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(57) Abstract: Disclosed is an anti-Her3 antibody-drug conjugate, having a structure of Ab-(L-M-D), represented by formula (I),
wherein L and M are linker units, D is a cytotoxic drug, P represents an average linking number, and Ab is an anti-Her3 antibody or an
antigen-binding fragment thereof, comprising a heavy chain variable region and a light chain variable region. The heavy chain variable
region comprises HCDR 1, HCDR2, and HCDR3 having amino acid sequences as shown in SEQ ID NO: 1, SEQ ID NO: 2, and SEQ ID
NO: 3, respectively, and the light chain variable region comprises LCDR1, LCDR2, and LCDR3 having amino acid sequences as shown
in SEQ ID NO: 4, SEQ ID NO: 5, and SEQ ID NO: 6, respectively. Further disclosed is a pharmaceutical composition, comprising the
anti-Her3 antibody-drug conjugate represented by formula (I) or an isomer, pharmaceutically acceptable salt or mixture thereof, and
a pharmaceutically acceptable carrier or excipient. The described antibody-drug conjugate or composition can be used for preparing a
drug for treating and/or preventing a Her3-mediated disease or condition.
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Z B 1 AR B TG & ST H R -Cyr-. -N(RP)C(O)-+ -C(O)N(R™)-. Bi-C(0)-E AL

-Cyr-A 3 3| 10 JTHIAMAE IR, HAFTA-Cyr- 2 R BRI E M b 1 2] 3 NEUR
F REHUAR,

HrpAEA R, R™, R%, R?, RY, R* R HMIHNE . X2, -OR" B4 RTEE
AR Cree AR 7 IR 3 141

HAfEAS R & AL NS xR B Cre IENTIR ]

FTiA-Lo-i H LAF 4 :

NH,

N\)kN N\)kN N
e A{f \@ﬁo(}si{N\)J\/q:N?‘f i{N\)J\/H(N\?f %N\)k/{

P
) N F o
Y . D | %N%Nﬁw% S Q{.UL J\mNﬁ %

0~ OH

FTi-Le- N

RL'] RL2

DY

HAop RM, RPZEEMA HIEE LT A K&, -OH M Cre JRIT R .

E— s X, AR TR ST Her3 LiRZ WA I, Hmmfk, K& FofEszn
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%ﬁ@iﬁ?ﬁbé\%,ﬁqﬂﬁﬁtﬁ-udy%&o ST ﬁczﬁﬁk& o



WO 2023/143365 PCT/CN2023/073130
9

FE— 285 07 a0, AR WA I HT Her3 JURZGYMEIRY) . MR, H2hy sz

No

R B S, L Tid-La- 2 O

7E— s 7 XA, ZIKKEU%FE AHT Her3 HUIAZGMIMETA) . H 4k = BT
%N\)LNAH/N\/U\N/\H/N\; ;\N/\Q/N\)k”/\g/“‘;
BB HREY, K iR -Le- A \© 1% Oj/\OH s ik Ay
(@] (0]

fE— st A, xﬁ%%:aumsmw%Wﬁﬁm R, HZ F AR
IR AW, P TR L Y

TE— e s, AR B ITAST Herd HUiAZGM BTy, SRk, L2 Farig
LB AW, P BAN LT L, 3 L5 Ab M, Lo 583950 M FIE.

Tz S, AR IR Her SUAAZ B . SR Mk, JL2h2 Faliegm
SR A, PR L

Nw“ﬁuﬁg”ﬂuﬁg A
‘_&o o \@

FE— 507 3, AR BT 3T Her3 a‘MZIS,ﬁ%ﬂ%Hﬂ@ HpRafs, Hayss bnas
R B IR S, Fh prid L oy

WN\)LNNN%NNN\)\
0 H o \é o)
7 — S5t 7 A, AR BETR ST Her3 LR YEERAY) . H AR, HZ% B ar#5211)
RS, H P ATIR BT Her3 HUAZYEE 5 an=0 (11-1) 3¢ (11-2) FioRs:

\_{.

Ab—qv\/\)kNwN\)L

QISP
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Al Oﬁ?

e (11-2),

:/H;EP7

Ab. L2 X. p Al L3 43 AR ST — 5 R AT o

7 — S5t 7 A, AR BETR ST Her3 LR YEERAY) . H AR, HZ% B ar#5211)
RS, H P ATIR BT Her3 HUAZYEE 5 an=0 (11-1) 3¢ (11-2) FioRs:

ey SN

po(II-1)

o Hjif;
TNN~~ A N N
TN

o)

e (11-2),

Hr,

p R P, Hpita 1 3] 10 FBEEUNL Lk 3-8 MR/ INLG

Ab WIARSAT— R E s

L2 N-O-5§-S-;

Xk EEER 0. 1. 2803 4 R¥EURAY 3 3 6 JoHu A BRIAFE

L3 Ii g —C(Rla)(Rlb)—ﬁjz—C(Rla)(Rlb)C(Rla)(Rlb)—;

HrpfgA~ Rla, R af R % B M ] DOAS. S &) DIl R ARIEBUR ) Cie MR

HrdA R & B m] DL A 2
FE— s 7 A, AR B ETIR T Her3 iR Z3 8By . H mfk, 222 B2 0
SR &Y, H b Frid it Her3 LR 25 E e84 = (T-1) 38 (10-2) fffo:

11
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Ab—
e (11-2),

Hr,

p R PENERE, HpikE 1210 B9EEVNL, ik 3-8 B E /N L

Ab WA SAT —T7 g X s

L? H-0-E%-S-;

XEEMNEE, AT EE I O

L?i% H-CHz- -CH(CH3)-+ -C(CH3)2- -CH2CH2-. -CH(CH3)CH2-8%-C(CH3)2CHa-.

FE— 2SI T o, AR FTAST Her3 FUAAZ5VREA) . H gk, H2h%: Erriszm
EREFLR A Y, H A BTk it Her3 $UAR 25 BB 1E B LT 450 2K
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hu3F8-3-1

A,

p BN TFEIEREL, HpikE 1 2] 10 MEREUNL, ik 3-8 B EEUNL.

A7 B hu3F8-2 F1 hu3F8-3 A Her2 Hifk, Frid#i Her2 Fifk hu3Fs-2 M HE & 2 LR /7
F14n SEQIDNO.: 13 flfz~, BBEEIERR 74141 SEQID NO.: 12 filfz~; AP Her2 Hi/A hu3Fs-
3 [ EESUILR 741 1 SEQ ID NO.: 14 i, BAEZIERR T 440 SEQ ID NO.: 12 iR,

FE— et 5 o, AR PTR T ERE p nT LN 2 2] 8 R e/ N i, B iR
SPYERE n vT LN 3 B 8 R E N BN, FTIRSFENEEE n vTUUA 1 B 20 2 B 3,
3% 4. 475, 536, 62 7. 7F]8. 8F 9. 9F 10 RN

TEN =TT, AR AR T —Mg A &4, & WASCHTIRRIPT Her3 HUiAZ9)1E
537/ I -y AT NN S 77T S ] 2l 0 e S B et/ 1 25 0l W 2 S = RN A Wil

TEN —/ N, ARG T A SCHTR YT Herd HUIRZGWMBEY) . H ik, HE2E L
A7 SR BT IR A B W A A D AE ) & F TR 97 FI/BCHSS Her3 -5 8998 B JE 1 24
ViR IR, PUdeih,  Frd 5 BUORIE AR E o

TEN AT, ARG T —Far f/sCss Her3 /5 W SOMRE R 7%, HAE
35 ) 5 B A A2 it FH A A SC TR FO Pt Her3 HULARZ59AR Y . MR, Hah: bl
() Eh IR S A W, DU, BT IR s B i A

N —ANJ71H, AR T WA ST IR B9t Her3 SUAAZYMETY) . H Rk, Hzj
BTz B IR S E A S, HH T T R/ Her3 A S Bm BiE,
EHR,  FTIAR I B L -

78— a5t 7y X, AR B RTIA SRR L B e . B JRIEE . S E I . TS IRE
ZICME RO AN . OB . R . AR . B, R, BEitE. BEARIEE.

FEN AT, AR T —FAWA G, LA WA TR PPk 25V E B s L
2% P BB SCAT IR I G A, DA —FRELZ A A AN IR YT

TEX—AHH, ARFSEME T —FalFf &, HER AR IUAZGYERY) . B3R
TR IR A -

B Pl 35 B

B 1. B 3F8 i k454 SP2/0-HER3 4H it .
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2: JEiL ELISA #ll5E 5 3F8 5 A HER3. HER2 1 EGFR K45 &A1 77,

K 3: #id ELISA Ml B I5 3F8 H A AAVEE HER3 2% /7.

& 4: B 3F8 FHIT NRG1 #5510 HER3 21k .

& 5: ELUE 3F8 #EAN[A HER3 2 [ /K - it £ e s 45 B

K 6: HL HER3 HUIRTE BT474 [ 1 7P AR ALY vh ) g AR K

& 7. B PDX % GAS078 HI[*Zr]Zr-ch3F8 fif% .

Bl 8: 7£ 6 > PDX A HARENEM[Zr]Zr-ch3F8 54 -

K 9A-9C: hu3F8 7EH, BRANE &2 ¥R Bl i M5 IR R EE Ao M 1. I 9A, % hu3F8
P =ANFERESE pH3.5 FHER 04 2. 4 16 /N, SR)SHE4T ELISA Mg DL 45 A 25 A1 17 .
9B, 4 hu3F8 HJ=AFLFETE 40C NIFE AR, SAJEHHAT ELISA s LIRSS & 7 7).
9C, ¥ hu3F8 M =ATifEEZ AR 3 80 5 ANEH, SAJ53HT ELISA WlE A E45 4 55
71

K 10: TR 25 BB 4R B P9 s

K 11A-11C: FLEZ5YBEY ADC-1-X1 F1 ADC-1-X2 % HER3 #kx fit) fhf 88 41 i i) 44 41
HETEANHIINR; B 11A Y Her3 HIA M HCC1569 g 4if; & 11B A Her3 ik ) MDA-
MB-453 i 4iffl; B 11C A Her3 AFRIAH) MDA-MB-231 Jiag 40 il .

& 12A-12B: HiAZ5Y{EEY) ADC-1-X1 F1 ADC-1-X2 %t HCC1569 Fif 483 /)~ B K147 i 8 1
WA B 12A g iR iRAR L. & 12B il 3.

13A-13B: HAZGWEEY) ADC-1-X1 1 ADC-1-X2 X Colo205 i I8 /1N i PRI g 4
MZGRL. B 13A PR RARLL . B 13B ARl 2R .

K 14: FUARZYIEEEY) ADC-1-X2 Xf NCI-H44 1 [t 40 M 787 /0> B3R i 4 ;9 24 3%

K1 15: P2 REY) ADC-1-X2 X AN JEME LU1542 52N AR i far e /) B e i I
NS

LAk S 75 30

LR B 58 0 AR St 51 U B A RS R WA AR it 7 30, AR BB g A AT e A Ut B 45
FITO T 00 N B Dy L T R A FR RS I A LA S R R

ARIEE X

BRAE S A UL, AR B B SETE R A 2 T A A (RIE EAHEOR) A7 MY T
AEDAL RN g8 R ER X ELH A E AR U ARTE A -

N T AL R G i B AR B, SRR RE Bk LR . BRAEARSCHR e 2 B AW
B S A5 A SC R AR R A T S 5 A A R B ol g & 4 25 5 A N G AR ) 5 L. R
T AR ) 8 X ARE, b 3 BAKT] 222 Current Protocolsin Molecular Biology (Ausubel).
FIETRIR AL 148 5 2 A BT F AR A 20 AN A L-2UE R 2 — WARE 3 A REA/E 1 78
i, AT CEIEACHERFD) AR EOE AR AN S H0E 0, BrAESOH B il

N

JE o
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ARTEL 0 TR & BUE LA LB LR 0.5%-10% (135 F P 485l Bl e 48 e $E bl b
LT 0.5% 1%+ 1.5%-+ 2% 2.5% 3%+ 3.5%- 4% 4.5%. 5% 5.5%- 6% 6.5%. 7%-
7.5% 8% 8.5%- 9% 9.5%. B 10%MI6 5.

ARIENFRAERKE T 24K 3 Her3)”, WHAZ AR AL EHH A ERBB-3 (ERBB3), &
EGFR/erBB FRHIM . 5HAR erBB FK%M A Her2 1 EGFR AfA], Her3 A& A AWM
Gk [k, Herd W15 HBEFEME MRS EGFR 5( Her2 454, {E AR RIRKMAI
NS . FEHHERREA NRGl 4545, Herd LM%, B - FILFRBERR{L, AR5
W5 54 S¥0E MAPK. PI3K/Akt fil PLCy.

RGP 28 BA P L s YRR A e . B, FPAs) ™ U, Bika
FEEAART BRESE (BREKRTETE . 2ETUR. 2R RMEIUE BIUR: =%
FiiO NIEATUA . 2 APUR. G TGRSR AL B A5 M el i i

ARE“H L BEPUA” RAR IR A A B SR R FUE, RV BOZ R & A PR Rl > B A7
TERY T BERRAFAE AR AL Z AME MR o B8 e BRI s BE AR SR Y B B — 3 SRR A
FECZ R, HRL (250l Hriksi] &l & maE KB A R AL (BN AN R R A A F 57D
HIBUIR . BTGB v B R W 3K B B AR S R BT A PR IR R, HANS MR 7 Zd 1
TR 5 7 AL AR

ARAERACHUR”, RABERIRIEAEN 5 VUSRI S BREm H 0 7 MR EMH)FE(RK
I 249 50-70kDa) P 2% (LY BE( A K I 2 25kDa)i@ i — it B ARG . & h E T Ar
X (EAR TS N VI EEEEE X (EAPYEE N CHH K. HEHEENX B 3 4
I CH1. CH2 1 CH3 4. f—fRa R & X (FEARh4EE 0 VL) MR HEE € X 4H
o BRBEEE X H— NI CL 4. VH A VL X R4tk — 2440 A al AR PE ) B A
PR X (CDR)AIIH [A] F LA AR 57 FIRRONAEZE X (FRYM X35, B —> VH 8% VL [X tH4% T 415t
F¥: FRI. CDRI. FR2. CDR2. FR3. CDR3. FR4 MZIEA i 2 F3E K i HES 1 3 4~ CDR
H4 A FR Ap. BEEMEEER X EH SHURM B S & a5 k. FiikpiE g Xy
P EERE F G EHNA T CEAERERGR S (Fan, R4l FIZ b
BRGME Ay (Clg)E 5.

ARIECDR™ZIG AT P AN B TLAMNRGE X o 7E EEEAARBE ) A AT 2R X A2 3 A4
CDR, 5% T %A~ A A2 5% v 48 [X iy %y HCDR1. HCDR2 Fl HCDR3 & LCDR1.LCDR2
A1 LCDR3. ARHEIFTIAGIIAR A X CDR HIFSH R LML 50 A A2 AT &
PR T 2k E, BFEE T IR =445/ CDR H R FH =M Chothia(Chothia 55
A .(1989)Nature 342:877-883 ; Al-Lazikani %% A ,“Standard conformations for the canonical
structures of immunoglobulins”,Journal of Molecular Biology,273,927-948(1997))3& T i 44 7 51| 7]
AF P 1Y) Kabat(Kabat %% A ,Sequences of Proteins of Immunological Interest, i 4 fix, U.S.
Department of Health and Human Services,National Institutes of Health(1987)), AbM(University of
Bath), Contact(University College London), [E 5 ImMunoGeneTics database(IMGT) (1999 Nucleic
Acids Research,27,209-212), LA A2 T FH R & i 4 435 74 () U 41 4% 3% 5 2K (affinity propagation
clustering)(#) North CDR & X . AR EHHIAKR] CDR AT DL H A SIS HR N D3R 98 A< $533 (AT
1 77 Z2 (AN [F] (1) FE IR 2R S8 B 5 ) i g 3 7
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ROZGER, T ARKIRIRRGRG R — BRI AT 32 X 1) CDR (W4 AT ReA T2 7 .
B FIFRIR R8T @ M F— Pk n A2 X ) CDR 780 A . Bk, 73 & AR B E X
IRk CDR AR EFUAAIS, PP rTE EIL R o 7 IXAE PR, 32 X4 a8 frid
IR 4K CDR 741, fH2 TN AR 7 A [ R IR 22 28800 &) i S BT A R
ff) CDR 34 5t 5 A K W i s SO B AA CDR J AN

RIEPUE CoRRPUIE™) M PR G B BOEFETUAR BT 4, @ H s ek
LRSS & X B A X (Flin—A 24 CDR)H ZE b — B, HARFEER itk r /b —k
SRR PG B S AEEA R T Fab, Fab', F(ab)2 #1 Fv Bt SUifdk; 4k
PEBUAR: BEEDUR >, B0 scFv: TR v BOE KPR (nanobody) M2 HE S VEHTAA
MPUR G ST AR B RIR BE BRI BRI, S5 BRI Al R PR A AV PR
20 10%. ik ss & Fr AT A IR FESRARPUIR I BT IR 85 & 25 1 751 2220 20%. 50%- 70%-
80%- 90%- 95%EL 100%EE o IE TR RITTUR 45 & v Bl GL6 A B B i A Vst
FIPR ST BRAR DR T BRI (RROAHAR B OR 57 AR A B Dy BE DR AT AR 44

ARG AP BA —PUARI Al 22 25 M R 58 — PR i e 8 S5 I Pk, g
PRI PR A FEM . E, Al AREEREER 3 WA S SRR CoRRBTA™),
TME E S5 M0 213K B AU, 815 SopAma A sh iR m EL,  Fnfs ik & PR e N 32l o
PR A R AP N B AT RETE AR

RiEC NI TE IR EA R B AFAEN BN RED Jiiae) e slfiiaE . —
M E, NEATUAGERARAGNED A EEWAD B, Kb ira et Rmma
A AR 2 T A N e Bk B 1 (AR IR, T T A B A T A B 38 (FR)IX 2 AN A 3R
FEABIRI SR IX o NIFAGIUIRAT S vl /b — 30 M N S Bk B FEE X (Fo)

ARG NP s RS N sRE A & B B PR e/, 72/ R 40
HEE SRR T/ SRS e s b A, I AR W & RPEEE . [RIRE, /DR 218
AL N BRI ERE P A PR . B, ASRAE R 7R K A0 A B R IR TR B A
ML s i = A, e NP ml &5 KR BERE. [, “REPUER RIS K R Az Bk
e S S AIERETIRENS

AR TERE AP A GRS i i AR E E X R RR R FTiAF SR (Bilan, 1gM. IgE. 1gG 1wl
1gGl\ 1gG2 8L 1gG4). [RIF AL QFFIX LMK —FEMTE, HAB R = k& Fo
s, 51 an LAY R B 55 BN T DI REEURT Fe 2RI 4 4 .

ARiEFe X7 T5E LAE 20— a5 X e Bk H T C i X IR ZAREER
FARFFH Fe XANAR R Fe X o fE—H50jiE 77 29, A IgG Bk Fe [X M Cys226 B Pro230 ZEf
EHEEMRIEAR M. 2, Fo XK C izl (Lys447) FIREAFAEEAAE (B A% 5
MR BU %5 &48, RN EU & 5|, W1 Rabat %8 A\, Sequences of Proteins of Immunological
Interest, 5th Ed. Public Health Service, National Institutes of Health, Bethesda, MD, 1991 ).

ARG P FRH R NS s R/ R IE (/N B K RO AR R 70 7~ I LR Br i 45
o BRIL, 58 SURP N Ay SEA R R R R IX AR R 707 X A& E SOV . 1A
Her3R. M. FI/E 5 Her3R (/)N BB Bl ) Y 52 B R T A4 (1 28 SO B g S P PT I8 FACS 73 AT

P

FE o
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ARG SRR 7845 5 52 RN 7 F8 [ W5 -6 % 1 1 Rl 08 2 TR AR ELAE FH B [ A 45 4 3R A 7 o
gy XOWHECARYD Y B2 A AT DG B A 5 BUKD) AR, P 2 5 e i il o
W BN S G B (0 2 kdis A kon) R EUAE . 21 AT 7T DA FH A S0 O 0 i L 77 VR &
TS5 A ) — AN BAR T & AR SCH ) ForteBio 80 /1545 &M 7%

RABARGEERARMMETE, AEEASRYIRGE S, & A ERM e &, B
S EH M) Ko o 1.0x10°M B =, BEARIE 1.0x10° M B8 &y, AL 1.0x104 M 8L
B 1.0x10° M B m, FAILE 1.0x102 M 8 5.

RIBFEEAE X T 1gG kM s, 2B THEK Ko N 1.0x100 M BCEAR, ik
5.0x10°% M BCEAR, FEALE 1.0x10° M EER. 5.0x10° M BUEAR, FELE 1.0x10° M B
fi%e X T HABPUAL A, “mepftE g E TRt . Bl IgM WA mR At 44 218
Ko A 10°M 8%, fiik 107 M BCEAL, F40ik 10° M BUEAK.

RIE“YIHL B 29 0 Fa de M 20, I 4 B 25 1 244 mT DAAE i Rg 40 B ) LA s
INHIEE A KI5 1. U2 R] DAAE 205 S IOV B T R R i o B 4t ffd B3
PG el VB FE R, WA B M2 BEMYRIER /D F R R BeE R, BUE
FIAL R0 AR, T3, T2, Y20, Re'%6, Re'®8, Sm'*3. Bi?'2, P2 Lu B ERIAL K),
B, WITAY), PUAERAMZIAE, il oTLLREMEAY), BREEART ERRATA
Yo, B, wrLREREAT RIS B (1S,99)-1-%5E-9- 2. 3E-5-3-2,3- — & -9-#2
Fe-4-F FE-1H,12H-ZK FF[de] Mt IR :[37,47:6, 7K M FF[1,2-b]HEMK-10,13(9H, 1 SH)- - Fil) .

ARUE P B B S G5 M W Fe 18— i 5 BCARIE B2 1T 59 — v -5 40 MR B 2 W AHE 1Y
2 gt Fr Bk, nT DO AL 5 S AN R A AR . FTid B el A T
PR DL H8 BT IR S Al oA B B i i Ak, o v] DL s Bk g e F e i Ak . i, %
L4k Fy ] DL AS B 4 T () -Lax-Lb-Le- M8 -La-Lb-Le- R 4586 o 8, Af LA A 2 A
FeoE Sk (B nliR) . & A BFBUR (G A KR UK FESk &M AR B kA .
ket BUE R Sk e A AL S S5 A B BB Sk A5

RAB FEA R AT IE M S H e 1300 MEE @ R Z G WA SR L et S 45 M A
B, WF RGNS AN SEANAF Tz e A (A s Prd i ECAR D) AR
HEE (Flhn, dE s Bl ke E D .

ARAE“HELAAR- 25 PR TR A 18 e 8 IC Ml o A2 0w B0 B R e 5 B AR WIS 1 1 4 P 5 2k
YA . FEA R PR AR -2 YR B AT LUAPUR -2 B XY (antibody drug conjugate,
ADC), Frik ADC 7] L fa it s PR EE Pk i Bod i fase i oo 5 B A A Ypis 1tk
PRI 2 1 25 AR

FEARRIEH, AIBWH I @ 258 1 AR 0B F B 228 7 T A sk 5
MR RT DR IR B R ), BB BB ARTE T b 21 i A ) B RE B
BN R SE, B 2 AN BRAGE B A R AR IR B N AN [F) B R 1 B BR 22N AR
FTAERIEREE, T LUNE S 1 2 20 MR T BB B B, Mlins A 1 & 12 MR T,
BIAnEA 1 2 6 MR- H b gk . WbeHk B E PR & Se ) 35 (H AR T I H 35 (-CHa-). 1,1-
. 2, (-CH(CH 3)-)« 1,2-V Z. 3% (-CH2CH2)- « 1,1- V. P 3& (-CH(CH2CH3)-) «  1,2- V. 15 3 (-
CH>CH(CH3)-)+ 1,3-Y¥ P 3£ (-CH2CH2CH2-) «  1,4- 0 T & (-CH2CH2CH2CH-) AT 1,5-3F T 3 (-
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CH2CH2CH2CH2CH2-) %% WP e T LR B (Y E AR U 1, BARERE JE AR, B0 24 B
AR, BRI T DAAE AT A mT o ) A o AR, i BOAR JE A e i 7 b AT 38 328 9 o
WAL, BRI, KSR, BERRAE. GEEREIE. xR, S L. M. FUE. M. BRI
ey GEEL JROGHEE. MRBREE. RMEEE . PRAGEELEL. M A AR AR
ANBARFEFTEAR, Bl BUEE. A Il Jis B2« -NO2. -CN. -OH. -SH. -NHa. -C(O)H.
-CO2H. -C(O)C(O)H. -C(O)CH2C(O)H. -S(O)H. -S(O)H. -C(O)NH2. -SO2NHz. -OC(O)H.
-N(H)SO2H. X Ci¢ BEHi R .

AR 075 53 A e LA AN A A I AR [R]85 B AN AN TR B R T R e AN EL
¥ T A IR 3E . RE<I5 3T LUE A JLEIM n B PR R 6 2 14 U RS E £
I SE ML AR R R X IR, TN 6 £ 10 g6, BIWnskfZE. Frid 55 mal LR & T 4%
i, FIRFEEOAREIEIR I, b SRR G M REE R N T IR . 55 RN LR B A
BARBURET, AR, BUREEIE N — DB AN DU A, ook 5 PR bk
WEE . PR, bR AR, BRdE. GAEESE. KR, FAE. B ML, UL, B, A
ey FHEL AROVHE. RIS, ARG, MOREERAE. RIARERLEmIE
FEARHITE H,  ARTE T A2 75 527 A2 18 2 A P A A% 05 B 1A (R iR 7 B A [ PR sk iR 7
ERREMANER TR RIBRTHREST 1 B4 DEET. 52 14 DMHETH
FTTRAR AR, HAPRETFAT DR A LR AL AR, 22558 S £1078, ATLLAS
JLEX 6 JC, PIUIRRIRIE . WEMIE . mEREdE . g IE . N-BEIRMEREIE . mEnEdL . nbERIL. mRme
B DUMRIRLEE, FTIRAR S BRI AT 5558 AR BN BEE IR B, Horb SRS fy g R
1E— IR NI T TR . W55 0] DURATIE BRI B AR BRI, g U, BRI ik
N—ATEACURFEF, Hphorhie [ PR 4. it fdk. BhIE. Bt Btk BEERE
B WER. ML B L. FUL. MRBEEE. MMRkedt. AL RIS, MRS, A
AL BT EE . AIZRERLER L.

ARAEZ A0 TR A B 5 &0 3 J6-7 JUHIREEH, @& 7 J6-10 T
KU Z PR SE R BHFIRIT) 6 TT-10 JTRCGA IG5 H, TXEEPAREE M R AT DA AEATY, AT BUE &8
SRR, BROE AN, IXREIRIRG IR EE A AN RIE T, Hp 4R TRk E U
T H. WAME. Bl EE 14 A Eile R FET . M RE R B REE M L 1R T
i, ARiE<E AT LIS R AT BRI . WA EE AT DL B 1 s B 1

AR B A 25838 2 48 LA AN BRI TR AH [ B I B A AS TR B iR 1 Bk 25
SURTF ATRTAE AR EE o ARTE“BRIN 0 PR B A AR R B 2 RN, BRIR LS 3 &
20 NIRRT, ATUE 3 B 12 MRIE T, WTUVEE 3 E 10 MR T, TR S 3 & 8 MK
JRF, Bl 3 & 6 MRIE T BRI PAERR G YESLE BRI E . T R HIR KT
WM. k. RO RO Pk HBE =06, it 2R LLERE I
W, BRRAMRER RIS . a0, “3 B 6 STHIAIIREIASL " AR JE, 3R T 3. BRRIE. 3F
(S SN 757 NS E = S |75 7 N e SN 57 N5 - S 82 Nl - S 137 8- % IR X 737 = e WD O iV E AW D E Ve | '
FRA, BN e DU —NERE A R 2 Core I 1715 5 [ B0 s 2 BRI Coe i 7 1 225 1 BT HAR

EAHIE A, RIESH > AR 85 2 fa R R 77 18] 20 & — AN XU B =
ARTE o AR 351 A 2 A ARG M, (B AE R A i B e R 75 PR R
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Fe . RIBE NI RRE S BG — AR AN

ARIEBPTR™EH SR & R B, Flnm bR, &

RIBRE W RE B W 2 fe A 1112 MR FIEER .. CEEREGAREMIGE, Xl

BREE R EWAE;, BN A E NG, [EAMR O R T R A .
i, & FH BIRE AE B T LE R R s AR BUR I B . SCBEEORIR G it . k. fR
SEDL IR S R AW e ORgiE)bidt . OREE) fetal Ofgidt) k. fila,
NEWRE A A 1120 1-8. 1-64 1-4 B4 1-3 MR 1. Flin, “Cres JENiRIER]” 82 EE
1-6 AN T R AR AR B 2L, SR EAR T BA 1-6 MJE T ESE . SCRESRIR
CERII R . B EURIL, Bl R, X, R, REE. ETE. BTE. RTE. K
R, OE%,
EARHTER, ARG ATk BTk o 10 5 R G B I BTl i S s vl DUE A D6 R A
FU AR Z S R A A R A & BN, ATk b R B 2 3R S ) R
P T MEAN AT AE, 1200 B AT DAL HE 2% B4 I [ 5 Jod 2 EUA R P 175 T2 AR 24 TR 226 [ A 4 d e L
KRBT

RIEBARBEE R EAH R —DREANER T, Bluh&Z 54, Bl 1~3 MEE
T e ST R A A H BRI B BURE (A TR AT RE ML AL B, ARSI AR
N B BEMSFEANT i 2 4% h B B i e GBI s oG s BE 8 rT e sl ] BE R EUAR. B, B
Ui B A R B 5 AT AR (A 7 JaB ) B () Bk iR - 45 B AT e AN AR 1

EARBTEF, Ko MEZA (B, oAEZEAD 14 0E LA, 04 ERZEEFIE
BB AREF ARG MAE 1| DS EAN LR IERICR, Frik— e NI 0]
AR, B — N EE AR B LG SE ] (5] 41-NHC(0)-+ -C(O)NH-. -C(O)-+ -OC(O)-+
-C(0)O-. -NH-. -O-. -S-. -SO-. -SO-. -PH-. -P(=0)H-. -NHSOz-. -SO:NH-. -C(=S)-.
-C(=NH)-. -N=N-, -C=N-. -N=C-H-C(=N2)-) &t

BB F R —AREANER T, Bl Z 54, BIUh 1~3 ANER T8 ST % A
BH BRI IR . BURIEA A E AN Al BEAL 20 B, ARSTUIRE AR N L BERE AE AT it
28 IR LR € (B SEEG BB S) AT BE B AN AT RERUEUAR . Bldn, B S A &I eiat
55 BA AN AN 8 Y (0 B IR T 45 B i AT e R AN ARRUE 1) .

RG22 b2 B Eh s nT 25 #6718 R R AR S B A, IR RER T
LW N I AT DR A e At A /el Rk, Boal LR R AT E, A s SR
B o] LS RRIE SR, 202 BT 82 (3R i EFR R VRSl e 46 . ShEREh . SRR EL . AR
i IR AL, BERE L. AR ZMREL. BRI AL . PR MEREL. TEREL. MIEREL. LR
e BEEREEL . BEER AR KEIREL . FEIRALL. WAL, SRR, UK. HE
. RHRE . HRERE . ARERREL. JRBEER L. X HRMERR £

ARATIEFM BT RI-E P8 2 168 A4 8 B 2 BRI 5 — Fh el 2 s 71 73 17
BT 25 FH s A, 7 TIEERR M SEB BFE K. 48, 85, SNEE. DMSO. 4R
2.1 .

ARAER 287l T 2 fe AR D nak 4N i B 290 IR, tnT LRR NI
PEZGYRPL AR I LUAE, A B M 25 W 3k 1 YE I T DU AN LR (ALY IERE 0-12 A, filt 1-

i B
>

S
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10 MR ARG ST A, RAREXRA Na, w~EIMMTTEON 1, 2, 3,
4, 5,6, 7,8, 9, 10 KA. & I75400 UV/AT Woe ek, i, ELISA 141 HPLC
FRAE & 2 R B fE B~ ADC 70 FRIEZ &= .

“Zy i LAl I EUAR AR 5 ) A B A ) R BR T M G LA B0 52 AR T B G
5% Al s AR B FEA R T2 0h5), WRAEHR], e ey 57

AAE AL T S B A TR R BRI, (EAHEBR A EE R . RE<BL B, “DU R @
TR AL

“SLRE I NGNS . RIEAE NSV BTGB MBI, B Wi Fsh PR E
WFLENY), EAE N RS, 45E. M. M. 5. 2B X9 IS, TCATEies. A
SCHATH, RiE“cyno” B & B 28 B .

“HRAT— AR Bl I VAT A I i A B R A G (R i AT R R R S H

YRITH R “IRITA BN E R 80 AR A R I Her3 JUAB bR &S & BEY
BB S e iR T A A4 TN, AABUZ AR, B R B — a2 P i 5L
I LI IR BOZ PR B LI R R I VR IT A RGHIE IR 15 2 LA S BUE IR o Bk sl Ho
JResE R BRIE, BIuyayr. A, B EseE A OC R S DL $E S X R L a7 . iR
L PR MGEREEE R . XA R B T B EYE R, RIS E AU TR 4
. MAA A, 18T ARG E TR I RETT SRR R A R, MR RAS .
WIRES T 1072 [FI 25 T - 167 7 A R s S B0 Wibr i S S He | 220 10%, 8% 270 20%,
ik /040 30%, FALIEZE D 40%, BALIEZED 50%.

AR EA S H T e R I 58 @K P B3 i A AR K — H g0 . T RgE R
PERY ARy RAERRED, EMERTBEBE. J8 40 e T DA SeUe 40 i B i e 40 i . A SO
FH AR TE R & S E M — AN A . KRB A K fEAR P TR AE &
JiE ) —FhELZ PR 3G JE B AR, FE S EURE 1Y K/ N BRORE B2 PR AH 238

i Her3 Hifk

ARHIE AT 7 —MH Pl HER3 Pk, HAERIMRIR A R s A, AR
Uf At . R RIA N HER3 (1) SP2/0 418 % 5% 19/ B A4 22 98 Hh % 52 tH HER3 $iifk 3F8.
3F8 DAYNEE IR &5 A 25 0 J3 R AFIE HER3, FEx HA ERBB S % 2 LA /i Bk . g,
HAANFE HER3 7K-F H40 g n] AR A 2 E B HER3, HER3 # U N2 B8/ ADC Zi4 A
DFEEREE . PET BAGHT SR, [°Zr]Zr-3F8 7£ PDX FAYf s b L E AR 2, K1 3F8 1]
RE R — R R AA, W vh s AN FPR 2. 3F8 A1 hu3F8 7E PDX AL {RFF T LIk A
SRRy BEREVEAN R P FRRAE . hudF8 B RIFHIAT IR R M, fER BUREALHE . BRIEF AN
40CHREFRINIBRIE T, HEEA BT, BREMBIVEE BTG,

IR BIARIEH Her3 HUAA”. “41 Her3”. “Her3 iR B 454 Her3 MIHA R4S HEWS LLE
e rsEE I8 G Herd £ 8 A B LAEUITAPUA T CLAE#E ) Her3 HR 2 WAL/ BIG YT
FilP

AR TR PP Her3 Bk s iR 45 & f BLAFE 1G5 9 PCT/CN2021/099998 H ik
TR — AT Her3 PRSI PR S B ZHTEATFRI 4R A il 5] A4S0 AR,
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TE—LeJ7 o, TEAR HIZ R, Ay Fss0s kA Ptk r) CDR J7 4 EL4
FH T PCT/CN2021/099998 HF1#iiAR f#i4k hu3F8-2 ] CDR J¥41. fE—ti7 &, fEAK
2GR HEWER & A B R fmT A8 X 7 FI L FE K 5 T PCT/CN2021/099998 H
FEAR KPR hu3F8-1 AR X 741, B2 2, EARRHRZGMEEY. e, Hik
s A A s PR I ] AR X R A B HE K B T PCT/CN2021/099998 H IR [P 44K hu3F8-2 (1
AR . RS m R, EARR AR AP a & 8 PR ng el AR X
AR R H T PCT/CN2021/099998 Hifiid F1diik hu3F8-3 il 48 X F¥ 51

FEA S a5 b i F B AERR P L R da AR IR B PCT/CN2021/099998 Hh ik i) A RAL
ik hu3F8-1, hu3F8-2 Al hu3F8-3, HAEIEMFII W T %K.

FEAR A, hu3F8-1.hu3F8-2 A hu3F8-3 43 A%t PCT/CN2021/099998 H1 ()75 B 1 (clone-
1. Fal% 2 (clone-2) FITE[E 3 (clone-3).

NIEAPT Her3 JiAE IR 74 (KABAT 77 %)

NIEA LA hu3F8-1 hu3F8-2 hu3F8-3
HCDR1 SEQ ID NO:1 SEQ ID NO:1 SEQ ID NO:1
HCDR2 SEQ ID NO:2 SEQ ID NO:2 SEQ ID NO:2
HCDR3 SEQ ID NO:3 SEQ ID NO:3 SEQ ID NO:3
LCDRI1 SEQ ID NO:4 SEQ ID NO:4 SEQ ID NO:4
LCDR2 SEQ ID NO:5 SEQ ID NO:5 SEQ ID NO:5
LCDR3 SEQ ID NO:6 SEQ ID NO:6 SEQ ID NO:6

VH SEQ ID NO:7 SEQ ID NO:9 SEQ ID NO:10
VL SEQ ID NO:8 SEQ ID NO:8 SEQ ID NO:8
HC SEQ ID NO:11 SEQ ID NO:13 SEQ ID NO:14
LC SEQ ID NO:12 SEQ ID NO:12 SEQ ID NO:12

HR TP A BRI & 5 R AR AR K IR PUAA - AR A 3 2 Her3 #B AT H
Ve Ak i e e Ji (BUJED « 3B 23T AR FR 1], AT Her3 ARAAR B iy BUAR AT FAE S e Ji .
FE— sy o, 7= A SRR B B S FE TN Her3 A4 [ 25 28 987 240 At v 3 Ik AR U3 A S (1) g 1
P SRIET MY (A RD BIFUIRAE AR A FEIR ST 2900 T e 51 AN T E R Bk ek
JEPE, EEAEHSBNE NG T Y EFUA R B N, IR N E £ /D SR RIRTT
DAk, T R S B AR B BUR N . PRI 55 B AR I S SRR I — A S LA ik
BPURRTAE, HAeR MR X S N EE X (Liu 55 (1987)Proc. Natl. Acad. Sci. USA
84:3439-43). SRIM, kG PR 58 MG Zh W mT A2 X ) OR B T AT REAE B T s R F 4
P JEVE o KA DT BT AR 25 R I BANMARE X (CDR)MAEAEE| AMEE BRIV S
T3t — W A 204 51 2 B MK (Jones %5 (1986)Nature 321 :522; Verhoeyen %5 (1988)Science
239:1534),

FE e 7 2, AR B SR A BN TR A B A v 35 T v ) % 1 B R o o i S8 R AR 1)
FE B SRt 4 o gt A AN 8% G BREE (1) DNA 1] DL H bR B 43058 iR As, JF HLA# Fl AR
DT AEYFHEARMAT TRBGEE SR (BN %EskE [ 7.
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7E— s 7 A, AR W ATIA KA Her3 Puid, AI (s B A4 B 50 0 75 1ok 2 38 8k
TR g BR R A BRI R B AR X 5 N TG 1H 5 X 80%ER: (Z WU JE T Cabilly 28 AFIE
EEH] No.4,816,567), K{GHk G A EH B AR & A RN 46 fE—2esuii 77 0, AR
EPAREEHE X Wk AT A 1gG A, 411gGl. 1gG2. IgG3. IgG4, ik IgG4.

FE— st X, AR BIR G Her3 PUiA T ik & B 8k 5 ik & 4 5 4 3R 0K T kR
A FIVCHL ¥ Je RN IR, IR G FIVLEL BRI Her3 456 vl A LA L5 A0l e Al
HeE e &Ne (Fn, ELISARIEITINER.

AR B TR NJEA BT, AT DA B AR U B T R R UE CDR X i N il R AE 4
X. Z W Winter % AP EEF No. 5,225,539 & Queen 25 AMIZEE%F] No. 5,530,101;
5,585,089; 5,693,762 1 6,180,370.

7E— sy 0, BEBRTILERSE IR, HARESR., E iy d, &
KA Her3 PUARBIPTR S & 7 Bri 4t B il R Gk . R ASCE H R R, (HA)
5 ERFuAR CERRIHAE FIR AR 26 CDR X ) A E /041 90%. 91%- 92%-. 93%- 94%.
95%- 96%-~ 97%-~ 98%- 99%BY 100%[F] —1E P Z I 7 5 FI AR e Hi ik . 78— 285t 5 =0,
KRMPIR S BEAAF SR 41 CDR XA LS, £ CDR X b OOl & FEER ok . #di N
oCE ¥ R R RAAETL 1. 24 3. 4805

7 — s 5 Ak, ATTE AR TR L BRI Fe X P 5] A — N2 AN R IR &1, Pl
P Fe XA R Fe X AR ] A8 7 — B 2 AN S R FR o7 B A B0 S B BRI A () a2 #6) I Fe
X EHI(FI N 1gGl. 1gG2. 1gG3 X IgG4 Fe [X).

FE—Lesf 7 A, PIRERR 2 AR A bR TR SUE M PTE, Bl mif MAb», HA
PR — B AR IE L 2 R R i I B

FE— e st 77 S0, AP TR AR R SR ] g — BB R & AU O B S 3K
R HADAEE AR . E A PRI B5E, BART, KEEEED. KEHE
BEMH AR S dE, BAR T, B ZE(PEG). £ /N _FE LBy, W R4 4
K. HRE. BT, BOBHSEE. -1, 3- Tkt B-1, 3, 6-=ki. LW/ DKERE
HRY). REEROIEYSIONILEREY)) K RPES R - OIAFE g el & o —fE . R
REXRY) B E WL A CmIERY). BRR RN Z @ W H ) RO, KR
“.

YR

ARHERM T —Fit Her3 HUAZGYMBENY) . H Mk, H25% a2 (13 s Rl &
i, HATULRAEE AT —MalZ FRCR: (1) EA X e 40 B v A4 S0 58 58 ) 4 ) v
P (2) BAmdtE; (3) BFifkiaets; (4 BEHRNIEER; (5 Ba5%0R0
BN (Bystander Effect); (6) EAHiaikitiate fi; (7) BEANMREEEJ1; A1 (8)
A R FEN 2.

AHERR M —FPT Her3 HUARAGYMEIA ). HIpigth, H25% el 3 sl B 59,
R AR Her3 B ZGMEED S (D Fios:

Ab-(L-M-D), (D)
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A,

L F1 M 2$3k%$Tt;

D A a2

p R PHERS, HpiEH 18] 10 BEEVNL Lk 3-8 IR H /N LG

Ab APt Her3 Puik sl iRk & F By, A& S8k nl AR KRB B vl AR [X, T A 5 n] AR
X A& @ R F 4140 5 SEQ ID NO:1. SEQ ID NO:2 A SEQ ID NO:3 fizxf] HCDRI1.
HCDR2 A1 HCDR3,Fl fTid 42 5% v 245 X A, & & 3482 7 41 43 7 41 SEQ 1D NO:4. SEQ ID NO:5 F1
SEQ ID NO:6 Ji7~ff] LCDR1. LCDR2 Fil LCDR3; ik, 7% 8 A4t Her3 Fidka Kyt R
A FBEE: () AREBFS SEQ ID NO:7 fin i EiEn 48 (X, FEILRF %I SEQ ID
NO:8 FrunREn AR X Bi(11) 227511 SEQID NO:9 Fs I EE n] & X, LR T
F14n SEQ ID NO:8 Fion s nf 48X, BR(I) Z IR T4 11 SEQ ID NO:10 Fi () 5 % nf A%
X, MR T 501 SEQIDNO:8 FIn e n AR X, FAtkt, 4K AR Her3 Pkl
HJRG GBS (1) EEBFEFa SEQ ID NO: 11 FrnfEss, ME LR SEQ
ID NO:12 FizRif4csE; 8 (2) ZIEMFa0 SEQ ID NO:13 FinfEiE, MEAIERF 5
SEQIDNO:12 fiaaliltiietst; 8¢ (3) ZHMT 41U SEQIDNO:14 Fn HEE, MEEERT
Flhn SEQ ID NO:12 FT s 428 .

st 7y A, AR TR BT Her3 FUAAZGYMETY . H ik, K22 Bl K
HEILRAY, HA At Her3 Sik 2B ss i (-1) Fx:

Ab

Hr,

L F1 M 2$3k%$Tt;

p R FENERESL HnodkE 1810 (8 EEN L, ik 3-8 Rk /N

Ab APt Her3 Puik sl R eh & F By, A& 8k n AR ORI BB vl AR [X, T IR 5 n] AR
X A& @ R F 4140 5 SEQ ID NO:1. SEQ ID NO:2 A SEQ ID NO:3 fizxf] HCDRI1.
HCDR2 Al HCDR3, 1 friR 4% v A2 [X A0 5 & FE R 7 41 73 3 4 SEQ ID NO:4. SEQ ID NO:5 #l
SEQ ID NO:6 fi7x[f] LCDR1. LCDR2 1 LCDR3; ik, 7<% B FTiRHL Her3 Hifhal iR
AP BB S () AIEMFH40 SEQ ID NO:7 Fyn BT AR X, M IR T SEQ ID
NO:8 FioRn A A X, 5i(11) & IER)F 741 SEQID NO:9 AR EFE AT & X, FZ IR T
H14n SEQ ID NO:8 AR A X By(IIT) & FEFL T 5101 SEQ ID NO:10 T/ ) H 5% 1] 45
X, FIZ AR 7500 SEQIDNO:8 FruRFRFE AR X s SEAL M, AR TR Her3 HLiAEK
HpR&S B (1) EBFSI SEQ ID NO: 11 FinHE s, FME IR T4 SEQ
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ID NO:12 Fivrit42st: 0 (2) ZERFFIW SEQ ID NO:13 FiynEdE, M FERTF W
SEQIDNO:12 finakfisE; 8¢ (3) & BT 41U SEQIDNO:14 Fi~iEaE, LR T
Fl41 SEQ ID NO: 12 i/~ 4255

FE— et 5 o, AR TR ST Her3 JUAARZGYMETA) . H ik, H2i% Eariszm

e IR A, o,

M H-L2-L3-X-L'-;

L2 4-0-8k-S-;

L3 N-(CR™YR™m-, mEH 0. 1. 2883, Hi LT FIRAITH, Bk Lo
ANER 1 AT H RS DA -C(0)-. B-C(=S)-&4X; fhikth, LPi&E 8. -CR")R")-5k-
CR'HR®)CRF)R®)-; HEALGEM, L33k HF . -CHx-. -CH(CH3). -C(CH3)2. -CH2CHa-+ -
CH(CH3)CH2-8%-C(CH3)2CH2z-;

L' H-(CR®*)(R®™)a-, niEH 1. 2 3 3, K42 L o] DL & 3Tl Bk L' 9 0
ANEE 1 AN 3 B T R DL -C(0)-+ BR-C(=S)- B8 ki, L' ik H-CR®)(R™®)-.
C(R*™)(R™)C(0)-54-C(0)-; HfLikh, L'ikH-CHa-. -CH2C(0)-+ -CH(CH3)C(0)-E(-C(0)-;

X #H 3 3 6 JTHEMIMIAIE. 3 2] 6 TR mgE, Frid 3 3 6 Joi R m
LA 3 B 6 TUIEAZIR AR 00 1. 2 803 D R BUR: Lk, X NfEE#H: 0. 1
83 N R AR 3 B 6 Jui MR IA e g, SEALIERL, X O 3 B 6 Julfi Al i dr ek
FLEE,

Hrp4A R, R, R%, R?®, R ZHMATLONE . KR LAY R ATIEBARH Cie
e W5 A 5

Hp A R &AM AT DO R B K 2 .

FE— 2SI T o, AR FTAST Her3 JUAARZ5WEIA) . H gk, H2h%: Erriszm

SBER S H A, Frid-M-k -

A
X~ 1
o

L? N-O-Ei-S-; ik, L?H-0-;

X % EATEME 04 1. 2 88 3 N R¥HEUCH 3 B 6 ST ARRIAE; ik, X ikEHH
e IR MORARERIS OB EARVEHN, X ONIAIOE; HEARGEML, XOAERT A Bk,
X gk,

L' H-C(R®)(R®)-. -C(R®)(R¥®)C(0)-2-C(0)-; ik, L' H-C(O)-;

Horp R~ R?, R EL R® S AMAL ] DUMS 28] DI R AR IEHUR ) Cies MR AR

Eif

HoA A~ R % H AL AT DO B 2 .

FE— st )7 U, AR WA BT Her3 SUMZGMERIRY) . R ifh . FLE552 Enl 52 (1
HRER AW prid-M-E 8 .
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r’rY\LZ,L SR

o

L2 N-O-E¢-S-; Rk, L2 A~-0-; ik, L2 HN-S-;

L% H-C(R'*)(R")-E-C(R'*)(R'P)C(R¥)(R'P)-; fLi%kh, L3 % H-CHa2-.-CH(CH3)+-C(CH3)2
-CH2CH2-+ -CH(CH3)CH2-8-C(CH3)2CHz-; flifkdh, L?i%H CH2-. -CH(CH3). -CH2CHz-o

L' % H-C(R®)(R®)-. -C(R*)(R*®)C(0)-EL-C(0)-; ik, ik, L' H-C(O)-;

Horp &S R, RIP, RPELR™ & { ML DO, xR B DA R ATIREURAT Cie G
R 5

FLARAEAS R & B ST AT DO B = & .

FE— SR et St o, AR B ETIA DL Her3 $UAR GBI H Rk AT
52 ) R B VR A, Ho BTiA -M-1E

25 Ao, o o
\QTO %o [ l jo [ l jo §—sv\fo §*S/\jo E*O/\KO
o oo o o
\%o W\fo \%o \%o

fE— s 77 N, AR B FTIR DT Her3 HUAZGMIRIY) . ik, H#%

R G, H P FTid L N-La-Lo-Le-,

FTiR-La- Ay
0]

é\giz,w—\(—z—é
CEWoy-z—

O

He, W A-(CRY™R"™)wn-, HAF wn K 1. 2. 3806, W 1 AN HEHICK H BT
HiHE-Cyr- -N(R™)C(0)-+ -C(ON(R™)-+ 2-C(O)-F s ik, W A-(C(R™)(R™))2-EK-
(C(R¥™)(R™))3-; kML, W N-CH2CH2CH2-B-CH2CHo-;

Y N-(OCH2CH2)yn-Oyp-EHF yn 0. 4 858, yp OB 1, ik, Y s,

Z H-(CR®R®)m, i zn N 1. 2803, Z B 1 AN FREHTTE G M1 -Cyr-. -
NR™)C(0)-+ -C(O)N(R?)-+ Hi-C(O)-FAX, -Cyr- A 3 | 10 JCHA KW RREIAFE, H o FTiR-Cyr-
ERBUCHI B g 1 B 3 ADEUCEE R B, ik, Z N-(CRY)(R™)):2C(0)-5K-
(C(RY*)(R*®)3C(0)-: ik, Z A-CH.CH2CH2C(O)-E CH2CH2C(0)-;

HAR AR RYe, RYP, R7™, R™, R™Y, R™R™ & HMHASE . K&, -OR" i# R TIER
) Cros G 7 1 HE 14

AR RT & AL HNE . <R Croe JENT IR ]

3 N/\/\/Y W\H}L
(e, ﬁﬁﬁ-udf&o AR S ﬁm@f& ,

-
I
o
K
&
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JITIR-Le-18 H PA T 4.

NH,

o o NH
H H H
-z{N\)L N\)L Ng 0 H (0] H 0O
\ij oot e AT Ao

O
s~ M~ o .
N H H o o H H
oToH "o R o - . fRieds FTA-Lo-
(0] (0] o)
(@] B (@]
7y \Kj = ng . % e A
0T K R
W T IN Y
RL1 RL2
Fik-Le-dy ¥ M RUL RI2 4 E O DR AL %0, 95 -OH Al Cue
MR o, FRR-Ledy ™Y,

FE— SRR AL M S i B b, AR W TR BT Her3 HUAAZGWMEIRY) . Horfi. K7 b
AR R EUHR S L HLh niA L oy

SEGRS GA RGeS e

puf

FE— s 7 A, AR TR T Her3 HUR 258 BcYy . H mfk, 2522 B2 0
SR S, H b Frid it Her3 U259 450 =8 (T-1) 38 (10-2) fffo:

H
N N
N /E( N

e (I-1D
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TR

e (11-2),

Hr,

L? H-O-2%-S-; ftigth, 12 N-0-, fLik, L? H-S-,

X ik EAEERE 0. 1. 2 80 3 /> R EUCHT 3 3] 6 JTMAIKRRER L, Rk, X & EaHE
S T, BRI

L3kl _C(R1a)(R1b)_gz_C(R13)(R1b)C(R1a)(R1b)_, HorfgA Rl2, RIPaf R3® & H A vl LA
A HRETLAE R ARIEBURET Cre BEMEIEA], HAp®A R % AL H AT DOV EE X 5
ik, L?i%H-CH2-v -CH(CH3)-+ -C(CHs)2-+ -CH2CH2-+ -CH(CH3)CH2-8%-C(CH3).CHa-;

p Ko PHIERESL HnikB 1 3] 10 F8EEVNL, ik 3-8 B E /NG

Ab NPt Her3 PR A REE S F B, HAS EEE AR X AR AR X, Frid #H i n] A
X A& BB 7514 3l SEQ ID NO:1. SEQ ID NO:2 #1 SEQ ID NO:3 fit7x(*) HCDRI.
HCDR2 1 HCDR3,F1 ik #2855 7] A% [X A4 5 2 ZL R /7 51 43 751 40 SEQ ID NO:4. SEQ ID NO:5 #
SEQ ID NO:6 ffi7~ff) LCDR1. LCDR2 1 LCDR3; ik, 7<% BIFTiR#HL Her3 Hiiha KR
A FBAEE. () ZERFF0 SEQ ID NO:7 Finf EiE 48X, FMZEIER T4 SEQ ID
NO:8 From s il AR X, mi(11) @I F 440 SEQ ID NO:9 Frm iy s i Al A X, ME LR
Ftn SEQ ID NO:8 Fin s nf 28 X, sR(111) ZIEER 440 SEQ ID NO:10 Fos k) 5% n] 4%
X, FEIEER %W SEQ ID NO:8 FIRiiRFE n A8 X SRk, AR WATIAHT Her3 Hrikak
YRGS BAE: (1) ZEBRFFU SEQ ID NO: 11 FiyriEsE, FMZEIERRFF SEQ
ID NO:12 Fivrif42st: 0 (2) ZERFFIa SEQ ID NO:13 FinfIEdE, M FERTF W
SEQIDNO:12 finaifisE; 8¢ (3) &EMIT 41U SEQID NO:14 fi~rHEEE, LR T
Fl41 SEQ ID NO: 12 i/~ 4255

FE— et 5 o, AR PR T R p nT RN 2 2] 8 R e/ N il BriR
SPYERE n vTCLN 3 B 8 R E N, D, BTIRSFENERE S n vTELA 1 B 2, 2 B 3,
34, 435, 536, 627, 728, 89, 9 F 10 FEEH L

A A ZS 7

FEX A5, ARG T — MGG, RS INMAINE T Her3 iR 2571
B Hoptgti, Hagse Enlsz Msh sl R G, 2558 T2 (s ik BRI 51 -

RERfR, AR MR HEINIST Her3 PUAZGYIMBIRYIEL. F Rtk HE% Enl i s
REY), BFZMAEY T DESHGHEEre A BOBAMIEAMH LR G452, N
MARMBCE RS, 8L, 2%
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RIELIPH G FRIZ IR, VRS 78 3L b (3G P R 20 I AR W 2 Vs P A T
RAFAE, FFEHAE S0t F Bk 550 ) 52 3838 B AN T2 8 1 5 ARG
A DLIE IS B A B R 2B AR K B BT Her3 PR3 BB B 2522 Ll B2 i Eh 5 —
oY% % AT 8 1Y) 25 F 4 &} (Remington's Pharmaceutical Sciences, 25 16 fit, Osol, A 4w%H(1980))7%
AR RS AT A KB Her3 Uik p 25471, ARk b LAV i B T 7 7 5K

A BRI 2T A A BRI AT DR B — FhER 2 P LB TR A, PR IRVE R A R A
ST R B IE N UE AT 75 8, R B A S AN M 52 M 45 0 1) B AT 14 A AR e v 4 il o A — 2
St 7 2, B TR TR AT R R A ST AR AR C A
SRR B UER, TIRTE TR DAY T H B AN E 5 E A 5. /£
T, ARG YR S S HT Her3 LA 2 BB H A

TEX—ANTT1H, ARFTEHE T —FAWA S, A S WA R Pk 29 E B s 3
2% PRI B SO TR I &, UL —FhE A AR T T

FEN—NTTIH, ARFRME T — P&, HEHOAR SR tA 2y Eny e, H
SRR, HZgE bal s W R A B ST IR A G, IR — D EES Y
WRHE

B2 S

FEN—AT5IH, AR 7 AR SR PR 2 EEY) . ik, A5 bol#
T EIR A, BORSCHTIR AW ST & TR T AVEL TR Her3 /i 3 B0 EL
WORERIZ3 R &, PR ih, BTl B sl iE e IE -

TEN =TT, AR T WA SR PUAZYEEY) . ik, H%: bol#
T EIREY), AR MAYEEY), FHTHITF/ETB Her3 A5 (5 B0
JiE, PLGEH, BRI BT R .

FEN—AT7TH, ARSREE T —Fasr fI/EHS Her3 SRR BORAE M 771k, HE
§ii ) T 22 1 52 e i A SCRT IR BT IR 29 B R Y . ik, FL252: EnT4 sz i 3hal
HIREW), BUASCHTRIZMAEY), ik, BRSO T .

fE—esiti N, PR REAERE B e . B, RIER . S E . ATYRE. 2%
PR RN . SR ELE . BRAVE. FUEUE. MR, DE. BitE. BiE. feEE.

sy ok, ARG AEFEART DR, B IkA %R DA skl
KA AN RTT JEOTT ) BTN . S EFBEBME N4 T

TE— sy X, AR ISR AE 1 1A 5230 DA it AR T A AR B — FhE 2 R T iR (e
1BIT 7 A IR IT ). AE— eSS, BTV ELRE T RVE T A/ BB T

7E—se s 7y X, AR BB AL I 77 v B I A [ A A it A — Bk 2 Rl vk () anvd
J7 77 R/ B AL eI 7). W DLRRIE S 7 vk b 1 B VR YT TR AL A 18 FH A R BH () e 1k 24 47 48
B el 255 Pl 852 Ek . Blln, mrCA S 2D —Fh S MR T I SE R A

A HE FIT IR 1 25 A e AT LA ELAG 6 g 9Rg 4T B 1 A 2138 B RO S o BT S T
DLAE A 198 B 25 AR A o N g 4 B ) B 7 4 v, AHEE TN 3P R sl o f 25, P
T R 4 B A B B E A R B 1%L B 2%0L B 4%BL L 5%BLEL 8% L EL 10%PL . 15%
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PLEL 18%UL E\ 20%LL E\ 25%LL E\ 40%UL L\ 50%LA L. 60%LA L. 70%LA L\ 80%LA -\
90% LA b 8% 95%LL E o Bihn, BTk e nr DO X T R4 A 1C50 B (aMD) AT RLH
10000 AR+ 5000 BAR < 4000 BAR . 3000 BAR . 2000 L. 1000 AR 500 BAR . 400 LR
300 LA F. 200 AL 150 AR 120 AR 110 BLF. 100 LR 99 BLF. 98 AR 97 AR,
95 LLF. 90 LLF. 80 AR, 75 PAF. 70 LRy 65 BAR. 62 LAF. 60 BL'F. 50 LLR. 40 PA
FL30 LA 25 LR 23 AR 22 BAFL 20 LR 19 BARL 18 AR 185 LA R+ 17 PA'F.
1I5PAF. 12B0F. 10BL Ry 9BLR. 85BLF. 7R, 6.7LLF. 6 AN 59 AR, 5504
. 5.0 AT, 48R, 450 F. 44 AT, 4LBLF. 35 3BAF. 25 A 2 AR,
LSBARL 1.0 LARL 0.5 BAFL 03 AR 0.29 BARL 0.25 BA'F+ 0.21 AR 0.20 AR, 0.18 LA
Ny 0.17 BARL 015 AR 0.12 BAR 0.10 BLRL 0.09 AR 0.08 BAR. 0.07 BLR. 0.06 LA
T 0.05 LA, 0.04 BURL 0.03 BLRL 0.02 BAREL0.01 AR . fFilan, Firik s 40 f v] LA 45
{HANPR TSR dn i, @l prid Mo 4n i RS EA R T Bim 4 i . SFLE 40, Blwfrd
FirbJgg 2 i v DAL RS (EASFR T HCC1569 4 il 5 MDA-MB-453 4 i .

A FE BT IR B 25 AR A AT LU EAG SR A A o BT IR B e ) 4 BT DL AR HE 25 01
I I 2 SRR 5 A B MR A e 1 355 3R b, A DG T I0 N B RE B R 254, Pk
R R FEAT R 2R R 40 B A0 B IS TR GE )T R R 1%L By 2%BL B 4%PL L 5%LA L 8% LA
oy 10%Ph L 15%0L L 18%LA EL 20%BL E. 25%PL . 40%LL E. 50%LL . 60%LL .
70%LA E . 80%ULA E 90% LA b\ 8% 95% LA b o B, B B e F 0 AT DA X TR E R AR
FEIR PR MY IC50 {E (nMD BT LA 10000 LA . 5000 LLF. 4000 BLR. 3000 LAF,
2000 LLF. 1000 LL'F. 500 LLF. 400 BLF. 300 LLF. 200 LL'R. 185 LL'R. 150 PA'F. 120
PLR. 110 AR 100 AL 99 PAFL 98 LA 97 AF. 95 BA'F. 91 LA, 80 LAR. 74 L
Ty 70 BLFL 65 BAR. 62 PAR. 60 AR 50 AR 40 AR 30 AR. 25 BAR. 23 AR,
22 R 20 AR 19 BARL 18 AR 185 AR 17 AR IS ELRL 12 BLFL 10 AR, 9 BA
. 85LA R 7RAR. 6.7 R 6 LA 59LLF. 550, 5.0 AR, 4.8 PAR. 4.5 AR,
44T 4T 35U 3 AL 250 F 2A R 15BLFL 1.0RLF. 0.5 AL 03 A
T 029 BLF. 025 AL 021 BLF. 020 AR 0.18 BLR. 0.17 BAF. 0.15 LR+ 0.12 LA
T+ 0.10 BLRL 0.09 BAR. 0.08 LA R 0.07 AR 0.06 LA~ 0.05 BLF. 0.04 BL T 0.03 B
T 0.02 AR EL0.01 AR Blhn, s e $EAR i 2 5 e 40 i o] LA IS (H AR T s A48
i, a0 BT IR KR i AR R RIS AR A B E AR T B an i BRALI A, il
IR E IR S 2k R A mT LA B FR AR T HCC1569 45k MDA-MB-453 4fififd. Frid
5 AR AT DL RS (HANBR T Her3.

A HE BTk B 2 e T DA R ML R e e . BT I A v T mT DA A HR i Elélé“%f%
B3, Bk 4 #%T%Haé%ﬁﬁiwﬂiﬂ’@a HZGWE 1 Ry 3R SRy TR 14K 2
Kok 30 RIGFBCEASEIL 50%. AN 40%. Al 30%. ANt 20%. AN 10%. K
FERL 7% ANEEIT 5% AR 4% AHEIT 3% AN 2% A 1.9%. AN 1.8%. A
I 1.7% AT 1.6% A 1.5% AT 1.4%. A 1.3%. A 1.2%. A8
1.1% AN 1.0% AL 0.9%. A 0.8%. AL 0.7% AT 0.6% AT 0.5%-
AN 0.4% AT 0.3%. A 0.2%E AT 0.1%.
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A FE BT IR 2R A AT LA R Y 49 ROR o Bl #1098 2R W DL A B I 25 ) A
Byt T, AHEC TN BH X B E X R 259, Frd s Rife 1 R, 3 Ry 5 K.
7K. 14K, 20 Ry 21 REE 30 REEFRD 1%0L EL 2%PA E. 4%BL B 5%0L B 8%LA
v 10%Lh L 15%0h L 18%LA E. 20%0A E. 25%BL E . 40%PL L 50%LA 1y 55%PL 1
60%LL E. 70%LL . 73%LA EL 75%LL EL 80%LL B 90%bA E. Bk 95%LL b, siEAHEL T
Jiti FH B 1 o) B o B 254, T IR SR AE 1 R 3 Ry 5 Ry 7 R 14 Ry 20 R, 21
Kk 30 REEF N 1.1 0L, 1.3 /0, 1.5 0 E, FELLE, =/, TfEbl Lk,
L e, R, AR, =R, SRR, —EEE, AU
b, —FEULE, S—TFHAMU L. Frdshynl LA EAR TR ALY, FlupriRshy)
A DAVEFHEARIR T M. D, 5. O3, 2B B DR KBS REN . B B T DLEES
EART AR EIKES . Sk EEEN . BURHSA 2.

A HI AT B 25 AR BT LR A S5 AR RN, (Bystander Effect) o BTk 55 W49 808,
AJ DA AN H ) 245 Y0 (B X400 R s SR IR 28 18 10 S8 24 i 40 f 7 400 P 3 % e B e 4 R
T E A 8 FEAR R IA B i Rg 40 M 5 R e B bR s A I R 4l B ks 3 b, A (R 259 (R T
W] D[] B 70161 45 e SR A G SR 110 i e 200 55 e e A v 20 110 e T 4 P 400 e 9 3 . 510
TE 4 78 BEARC R AR 19 20 40 P 5 4R 2 B e A T R A M e i 7 b, BTl 4001 3 1k mT DL
o TR S SR AR IR R 1A B iR 4 B Y 1C50 B (nMD 5] BLA 10000 BA R 5000 LA R . 4000 LA T
3000 PL R+ 2000 PLF. 1000 LA~ 500 BLF. 400 PR+ 300 BLF. 200 LA~ 185 LR, 150
LR 120 AR 110 BARS 100 BAFs 99 PR 98 PAR. 97 AR. 95 AR+ 91 BA'F+ 80 LA
Ty 74 BLF. 70 BAFL 65 BARL 62 AR 60 LR 50 AR 40 BAF. 30 BAR. 25 AR,
23 BARS 22 AR 20 AR 19 AR 18 AR 185 AR 17 AR 15 LIRS 12 BLIR, 10
LR 9OLAR. 85 AR 7BA R 6.7 LR 6 LATRL 59 BAR. 55 BAF. 5.0 AR, 4.8 PAR.
45PN, 44U F 4 AR 350 3L R 25 LRy 2BUFL 15 BAUFL 1.0 BAR. 0.5 BA
L 03LLF. 029 AR, 025 A F. 021 LR, 0.20 BAFL 0.18 AR, 0.17 AR 0.15 BL R
0.12 LR, 0.10 LR, 0.09 BLF. 0.08 A F. 0.07 LR, 0.06 LR, 0.05 L F. 0.04 LAF,
0.03 LA 0.02 BAFEL0.01 BATF o Firid i i $EAR IR 52 1) i e 240 Y 5 s SEAR = 08 B B e
HRAR L, BT 8 bR IR 2 AT DL BRMK 1%L F. 2%Lh . 4%0A F. 5%LL . 8% |
10%LA L 15%L0 FL 18%PL EL 20%LA . 25%LL E. 40%LL F. 50%LL . 60%LL E. 70%
PL b 80%LL b\ 90%LA by BY 95%LA Fo i, Firid i AR im0 1 e 4 it o] DL BL R E
ANBRT- SRR AR B, 50 BT iR R s SEAR = RS IR A B E AR T B i . B
GHf, 91 an BT IR R B bR A B R 40 B nT DL R (HAN IR T HCC1569 #HiffdEl MDA-MB-
453 4HRE. lhn, Rk e SEAR KA I e 40 M v CLEFEEAS IR TSR i e, 5 n ik e
S BEBR K2 IR 0 TR 0 M B0 5 (RN R T LI 4 e, 870 Gl P oA e e SR A AR 2 0K 1) P 4 Jf
PLEFEEAR T HCC1187 41 .

A HUE BT R B 28R n] LR A i s R R is 6 /1. ik bicis e el LU ML T4
18 IR HE A, A HIE TR 29 BB I MR LE PR 1% DA E L 2% L L 4% 2L EL 5%ULE
8% LA 10%LA L. 15%Lh L 18%LLEL 20%LA E. 25%LA 1. 40%LL . 50%LL E. 60%UA
FL70%UL L 80%LL E. 90%LA L BY 95%LA L. B, Bk shHE G IR aT BART B A A A
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BN E R, BOL s EARRIE R semme 2.

A FE BTk 2GR v LR R N M B Rl B 7. BTal vk Py SR I B8 0 mT LU HR G
55 VAR IR TR 29 B B T 3h W, Bk brac i 25 AR B A5 B 0 1 e Jed 4 23 1
i, AT HANHLAMEBE, LRSI 1%L By 2%BLE. 4%PL L 5%Lh L 8%LA
EL10%BL B 15%RLE. 18%EA EL 20%PL E. 25%Lh L 40%BA B 50%LL . 60%LA L
70%LA by 80%LA i 90%LA F\ BY 95% LA b, B ar LA hn 1.1 5Lk, 1.3 fi5BLE,
L5 fEeL b, BRELLE, =0, BfAUE, UL, SR, AR, =4
UL, BAfEelE, —EAULE, Aafbl, —TEUE, s—THRAMRU L. frid(E
ST DU RO Y, Bl FTA G SR B EAR T 1251, Fridsh¥ ] DLaFEE AR
TIELEhY), Bl FTR s o] EFEEAR T . 5. & . £ R DR KR
MR o Bkt o] DLELFEE AR T HOlR SRS Sk B 8BRS 2.
FriR 2 2B B 0T AT LR B AP T0 . S R il B B BUERE.

A S FTiR M AR T LR RIEFIIE N e Frad Rk Py 22 2% W] DL A< FRAE 1Y)
RIAE T T30 )5, Pk shW ok P i 59 2 = BRI AN 50% AN 40%. A
FEIT 30% AT 20% AEEIE 10%. AL 7% A 5% ANEIT 4% AN 3% A
L 2% AT 1.9% AN 1.8%. AL 1.7%. AT 1.6%. AT 1.5%. ANt
1.4%. A 1.3% AN 1.2% A8 1.1%. A8 1.0%. AT 0.9%. A8 0.8%.
AT 0.7% AR 0.6% AL 0.5%. A 0.4% AL 0.3%. AT 0.2%80 A
I 0.1%. B, Frdkik N 4t nr DORAESIPIAS = A Bt R LRG0 AR B i Firidk 25 ) A B
VIR E AT L 0.5mg/kg LA by Img/kg UL L. 2mg/kg LA E. 3mg/kg UL L. 4mg/kg LA
b\ Smg/kg UL F. 10mg/kg VL F. 20mg/kg PA L. 30mg/kg UL . 50mg/kg UL F. 70mg/kg DA
E. 100mg/kg PLE. 200mg/kg PLE. 500mg/kg DL E. B¢ 1000mg/kg LA b il fridsh#a]
DLELFEEEAR T M. B0 8. 334 2E. R /DL RS BRERA . Frds i A v] L5 {E
ABRT DR FERkES . S BkEE EEEN . BUREA 4.

P At AL

1.ADC DAR EH2 ¥ 5# — HIC-HPLC (K fBig%k)

B SORAR L TEA . FREFE: 2965 B R (L R4 .

it MabPac™ HIC-Butyl 5pum 4.6x100mm (J %: Thermo);
WA A: 1.5 M (NH4)2804 + 50 mM R4 £5(pH 7.0);

WA B: 50 mM BEEREN R (pH 7.0)/ 2 A EE (75:25 V/V ),

P DL R e s 7 b AT e

I ) MEhAH B
0-2 min 0%-10%
2-22 min 10%-65%
22-24 min 65%-100%
24-26 min 100%-0%
26-30 min 0%
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Kl &4 W BRAETE A Iml/min, #0013 K Y 280nm, A& 30°C.
2.SEC 4EE 48T — SEC-HPLC (4yFHEFH i)

ERB S 1260 LS 3

B Waters Xbridge BEH200 SEC (7.8%x300 mm, 3.5 um)

WMENAH: 50mM HEEEHEE +200mM K EE (pH 6.80) +10% A %

s (8] RSN

0-30 min 100%

Kl A W BRAHTE A 0.5ml/min, KKy 280nm, i 30°C.

AR AL BT AUR R 5T St 77 s BT A G o AR B it — b St Ty X R T R M 1 5
BACWERE B R SOITHR G PEAR IR AR AR R S W o AT, LB, U VEANRE KR E S
B4R A R IOt St 7 2K, ABA AT W] A7 SR I S fifiad K Sl RO A W i ks
R TG P 1 25 i SO BB E50Ks B VR R R BB IR E AR R B S W T A H
(K, BFE S ST WA SO 51 I TG AT LR S B R i LS| 07 4 i 9F A4
Lo

Kt

SEAE LA SE A7 LAIE B 3t — 2D R A B A — S IR0k S Bt 5 sCAT T T, AN AR
PR FLTE

SEHEB] 1. $T Her3 Pifk

PRLFN T L LR A H Southern Biotech, 3% K@ MRl H 1L 2£$T B 1gG-HRP (1030-
05,1:5000 #i %) L 2EHT A [gG-PE (2040-09,1:1000 F86). “E4t A Kappa IgG-HRP, 2061-05,
1:20000 #8), 1P IeG-HRP(4030-05, 1:5000 dilution) FITC hric #EEFE 12K (7100-02,
1:500 Ffe), /MR ITA Kappa-APC (9230-11,1:500 #F8), /MR IgG APC (0107-11,0.1mg/ml).
NRG1 K Origene (TP723155). #lif{uk 74 Roswell Park Memorial Institute (RPMI) 1640,
Dulbecco I R4 (DMEM) MG4-IIE K H Hyclone. 4 Patritumab 2y S % il & B
5. HER3 $i/k 3F8 & i 4 20 el 5 40 77 4E . m3F8 %o Sl i 3F8 A, 1 ch3F8 Al hu3F8 4
RNk E FNJELL 3F8 HLiA.

MHRIESE: W) SP2/0. SP2/0-HER3. SP2/0-HER2. SP2/O-EGFR. NCI-N87,
MDA-MB-468. MDA-MB-453. 7901. HT29. MCF-7. SK-BR-3 #4r M ATCC Wy SEH-{5 FH
HOHEFF B8 MR gR Bh B 5% . Fa € &£15 N EGFR. HER2 Il HER3 ff] SP2/0-EGFR. SP2/0-HER2.
SP2/0HER3 #iI it skt = H AR5

Fi HER3 22704 7645 — K, BALB/c /MR (MEYE, 8-10 JA#Y) B4 1-2x10°
715\ HER3 (¥ SP2/0-HER3 41, %415 Freund’s 5¢ 44— kN . 5 8 K, HAHH
HERH A Freund’s A5 FI A MEAT I 58 500% . AR 14 RIF4R, & = RH Bk &r)4e
Hufesze /N, FFEE =R, e —IR%IEE =K, MWBEREH & B kE4iiE, JH5KEERE
TN NS-1 R A, A= AE s S SR A
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Fe AT TIANMIAE 96 FLAR A LABRFE MR G 9% o B VS, i v oA e AR 07 126 1R 531 SP2/0
i 0k HER3 Bdifl, Bud@it ELISA ik #E 4 HER3 $Hitfk.

PiAAI AR [X () DNA SEREFMF: A Trizol (ThermoFisher) M ZRAZ9 =2 HL) S RNA,
W SR FIHE —2% cDNA 855, 2 SRACE 51 & (Invitrogen, 18374-058) HI 1t H, K H PCR
Py 18 5 H % DNA (SRACE), LA¥ 4 4sh5 a] 42 X [¥] DNA J¥41. ¥ PCR ;=45 £ ] pGM-
T k. B £ E1T DNA W, #RUbHEWT & A iT 4. 7E Kabat 4i'5 7 S8 04T Al 22 [X 1)
HHR

PUARIE: B PR ERERREER DNA Tl B IEH A pCDNA3.1 (+) (Invitrogen)
W, JRETE 293T difeh Rk, HEA AL G H (GE) 4ifthiik.

NP4 AJEACH GenScript A 58 5L, I HA 1gG1 1HE X 7518 4 BRIP4
HEENEE X I N g « 182 X758 RIEPUA RS 1 1E 2 Xk, 72 A RRUUE- N & ik

(ch3F8). #RJG1% 2% ik (Kuramochi et al), {EM&HIA LidkiT NG, 76 AFUAAHE

HRARE /N B SR DA A2 NVEAL AR (R (R0, DR B 4E 457 25 R0 7 RRe e 1 T A6 75 19 /N BR AR A
Gy R

i GenScript 2 7] & B 15 N AR AL 20 7 1 DNA T4

PiikRE A Zwid LIRPiR DNA FHIRIR AL G ExpiCHO-S (Catl.#A2910001,
Gibco) ZMMJSTE 32°C, 5% COn S FRFE A K IFREE 12 K. 7F 4000g B5.0» 30 70 h 5 4R
FEW, JRdEIE 0.22 wm G E . SRS R M TESE, H 20mM BEEREA (pH7.0) PRIk
A A GAMPUE (Catl#17508001, GE), FEH 0.1M HZ R (pH3.00 ¥Eii. F 0.1M Tris
ZEUP (pH9.0) H RIS ML AR 4, SR 5 @It 8 8 B ok o % PBS 2. H BCA M &
R

REFH AR (SPRO B AMIE: Priksh 5 e JIH Biacore T200 M . i
S, KBEMAN HER3 JiiAlF EEE A A O (GE, Cat29-1275-5) bE. HUEWKE M 50nM
B 2% 0.78125nM, i 2 &SRR A, IO i DU e SR A Bl 15

FACS fll: H 0.25%M5i 55 ME-EDTA WHALREFRINAIHL, S8R5 LA 1500rpm B0 5 73t
&4 5% FBS 1 0.2% ProClin300 ] PBS FACS V4 WK 20 i B 2 1) 5X10° cells/mL. #F 50 u
L B4R 100 w L REA 1o g/ml B)—HK ESEE 1 /M. B FACS # R BEER IR
A 100 v L & A WFEH/NR 1gG-PE (1:1000 FFE) 1) FACS I P40l B &, FHrERs %4
NUKIER 1 /NN o SRR 4 M a5 W 0 3T B AE 200 u L FACS 3P .

Western blot ¥Jll: % SDS-PAGE 43 &5 1) 25 [ i 55 78 RUAEAL 4T 4EE 35 4T Western blot.
5 —H 00 R Fis: I HER2CZHMAE 5, Catl#: 2165S) .3 HER3 (AR5 545 5, Catl#:12708)
Pt p-HER3 (Jf5 5465, Catl#: 4791). 3t B -WlahE A (4555 S, Catl 5: 4967).

ELISA #:#ll: # A\ HER2-ex-huFc. A HER3-huFc A1\ EGFR-his 7£ 96 LT FRE S 2
pg/mL. 50 uL/fL, 7 4C FIEER. H 0.5XPBST ¥k, ARG 37°C F 5 100 u L £ 4
Z2 (PBS+3%BSA) M E 2h, £ 0.5XPBST Phisk. 3F8 Hiid H B EALE R A 1:3 LR
FERRE, LLSOu /AL, 7E 37°CHEE 40-50min, SRJ5H] 0.5 X PBST Wik, HE S AR
PL 1:20000 #ife L “E4i/M B 1gG-HRP (Southern Biotech, 1030-05), 50 u L/4LIIN, 7EREY
MR E 30 408, SRJGH] 0.5XPBST #¥k. ERMIZ AT, # 50 u L &K (Luminol) &
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W A+B LA 1:1 A AL .

NRG1 %5 HER3 B th: 40007 6 FLiR LES9E, RhE Bk 3] 80%K Fl T suit. suit
MK, F PBS YA miiR, fERMIGEFETIFE 6 /MY, AJEH 10 v g/mL HFLiAFE S
H. N TS HER3 BRI, EEEANHEIT Western blot BT 30 438, ¥il NRG1 &
100ng/mL ) TAEIRSE

iR e iR, #%HE I Smg/mL AL PUIREATE 4C R, £ 40C FIEE 7 KM 14
KIa# 4 pH3.5 W HZBRVEW P A I RAE 24 4 1 6 /N BEATRR RS e MRV, Bl 2 iR R b
HE 4 8% 6 MEAR TR E MEVEE . 381 SEC-HPLC M54, JHilid ELISA J5E 45435
FAy.

Piik[¥Zr|Zr #7iC: DFO-NCS 5HUAMEL, W% kTR (Zeglis A1 Lewis, 2015),
DFO Atk LA 5:1 B EE/R LIRS, FF4E 37°CHEE 1 /hisf. DFO fEBCH LA SEC-HPLC 41k

W HE R Zr #R 0.8mCi 5 DFO fBIEEHi4A (0.2mg/ml) 7E HEPES/Na>CO: 22k (pH 7.0-
7.5) FURE, HFAEER NS 30 208 . H TLC PP UM 4l . [¥Zr)Zr Fi4k R N 0-0.3,
M ¥Zr i R4 0.6-1.0,

PET Fif%: & HaiW# kit 100uCi[®Zr)Zr Fifk. eV G RFgEmta), H/NEz)
Y1 PET BB HLIER A1 71T BR

RN ZREF 7. AR IACUC 1998 5 5 U it 47 44 R - 437 AN Charles River il
SPF Biotech 3£ ) BALC/b #/NRAT NPG /M, /£ 25°CR, £ 12 /NS B 2 BESEE
H B IRE AR . B SRR R RS (PDX) B L B N AR N A VR AR T R 2 2
Frmir= e m . 2R R/NEF] 100-200mm? B, s aR82 249903697, FF/E 1000mm? B 5K
2 R A BER SRR DL . & 3 KRR IF i S B KNI

4. ffH Olinda. GraphPad Prism 6.0 3 EXCEL 73 #7144

SEREF 1.1

¥ SRR 3F8 5 SP2/0 BY A AU AR sl ¥ ik HER3. HER2 ¢ EGFR W4t d . 1
FACS ¢ PE-PLR ZPiAS Il 45 4 3%

ERINE 1 Fs. 3F8 iR E45 4 SP2/0-HERS 4, {HARSE & HAh 4.

S 1.2

Fl ELISA Wl5E fJA 3F8 5 A\ HER3. HER2 A1 EGFR f45& 358177,

iR 2 fron. IR 3F8 A HER3 1 A% HER2 8¢ EGFR.

SEHEf) 1.3

] GraphPad Prism 6.0 43 #7454 A HER3. HER2 Fl EGFR [ §E 3F8 ) EC50. 45 %40
F 1. IR 3F8 7EGN /R PRI sk () &5 Aok /T

7 1 598 3F8 5 A\ HER3. HER2 m{ EGFR 454 ) EC50

3F8 huHER3 huHER?2 huEGFR
EC50 (nM) 0.11 NA NA
EC50 (ng/ml) 16.50 NA NA
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HillSlope 1.04 NA NA
R square 0.99 NA NA

SEH ) 1.4

F ELISA M E U5 3F8 XF AL M. KA/ HER3 B E e #3814 .
ZRME 3 . BRIE 3FS iR AFIE HER3, EAMLIIE ST, MEAERN B

HER3.,

SR 1.5

F GraphPad Prism 6.0 7} #7 iJ5 3F8 5 A, M. KEAI/NR HER3 4561 EC50. 45540

R 2 PrR. IR 3F8 s e YN EE /R VU Bl A X A B B HER3 HAT AR A Y

g AN
aia

PRAT

% 9 LE]L\‘/)/? 3F8 l@‘}\‘ /E’:&@f&\ j(ﬂEZ/J\ﬁ HER3 é:!ZbI/EI\E/\] EC50

A HER3 EEEHER3 | /M HER3 [ KB HER3

HillSlope 1.015 1.102 NA NA

ECso(nM) 0.1635 0.1855 NA NA

ECso(ng/ml) 24.525 27.825 NA NA
R square 0.9957 0.9969 NA NA

S 1.6

SRR 3F8 P NRG1 #5510 HER3 & 1t. NCI-N87. MDA-MB-468 1 MDA-MB-453
F1 HER3 fii4& NRG1 4b3#, PLiES HER3 19 M ERAL . 11T western blot Il 52 BRIR 3F8 i)
NRG1 53 1) p-HER3 H{EH .3D4 52 2 BiiE LT HER3 $iifk, H 5 NRG1 w4454 HER3,
FHAEBH X R

SR 4 Pros. #¥ESos, BRI 3F8 FEIK 7 HER3 SR AR AL /K, {EX) 5 HER3 4
/KT ¥% A 0. HER2 B Western blot t 57~ 3F8 X} HER2 & [ 7K P 1% A #21 .

S 1.7

FRUR 3F8 #ANE HER3 R TH /K (1 40 R IR I . % AN HER3 SR T /K P 141 -5 BRR
3FS VKR E (WA BRAE 37°CRIRE 1 B4 /N 305 UK & H0t B st 22 37°C O 7 4
P2 T 5 5 R 2 AR 73 5

GERWPE S Fin . SRR, RIE 3FS #dE AL B4 b o I8 TE 1 /NI IR,
TG T E N AEC 2 4 /N, A0 BRI 0, X R E 3F8 A AR — AP R 4k
e

SCHEf 1.8

Pt HER3 $URTE BT474 [ N T FRe R A 28 v bt i A2 . Bt HER3 144 3F8.
3D4 5 3F8+3D4 4 LA 25mg/kg Bk ST, WA —R, RREE=R . B 3-4 R — kR
K/N. 3F8 Al 3D4 # £ PT HER3 Hidk. 3F8 A& R IAHIIE.
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ORI 6 Fras . 3F8 A 3D4 # IR ALK CRIAIRTT 22041, p<0.05), 1 3F8
R EIFRYT L. 3F8 A1 3D4 R &5 AT H] 3F8 JT A .

SEHEF) 1.9

[¥Zr]Zr-ch3F8 FIT%1 B PDX fi#! GAS078 §if%. W [*Zr]Zr-ch3F8 kit i 3| A5 Y
GASO078 1. FEVESTG 4. 24, 48, 72. 96 F1 168 /MBI . H Olinda 7 #HrE&:1 28 B 1)
U PEREE, FELL%ID/g GRS AR B ot/ w il ) £oR.

K] 7 & GAS078 #A H1[¥Zr)Zr-ch3F8 IR R M A% . Ch3F8 KRk A 3F8 Hifk. Fidsi
N, BHAERSRAERS, BiR R [30Zr) Ze-ch3F8 MHEHUR SN . SIS G 96 /N R
FifaoE, BEJSTEESTIS 168 /NIRRT T %,

Byt oRTEsR 3 H . R, GOAE. FRRE. B REANREAR Y 3 EES T A [P Zr) Zr-ch3F8 13
U LA%ID/g (Y%iES IR/ e 2HE) AT AL

3 IRFN 3= EEAR B TS P SR

%ID/g Wil JFF ik & JIR i e
/N |23.03 20.37 11.64 15.28 5.26
4h M2 (1475 1497 877 5.38
NERL (1239 10.59 7.94 7.84 10.33
24h INER2 [8.66 8.41 6.41 9.74 10.31
NERT O 16.02 8.36 6.72 10.69 12.15
48h N2 [3.44 6.77 6.31 5.15 11.33
NERT 3 8.28 3.51 12.13 12.67
72h M2 1o o9 419 1264 |10.86
ML (161 6.94 3.42 11.49 12.07
96h N2 |1.44 6.93 2.81 10.89 8.2

SEEfE 1.10

[3Zr]Zr-ch3F8 AT X £ /> PDX #AYpRAR o i IkiF: 3 [*Zr]Zr-ch3F8. fEVESS G 72 /NI
EEG .8 Hon 1 6 MR F [8Zr)Zr-ch3F8 Mg A LM K% . % 4 F i 7385d ELISA
W7 F rbeg 41 2 HER3 RIAZKP LA RIS /G 72 /Ni 32 BEE8 B R g 2 23070 (Rt 1 4
FEFTA 6 IR PDX BEAL H #G AH 2 5 1 iR 5

F 4 iR 2439 HER3 FIE /KT (ng/mg ) AT 5 2 38 By 1 g 45 2 P (0 4 B B (%1 D/g)

HER3(mgma. | UE | B | ADEE | BREE | B
No. | Model Elisa)
1 175P6 | 9.78 4.80 5.52 15.12 | 19.24 | 14.10
2 078P7 | 11.61 3.09 4.29 12.78 | 14.19 | 12.29
3 194P5 | 4.38 (P3) 7.37 5.56 5.48 1542 | 14.92
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4 142P7 | 0.05 (P6) 4.15 4.13 4.93 13.09 | 18.27
5 143P6 | 6.07 7.90 8.30 13.64 | 18.01 | 1548
6 176R | 13.15 5.12 31.61 11.89 | 9.03 5.37

SLHEH 1.11

ANJEAE 3F8 (hu3F8) Flm e 3F8 Mg &ok Al /. 1@I1d Biacore M5E 3 N AN AL 3F8 i f&
FlR & 3F8 BI85 68115 . = A NP 3F8 7ifE (clone 1. clone 2 il clone3) HA AN ) &
¥, M—2%MANESE. 7% 1 (clone-1). FifE 2 (clone-2) FTLFE 3 (clone-3) 437l XM
hu3F8-1, hu3F8-2 1 hu3F8-3.

{# F] Biacore T200 1FAli#k A 3.1 MALFEZE 6 41 H i) Tl s

# 6 NiEA{L 3F8 (hu3F8) SHk& 3F8 M4 &aeflfy

Ligand  Analyte ka(1/Ms)  kd(1/s) KD(M) Rmax(RU)  Chi2(RU2)
Chimeric  His-HER3 6.28E+05 391E-04  624E-10  103.1 8.356-02
Clone1l His-HER3 560E+05 6.12E-04  1.09E-09  110.1 9.52€-02
Clone2  His-HER3 6.66E+05 328E-04  492E-10 1132 4.63E-02
Clone3  His-HER3 6.44E+05 348E-04  540E-10 124 3.60E-02

S 1.12

¥ hu3F8 =N TEBEAE pH3.5 THEE 0 2. 4 F1 6 /NEF, SRJ5 34T ELISA DL ELE & 5%
Adye 855 (EI9A) KB, FRACIEXSLE G251 LA

=/ hu3F8 TEfEAE pH3.5 FHEE 0. 2. 4 F1 6 /NG EC50 M€ . EC50 i i ELISA il
B B (R T KU, MRACPEXSEE GBI LR R

# 77F pH3.5 FHEH 0. 2. 4 Fl 6 /T )G, hudF8 = TiBEM ECS50

W% & B A] (hr) ECso ng/mL
Clone 1 Clone 2 Clone 3
0 38.74 45.04 38.71
2 38.11 48.31 41.71
4 40.89 44.54 39.45
6 38.96 41.18 38.06

B =A™ hu3F8 TEFEALE 40°CHE B ANIAINF IR, SRJ5 74T ELISA LLINE 45 &35/ 77 AT E
REPik. g5 RuE 9B frr.
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=/ hu3F8 TrfEfE 40°C NI E AR E M EC50 MWE. K=" A 3F8 HiikinpE(t
40°CHIAEFEH AT 7 3 14 K, JREE ELISA W52 ASIOR S 5 (45 My, AT
WAk 3PS, G5 G 8) RIMARLI AL 4o R J LT B .

% 8 hu3F8 [ = TLFEAE 40°C NI E ANF K1 ECS0

40°CHi & I 18] ECso ng/mL
(R) HREDUK Clone 1 Clone 2 Clone 3
47.37 39.16 45.40 42.44
/ 42 .35 48.09 46.96
14 / 41.00 52.03 41.25

¥ hu3F8 M= TaBEvkmh 3 5 5 AN, AR5 HET ELISA PUNELE &5/ /1. AT E
WEPUE. 455 (B 9C) £, HEEMNTEGRM N IFEE R,
%9 B EIR T 40t 2 U RN HGRES 1) = hu3F8 i [% ) EC50.

% 9 hu3F8 1Y = fE 20l 2 IR ORI Y EC50

VRREIEIA ECs0 ng/mL
APk Clone 1 Clone 2 Clone 3
0 47.06 4541 42.46 42.25
/ 44.29 46.66 37.42
5 / 38.58 43.79 33.63

gi b, REHHERY, hu3F8 fER . BRAN L IR ah NS IR FRES & 25 A ), 229 hu3F8
FAT RUFHIRaE 1

SEtE 113

3 A hu3F8 TP fEfR e PEIALS 5 (M B AR LR 4°C M A7 R VEVEAS - A SEC-HPLC
ME T =F hu3F8 FUALE AL . REERA 40CEBREHRESEMN, 315 4 CHRAEKER
PUARHEAT T LR SERHIT R 10 . BTE SRR RN G #REE T 95% A i sk, KA
JUP A RER B

210 MRS hu3F8 =/ 7ol ) B AE TEPEAL 45 3

TR H Clone 1 Clone 2 Clone 3
LR —RY) PO A HpE | R | PURER HR | Y| PR
el
8.84-8.85 7.33- 6.66-6.68 | 8.86-8.87 7.36- 6.70-6.73| 8.86-8.87 7.36- 6.70-6.73
7.35 7.37 7.37
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ok
4°C 94.68% 4.36% 0.96% 96.67% 3.16% 0.17% 97.10% 2.90% -
40°CEH TR 95.02% 4.22% 0.76% 96.94% 3.03% 0.03% 97.09% 291% -
40°C 14K 95.03% 4.22% 0.75% 96.44% 3.39% 0.17% 97.04% 2.96% -
pH3.5 94.63% 4.41% 0.96% 96.98% 2.99% 0.04% 97.04% 2.96% -
PYNCT
pH3.5/Ne 95.06% 4.22% 0.73% 96.52% 3.27% 0.22% 97.13% 2.87% -
pH3.5 94.80% 4.29% 0.91% 96.57% 3.27% 0.16% 97.06% 2.94% -
6/ NIt
i
3 1 94.63% 4.41% 0.96% 96.65% 3.22% 0.13% 96.97% 2.90% 0.13%
W
S JE 94.69% 4.43% 0.88% 96.31% 3.44% 0.25% 97.01% 2.87% 0.12%

SR 1.14

hu3F8 [EF 51 (PTM) 4387, P1:hu3F8 LML P2:hu3F8 78 40°C T 2 8. A
JiE 2R (BT AL T N BB 40°C Wk 2 JE 4 hu3F8, SR 5 s dr Bl 5 184 . S5 8w, 16
HC:372-393 W M BEiams A G, SRRy, NMERTER PTM WE KK ZEZR, KHEAR

LA TR AL
% 11 hu3F8 [ PTM 7 #7145
stent 1 " ntin (0
Series Peptide Pentide s ) Re l:‘.m ton Post—translational EIC ratio (°0)
DerLes fragment eptiae sequence 1r.n( modification P1 P2
(nun)
QVQLQESGPGLVK 29.44
1 HC:1-13 - o - s -
QVQLQESGPGLVK 37.65 PE (Q) 99.4 99.7
PSS M {
2 HC:58-65 MPS.LK '-‘9? — -
NNFNPSLK 24.67 Deanudation (N) 1.1 1.1
DTLMISR 25.38 /
3 :250-256 —
’ He A DTLMISR 2207 Oxidation (M) 22 | 31
VVSVLTVVHQDWLNGK 62.21 { !
3. A
5 HC:298-313 VVSVLTVVHQDWLANGK 2‘ Eg Deamidation (N) 26 2.7
VVSVLTVVHQDWLNGK 65.32 Succinimide formation (N) | 3.9 3.9
GFYPSDIAVEWESNGQPENNYK 50.8 / /
6 HC:372-393 GFYPSDIAVEWESNGQPENNYK 51.73 S .
= D dat 22 58
GFYPSDIAVEWESNGQPENNYK 51.55 camidation (N)
- HC-418-140 WQQGNVFSCSVMHEALHNHYTQK 37.78 i : /
“ ) WQQGNVFSCSVMHEALHNHYTQK 38.52 Deamidation (N) 1.8 1.9
SLSLSPGK 23.18
8 HC:441-448
SLSLSPGK 27.46 -K 96.1 96.0
SGTASVVCLLNNFYPR 64.43 /
9 LC:127-142 _ . 53.82 L
SGTASVVCLLNNFYPR 6735 Deamidation (N) 0.9 1.0
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NHEAH T AR R T

IR 3F8 B4k ] A X JE R T 41«

DIQMTQTTSSLSASLGDRVTISCRASQDISNYLNWYQQKPDGTFKLLIYYTSILHSGVPS
RFSGSGSGTDYSLTISNLEQEDIATYFCQQGDTLPPTFG AGTKLELK (SEQ ID NO: 15)

U 3F8 HLAE T AR (X 2 LR P«

DVQLQESGPGLVKPSQSLSLTCSVTGYSITSAYYWNWIRQFPGDKLEWMGYISYDGRN
NFNPSLKNRISITRDTSKNQFFLKLNSVTSGDTATYYCARDGDYDYFDYWGQGTTLTVSS
(SEQ ID NO: 16)

N4 3F8 4 2 H: % /7 41 (Clone 1/ hu3F8-1)
QVQLQESGPGLVKPSETLSLTCTVSGYSITSAY Y WNWIRQPPGKGLEWIGYISYDGRNN
FNPSLKNRVTISVDTSKNQFSLKLSSVTAADTAVYYCARDGDYDYFDYWGQGTTVTVSSAS
TKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY'S
LSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKK VEPK SCDK THTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVS
LTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLS LSPGK (SEQ ID NO: 11)
N4 3F8 4 2 H: % 7 41 (Clone 2 /hu3F8-2)
QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPFGKGLEWMGYISYDGRN
NENPSLKNRVTISRDTSKNQFSLKLSSVTAADTAVYYCARDGDYDYFDYWGQGTTVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKKVEPKSCDK THTCPPCPAPELLGGPSVF
LEPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSL SLSPGK (SEQ ID NO: 13)
NUEAL 3F8 H 2 FEIR)TF (Clone 3/ hu3F8-3)
QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPFGKGLEWMGYISYDGRN
NENPSLKNRVSISRDTSKNQFSLKLSSVTAADTATYYCARDGDYDYFDYWGQGTTVTVSSA
STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY'S
LSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKK VEPK SCDK THTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVS
LTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLS LSPGK (SEQ ID NO: 14)
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N 3F8 %4k 2 3% 17 71 (Clones 1-3/ hu3F8-1~3)
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKAPKLLIYYTSILHSGVP
SRFSGSGSGTDYTFTISSLQPEDIATYFCQQGDTLPPTFGGGTKLEIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 12)

SKHEH] 2 BT Her3 TUAZIMEERY) (ADC) K%
1.1. L4018 E & (linker-payload) HIfH|&
linker-payload X1
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[e] [e]
o /U\O/\NJJ\/NHFmoc /\%IN\\O o
o] MO H w2 FmocHN o) W
HOMOH . HO b . b
27a

27¢c

H
FmocHN/\ﬂ/ Nﬁ
O @)

HN 0
f;ﬁ 4%5 j o) N
—_— FmocHNﬁo O‘O%

OH s

27d

WP

%

BAART, 17 27a(5.00 g, 43.0mmol), NaHCO3(10.9g, 129 mmol) [¥) DMF(50 mL)¥%
WA IR (1.0 g, 64.6 mmol), FF{E 25°C . 17 /N TLC (PE/EA=2/1)E 7~ R V58 4,
W R B IIAF] 500 mL 7K, F EA (250 mL) ZEHU R, 209K 5 2 A S AN /K B (500
mL) PE¥, /K Na2SO4 T4, Wittt (PE:EA=3:2) 3 5.1 g WA, WE: 57.1%.

;7

BT, [ KI2 (4.00 g, 10.9 mmol), TsOH(800 mg, 4.65 mmol) (K] THF(30 mL)¥&
W, £ 0°CR, Whn27b(4.50 g, 21.8 mmol)f¥) THF (10 mL) V&AW, JFEE 25°CR M 2 /M.
TLC (PE/EA = 1/2)8 R B 5E4s, BRI E] 200 mL 7K, F EA (200 mL)ZEHUH IR 43
M, To/K Na2SO4 T4, W4t (PE/EA=3/2) S HMEAK 1.56g, WH: 26%.

H=P

SAMEEN, ££0°CH, 1A 27¢ (800mg, 1.55mmol)f¥) EtOH (8 mL)A EA(8 mL)VE & 15K
N Pd/C (80 mg), £ 0°CHitHE 2.5 /M. LCMS R Mg 4. RMNIRERESE i35,
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EA(200 mL) P IE DA 4E S5 H THF(20 mL)& @ ie T-18 5 B [E 44 600 mg, UFE: 91%

g7

BN, f20°CF, 1A 27d (220mg, 0.515mmol), HY-13631A (250 mg, 0.47mmol)F!
HATU (214mg, 0.56mmol)) DMF(6 mL)### - )i A\ DIEA(152mg, 1.18mmol), FF7E 0°CJ M.
2 /NF o LCMS IR RN T84 B RN BMAFEBR KIS (pH =4) (150mL) 1, 38, FF
F 175 mL /KPEERIEVE, 8T, FMZER TSGR A 260mg, 10%: 66%.

FhA

BT, £ 0°CF, 1) 27e (260 mg, 0.309 mmol)ft] DCM(30 mL)¥E W i hn — 2. 1%
(8 mL), FF7E 0°C/RS 3 /Mo LCMS /R RBLTEAT. WM 0°CHIf HBEE R (600
mL) 1, A EARHT Y, B R AR TR S, IS, AT, BER Ak 90mg,
R 47.1%.

SN

BN, £ 0°CR, [ 27f(90 mg, 0.13 mmol), KI-1(92mg, 0.19 mmol) FI DIEA(50
mg, 0.39 mmol)f¥) DMF(2.5 mL)#&# F il \ HATU (74 mg, 0.19 mmol)FF7E 0°CK M. 2 7M.
LCMS BRFEARMEAER ., £ 0°CF, FRBBMA PH=4 MITHEIR/KEHR (30mL) +, H
SURBEAANT L, 3, 28148 (DCM/MecOH=10/1) 15 9.2 mg W (K X1, UE: 6%.

MS m/z (ESI): 1074 [M+1]

H-NMR (400 MHz, MeOD): 7.65 (d, 1H), 7.62 (s, 1H), 7.30-7.21(m, 5H), 6.79 (s, 2H), 5.69-
5.65 (m, 1 H), 5.57 (d, 1H), 5.43-5.10 (m, 3H), 4.70 (d, 2H), 4.48-4.39 (m, 2H), 4.10-4.05 (m, 1H),
4.01-3.75 (m, 5H),3.46 (t, 2H), 3.22-3.15 (m, 2H), 3.07-3.00 (m, 1H), 2.75 (m, 1H), 2.62 (m, 1H),
2.45 (s, 3H), 2.37-2.20 (m, 6H), 2.10-2.02 (m, 2H), 2.00-1.92 (m, 2H) 1.68-1.57 (m, 6H), 1.01 (t, 3H)

linker-payload X2
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(o] (o]
NHFmoc
)LO/\NJK/ FmocHN S

o] H— i 43c ;\ I
HOUOH HOMO/\Q P [e] To/uto/\@ O;\TOJ\)OkOH
34e

34b
.CHySO3H a4d

«NHy

L0
~ FmocHN
Him v
Q _

(0]

(¢}

34f (0]
© o gp b T
° o Q N~ N A l
g\/\/\)km/ﬁgn\)ku OOH K N/\[(])/ N 5 ;\

C IR

BN

X2

£

¥ 34a (5g, 48.0mmol). K2CO3 (19.9g, 144.0mmol) ¥ T DMF (20mL) 1, &N
W (123 g, 72.0 mmol), 25°C NN 17 /M. TLC (PE/EA =3/1) FIJE Rl N 58 4 .
W BRI K (200mL) . I EA (250 mL) FEHU4M, AR NaCl #ei%, /K Na2S04
TG A A (PE:EEA=2:1) 15 8.7 g JotAiliAA 34b, W2 93%. MS-ESI: m/z 195.1 [M+H]+.

b

B 34c (7.3 g, 19.8 mmol). TsOH (1.46 g, 8.5 mmol) & T THF (20 mL) ', &/Ff%
PIEFEIRE 0°C, %N 43b (7.7g, 39.6mmol) ) THF (10 mL) ¥, W5E)5 0°C/ M 2 /N
if . TLC (PE/EA=2/1) R JFEENRERI R 4 S BRFEIAN 100 mL 7K', DCM (100 mL)
R, 4RI NaCl Pk, To/K Na2SO4 THJaid i (PE/EA=1/1), 75 3.9g AR
Yy 34d, UKE: 39%. MS-ESI: m/z 503.3 [M+H]+.

F=

SSME N, f£0°CF, 7] 34d (1.9g, 3.78 mmol) ) EtOH (100 mL) A1 EA (100 mL)
IREBBAFIMAN PA/C (1g, 10wt%), £ 0°C/KMN 3 /M. TLC (PE/EA=2/1) BI/RKMN5E
4. NGRS E, A EA/EOH (1:1, 100 mLx3) JRikuEdt, wEmK4s, -4 THE
(50 mLx3)¥E e T E = Ik1F 1 g KA 34e, Y% : 64%.MS-ESL: m/z435.2 [M+Na]+.

g7

RS R, 0°C Rl 34e (426 mg, 1.03mmol), KI4 (500 mg, 0.94 mmol) Al HATU
(429 mg, 1.13 mmol) ) DMF (20 mL) A9 # 0 DIEA (303 mg, 2.35 mmol), WI5E[5
£ 0 °CJ ML 2 /N o LCMS SB7R JRBEE R . RS 2] 300 mL /KA, HidEfa i E 5 7548,
g, BEYEH DCM/MeOH (10:1, 100 mL) WA fR)G , T T+EFE, 2T (EA:MeOH
=30:1) 15 600 mg T (O] 4 34f, UYLF: 77%. MS-ESI: m/z 830.3 [M+H]+.

S
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BAER, £ 0°CF, [ 34f (150 mg, 0.18 mmol) ) DCM (5mL) &N —2
f& (5mL), FHAE 0°CRML 2 /Mo LCMS 2R RV 5E4E o A HBEE (100 mLx6) I &
LR, A TERAT Y, B AR AT S, B A, TR T, 3 120 mg (A EUR K 34g,
LCMS ERr=& &N 70%, WE: 76%. MS-ESI: m/z 608.3 [M+H]+.

FNE

FERAEY T, [ 34g (60mg, 0.099mmol). 43h (51 mg, 0.108 mmol). Al DIEA (32
mg, 0.25mmol) ) DMF (1mL) V&4 0°C K HATU (45mg, 0.118 mmol) [fJ DMF

(1 mL) ¥, FELE 0°C T RN 2 /M. LCMS o JFURHR N 564 o ¥ I 8 i B8 IOFRE

Bl ((MeCN/MeOH=1/1): H20=60%: 40%), 4ifb7F 14.8 mg FHO[E K X2, 1F 14%.

MS-ESI: m/z 1062.4 [M+H]+.

1H NMR (400 MHz, Methanol-d4) § 7.69 — 7.61 (m, 2H), 7.22 — 7.16 (m, 2H), 7.16 — 7.09 (m,
3H), 6.76 (s, 2H), 5.70 — 5.64 (m, 1H), 5.60 (d, J = 16.4 Hz, 1H), 5.40 — 5.31 (m, 2H), 5.26 (d, ] =
19.0 Hz, 1H), 4.65 — 4.50 (m, 7H), 4.25 — 4.16 (m, 1H), 3.87 (d, J = 16.7 Hz, 1H), 3.83 — 3.76 (m,
3H), 3.72 (d, J = 17.0 Hz, 2H), 3.44 (t, ] = 7.1 Hz, 2H), 3.25 — 3.17 (m, 2H), 3.10 — 3.02 (m, 1H),
2.92 —2.83 (m, 1H), 2.45 — 2.39 (m, 5H), 2.32 — 2.20 (m, 5H), 1.97 — 1.89 (m, 2H), 1.63 — 1.50 (m,
4H), 1.34 — 1.20 (m, 6H), 0.99 (t, ] = 7.3 Hz, 3H).

linker-payload X3
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9 9 )< mow i 7 J< BE i 1 41d b !
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32a 32b

32c 32¢
~NH;

CH3SOzH

HN*\O o) Y HN*\) o) \ N o WA
Fmoc*m ;)*Bn Fmoc*m ;)H Bk / S ’
32f 3z ud = °
32h
Oy, OH,
HN o) = HN o)

m%—o—-ﬁ\‘ A0 H)K/H‘Fmoc ‘\*O B! m‘\jﬁ

Hy NH o H NH Q
\ o 32e ) J{ \ N D
it NH P
‘0 Fmoc nd = o
32i 32
P i
SO SQ DS w Y
Je oo ,
0“0 07 OH
«NH
N

A a1k
R

7] 32a (2.00 g, 6.6 mmol), K2CO3 (1.82¢g, 13.2mmol) ) MeCN (20 mL) I N\ iR
H (960mg, 7.92mmol), 7 20°C F#iEE 5 /M. TLC (PE/EA=1/2) BoRRMER.
SOSEAEIAIK 100 mL o7, # pH {HFZE 5, H EA (100 mL) ZEU=k, /KRB T4,
e Tl FE4lifl (PE/EA=2/1) 53 1.83 g Bk 32b, I0E: 81%.

g

7] 32b (1.38 g, 4.02mmol) A DCM (10mL) I TFA (10mL), 7£ 25°C FHit#E 17
/M. TLC (PE/EA = 1/3) BoRRMNA R ¥R NHBE T 0.91 g 3 EORRY) 32¢, A
it

7

7] 32¢ (910 mg, 4.87 mmol), NaHCO3 (613 mg, 7.3 mmol) f¥] DME/H20 (20 mL/10
mL) FFHIA 41d (1.92g, 4.87mmol), 7E 25°C Rt 3 /Mif. TLC (DCM/MeOH=1/1) &
IRV EE A K BB N K 100mL 7, A aq.HCI (1 ND ¥ pH {HiE % 5, F EA (150 mL)
REFIR, TKMEREN T8, he T4t (DCM/MeOH = 20/1) 15 1.53 g 1K 32e,
WZ: 67%. MS-ESI: m/z 467.4 [M+H]+.

g

] 32f (3 g, 5.83 mmol) ff MeOH (50 mL) i\ Pd/C (600 mg), 7F 25 °CEEA/SER
THEFE S /NP, TLC (BA) BoRRMZEH . A4 NS sEE 13 1.9 ¢ FEEfE 32, 1.
7%

R

7] 32g (789 mg, 1.86mmol), KI4 (900 mg, 1.69 mmol), — Zf% (342mg, 3.38 mmol)
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) DMF (10mL) I\ HATU (707 mg, 1.86mmol), 7£ 0°C F#ii#E 3.5 /Mit. TLC (EA)
NN S R NREI N H20 (80 mL), F EA (100 mL) ZEEXPH IR, To/KARIREN T4,
e it Aealifl (EA) 73 1.186 g (A 4A 32h, YieF: 83%. MS-ESI: m/z 842.3 [M+H]+.
FNE
¥ 32h (1.186 g, 1.41 mmol) ) DCM/ 2% (20 mL, 20/1) fE 25 °C FHiEE 17 /N,
TLC (DCM/MeOH=10/1) BRRMNEH . ¥ RMEFEIAAEE (200mL) FidJE15 768 mg
O Ak 321, BER: 88%. MS-ESI: m/z 620.3 [M+H]+.
R a7
1] 32i (676 mg, 1.09 mmol), 32e (508 mg, 1.09 mmol), DIEA (423 mg, 3.27 mmol)
ff) DMF (10 mL) i\ HATU (414 mg, 1.09mmol), 7E 20°C F#t+E 17 Mk, TLC (PE/EA
=1/5) BRRNEEHR . B RMEEN KR (30mL) i€, A4 (DCM/MeOH = 50/1)
511 mg A 32), WeZ: 44%. MS-ESI: m/z 1068.3 [M+H]+.
5\
¥ 32j (482mg, 0.451 mmol) ) Z/DCM (10mL, 1/5) HIEWAE 10 °C FHtEE 17 /)
i TLC (EA) S8 MM . R MNEI PE (300 mL) Fid €4 301 mg [ [E4A 32k,
WA
E Y7
1] 32k (301 mg, 0.356 mmol), Pd(PPh3)4 (82 mg, 0.071 mmol) [¥] THF (5 mL) i
AMSHERE (93 mg, 1.07 mmol), £E 25 °CNiHE 5 /Mo LCMS BRIV A . 1 &N il
%13 108 mg A E A 321, W&: 38%. MS-ESL: m/z 806.3 [M+H]+.
I
1] 321 (108 mg, 0.134 mmol), —Zf% (41 mg, 0.402 mmol) fj THF (2 mL) 1 DMF
(2mL) AR ZE R (27 mg, 0.134mmol), 7E 0°C FHit#E 1 /M. TLC (DCM/MeOH
=10/1) SR RMEER . W SN BN 15 15 mg AR X3, 1E: 12%.
MS-ESI: m/z 926.3 [M+H]+.
1H NMR (400 MHz, DMSO-d6) § 12.11 (s, 1H), 8.54 — 8.42 (m, 3H), 8.27 — 8.16 (m, 2H), 7.78
(d, J=11.0 Hz, 1H), 7.30 (s, 1H), 6.53 (s, 1H), 5.61 —5.51 (m, 1H), 5.42 (s, 2H), 5.20 — 5.05 (m, 2H),
4.56 — 4.42 (m, 2H), 4.32 — 4.22 (m, 1H), 3.96 — 3.87 (m, 3H), 3.79 (d, J = 5.6 Hz, 2H), 3.70 (d, J =
5.9 Hz, 2H), 3.25 — 3.08 (m, 2H), 2.61 — 2.53 (m, 2H), 2.45 — 2.36 (m, 4H), 2.36 — 2.22 (m, 3H), 2.20
—2.03 (m, 4H), 1.99 — 1.68 (m, 4H), 0.87 (t, ] = 7.3 Hz, 3H).
linker-payload X4

H Q H Q H
BrA[OfN\)kH/\[O(N\/U\”/\ﬂ/NVO\OYO

.

X4



WO 2023/143365 PCT/CN2023/073130

53
«NH, .CH3SOH
NP °
F N \ / Fmoc’n\)ku/ﬁrn e
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B PN S
H N N N N._O
e D B g § g sV
© N/W e o \NH
W= o gy 3
E—— WNH N 0
N
A 2 F Ny Y
F N \/ x
0 X4 HO L0

33d 0
St

$—

] 33a (2.00 g, 2.58 mmol) ) MeOH (20 mL) il A Pd/C (400 mg, 10 wt.%), f£ 20°C
THEE S /M. TLC (EA) SR RMNEE W $ R SBOLIERE T15 1.3 g A A 33b, .
74%.

;7

A1) 33b (0.55 g, 0.802 mmol), KI4 (427 mg, 0.802 mmol) A1 DIPEA (310 mg, 2.40 mmol)
f) DMF (5 mL)H i\ HATU (305 mg, 0.802 mmol), 7 0°C FHi#k 2 /N . TLC(DCM/MeOH
=1/10) BIRRMNEER . KR MBEIAK (40mL) o, iiEEHE, ZF4iik (DCM/MeOH
=20/1) 13 360 mg & (Al fk 33¢c, W 41%.

=

i) 33¢ (360 mg, 0.326 mmol) ) DCM (10 mL) HIAN 2% (2 mL). 7E 25 °C
P 17 /M. TLC (DCM/MeOH = 5/1) R RMZEWR . F R MEEIA PE (100MD H, 1
4 205 mg A E A 33d, YR 71%. MS-ESI: m/z 881.3 [M+H]+.

I

1] 33d (205mg, 0.233mmol) Al =% (118 mg, 1.17mmol) ) DMF (1 mL) Fi/k (1
mL) AR IR (94 mg, 0.446 mmol) ) THF (2 mL) AR, FF7E O BEFESE 1 /MRS,
SOV B 415 15 mg AEAEER X4, 1R 6%.

MS-ESI: m/z 1001.2 [M+H]+.

1H NMR (400 MHz, DMSO-d6) & 8.57 — 8.50 (m, 1H), 8.50 — 8.43 (m, 2H), 8.35 — 8.29 (m,
1H), 8.19 — 8.12 (m, 2H), 7.80 (d, ] = 10.8 Hz, 1H), 7.27 — 7.14 (m, 7H), 6.53 (s, 1H), 5.59 — 5.51
(m, 1H), 5.44 — 5.39 (m, 2H), 5.20 — 5.07 (m, 2H), 4.56 — 4.44 (m, 3H), 3.92 (s, 3H), 3.80 — 3.68 (m,
5H), 3.41 (s, 1H), 3.21 — 3.12 (m, 2H), 2.83 — 2.74 (m, 1H), 2.58 — 2.55 (m, 3H), 2.39 (s, 4H), 2.18 —
2.03 (m, 4H), 1.93 — 1.78 (m, 2H), 0.87 (t, J = 7.3 Hz, 3H).

2.2 i Her3 Hiik LW BB ] &
FARZGYETY) ADC-1-X1 1] 45 (hu3F8-2-X1)
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hu3F8-2-

p

R 267K 53 A BC I8 B AR 977 a0~ : 2 mg/ml TCEP (Tris-2- carboxyethyl-phosphine,
] "%: Thermo). 100 mmol/L 7. %V Z.FR#HEE () Z: Sigma). HL 150 mg 7.4 mg/ml #1371 Her3
itk (hu3F8-2) BT 50ml B0, I 50 mM BERRANEL 2, pH7.5 R BePuim [ ik i
2 5 mg/ml, $4 I8 SR PR R 5%\ 100 mmol/L 2, — DU 2. 546 7% 9% VR 21 JE N 2 mg/ml
TCEP #EATHIAE R, TCEP SHURIIEE/RELN 6.0 1 1, BHIRAEE THIARIERIRA X
SN, 37°C, 2ho B E N 10 mg/ml [ linker-payload X1 f —H VAR () K. EZEED
VI FRE S PR R EL 18.0 0 1 BB IO, FEHIEA)E BT RE R R A LR M,
4°C, lh. H##EIEE (MWCO30KD, | %K. %) B W EMTEENR, LHEHE 10%
T 30 mM AR BRESRRZE MR, pH 5.5 Y€ 3 ¥, I DMSO [ 30 mM A&
FRBE IR, pH 5.5 HEUE 3 Ik, FAHEIEREHE] ADC-1-X1, WEH 26.8 mg/mL, W
73%. F 0 TR G iy Asi K Z AT B v 2R I 41 5 0 DAR 15

A, PUARZEYHE) ADC-1-X1 4N 98.68%, DARH p N 7.12.

FUAZS B ADC-2-X1 #)#H]4% (hu3F8-3-X1)

h3F83§( i H\i
UsFe-oT N\/\/\)L N
N N
/\g/

b
FHFBAE 7K 43 A HCH) ks R 57 A PR 9755 W R . 2 mg/ml TCEP (Tris-2- carboxyethyl-phosphine,
] "ZX: Thermo). 100 mmol/L £ —J&VU ZFR4MNER() 2X: Sigma). HX 150 mg 7.5 mg/ml )3T Her3
Pk (hu3F8-3) BT 50ml &0, M 50 mM BEFRENEEZE R, pH7.5 FBifd s Nk fE
A 5 mg/ml, 1% B S ST AR FR 5% 100 mmol/L 2, & VU 24N £E 2 3% 8 2) )5 I\ 2 mg/ml
TCEP #HTHUMIE R, TCEP SHUAMIEE/RIL N 6.0 1 1, EHRE G BT HIA AUER RS -
N, 37°C, 2he BCHIVKE A 10 mg/ml Y linker-payload X1 f = FIRETEAK () 5. EZ543)D
TR, A S PUAREE/RLE 18.0 1 1 L2 N, %R A B TR BUE IR R S B M,
4°C, 1h. H#EHEE (MWCO30KD, | %K. ZHHE) BEIFEhEMMAZNR, HEHE 10%
THRELTEAREG 30 mM S FRESEL 2R, pH 5.5 HBIE 3 K, FE DMSO #) 30 mM A&
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FEE R 22, pH 5.5 HEJE 3 IR, H 4 IEIRE1S 2B 29V ADC-2-X1, WEHN 21.15
mg/mL, U 67.3%. F5r T HEBH ISR RIET K E ST IS8 26 % A1 DAR {5,

ZRGI, PURLGPEEY) ADC-2-X1 4L/ 99.08%, DAR{H p A 7.01.

FURZS B ADC-1-X2 H1H]4% (hu3F8-2-X2)

0
0 y © 3
hu3f8-27\ N~ -~ N
0 H o H oo A~
O~ N (o)
H
T

P

FHEBAE 7K 43 B )k FRF AR PP R s 2 mg/ml TCEP (Tris-2- carboxyethyl-phosphine,
] "%: Thermo). 100 mmol/L 7. %V Z.FR4HEE () Z: Sigma). HL 150 mg 7.4 mg/ml #1371 Her3
Ptk (hu3F8-2) BT 50ml 0%, A 50 mM BEERENERZZ T, pH7.5 FRBHIAAR i B ik i
% 5 mg/ml, 1 18 S SRR 5%0 N 100 mmol/L 2 — & VY Z. B4 ER 75 % IR 51 )5 I\ 2 mg/ml
TCEP #HATHURIE G, TCEP SHUMRIME/RIL N 6.0 & 1, BHES G E THAAER RS -
RN, 37°C, 2he ECHIREE Y 10 mg/ml [ linker-payload X2 ) —HIZEIV AR () 5. EZ5%ERD
VBT IRV SPUREE R 21 D1 BN, EEHRAEE T HIARMER RS B R,
4°C, 1h., H#EEE (MWCO30KD, | %K. ZHH) BFEMEMAZMNR, LHEHE 10%
T 30 mM AR BRESRRZE MR, pH 5.5 Y€ 3 ¥, I DMSO [ 30 mM A&
R RS TR 220, pH 5.5 #BIE 3 IR, & HIIEIRYE1S 2IDTIR 25914 ADC-1-X2, IKFEA 20.56
mg/mL, WK 64%. F 7T HEPH (i v AT K 2 AT 0 s v A8 I 440 A1 DAR A

A, PUARZERE) ADC-1-X2 4N 99.02%, DAR {H p A 7.53.

FURZSYMRTRY) ADC-2-X2 (17 (hu3F8-3-X2)

0
0 y © N
husFe-3 T N~ -~ N N
G
o} H o H (0] PN
O~ N 0
H
T
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FHE ALK 2 IR IE A PR 50 R . 2 mg/ml TCEP (Tris-2- carboxyethyl-phosphine,
] Z%: Thermo). 100 mmol/L Z —Ji&P4 Z.FREM£R () %K+ Sigma). HX 150 mg 7.5 mg/ml )T Her3
Pk (hu3F8-3) BT 50ml &.00%, I 50 mM BEFRENEEZE MR, pH7.5 FRBEPLAAR S Bk i
% 5 mg/ml, #2218 52 B USARFR 5% 100 mmol/L 2. — iV Z. B4 5 72 3% 18 21 J5 i\ 2 mg/ml
TCEP AT HURIE R, TCEP SHUARMEE/RILN 6.0 1 1, FEHEA G E THARERES
KN, 37°C, 2he BCHIVKSE A 10 mg/ml Y linker-payload X2 Y — RGN (J 55 EZ54R)D
W, R S PUREEREE 18.0 1 1 ZI8 NN, BHIREA G B THIABMEIR IR S b M,
4°C, 1h. FIHEIEE (MWCO30KD, | . HFH) Bkt 2SN, CHEH 10%
TR 30 mM LA BREE BRZE RV, pH 5.5 83 3 X, I JE DMSO 1) 30 mM 4%
FR TS BR 22 v, pH 5.5 HAJE 3 IR, T4 IEIRS1S BB 2GR ADC-2-X2, WKFEH 21.63
mg/mL, U 67.3%. Fl4rTHEBH R LA gi K 2 b1 g A M 21 1 DAR 3.

R, PR GBI ADC-2-X2 R4l 99.24%, DAR{H p N 7.11,

Z I ADC-1(U3-1402) %

FHEBAE 7K 43 B )k FRF AR PP R s 2 mg/ml TCEP (Tris-2- carboxyethyl-phosphine,
] "% : Thermo)~ 100 mmol/L 2. &V ZFRENEE(J 4K : Sigma). HX 40 mg 6.9mg/ml ] Patritumab
BHr (LR F LT LR “W02007077028F 7415 70 HiE, 45 72 B8, F Y CHO 41
5 R AR R IE AL R, PURLIE>95%) BT 50ml B0, A S0mM BERRENER
LU, pHT.5 MBI R BIIR 2 5 mg/ml, $&HE SRS AFH 5% 0N 100 mmol/L 2, Ji%
W . BRENER R % IR 2 G N 2 mg/ml TCEP #HATHiiiR 5, TCEP SHuRmEE /KRN 6.0 : 1,
BHIRS G ET R RER RS LR N, 37°C, 2h. FCHIKEN 10 mg/ml [ Deruxtecan

(CAS 1599440-13-7, Mg H gk mib = RHHCA R AR B HEEIR (%K BAERD #

W, RV SHREERIE 18.0 1 1 i8I, BHRAG B THIA BRI LR,
4°C, 1h, H#EEE (MWCO30KD, | %K. ZHH) BRI EMAEMNE, L&A 10%
THREEAAR 30mM H SRR ES RS, pH 5.5 HEIE 3 Yk, T FHC DMSO Y 30 mM H &L
BERSZE P, pH 5.5 #BUE 3 ¥k, 135IZ M ADC-1, WJE N 8.77mg/mL, W& 65%. F7 T4
BE €2 3% 32 AR 7K JZE BT € B A U 41 R DAR fH .

2 faill, 2 ADC-1 JJ4HE4 99.42%, DAREH p A 7.58.

SEHER 3.5 2 PR R 4 i P T

MK H 1

For il A B 5 X HER3 $EFR TR0 MECY), (£ HER3 KIAR MDA-MB-453 4l |-
PR P 5 REONE o 8 200 PR ] 4 B8 B oAk 25 P AR BX ) (ADC) P N 5 F 7~ 3077 pHrodo  BEAT 3L 9%
B W ILEEAS [R] A [] 240 A BE PR 25 B3t N 41 IR Y pHrodo FIT =4 17 Y5 5 5%
RECR AT PR 25 W AR I A 7 g

1. 4HAEEEFE: MDA-MB-453 4l fffi i 10% FBS Leibovitz's L-15 H57RFEHE 77,

2. YHREVES: BUNEUE KB MDA-MB-453 40f, F PBS ¥k 1 k22 )G, A 2-3ml
Versene HAL 2-3 min, FFAUREALE4 )5S, N 10-15 ml gHAEES IR, W28t VA0 i 4l i vk
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B Rk, 1000 rpm 250 S min, 3% BiE, NGBS 75 0K 4 i T 1) ol o4 A AR R O T
Y 35 B & 3x10° cells/ml.

3. AP LA SO ul/ALInA 96 FLANMIRE RN o #4 55 FR AL R SR A R 77 18 /NI (37 °C,
5% CO2)%

4 TRERRAE: AR IIHUAZSYIEEEY) S Fab-pHrodo SLA &R E &Y G FKIEE
10nM, LL 50 ul/ALI0 3] 4 .

5. MMPRETE: WGREIERAERS IEMIEE 2. 4. 6. 24 T 48 /NI (37°C, 5% CO2).

6~ TEMERAE: BUENT RN H] A, BUH 96 FLANBEES 28, I Hoechst33342 #4741 A%
Jutty, ET operatta CLS HHIARE, TEEUANMOEE AN N w652 2. {6 A Harmony®
imaging and analysis 21T 5P A0 50 Rk

12 AR HIEHA BB E MDA-MB-453 41 i AN [ i 7] 5 4 77 AR 5O 15 5 2 Sk

UL R YT M N S 3578 o )R

Rl ey [R] C/NEF) 2 4 6 24 48
Z i ADC-1 1.0 1.5 1.8 2.7 2.8
ADC-1-X1 1.1 2.0 2.5 2.7 4.0
ADC-1-X2 2.1 2.3 2.5 3.4 3.7
ADC-2-X1 1.4 2.1 25 3.3 3.5
ADC-2-X2 1.4 2.1 2.6 2.6 3.9
IgG1 0.6 0.8 0.8 0.8 0.7

ghit: MRHEE 10 FI5L 12 AR, RREHPURZMETIYIN HER3 HKIA MDA-MB-
453 MM HA NHFRY, HAFREIET S ADC-1.

SEH] 4 BLARZGYBEEYINT HER3 SR 5 ek 788 40 B 14944 4/ 0 38 5 400 51 03K

MK H 1

TR AS S N HER3 SEAR FIHAR 59D, % Her3 =218 1 HCC1569 1 MDA.-
MB-453 VL J& Her3 AFIAR] MDA-MB-231 s 4 ok s 58 i vE . DUARIREE fI9n
RZGUEE R SMEEEAN M, 2 6 REGFR G, KA CTG 350 4t B i 448 HEA TR AR AR 50%
AEKANHIREE (ICso) {EPFMZAL &R SNE .

1. #AEREFE: HCC1569. MDA-MB-453 & MDA-MB-231 4H/if2 i} 10% FBS RPMI-1640
REFRFRE R

2. ZHMIHES . BON EUE K HCC1569. MDA-MB-453 58{ MDA-MB-231 4, F PBS
Ve 1 2 G, N 2-3ml B ARSI AL 2-3 min, Fr4RWALSE 4SS, IO 10-15ml 40
R, AL T AR EE B RSk, 1000 rpm 250 5 min, FF BiE,  EEIIA 10-20 ml 4H
MBS T A B, MR, S 2 T A eI EUE 4.

3. gMEAHAR : K HCC1569. MDA-MB-453 Bt MDA-MB-231 $.40 2 iE 51, 4
ER R0 A R AN L 25 FE & 6x10% cells/ml, 44 %5 FE R0 e 4 BB 2R 21, LA 50 ul/L
MIN 96 FLANMIEE TR . WREFIRAEEEFTRA BT TR 18 /M (37°C, 5% CO2).
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4, PURZGPMEEYIAREE . 9 AMKEE, BN 1000M, 3 EMEE ] 0.0152nM.

5 INFERERAE: AR IR POINNEC B A FIREE B RFIIFE &, BRI R AL, TR
TEREFRFIEE 6 K (37°C, 5% CO2).

6. WEHEAE: B 96 FLANPRRTFRIR, FE 30 B EICPE R =R, mSFLIA S50ul
CTG A7), HEPEK FHREE 2 204k, HIEEHLET 10 204,

7. iEEEEAE: B 96 FLANMIES RN, BT 2104 EnVision AR, FHEFFRACI E 1L 4

A EITa

FH R A0 Rkt HAa AL S 4053 (Inhibition rate, IR): IR (%)= (1- (RLU {L-&%
—RLU Z A HR) / (RLU 8T —RLU = 4T HER) )*100%. FH Microsoft Excel THHEA AR
FEAL B WA, Graphpad Prism 9 X (g 347 AL FE 73 #7 o

# 13 AHIEHR BB R HCC1569 A1 MDA-MB-453 41 i 44 48 5 #0141 () 1Cs0 {8

HCC1569 MDA-MB-453 |MDA-MB-231
PR Z ) e
IC50 (nM) IC50 (nM) IC50 (nM)
Z M ADC-1 40.7 9.619
ADC-1-X1 0.115 0.042
ADC-1-X2 5.167 0.094

T RN TG A A ) T A

S0 ARIEFR 13 FIE 11 (1A/NIB/1C) HIEER, AR HIEPTIARZYEEST Her3 PR
XML HCC1569 A1 MDA-MB-453 HA5 0I5 (1) 584 5 40 4k HLELA v 1 o T~ 2 8 ADC-
1; A, B4 HER3 ANEIE R MDA-MB-231 4 IS REAmalE 1k, B B k3.

SEHER) 5 HLAZHYMBRERYINT HCC1569 77988 /) B 25 SR

MK H 1

PN A B S PR 25 MBI 7E HCC1569 AL 4N FZ N FEAE MM NOD/SCID /)N R AR
B R AR

1. 245 Bk

TEHNERA (FIHEXTEZD: PBS

Z [ ADC-1 (BHYEXTHRZH): 1mg/kg

ADC-1-X1 GGEIT4H): Img/kg

ADC-1-X2 (JB¥T4): 1mg/kg

2. eI BTARERIH PBS FRREELH .

3. R

8-10 J& NOD/SCID /IMi, W ELIHERE 2 REAMF ARG R A .

4. RETTIE

SEE6 /N BT A HT R AL B2 R 3R 2x10° HCC1569 40, 4 E7E 1:1 PBS Al Matrigel
AV (0.1ml/ ) v MM ARG O, R K 2 T35 100-150 mm? I AR5 iy
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KANFUN AR BRI 202525, 6 R/ . 252K e LN 0 K.

KA RS2, RESHE VIR, 6H2521 RIGERSEE. BRNE 2 R AFA
R, D EE. SCERLEERE, BN IRIE, THEMEIHZE TGI% (TGI=(1-(Ti-TO)/(Vi-
V0))). Ti: ¥ LABHMEXF FZHTE LR 2550 1 RIMRARFAISE; TO: 697 LLURIPE M B 417
BUGE O RIGIME ARSI Vi: BT IRAAEA 255 i RIOMBATIME: VO B IR
AR 255 0 R PR AR ME .

A EITa

RS Excel 2016 Suit#ft: ~F39MELL avg 15 SD {HLL STDEV iF5; 4
)% 5% P {E LA TTEST it5&H.

SIS AR WA 14 A1 12, (ESCES S, 2 [0 RSP s AR 1078.32 mm?.

14 ARHPIFHURZYBIBINT HCC1569 i /I BRI A 8 4171 ) 230 S

U2 IR TE R AR iR ) 22 %
28 ADC-1 308.64 £66.78mm’ 71.38%
ADC-1-X1 254.63+57.6 mm’ 76.39%
ADC-1-X2 25.84+14.38 mm’ 97.60%

it ARHIEPUAZYETYI R E g N R AR . LR B BB R 2 R IR A L
Z: {8 ADC-1 A 58T F 4 P g 4100 | AR o
SEHE] 6 HLIAZGYBREEYINT Colo205 iR /N R 2 3G F
R H M
UL BALB/c Nude # AR, PR A W8 P PUAR 25 PR B ) p s 6
ADC-III-28, ZHf ADC-2 IEIEiEN 4R Zi)5, X Colo205 FEHE R ER /N BRI 24
1. 225 Sk
X C(FAYEXTRZL): PBS
Z I ADC-1 (BHYEXTHRZL): 1mg/kg
ADC-1-X1 (JBITH4): 1mg/kg
ADC-1-X2 (JGJ74H): Img/kg
2. Boi 7% A PBS M RRACH o
3. AR5 B
8-10 J&§ BALB/c-Nude /N, W E VLI EERE 2 EAVIHARF IR A A .
4. IR T
FE/IN BRAG 30 B2 R 3R Colo205 4l 1x107cells (100 ul/ ). MR A K% 80-120 mm? I
KBERL 4, 5 R/ He PG ZTHRESUNE 0 K. R RBFIKTS 4525, M ES 4
VIR, 452522 RIGEREES . REEINE 2 B ARRAVAE, dR8dR. SSIRgsmins, F/h R

GIRAE, HERAIH R TGI% (TGI=(1-(Ti-TO)/(Vi-V0)))o Ti: EIT 4RI X B4 fE 4524
51 R AARFRIAME; TO: JE T HAPEEXT AL 2550 0 R ARRRISE; Vi Itk

SR AELA 2G5 1 RAPPRAFRIIME: VO FIVEXTHIBAIAELS 2555 0 R AR (R RIS
s AR S Excel 2016 Giitikft:  ~FEMEL avg iHH:  SD {LL STDEV
5, 4l ZESR P fELL TTEST 5.
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SEIG AR 15 AN 13, FESRIGERNT, 2 F I R AR R Dy 515.92mm’.
TS APIETUAZYBEIXT Colo205 Fif I8 /)N 5 A P Fifrygg #1120 1

PR YME TR S35 Jir 98 A A Je SR 410141 2 %
Z I ADC-1 545.75+252 mm? -6.38%
ADC-1-X1 385.11+111 mm? 24.33%
ADC-1-X2 263.20 +105mm? 49.09%

GEiR: AT PURZ Y RIS B 2 /N OB AR R . ELAS B U IR 2 B R L
Z:H ADC-1 75 FEAR IR 45 24 9 FE W 22 380 g 40 o IR

SEHER) 7 PLRZGYBRBEYXT NCI-H441 FiifeE 40 B 798 /s SR 25 BSR4

R H M

CIEEME NU/NU #REENSZA308, YN A G B 20 8B4 NCI-H441 faffgi /I iR
fIBLITRAE R .

13225 S ik

AR (R AE K

Zi8 ADC-1 (BHPEXTHRZL): 0.3mg/kg 5 1mg/kg

ADC-1-X2 (J&¥741): 0.3mg/kg 5 1mg/kg

2B VE: A B KRR

3 AR5 BN 6-8 Al NU/NU #RE, W H 4Ei@p st i s R IR A H] .

4 35677V

SN BT AN 38 2 R 5% 106 NCI-H441 41, 40 g # 27E 0.1ml ] PBS Hl Matrigel
(1:1), EHIME PR A KGN, R AR S PR 115.24 mm?® IR YE B8 /N AN B
REFENL AR, A 6 Rai. HHA LR ESUNE 0 K. RHABEKERNSGY, 4
251K, R 28 RIGEEW LS. BRI 2 YORREIRIAE, 0808 . LI g Rnt, K/
22 IRAE,  THEIRANHZE TG1% (TGI=(1-(Ti-T0)/(Vi-VO0))). Ti: JAT7 LA FH 5 HE 2 7E 25
2555 1 R FREIE: TO: VAITALRRH X IR AL AE 452555 0 R MR AR IE; Vi B
PEXF IR AELE 2555 1 R AU RIAR R, VO FIVEXT IR ELA 24555 0 K B pPR AR R .

s AR S Excel 2016 Giitikft:  ~FEMEL avg iHH:  SD {LL STDEV
5, 4l ZESR P fELL TTEST 5.

SEIRLE RNk 16 M 14, FESZIGLE T, 25 Fe BR AL T 25 R AR 1138.85mm’,

16 A HIBEHARZGYE B R NCI-HA41 77988 /)5 B A PR Jirb 8 4100 o) 4 S

28 K
w3 s e e mean £ 520 o el (52A

(mg/kg) H(mean £ )| T/C(%)| TGI(%) W R )

1 ZEAXNE 882.81 + 114.09

2 ADC-1-X2 1 162.00 + 42.47 18.35 81.65 0.00787

3 ADC-1-X2 0.3 546.52 + 109.10 61.91 38.09 0.497

4 %8 ADC-1 1 760.76 + 208.92 86.17 13.83 0.987

5 28 ADC-1 0.3 823.01 + 109.69 93.23 6.77 1
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gE0. AKEE PR G YR EC) BE 02 dE /N R AR R, HORHE PR 2 R R L 2 R
ADC-1 7E[F S B A LR 1 s $ia) o

SEi 8 PLiAZ Y BEYxT AVRITRE LU1542 f2 T SRR AT /S R 2530 R 4

R H M

CLEME BALB/c nude FUNSZAE0Y0, PR AS OIS B 20 P B B0 NVR I LU 1542
J R SRR AR RN BRI AR AR

1522459 Sk

X (HPEXTEZ): PBS

Z i ADC-1 (BHPEXFHEZD: 3mg/kg 8 10mg/kg

ADC-1-X2 (JG974H): 3mg/kg 8L 10mg/kg

280775 SR PBS MR

3R : 6-8 A BALB/c nude [, WWHILR 2B EEVMEARERAA .

43R 56 7 1

M HuPrime®fififs F 2 AR LU1542 fapfdd /N RUCRUMIZ 28, YIE AN 2-3mm [
J R T Balb/c BN RARTBIRAL B T o 24408 BT 35 R AR AR 2K 136.8 mm? B, K/
NI, B2 6 R, /425 9 R E SUNSE 0 R R EFIKIESN A2, 45 11K,
Y745 28 RIGEERLE . FRMNE 2 WRARAAE, 0R8dE. LREHRN, KR % %
BE, HE RN % TGI% (TGI=(1-(Ti-T0)/(Vi-V0))). Ti: ¥8IT7 AR B BALAELE 255 1 K
OB ARRRIE ;. TO: JRITALURPEMEXS IR A/E LA 2455 O RABR AR s Vie FIPEXT IR
TELR 2550 | RIBRARAIS(E; VO FIMEXTIRETELS 2555 0 KRR R B

R M AR S Excel 2016 Fuitikft:  FIMEM avg iH5E;  SD {LL STDEV
&, 4l ZESR P fELL TTEST 5.

SR A AR 17 MK 15, (SRS AR, 25 0 RSP 2 8 AR 1580.09mm?,
217 AHETRZSYHEA N NCI-H441 17983 /)5 53 A Py Firbo g 100161 2 R
RS ZSE UL R 25 iR AR AR Jie g 111 i 2 %
ADC-1-X2 3mg/kg 461.39+106.26 mm’ 77.50%
ADC-1-X2 10mg/kg 302.78+129.69 mm? 88.49%
Z I ADC-1 3mg/kg 1219.23 +£187.13 mm’ 24.98%
Z [ ADC-1 10mg/kg 602.13+ 898 mm? 67.75%

ghie: ARTERIPUAL VMBI B B A/ MR AR . BB B PTAR25 RER ) LE 2 16
ADC 7 A (25 259K EEVLEE B R 4 20OR,, LIRS A 58 4 F) i 83 400l

AHIERFES (SEQ ID NO.):
Ll 527

HCDR1 | SAYYWN

V| = |l S

HCDR2 | YISYDGRNNFNPSLKN
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3 | HCDR3 | DGDYDYFDY
4 | LCDRI | RASQDISNYLN
5 | LCDR2 | YTSILHS
6 | LCDR3 | QQGDTLPPT
hu3F8- | QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPPGKGLEWIGYISYDGRNNFNPSLKNRVTI
7 1 VH | SVDTSKNQFSLKLSSVTAADTAVYYCARDGDYDYFDYWGQGTTVTVSS
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKAPKLLIYYTSILHSGVPSRFSGSGSGTD
i v YTFTISSLQPEDIATYFCQQGDTLPPTFGGGTKLEIK
hu3F8- | QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPFGKGLEWMGYISYDGRNNFNPSLKNRV
? 2VH | TISRDTSKNQFSLKLSSVTAADTAVYYCARDGDYDYFDYWGQGTTVTVSS
hu3F8- | QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPFGKGLEWMGYISYDGRNNFNPSLKNRV
0 3VH | SISRDTSKNQFSLKLSSVTAADTATYYCARDGDYDYFDYWGQGTTVTVSS
QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPPGKGLEWIGYISYDGRNNFNPSLKNRVTI
SVDTSKNQFSLKLSSVTAADTAVYYCARDGDYDYFDYWGQGTTVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
11 hu3rs- SNTKVDKKVEPKSCDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
HHC NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKL
TVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKAPKLLIYYTSILHSGVPSRFSGSGSGTD
YTFTISSLQPEDIATYFCQQGDTLPPTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPR
2 te EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC
QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPFGKGLEWMGYISYDGRNNFNPSLKNRV
TISRDTSKNQFSLKLSSVTAADTAVYYCARDGDYDYFDY WGQGTTVTVSSASTKGPSVFPLAPSSKSTS
GGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
13 hu3Fs- PSNTKVDKKVEPKSCDK THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
2He NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKL
TVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
QVQLQESGPGLVKPSETLSLTCTVSGYSITSAYYWNWIRQPFGKGLEWMGYISYDGRNNFNPSLKNRV
SISRDTSKNQFSLKLSSVTAADTATYYCARDGDYDYFDYWGQGTTVTVSSASTKGPSVFPLAPSSKSTS
GGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
14 husts- PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
IHC NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKL
TVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
m3f8- | DIQMTQTTSSLSASLGDRVTISCRASQDISNYLNWYQQKPDGTFKLLIYYTSILHSGVPSRFSGSGSGTD
P VL | YSLTISNLEQEDIATYFCQQGDTLPPTFG AGTKLELK
m3f8- | DVQLQESGPGLVKPSQSLSLTCSVTGYSITSAYYWNWIRQFPGDKLEWMGYISYDGRNNFNPSLKNRIS
1 VH | ITRDTSKNQFFLKLNSVTSGDTATYYCARDGDYDYFDYWGQGTTLTVSS
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M E R

1. —Fi4i Her3 YUAZGYMBEY) . F ik, i B2 s R &Y, ikt

Her3 UGBS (D Frox:
Ab-(L-M-D), (1)

Hr,
L Al M J&#3k Ht;
D A #2450
p R VPEEREE, HpitH 1 2] 10 BB HEVNL, E 3 3 8 R El/ N L
Ab Nt Her3 fifkaiHpiJish & B, HA & EaEn 2 X A aE o] 242 X, Frd fidk v 22 (X A
ESERERFY 54 SEQ ID NO:1. SEQ ID NO:2 A1 SEQ ID NO:3 i< HCDR1. HCDR2
1 HCDR3, F1FT iR 4% ] 48 X L & 2 B2 /7 71 43 7)1 SEQ ID NO:4. SEQ ID NO:5 #1 SEQ ID
NO:6 fT7~) LCDR1. LCDR2 #1 LCDR3.

2. WIRRIZER 1 TR BIPT Her3 UGB Ho itk H2G% Ll
BEY, Friddt Herd PUiAZ MBSt (1-1) Frs:

Ab

I ER L

wE

Hr,
L Al M J&#e3k ¥t;
p B PEEES, HpikE 1210 FEEE N L, ik 3-8 1R Eak /N
Ab Nt Her3 fifkeiHpiJish & B, HA & EaEn 24 X A aE o] 242 X, Frd fidk v 22 (X A
ESRERFY 540 SEQ ID NO:1. SEQ ID NO:2 1 SEQ ID NO:3 7<) HCDR1. HCDR2
1 HCDR3, F1FT iR 4% ] 48 X L & 2 B2 /7 71 43 3 W1 SEQ ID NO:4. SEQ ID NO:5 #1 SEQ ID
NO:6 fii7nft) LCDR1. LCDR2 1 LCDR3.

3. WIACRIESR 1 8% 2 FriRRIPT Her3 JUiR 24 B EY) . o mmtk, H2G% Baldsz i ih
IR AW, TR Herd B PR LS & B 5

(1) 2741 SEQIDNO:7 FiRel 5 HEHZE /A 95%. 96%- 97%. 98%EK 99% 7] —
PR EREAIAR X, A EEE 40 SEQ ID NO:S Fiznel 5 H BA E /D 95%. 96%. 97%-. 98%
8% 99% A — Vs n AR X BR

(I AR50 SEQ ID NO:9 Frreli 5 HEAA 2D 95%. 96%- 97%- 98%EL 99% [F]—
PEREFE AT AR X, SR R0 SEQ ID NO:8 sk 5 H B 27D 95%. 96%-. 97%- 98%
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8% 99% (A — MR R EE T AR X s BR

(1) 2@ H:P% 74140 SEQ ID NO: 10 st 5 HEA 20 95%. 96%. 97%- 98%EX 99%
7 — Pk B BB P AS X, R LR 7 5140 SEQ ID NO:8 fiinak 5 H B £/ 95%. 96%- 97%-
98%8% 99%oF] — 14 [ 4255 Al AR [X

4 G0AURIEESR 1 82 BRI H Her3 HUiR 28I . H ik, A5 B o521 #h ek

HOREW, FHp ik Bl Her3 Bk S PR 56 F B IR AR B 1 B B & DUk B

J\/)Emm:jzﬁ)#ﬁxo

SUARIZER 1 85 2 FriRBIPt Her3 HUAAZGYMETY) . H Rk, H2G5 Fal#52 1) ek
FIREY), A prid st Her3 HUiksi iR 455 F Biik H Fab. Fab's Fab'-SH. Fv. scFv. F(ab')2+
sdAb. MU B PR

6. WIALRIELR 1 8% 2 FriR Pt Her3 FUIAZYMEEY) . H Rk, 2G5 Eal82 ek
HIRAEY), i 1gG1 R WFiiE. 1gG2 R WPk, 1gG3 A KPR 1gG4 ¥
W IE7 N

THIARIEER 1-6 AT —TURT IR BT Her3 BuiR 25 MR . gtk H2G5 a4z
()6 B HVE A, e TR #1 Her3 HiiR sl iR 45 & B &

(1) FAERE 7140 SEQ ID NO: 11 sk 5 HEH £/ 95%. 96%. 97%- 98%EL 99%
AP A, MEIERE R 7140 SEQ IDNO: 12 Fisal 5 H B A £/ 95%. 96%. 97%. 98%
5% 99%I[A — MR s, ok

(2) FFERE T4 SEQ ID NO: 13 Fransl 5 HBEA 27> 95%. 96%. 97%- 98%EL 99%
[ — PR E s, FRIERRT 50 SEQIDNO: 12 FiRii 5 HEAH 2D 95%. 96%-+ 97%. 98%
8L 99% Rl — M PR AR EE; B

(3) @ XL FH40 SEQ ID NO: 14 Frnst 5 HAF 2D 95%. 96%. 97%- 98%EX 99%
[ — PR EE, FIEIERRF 540 SEQIDNO: 12 Finsi 5 HBEH E /D 95%. 96%. 97%. 98%
8L 99% [A] — 1 i A2k .

8. GRLRIER 1-7 PAE—TFTIR P Her3 PR Z5WMETY . IStk Hg% ol #:%2
() B R A, R

M HN-L2-L3-X-L!-;

L? 5-0-5-S-;

L3 N-(CRHR®))m-, mikH 0. 1. 2803, HpY LDPASTHEYAITH, Frid 3K o
ANER 1 AN H 2R E 6] LU -C(O)- jZ—C(S)—aﬁ:

L' A-(CR*™)(R®™)-, nEH 1. 2 B¢ 3,5+ L o] DLAS AL BT, Bk L'H 0
ANERL 1T ANIE 3 BT ] DA -C(0)- BR-C(S)- B 4K

X #H 3 3 6 TWAMPHAIEE. 3 @J 6 JUHIANA 28 IR LSRR, ik 3 3 6 Joif Al Aok
NI 3 2] 6 JUIE R A2 A BEAT AR 0 1. 2 3L 3 A R HUAR;

HrpfAEA R, R'Y, R%, R, R3a%m§jﬂw‘a§u\ < 2= B AT LA R ATIREUAR A Cise
e Wi A s

HpRA R & A A OB K & .

9. WIKLRIER 8 FTid It Her3 PUIALAPIMREY) . H MR, 252 E sz [ 2ha gL

]
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/EI\CF%’ H EI:I L3 lﬁ E%‘@; C(Rla)(Rlb) —JZ C(Rla)(Rlb)C(Rla)(Rlb)

Ferpdg A R'AITR™ & BT DO s R BT DAL R ARG IUARE) Cuue G D7 1R HE [
Ho A~ R & H MO A DO A B 2 .
10. JIBCAIESR 9 Frik 95t Her3 FUALGIMRIRY) . iR H2h L n sz i) #h sl

BAEY, i L3 %k H g, -CHx-. -CH(CH3)-+ -C(CH3)-+ -CH2CH»2-. -CH(CH3)CH2- 5§ -
C(CH3)2CHa-o

1. QBRI SR 8 BTk 47T Her3 HTIAZGHIMRERY) . Homafd H2g52 b a2 i) ih sl

BEW),Hrh L% -C(R®)(R®)-. -C(R®)(R™®)C(0)-EX-C(0)-;

HordgAs R™, R & QML DUNE. R BT LA R AEREUCHT Crue flET HREE R,
HorpdA R & B A USSR R .
12, QIBAIESR 11 Frid 99T Her3 JUAZGMRIEY ). Homtifd. Hghs: Bl sz () £kl

K
H

HIR &Y, Hod L' % H-CHa-. -CH2C(0)-. -CH(CH3)C(0)-E4-C(0O)--

1R

13, QIBAIESK 8 Frid 94T Her3 FURLGMRIY) . HL Mk HLged Bnlie e i H s

EHA X OG04 1. 2 803 A RPHUR 3 2 6 STt AR BRI P L B g

ForpfpAs R % FAMSZ AT LIS s 2R AT DA R AEE AR Cooe IR R 2 [
Hor A~ R % H ST AT DO B 2 .
14, OB EESR 13 P& fHT Herd SFURLYIMEIEY). Homtafi, H2gse Bnlaesz Rk

ARG, Hrh X N 3 2 6 T R ol A

15, WIAURESR 1-14 FPAT— TR 5T Her3 HUAZYRIRY) . JL Mk H2y2 Bl

2 MEREREY), T riR-M-iE 5 -

E&LZ
\X\ U
"\’L" b
L? N-O-8-S-;
X BT 0. 1. 283 N RPHEULH 3 3] 6 7o iR &L,
L'i% H-CR*)(R™)-. -C(R*)(R*™)C(0)-E¢-C(0)-;
HrAdEs R%, R EE R % B M0 DUAE . &= A DL R ATIEBURH Cre J8 7 iR 3E

Forp A R & B ML) DU A EA 2
16. IIBUFIEER 15 FriA P Herd FURLGYIEIEY) . Homtgfi, H2gse Bnlaesz £ el

HREY L PE-M-iE H -

éKLZ
oy
L2 H-0--S-:

X EH 3 2] 6 UM,
17. IACREE K 1-14 ST — BT IR BIHT Her3 SR Z5MEIY) . Hmigtk, Jighsy Bl
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2 MEREREY), T riR-M-iE 5 -

H‘H\Lz L SE

"VLV ?
L? H-O-E-S-;
L3 ji Q —C(Rla)(RIb)—E‘Z—C(RIa)(Rlb)C(RIa)(Rlb)—;
L' % H-C(R*?)(R?)-. -C(R*)(R*)C(0)-5-C(0)-3
HrpdgA R, R, RPECR™® & FHMSL AT DUNE. R BT LA R ARG AR Ciue IR

REEA
Hor A~ R % H ST AT DO B 2 .
18. WALRNEESR 17 R IHT Her3 PURZIMEEAY) . H i, A A I £
HiR G, HHPTIE-M-IEH
Y‘HJ\LzzL

Ko
L2 }-0-5K-S-;
L3 3% H-CHo-. -CH(CH3). -C(CH3)o-+ -CH2CHz-. -CH(CH3)CHa-5%-C(CH3)2CHa-
19. WACHESR 1-18 AE— TR T Her3 PUARZGYREBA) . H Mk, H2g2% bal
2 BB HIR A, H P TR -M-1E H

o fo, o o,

Ty in R S s e
go o o

e e e e

20. UIBCRE SR 1-19 WPAE— TR 990 Her3 TR0 B4 . H 3k, Hzg2e Bl
2B HIR A, A FTR L 9-La-Lb-Le-s
FITid-La- A
0

{\&W—Y—Z—E
g EW-Y-z—

0
HA, W H-(CR¥™(R™)wn-> Y HN-(OCH2CH2)yn-Oyp-, Z HN-(C(R?)(R?™))zm;
Hrtwn A 1. 2. 386,

W 1 AR EE RS B -Cyr-. -NRY)C(0)-+ -C(O)NR™)-. B-C(0)-F1L;
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