HER2 THC- PDX i
TSN PR AR K 2 (1T dayl 45— REGYIALTE, RIS, 10mg/ke).

TRERIFETE Case 111 AV B PDX MBI h & 20 25 8505y B3k

HIRGAEHE 17T K
Jieb e A4 AR
A P Value
Skaa (mm®) MR | T/C (%) (ng IR
(¥+8) ° fE 4
CTL

(PBS) 629.24 + 146.59 4.13+0.97 - - -

Pk A-

ADCI 23832 + 84,57 1.68+1.01 40.59 59.41 <0.0001
(10 mg/kg)
ENHERTU(
El DS-8201) 174.06 +71.09 1.02+034 2481 75.19 <0.0001
(10 mg/kg)

VE: L BURLACPIME () + ARERZE (S)EoR;

2. T/C % = Trrv / Crrv x 100%; TGI% = (1-Trrv/Crrv) % 100%.

3.CTL VS ZAHi ADC(Hifk A-ADC1), P <0.0001; CTL VS ENHERTU(E[ DS-8201) , P
<0.0001; $ifk A-ADC1 VS ENHERTU , P=0.526 > 0.05, ns.o

A VEAR 1 B e DLERE RIS 1 07 SR BE T, I ZE BRI T B AR ZR I YE [ o F ATA
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H T 5145 (14 Si it 77 2 FK) 22 b AR AR AU I BOR N SEOR UL iy &3 DLIG, - B AR B A5 P Bt
(RIS 2 SR LA 1R 7 AV LY
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10.

11.

12.

13

14.

15.

16.

| FE KRB

FURZYME R, FoA 4 80 A HER2 ) 3URE S M FU R B 0 Bl 454 B
PR R 1 TR BT 258 0er), o B 82 n) HER2 BYXURE 5 MEST IR B
shA R BURE R S A N HER2 () 2D — A FRAL.

WP R 12 FE— TR B HURZ YR, A FriAEn) HER2 [ XUR: 5 bt
R PR LA BURs e PSS & A HER2 (AN E5 A3 T F1/sR N HER2 [ 4h 45 H1k
V.

WP R 1-3 TR B HURZ YR, H A iR m) HER2 [ XUR: = 5t
B HBUR 456 BrEL & 55— BT Bk

WA R 4 PR b2y mamedy, Kb prd 5 —HEE &% — LCDR1-3, HAify
R — LCDRI1 & SEQ ID NO 4 IR IN &R 75,

WA LK 5 Bk KPR SRy, Hhprids — LCDR2 % SEQ ID NO. 5 i
iEze= Sl 71N

WP R 5-6 PUE—TUITIR PR YEIY), HhpTidsE— LCDR3 &% SEQ ID
NO. 6 FiaRAZER T4

WRYERFEER 4-7 FAFE—TAFTA B ZGMRIY), Hrh Frid 5 — R 8E 5808 50 Z 2R 5
P EELS 5

RPN R 4-8 HE— T FTIR LR 2RI, Hrh iR 5 5565 %8 — LCDRI-
3, HAF AR — LCDR1 7 SEQ ID NO. 1 Fi/RIEARIRT 51
MRPEAURIELR 9 Frid PR 258 Y, FHorp Brid s — LCDR2 &% SEQ ID NO. 2 Fir
iEze 71N

MRHEBFEE R 9-10 HAT—TFTIA BT 2B IR, Horh fiTid % — LCDR3 &% SEQID
NO.3 FiR A SR T 41 .

MRIEBANER 4-11 AL —TUTIR PR YEI), Forh ik 58 e pkRe s 5 i 2 2k i
PRI RS A .

CHRAERA SR 4-12 PE—TA R HUAZ MBI, b iR 5 — BB IR 2 TR

[l 22 [X 445 SEQ ID NO.7-12 HAE— T < & LB FE 41

WRIEBAER 4-13 AL —TUTIR K TR L YEIY), oo BTk 55— R BEA T IR 25 Bt
[T A% X £, SEQ ID NO.7 PR LB 7 41

MRIEBAER 4-14 PAE—TUFTIR PR LB, Hoob ik 55— R BE AT IR 5 — 4Bk
5% SEQ ID NO. 13-18 HE—Ti Tk Iz ZE 12 Fr 71 o

WRYEBCFIEER 4-15 E—TFTIR PR Y@, Kk —Reikn . n%2



17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.
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Pk S Pt (1 e e L S AR AR R i 22 BRSPS B B L S A R ek, PTRSE RBEE AT
s F22 TR BT AR TR B i L SR AR AT il 22 R R T ) R B B R AR A

MRAEANE R 4-16 HHE—TAFTR PR ZGWEI), b ik 55— R e BT 58— Fe ik
M ER T FIATR .

MRAEACFER 4-17 AT —TPTR B HTAAR 25 YRR, e b Tk 5 — R B AN P id 28 — e
f14 SEQ ID NO.13 iR R ILIR 741

MRAEARNEL R 1-18 FE— TR M HUAZ YR, H A R e HER2 XRS5 Mt
R PR A A B RS — ERR s e, Hhpnd s — B RN 70 A B AR s i A
MEARILRE T SIS RS

MRAEARER 19 FridfHTiE 2 PaIe, b g BERRNE 75 A B A B A 1 2
FIERISIRE T S5 R IEHL & .

MRAEARNZL K 19-20 FE— TR PR YR, b Prid 5 — EE a5 o — JHak ]
ARIX, TR A — SR ] AR X O 2 2R BB R AR X .

MRIGECANEER 19-21 *PAE— TR R DTIR LGB IR, Horh pirid o — S ekt 5 5 — gk n]
ARIX, P 3 T AR X it 22 BR R ELAE Al AR X
MRIGBCANEER 19-22 sPAE— IR I DUTRZGYMEBIERY), Forb P id o — SRR AT ik o7 — d 4

A EEEE X, Hopprid EEHEE X IEE A 1gG KIfEEX .
MRIGACANEER 19-23 sPAE— IR I DUTRZGYMEIRY), Forb Prid o — SRR AT ik o7 — d 4
[f) Fe B SEQ ID NO. 25-57 HE— T fir ik @A IR 7 51 o

RPN EE R 19-24 AR —TAFTIA I PUIA L PERIRY), Horh BTk 258 — #H8EH & SEQ ID NO.
21 8% 23 Fim & LR 4 .
MRAE AR ZEK 19-25 FE— TR PR Z YR, Forh Brid 55 — 8567 SEQ ID NO.
22 8 24 B IER)T 5.

MRAERCR EK 1-26 AR — TR KPR MEERY), HAE 1 Prosigim.
M- (L1) .- (L2) »-D (K 1),
Horb M FRRBR R 1-26 FAE— TR KL R HER2 FXUR: s PR B DR 45 &
B
L1 X5 M EENIEE T, L2 RS D EENIERET,
a, b & HAMHIEH 0-10,
D FRZ).
MRAERCREEK 27 Frik PR 25 YEERY), Horb ik L1 A/ek L2 e 5 N4 a] 2 R4



29.

30.

31.

32.

33.

34.

35.
36.

37.

38.

39.

40.
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T ATRYRERER T RKIEE T BUKIEE T WA e T A e iiE
e T RIS T .

MRAEARN EE 5k 27-28 TR PR YR, o Brik L1 5Frid M sl firid M
B0 7B 7 N= B = AL 8 U N

MRAEACREER 27-29 HE— TR KIHUR 298Iy, b g T ERERIEE
HEE, PTIRE —EBEA/E TR EEE RS RS SPTIA L1 R IR AT
MRAERCFEEK 30 ik KPR a ey, b pridid et q & L g tifm s 5
Prik L1 R A

MRAERCFEEK 31 ik KPUIR 20 R, o, Pk B AR T ik 58 — SRR RO 56 297 fir
QAR Q (L Fu/el, 7T AR — EEEREE 298 £ 2R Q HIMII5L

MRAERCFEEK 30 ik KPUR W a ey, b prdi et S el b tifm e 5
Prik L1 R A

MRAEACF EE5K 33 FId RIPUIR 20 YR, b rid B A AL T ik 265 — SRR 25 299 £z
FEIR N HOOEE; Ay/s, AT P s —EBER A 300 72 FE IR NI
MRAEACR) EE 5K 33-34 HAE— TR FPURZGWME Y, b prid 2 415 -Ns
MRAEARNEL K 33-35 FE—TUTA PUA L YR, Hhprda i usifitass: g
M 45 UDP-GalNAz., B-1,4->F:FL 5L 50 78 Mg ml AR fR 4 i

MRAEANEL K 27-36 AR —TUIR BRI YMEREY), Hhird L1 %25 SPAAC
AVAPS

MRAEARNEE K 27-37 AR TR R PUA LRI, HAprd L1 158 TH: SkEE
fiie . BEFATE W f%-3-2£-N A1 DBCO.

MRAE AR EE 5k 27-38 TR M HUAZ YR, Hd A L1 2y DBCO- (PEG) a1
Horf o Oy 0-10 %%, B, BTk L1 A5 ORI .

MRAEARNEL K 27-39 R K PUA YR, Pk L2 el F4H: 2k, VC-
PAB. N-BEFAMEW % 3E-3- (2-mEmedt —mif) RS (SPDP). N-BEIAME W IZEL 4- (2-Hi
g B AL RS (SPP). N-BEHIME W ikt 4- (2-Mtme 5 i ) TRl (SPDB). N-
BEFIIE Y e -4~ (2-Mpng e — i dt) 2-ff L T RRMR (sulfo-SPDB). N-BEHIEL L iZ Z Mt £,
P21 CSTAD « N-JS IV fid 3 (4- 219k 35 D 2 JE 2% F IR R (STABD B RSt Vi PEG NHS.
N-4- CERWIE AR L) B O AR IR IEL R (SMCC) N-fiftE (4-30 B Rt %
L) ORISR AN (REFE-SMCC) 1 2,5- St ke dt-1-3% 17- (2,5- 5 AR-
2,5- - TH-MEg-1-95) -5,8,11,14-PU%-4,7,10,13-PU &%+ )\ Be-1-FR S (CX1-1).
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A1 WRIEBURER 27-40 AR — TR I HUAZ YR, H ATk L2 v GGFG.

42 WRIEBURER 27-41 AT IR BT LG YR I, e o B 2540 AT 2% s e e 4
R/ A P9 4 A K 1) B

43, WRYFBURER 27-42 AR — TR IR BRI YMRIYD, o rd 255N+ 2590

44, WRIFBURER 27-43 AR —TUTR I HUA PRI, HAh TR 2i¥ik B N4H: V-ATPase
N7 Bel2 #4157 MCL1 015, HSPOO #Ik(57. TAP #I#I7). mTor #MHIFI.
FASER. T 2 Fa5E . auristatin. dolastatine ZEBRZLWIN. MetAP (RZAFRE LML
B A CRMI [kz4 HAmEI7 . DPPIV M5 & AEHAMHR. Zohiik i pmg
BERE OSSR AR A Al CDK2 #57. CDKO k7). 9Xah 8 (A 30 i 5
HDAC #]iil7. DNA #3557, DNA #24b7]. DNA # A, DNA /NAZ54 7. DHFR 411
HiF ZE LY. HD AC #I65R. EHIE, NAMPT #Ifil57). SN-38 HIMEREER . fKFEi0
RN 1 NN S £ 115 P N1 P B o S RO | = @

45 WA ZER 27-44 HUE— TR R TR YMEDAN), K rid 25k 3 F4: DM,
exatecan. DXd. MMAE. SN-38. Calicheamicin. Anthracyclin-5G. DM4. f#l & #1711l 57
SHR153024. PNU-159682. Duo5 & SN38 7AWV SUARA AT .

46. WRIFBURER 27-45 AR — BT M HUAZ YR, HEAEA FHMZE:

(@] (0] H [¢] o o] H
ONN/\/O\/\O/\/O\/\O/\)J\N/\H,N\)I\N N\)I\N/\O/\H/N
N H H o H o H o
O
N //N
\< N

M-
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47, IRAERCFER 1-46 PR —TPTR KPR L YRERY),  H25W)/ 5k L F N4 1-6.

48. | B BRI EK 1-47 AR —TPTR KPR VMBI ISP, HRA K 2 Prsigin.
M- (L1) , (X2), Hrh M ERBCHESR 1-26 AE— BT R S8 H HER2 (1) XU 5 PR
PR S G F B
L1 F£R5 M IEZRER T
a ik H 0-10,

49 IRYEBCFIER 48 Frik itk &4, Hprd L1 ik 8 P4 nTREAER T A2 iE
Heo s SKBEE T BUKIEE T WHATRNERE T AW AT REE A AT R R
R T .

50. FRYGAUMN LR 48-49 PAE—TAPTIR LS, HAprd L1 S5rd M sl g M B
BE BRI

51 MG ESR 48-50 FE—TAPTIR AL &), Hh ik M 55— HEENE 85, fr
RS — BRI/ TR 5 AR A AR 5 TIR L1 R A

52 IRYEAUHMESR 51 PR it &), o prid i ety e & R 2 f Re % 5 ik L1 &
B

53. MRYEAUMESR 51 Frid e, Hodr, Prid 2 QI6 TPk 55 — EEER 5 297 fr 225K Q
(s Fu/ek, 7T AR — EEEMEE 298 2L Q M5,

S4. FRIEBRNESR 51 Frd &Y, Hodr prid i et A & e b 21 G 5% 5 Arid L1 &
FERIEE A

55. RGN ESR 54 PR tba ), Hoh Frik B A T Frid 58 — EHE R 55 299 72 25 N i)
M /e, ArFPrid s —EEEREE 300 A2 MR N 2.

56. RAEAUMNE R 54-55 FAE—TAPTIR AL SV, Hoh iR 22 655 N3

57. YA ER 53-56 FUE—TAPTIRAL G, Hhrda BBt ss: id M o2&
55 UDP-GalNAz. B-1,4-FFUHERH F2 lg sl L AR R 4 i o
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58. MR R 48-57 T —TFT R AP, AT L1 G885 25 SPAAC Vs

59. MFERCHNEK 48-58 HE—TIFTRIIML A, KRR L1 & E FH: SRB. 350
eI Jf-3-J5-N F1 DBCO.

60. HUEAUHER 48-59 HT—IUFTIR LAY, AT L1 5y DBCO- (PEG) m, HH
09 0-10 HIREH, BF, Prik L1 A5 REE L.

61. HUREAUREKR 48-60 HAT— AT IR A, JEFRIEE T4 RIZH:

o]

OH/\/O\/\O/\/O\/\O/ i
At
M. XN 1 M- o) .
62. il &AM E R 1-47 AT — TR I SUR LGB 7%, SR LT A2 3R:
W BRI EK 48-61 T — IR K& Y) 5 BORER 1-47 HAT— Ik 1 2590 F i
63. ZyMHEY), HASHRANER 1-47 FIE TR R HUAZEIY), (Fici, WE2%
bR A
64. Y15 2 B MR A i) 7%, HeBRR LT P8R ) 32l it AR 285K 1-47 AT —
TR I TTAAR 25 YRR . B BRI 23K 63 PFrid 2 H &) .
65. Y15 2 bl W S SN ()78, HOB AR AT AP IR ) 3203 it AR 23K 1-47 T — 5
PR PR LRI . BB BOR 2K 63 Pk A H &) .
66. AHER 1-47 HHE— WA KPR ZYMRIY) . B BOR 25K 63 Pk K25 Y) 4 & Wi &
29 RN, b IR 2 Rl LA AN/ G I TR o
67. MHEBURIESK 66 ik (N, b ik [ e (4% SR8 A/ sl AR SR
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C. DOCUMENTS CONSIDERED TO BE RELEVANT
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description embodiments 2-3 and13-19
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claims 1-90, and description, embodiments 1-20
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claims 1-22, and description paragraphs 0417-0423
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See patent family annex.
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means

document published prior to the international filing date but later than
the priority date claimed

“1” later document published after the international filing date or priority
date and not in conflict with the application but cited to understand the
principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

wxr
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combined with one or more other such documents, such combination
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Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

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

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

D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13zer.1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).
D on paper or in the form of an image file (Rule 13zer.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
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Box No. IT Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. Claims Nos.: 64-65
because they relate to subject matter not required to be searched by this Authority, namely:

[1] Claim 64 relates to a method for regulating a tumor microenvironment of a subject, and claim 65
relates to a method for regulating an immunoreaction of a subject, which substantially are methods for
treatment of diseases; and claims 64 and 65 do not comply with PCT Rule 39.1(iv). The present report
was formed on the basis that claims 64 and 65 are amended to relate to a use of the antibody-drug
conjugate according to any one of claims 1-47 or the pharmaceutical composition according to claim
63 in the preparation of a drug for regulating a tumor microenvironment of a subject or regulating an
immunoreaction of a subject.

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

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

Form PCT/ISA/210 (continuation of first sheet) (January 2015)
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