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DUAARIBRZG W0 B 1) 2 T3 V5 S R
BRI
AHRTEU KA B 2008 FARROWE S — R e AR I 25 W ) il 26 D710 B BT o
HEREAR

VE N R R 6T 259, DUIRZ YY) (Antibody Drug Conjugate, ADC) il il i 24
2 A A 24 A [ Sk B BB AL . AR, S T PUi A Enm M A I EE Ve 2 B R ) 4
A BRI PR YRR AT HEAE i, HUA 2y R IBR7E S IR T 7 S I S 75 TR
K o

M YIRS ADC 299 K IEAE R R A, SRR AT ECR, i ADC
25 Trodelvy H1 Enhertu BJ 443 5% H S0 25 2547 SN38 H1 DX-8951f 1E Ak 73+ 2RI
T B PR 2 W) i | 2 AF B ADC #ARORBCR T PR JE M, ARE PR A R AT B
KFEFEFE)R . FARTE DESTINY-Breast03 I AW 7+, Enhertu #fiik % MM S (ORR) A
F 79.7%, SRMIARYE DS8201-A-J101 I ARH 78 B~ T HER2 Ik IAFM#4, Enhertu ffi A )
BMEEF (ORR) N 37.0%, HI7TASCHEH AR T mREs P RIAM A . 1tsh, ADC
2y e SRR BB T B EEIR, W24 Enhertu BB 7 it 6 0 R] R PR AR S RIE T . WO
2020233174 A1 ATF T — R T AW EMR-NARE (Val-Cit) -PAB T S MR LEY), 4
M%7 7 S PR BEGSRISR BEAE ADC 73 1 (AR ADC 7= 5 i AR B 7 /)
T 5%). I, ARUUS0AY) T ESR IO AE R T SR 4Y) Cnfkib B . TLs B R
) MPUABIZY, SBlmsk. R ST AR ST F H ool A PUR S B
VIR) 2522 . AR IR RT . 2580224 MEas, andiim ADC 7r FRGEME. IRmERITE 1145

KARE

AHFIRGE | — M URMRIBRZ Y. Hep iR, Sl TVE AN . AT I BUAEERZ Y,
A DL S R 25048 ADC ST 2 BT, TRTT IR « AN HRR ) 3 EEOR IR
T SROLRUHRES T, AR E AL ORI PEAR SR K DURR 29, andh b ST A Bl
FNGFARID B R DL 5 RS S DUIRIEAT ARG, PraRAR AR IR BAT m oK PERIRR E I, A
B4 ADC &7, A HIR SR UEI R 7 AR B R B 2y I PRSI A 57 A R AR
METFRZE ADC 259, AHTRIUR 188 2 70 7 I Sh S A B SR v 25 e DL 2 R
JERL Gy, AR B TS ADC W) BT REI 25T AR A SE 4 (1 AR )
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WETE LA TE AR L E YA . DRI, A HE A) AR S 294K I - 52 30 DL 25 ) e i
TR, Mt 52 21 25 WY IRHUIT R 35 TN e s B AR 2 iy & 1 .

7, ARTERM S R EY), BOL A SRR, NHEBER. SE e xR
Ry ARX SRR SR AR, BULA Y B R iR AT BE A &Y, i
WEYEER (C-HER2) Fingim:

Ab*{ L T
Q1\L/ Z\L/]
1 3
m (C-HER2)

Horb, Qo B &R,

L1 4% -L1.-C(=0)-,

Hort, L@ NH: RIS AREBUR IR O i TR BRI WA
S AREIURI TS . ATIEBURIE IR 5L AT IREUR KR A4 . T BRI I 05 3%
FIT 126 BUAR R0 A% 07 5

Lo &5 AR AR 2 ik ik 2,

L 035 A1 28 U T o 2 ],

Horbr, Lo F/BR Ls G S AR BRI SV BR i

T B85 24515 C,

Ab AR 45 & HER2 HIBCAA, m My 1-8 HI%L.

SO, AHERGE T R A, BOLEAR SRR IR, SRR, R
ff AR S i, BUOHRGYIE, B2 Bl i i BT EOA R G,

Horbr, PRSPy E 508 B LA N IS5
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Ab AR 45 & HER2 HIBCAA, m My 1-8 HI%L.

U7, ARG T RMAWAEY), HEAEPEL SR a Y, s E
R, PTEBRA. AMEIRA. TR AR, R BRI R. BUOORAMIE, BOLE
R ATABOAAIGY), DU 2 BT A

07, ARG S A AR BTRRLEY), UL HAR R, T A
SRR RTBCFRAAR, JERTBCR AR, BONREMIEA, BOLA A EaTEZ R, iTEk
VA, AN/EA HE T IR ) 25 P20 S WA 25 P T8 7 R0/ SR iR 1 244 v i s

U, AR T R UR- 2GR IR, IR B2 W) 8 R A R Y
WA 5 B BEAT R IR B o

FE— st 7 s, AR I E A — e WA Sy

FE— szt 5 2, AR ISR 257 e i i 2 Dy SR an,  mT RAE 4 LA i
BT By faak.

S Ji i, ARG R HUR- 2B BRI B A5 v, I P IR B BT T TR

m (C-HER2-8) ,
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BE X 1) AR BEIL I A 0 R DR R R A, R A R E B R A s A 5 A HE PG
VO IEHIE AL, 9] G0 1 SR SV Jie B e AR AR S R, 8 17 44 A R 13 TR AL S e 4 T TR AR B
FUAR R BRIt IR B b, SRS HUR-Z5YMEIY), Y HURIR I DARM G4 HiE v
m) MR SRS AFHEAT R, i W 2~8 2T

U, AR m RS TS Ab INEEREL(UFR DAR, B2 Hiik
BIELLE), m AN, AT ABRARO SRS BT R AR S 1 5 A R M 24 ) A
JEAF RN HUARARIE 25 T I 254 55 5 B S B Hui o 1 IR B R EL RSP ME,  — Ml LR g
/K )2 ¥ (Hydrophobic-Interaction Chromatography, HIC), 5 AH /& % A 4 i (Reverse phase
HPLC, RP-HPLC). RN MMtl%-SDS %t ik (SDS PAGE, electrophoresis), ¥AH R 1 (liquid
chromatograph-mass spectrometer, LC-MS). $84M0] WOtz (UV/Vis) 5575 e 15 2],

ST, ARHAE PR & A B L A s, HEE N DR,

A SR L ] N1 U BRIE PE TR 5 U R e, R4S b () 4k ML, 7E45-5 70
EEDQ(2- /48 5 -1- LAk i 2E-1,2- A EWAEAE T, T FTdR Hr A M1 5 BU/AEBURN 2
FOREE A, PR A M2, BERBTA S A M2 (AT N1, SRfG ik M3; {FRTAR
[EIAR M3 5547 1 S0 e B LA A 5 A, R4S )44 M4 A B ik o )4 M4 15 30(4-
2R L) BRIR B e, SRAF b 14k MS; {HRA 4k MS 5 254 % e

FE— bzt 7 =, Tk B R R S

FE—Fhauiti 77 s0rf, il 25 BN Lo B0 & RV R R 10 45 M B R BT iR AL A P
SRR N2 M (A S = ARG, 5 LR 2 RV B .

FE—Fhsiziiti /7 20, TR N2 LB T 4 R

i1, ARG R AR & A PE AN TS, HES LT, EE TR
PRFIAL S D (B U IR 26 A, A TR AR 5 A R AL 5 P e o

FE—Fhsiji 77 sUrh, Bk AR S5 A FRE AL G WD TE Gl 5 A DLV TR G v b 4

FE—Fhauiti J7 s0rf,  FTiR AR S A B AL S 7EZ) 0 224 37°C T ik

FE—F it 7 sk, A AT IR AR S AR O A S P 2 B LA RO 3R TR
PR 3E SR FAE G T SR, 459 8 403 5 1R B A

FE—Fhsiit y s, ARG EE I R ik 2 5, BAEE iR iR 5 A g A &
Yozt 2 a0 & LA B8R R AT IRE SR o

FE—Fsiziiti 77 20 h, BT 2 BT 3 a0 6 0 S S = A 7 3o 5 ER A A R i

TE— s 77 A, Fridad Bk 5 LN —(2-7R 435 Eh R ££(TCEP). beta-3
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H O beta-$ik QI ERER ShA BT PERE(DTT).

FE—Fisiti 7 30 h, BB ZE Mo F LA N4 B AU - AU SE AL (K H,PO4-NaOH)/ &
WEANaCLY . 2. = L O FR(DTPA)E IR BRI -Fr i B/ E AL I (NaCly - 2, 0% — i
T LFR(DTPA). THER-TIID/FALBA(NaCl)/ - 2.3k = j4 T L BR(DTPA). A FR-A A i/ Atk
BA(NaCly . 2.5 =% 1 LR (DTPAYFI PBS/ . .3 =i 1. .FR (DTPA).

FE—Fhsiciiti 7 =0k, TR A RIE A LA T4 CJE(ACN). —HEH B R(DMF). —
I L 2 B e (DMA) A — H L T A(DMS O) .

FE— RSt 7 2, BB AT MU AL TR 92 i 5 AT WL TR G B B AR o AN i
30%o

AR K IAHRAE P HUR-2G BRI, S5EETUR-ZGYBRIRIAEL, BT B R
UL & R K ML R, i SR DUERR 1) 51 N T AR B IS B IR Sk 1, AT MR A
AR FUR-ZI BB R E M, A B RA . b, ARHIERL T a5 R,
HAEAERGY) 5 R A DU Y 1,6-TH R AR TR 254, BAT AP IR SN 50k o AR e TR 5 A v
Mo BT RREI, T AR,

RGUFHARN TR T ST TEARTA T 25 5 MR 2R g I ey mAfe . N
(IR RA o OB R AR 7 A FRE IR 0 1 st 7 20 AR SUSE AR A SRR SI, AR
IR (1) P 28 AE A3 AR AT AN 5L RERE 6T BT 2 T 149 B Ak it 75 2 A T el i A i 125 A Fp i il
SR EORE AT o AR, AR HA A0 B AT B A5 b R AR s i PR, TR B
il

P 1 i B

A% A BT ) % WD £ SRR G B AL SR B gk S I B3 SO DR R (1
A P S 2T L S AR AR Hh 7 B B R SRR 35 o % B T 2 0 )
Iy

Pl 1 o A BB 1 1 RHHERLZE T (SEC-HPLC) (il

] 2 SRR AR S R BRI 2 (R SFHERLE ST (SEC-HPLC) {4t

) 3 LRI A F LR IR IEEH) 2 (RIBR /K VR FH 86 ROBUAR €2 3% /) (HIC-HPLC);

] 4 SRR AR S ORI 3 IR SFHERLE T (SEC-HPLC) f4iltfe;

5 SRR AR S R BRI 4 (R SFHERLE ST (SEC-HPLC) f4iltfe;

) 6 LRI A FE LR IR LMD 4 (RIBR /K VE FH 6 ROBUAR €235 /) (HIC-HPLC);

7 SRR AR S R BRI S IR SFHERLENT (SEC-HPLC) f4iltfe;
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Bl 8 S R IF R A G PUARIRIA 5 BB /K AT H i s80BUAH (0% ) (HIC-HPLC);

K 9 RIS A R HUAEIERY) 6 B9 RS HERLZ M (SEC-HPLC) (i Al

Bl 10 BRI AR B BUARAR YD 6 B KA FH i 80sAH E1i ¥ (HIC-HPLC);

B 11 ORI A IS BURE Y 7 19 RS HEZE ST (SEC-HPLC) i Al

12 BoR B A B BURAR I 7 B KA FH 80 fig . (HIC-HPLC);

K13 BRI A HE TR BRI 8 IR HEBHZHT (SEC-HPLC) i [l

14 SR B A B DURMRIBY) 8 1B /KA FH 80 AH (i ¥ (HIC-HPLC);

K15 BRI R A B TR BRI o I RASHHEBHZ T (SEC-HPLC) i [l

16 BoR B2 AR B BUARAR YD o B /KA FH = 80s A i ¥ (HIC-HPLC);

B 17 BRI A BE AT 10 (9 RSTHEBRZ#T (SEC-HPLC) i &l

Bl 18 BRI AR B HUARMR I 10 BB /KA H e 3%0BAH (0% &l (HIC-HPLC);

B 19 BoRIEAHEFUAMEE 11 1 RSTHEZ T (SEC-HPLC) i

Bl 20 IR B AR B HURMRIYD 11 (WK A4E H S R0mAH (i ) (HIC-HPLC);

B 21 BRI A HE PR 12 (9 RSTHEBRZHT (SEC-HPLC) i Al

Bl 22 BIR B A B HUARMRIY) 12 BB /KAE H 8B (0 ) (HIC-HPLC);

Kl 23 S8R IR & AR HIAE 0 A3 AR AR IR () 0 T R P S Bk L AR AL I8 5

] 24 S8R IR & AR HIAE A A3 BUARAR DA (0 0 T A R P S 30 SR ARG AR AL 18 5

Kl 25 BRI A HEH A PURMR IR I AE A S NCI-N87 i (A B e 4 i) s i ik v
PR, R

Kl 26 IR IR e A HAEH A PURMR R I FE AR S OV-CAR3 4HiJfil (AP S i) 1558
PG R AR 5

Bl 27 S R IR A B A PURMR IR I AE A4 S NCI-N87 4iifify. (A B i) SE5a ks
PR, R

Kl 28 W R A HEA A DU R I AE AR ST SK-BR-3 AH (A FL I 20 ) 58 4]
I PR AR

Kl 29 B R IR /& A HIE #4351 HER2 SUAMBIEEYAE COLO205 A 45 i A P9 24 346 AL s

Kl 30 R IR A2 A #4351 HER2 SUAAMBII/E HCC1954 A FLIRa AR N 25 30045 R

Bl 31 BORIE A HEFUARMEE 13 (RS HEBRZ T (SEC-HPLC) i &l

B 32 ORISR A HEHUAMEE 14 (19 RSTHEBRZ#T (SEC-HPLC) i &l

B 33 ORISR A HIEPUAME T 15 (RS HEBRZ#T (SEC-HPLC) i &l
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K 34 BIRHAE Trastuzumab FRF0E R 5 B 1 K] s
K 35 oI A G DU 5 8 5 5 Bt S ARG N ) I 1
K 36 oI AR G DURME Y 6 18 5 5 Bt S ARG N K i 1K

HARSLHE 7T 3

LA R R P BAR St 9] 150 B AR R e B R S ft 7 5, AR I BRI A mT g AR i 9 3
FIT ATV IR A 245 S L I P B e B ) e DG o B R

ARiEE X

FEARE, ARG EAA 7R8I & H AR MAH DS 5T R s AR 10 KA &
Yoo BCARIINE T LR A 200 e SRS & 10 H AR g, X Se i i (L FE (U AR T 25
RE, BEER. ARKNTF. JUARHAGE SR, ZRA/RPURE SIS o EA R
dr, ELATT AR Ab, BRI R BRI AR S U BOEEEE, TT LB
R PURSE G B BTIR IR T LAE FR G Piik . ATRHUIR. S ABUR BRI BUA: B
ARPUATT LR B S . AN BTIR P TT LR, ¥EpA i ) LA 4L RE s i Sk sl L R 4
4 FrB: HER2.

FEAREY, ARG bRl bk LS PRI E EL. be ] DU BRI sk
BARHY, B AE B AR . ARGkl W e A i BB sl BRIl ke 2, FL R ABE
A (R R 1) 5 S5 B PR S AS R R B R 1 BB e U 1 BT AR i RE, T RICA B8 1 %2204
BRI BRSO BE R AL, BN A 12 12 ANRE T, IS A 12 6 MRE IR,
SRR AR PR G e S AR AN IR T A OB 3L, R, TREE. BT BLE BRI ER
FERARHY, B ARECE AR, Bl g BT, B ES mT AZEAT AT m] o FH 342 a4 R
R, FTIRBURE T IS AT e e b B . MR, Bdk, Befldh, Bemidds, bedkalss, W&,
i, AR WER. BUR. MOBEAR. MR, 5k el MGRAUE. RMGSEEE. M
e ARERBER A A AR T ) — AN s N BURIEFTER, Bl m] DU S, 7. Il ks B
#. -NO2. -CN. -OH. -SH. -NH;. -C(O)H. -COH. -C(O)C(O)H. -C(O)CH,C(O)H. -
S(O)H. -S(O):H. -C(O)NHz. -SO:NH,. -OC(O)H. -N(H)SO:H 5% Ci.¢ i il e3[4«

FEARHIE, ARG L5 RN BsE s s e ke &, HAA 2 D MEHALE
(3 AH [ B S P S AN R R B L BR AN EUR BT AR IR, HOwT UM 1 32 204
W 10 BB SRR RR AL, B, RGBSR AT DURSE 1 AMRE T B R A AR T
BT AR I ks o R B P DU BRI s AR B, SR SR8 Blng A 1 2 12 4
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BRIET, WIS 15 6 MR T EEE . Tk L1 FERR ] P Sz S 3 (B AR B T30 e (-
CH2-). 1,1-F 4 2(-CH(CH3)-)s 1,2-W £, 3&(-CHCH,)-+ 1,1-F A 22(-CH(CH2CH3)-)s 1,2-1F
A #(-CH2CH(CH3)-)~  1,3-3F. A #(-CH2CH2CHz-)  1,4-1F T $&(-CH2CH2CH2CHa-) Al 1,5-3F ]
H4(-CH2CH2CHCH2CH2-) 55 o W8 2 T AR R BRI, BAREE R B AR, 02
WA, SRS T LATEAR o] rp {8 AR 0ZE 4 s A IROAR, B ad BROAR ] LS S7 AT 6 308
B, WA BER. BRAUER. BERER. GeAREUE. R SiAR. BRAR. AR, WUE. MObeAE.
IRMRAHE, D7 EEL JROFHE. BRAE. ARIFGEASL. MRLGEIEL . JRIRLEAR AR AN AR A
BN AT IS, Bl L2 &. 7. /. s W&, -NO2. -CN. -OH. -SH. -NHa.
-C(O)H. -CO2H. -C(O)C(0O)H. -C(0)CH,C(O)H. -S(O)H. -S(O)H. -C(O)NH,. -SO,NH>.
-OC(O)H. -N(H)SO:H B, C 1.6 J5II7EFEH o 3V F 3 B 0 s 5 v] DA BAR ) B AR BUAC ) o

FEARE Y, RIEHEEE RIRESAH DD AR R . MR R
VeI . ERIN L. 23R, EERE. THE. MR OmEL. B U
XV Cos BEMZLH R BIPESLEIAAE T A, TR, R O = A DLCEAN
A E AEATEE U A7 B AT DU TEBCRE R AT AT — LB o M 56 m] Ll R Bl
AR .

FEAHE A, ARG EH L T8 BA MR B R R 5 B PR 7 Pt A i 5k
o N, ATLGR M. WM. T EEL, T SUE SR O RS . T LU
B Bl R BRI

FEARHE R, RiGRIL W F LA EMERE BRI, Bl ph3t, R, b
P T RIS HREE AT L R BRI .

FEAHE A, ARIEMHIL I H L TR BA MR B iR R 5~ B R 2 PR 7 P AL i 5k
o N, ATLGR LSRR, WPTHRIE . TRPTEE, TSR . PR AT DR AR B
AR .

FEARES, RO B 2 BA 70 ERE AR TR RE. Ry
T ] LLFE BAT LR 7 TR RN 6 £ 14 JOAT KSR IREH G 22 BA (5 L =2 ik 4080 J5L 7 %ot
KIER), ATLCH 6 2 10 76, BIaoRMZE . Frd oy 3on] LG T4 07 2. RIRRREOA e 5630 I,
Horh 5 B SEMPESAE — BIEON5 HEER . 07 5n] DL U BAE IR, A3 B, 1Y
PIEFT DA —ANERE AN LU T AR, HSZ e F DA N edh, Ml Wk, Besdk. L
B BedkE AR R SR, RRER IR, BUER. MObedE. bR, O7ER. JO7E. MR
AL ARICBE IS BRI, R IR b . 07 5L n] DL BRI B E AR

b7

il
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FEAHE A, AR T7 R0 H & 18 BA WITH B R 5~ B 2 PSR 7 P AL i 5k
Feo illn, AT LR 2R ORI 2

FEARHE S, ARiEHI5 5T
BRAE . RFRITHfRES 1 £ 4
PAE I LA R4 5 BAIE. 0%
Wy, MEE SRR, MWLM L. N-GEARmLeg R, mng k. mEmR R, Wk, PUMRLSE, BT
Honf AR 107 86 JRBCEEOASE IR b, Horh 5 BRRSS MR HEAE — INE R 07 B3R . At
75 A LORAT BRI S AR BRI, B BURE, BUREE T DUy — k2 AN LU T AR, 0
STHIE DA BedE SR, BIE. GeR. BEEOE. e EUE. MR, HiE. BRE W
ST N N NI 7N G T SN/ SN N ik B S5 7N T = 2 S N it SN 1P 7
BEmidk o A5 5] DL BRI BRI o

FEAR T, ARG 07 57 5 25 BAT WA DT IR B S BB 25 A AU i AR
k3t. Biln, ALV, WMEmy L, WREnE L, WL, mEnE g, AL,
DAY RS B N A 87 N R A Y P M I E R ST M8

FEAR G, ARG HEAEE 10 2 58 BAT MR TR B AR R B 5l 7 802 AN R B sl E
B AT TR A RS . RIECH b 0 SRR S A BRI IR B 2 R, A
F3E20MIE T, RV 3 2 2RI T, ATRIEE 3 E 10 MrE T, ATUEE 3=
8 Mk T o NREAEIARBR b Ve BARFA T Sk . BR T he k. BRRGE AL, AL MO
Bk, ROME, MO M, IRPEe s MR A, MOoEke s 2 T U 5
W, FMARRER RGN . NI n] DU BRI B AR IR . ZEARHE T, ARG BRI id
TR H AR AT ERRE AR TR R L. AR TRIA 80 8 AT BT 7 AN
M2 AR, BB 3 2 20 MkIR T, ATRALES 3 2 12 MkJE T, TR 3
2 10MRE T, PTLLVEE 3 8 8 MR o PRI BRI AR PR S BARR A S BT b
Wikt MWk, ok, MO, WO M. PR, W=, Hetiss; 2
ICLARIRIS . B AIAT IR BB A o PR ] LU B ERAE U . AEZEERIFTE T, JIRFAAN
BRIA AT LA B ARAE .

FEARHE S, ARG A8 F R H ARG W IR 51 (1) 20 & — A U B =
ARAE L3 AR 557 A 2 A AEAI ARG R, H AR R ARG AR Hi B e S 07 IRk
KTTH . RIE AR R E o HA — DS AR

FEAR T, AR A H 2 5 BAT AIRES B S BB 25 25 7 BT AR 1

FHRERTBION 5 21078, ATLON S JeE 6 7o, Bilinmkip ik, b
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FRIE. BN, ATLOREIRA b IR T s, WIS WML, AR Ok, W
WO WO . WIRPEbi. WIRBE M. W R b s, 2] LUK
IR BHERARER R . P HRERSE ] DL AR B AR AR o

FEARREE T, RiERRHE @ & ffe ARG BN 3 J0-7 JCRM RS,
BhA 1) 7 JC-10 JCXUA AR L5 A4 BHFECIT) 6 JC-10 JURUA AR FREE R, X BERAAR S5 M) B A DA A 1
RS, AT DU BRI, BREcBE 14, REHORGH P IE S A — S E M RE T, Hp
RIEFATLUEA LT H: A M. Pl da 14 A Rk XRET. M RERIR
RUHARZER LI I, A% A LLVEAR AR I B R S ) 2. i, IR AR BR JE vT BLA
T ARG, B w] DU AR AN B AT DT A RN 3 J0-7 JCB RS, B 7 J8-10
TR SRR LE BRI 6 JC-10 JCRUA LR, BREKIE 740, XEEHORGE M has &4 —
ANEEANRIE T, HAp AR LUE A DU A: A BAE. Bl EH 1-4 A e U
R JRIABEHETT LURBUR A SRR . AP ST LU BUR A SRR

FEAR T, AR EAIA R 10 5 2 f8 HAT MR AR BRI B J5l 7 LB 25 i A U 7 Al
AR . TR AR ER R AT Ll AR B AR AR

FEARHE R, ARG BT 010 5 2 1 B8 a6 04 4 SR B85 v DB A 0 A
G AR BOR S R A BN R A . B, ATIE B BRI R R A Bk
B v DMECAS A ZRAAAE 1200 B AT LUBIE 2% B R [ 40 A e S PR A7 T A A% B 2R A AN e
FRIETE .

FEARREd, AREBRI @ 2R P AT, Wiz 54,
a1y 1~3 ANEUE AR M ST AR N A H B AR BUR B R TE B AT AT RE R4k 2
P, ARGURH AN GBS TE AT I 255 77 A% 0 i (i I S 58 B ) W] B BICAS 1T g
RIBAR. Tt BAT i B SN E S B B 5 HAT AN AN (A S Y B 0 B i1 &5 5 I T e A
FasE 1.

FEARHE o, WIARGURE RN G AN, <P, <Mk, <MbiidE 2 AR af L
AL FRBTIN—DARRFRIRAR 1 00 B I Bl A A R 8 BN, Ci-Ca Jiidk, Ci-Cr Mkt
I, C1-Cy BEEEBIL LSS, “C TR N b8y R BE A A AE I B SR T 8. #lan, Cs
PR A AR e A (i, GEREE, SR Cre ty JERIR RO T BA
N 1-10 Y5 B A AT AT 250 H TR

PP —AREANER T, FlUARE 54, By 1~3 DNER T A
FIECE BIBREEIAR . BT E I AT B A B, ARG AR N SRS 7E A AT
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i 22 %3 F7 I BT i Gl i S 30 R ) T RE BN AT BRI . i, A i A R e
Fodk 5 B AV J R R B R 1 456 ] R R SRR E 1Y 6

FEAR T, RSV W E BB L EARCRE . B, AR
MEY T LLRANALEY, BInA g L&Y DU 2 & 500 BLRIL&Y, TR
sy 1000 LM HIEY), AT LSy 1000 BL RIS, HATELZE 10000 BA F.
100000 LA EHIEY). TEAR PGS, EY)IERT LU $E R LS A E LA, Bl dnmT L
& AEEA TR 1000 DUF Tl AL E B S YR T AIER AT, Frid AR
Sr A LLE mREREME AL BR. ZRE. flinARiEiieamr e EA RS e
ANGrFH 1000 BUF I FAER A, ATRUREHREAR S —DEE A& 10000 L
N TARERNGY), TUREHEEARS - MEEZ AT 100000 LR R4 TARIER
WEY.

FEARES, RS0 SO e MRE, (AR ZER . RiE<L
By CBUR I A TR S AR .

FEARHEH, RIELET S BEREBE M FELLT 0.5%-10%16HE N A2 Z), #14n
AR EHAE L 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%I1I5 [ N 25 5).

FEARIES, AHENEYESHEMO A SEE. NEIRAR. S hed. sk
SRR RI/BCARRT B R A . AEAR BB T, ARAF AR B A A R AR AT A B £
A F oL I B AR ISR 0 SL AR R R o BT B A A i] LR AN R A B
B, BN, S, P BRI, AR HE T, RIEC T AR R o AR
WAl T, R R AL I BE 2 (low energy barrier) TLARBE AL K AS A A8 B 1K) Z5 40 5+
AR . Fltn, JR 1 5 A 54K (protontautomer)( 1 7% Jy it 1 # 48 H. 48 H ¥ K (prototropic
tautomer)) t K518 i R 1 IE RS BEAT 00 FAHAL AL, 8 Q0B -0 T 5 R AL AT T i -0 e S R A o AN
HAZ 54 K (valence tautomer) 0,5 8 ik — 28 sl B v 1 S 2 AT 0 BB AL . AEA T
AR P AR 8 R 4 T NS AR EI I F (AT X AR DA 2R 1T A 201 P e B
N RIE" SN BEAR" B S R A5 A T8 25 B R i ) A o %o R S ) ) S ) 14 215
R

FEARIES, AHERAGYIR R ge LM Bl R E I filin, &
AR CHD L il CHD AR CHD BB AEAE, Bl e L=FARIRFEL R (PC, PC
FHC) BRAFTE. W FEARHEL GRS 2R Fe B EAR T PNy ®0. 0. F,
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2P, PPy L P PL LY, BCERBINRIN R R, AR TR AR B AR
Z, AP AP S R R e XL R e AU AR N R TR SRR
RKE WAV T2 AE. P, HERMLRGR CH SRR m IS,
X AT LA T s AR AR e . B, i CHD MERFELN 0.015%. FiL, HARR
R RE 6500 MER T, A MR e B, AFRIERE T EMAE DR AME
(RGBT D) IR T 0.015%. FRARAATIR, &5 WA IR 1451054 7] LA 65
AR AP DB A RN R W R T AP A ZZ R AL G 28 0mn s, B 1 U 74
SRR AT, BRI Tt 13 Bilik 14 iUz 4, HARaf 8 5 A Hig a5l — S e &
POEIAEAS AT IR B 2 A

AT, REMH GV B E 58 EH — Mo FiA g s AL G Y s R 2
bRl K R BT AR 259 5 AL A 2 TR A, DA S At 2 23451 A P 2 24 P T 2
AIEA . 29 G r] DL e X AL WIR A 2, T30 T R o B VRSt i A 4% 21 i
Vo F M2 A SR 2% n] LLILAS G0 AR o

FEAHE R, AR bl 2 (10 8k s n) 25 HY 0 738 5 A F6 A R AL S slic 14:- 2
YIRS G T PR KA S, XIS ER T FLab P ik e iT DLRA 22 4k
AN/EAT Rk, BT EUEAT BT A6 1, A AR DUIR- AR 20 MR R AL & W) ml LA IR IE 1
th, 2% B ER AR IR B VESe B 604 ShR R SR AR . BREE. MR
b MR ARRER. BRI EL. DUAMIRER. EIRER. M. AUREL. BERRAEL.
R A Eh KR MrBRIRE R AR SOoRMREL . W IR, IR, EPREL.
MR Eh . ORAMRER. IREAMR Hh. OO H KRR &6

FEARHE T, ARIGEI7 @ H 2R ARG G YIE L A s AN 22 OB i i 24 1
WEY), BB % (bridge), MY (spacer), BUZHEH o 51— 82 M IELE
(I RESE

FEAHTH, RIG<2y% a2 BRIl 5 28R4 T 7, Blinduiasi2 ik, 2L
AL EETT IR . IZARETEA B AT XA G YA T PR £ 5F Ha] Llgy
T A A S TR T Y B AR . BN, 25 BT EAR (carrier) w] BLS R T
P TR E HAREE R 40K (vector) AHIX 3o A il (B TT BLE R AR 2212 1
KT, BladEa. 8. KILR. ROFK. 2REQRR. DEBRICEY. RREED
AN BV R UL o AS ST AR SRR LS8R I T AW h 2575 b TR i Bk T 4
FEBAA, Ik stk HAT 207 . XA T AR BB, e B AR T
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pH ZZ P )i 55 o

FEA T, ARifi“Trop2”. “TROP27IHF &R ARSI I MANMKEH . EAHRIGE S,
RiG“Trop2 i Al i Trop 2 WIFVEYD . ARAARAIR TAY, RFEEIRA T8, RiE“Trop” i B 4E
HA Trop 2 FIIEY). AN THAE—ARENFAKER, ULZFR R, RER
AR E A CEFEFR TR . Trop2 7J A& A Trop2. %11, Uniprot B35 P09758 #2{LT
Trop2 P41 14 .

FEAHE T, RIEHER2”MHF &8 AR AEKE T 521k 2(HER2). #illn, AifE<HER2”
8RR AR T R AR HER2. 2R B IERA o A KR A N T HER2 LA SR 1 40 i
HrIN T AT AR 20 HER2(B1 W s B () 2R I 55 HER2 1) R e A A5 fA R [R1 45 7
ol U BT B AR B AR R . 141, Uniprot B35 P04626 #2241k T HER2 FIJ7 A MIHE .

FEAHE S, ARiF“Nectin-4” 1 F R FGRH 7> 1 4. B4, RiE“Nectin-4”F5k BT A
KV R RAR Nectin-4o ARG 5“2 K7 FIA N LI Nectin-4 LA A5 F A1 oim L
ATTE A Nectin-4 (141 RAE ). 1ZARIBEIEH GG Nectin-4 [ R A A AR, 4
BT AR B A ARR . U, Uniprot 2% 5 Q96NYS8 £t | Nectin-4 A7 4| ik .

FEA T, RiE<H A iR (chimeric antibody)” 38 % /& 8 BB MR AT 28 X 5 A Fiik
PR E X R T BRI FUAAR, 7T LIS SR PE DTS R I S Bis S vt (ST RS Pk, wT L
ST WA SR PSR S I B BT AR SR, PR AR B A IR 4 i e e T AR IR DR, T AR R
T2 N UM IIE s X TR IR, 4 B ] A IXCR IR 5 A X B R 42 Fi ik 45 B TR I 4 N T4 3%
e, AT ME A RS EUR RG H RIS IR G PRI T

A HE G, RiE<A AL PR (humanized antibody)”, tF8Jy CDR # # $i #4(CDR-
grafted antibody), ¥ ZFEH W) CDR FEAI BB ARIGUA T A XHESRE, BIAFZRBEA
it R PUARMELE PP 40 P AL R iAo PT LA IR & FUAR i T4 R BB ER A s, AITiE S
FURVERCN o B AR 7 A1 A] DAL HERD RPUAZER T A A 3L DNA Bd FE sl A JF i 2%
SCRRERAG . W EE B 1] AR X IR IR R R DNA 741 1] LLYE“VBase” Al 5 F2 91 5088 /3

AEARHE T, ARiF KPR <2 APUR B 582 N IEHUIA,  dpRe 2 U5 R e B 41
7, HATAR R W] AR XAIE g X 0] BAAS R AV, 5 BR e B AT s B E o B s B AR 11
KIEEDT T WUABY B 3. BRI e R, A PR s B puiA . A UL e B B ik
A NP SR HUAR . A HIE TR ST BUECAR AT DO 2 N Se B ik . 4 A BuAA b 2% (1 AH
KEARTLA: AR, EBV H B k4l fubi R W 4 B 7R B AR (phage display)-
BEBLIR/IN B PR 1 46 B2 R (transgenic mouse) FIEAS B 400 oA 46 He A% .



WO 2022/228494 PCT/CN2022/089725
15

TEAHEH, ARiE“CDR”MEH &Pk il AR LM N+ 2R EE G110 6 MR
Z—o Frid 6 4~ CDR W55 I L2 —H Kabat EA.% A, Chothia % Al MacCallum %%
At WA s, CDR I Kabat i& X A] LA T 428 v 225 /4% CDR1. CDR2
Al CDR3(CDR L1, CDRL2, CDRL3 5 L1, L2. L3), LA\M 445 45H) 181 CDRI,
CDR2 #ll CDR3(CDR H1. CDR H2. CDR H3 & H1. H2, H3).

FEAHHE T, RiBRe SHAEMPN A @5 LRIt e A RG5E, rids
) B BA BES 5 LML IS ], LAY BIBRLAEs 5 SIL MBS H 5 &9 A 8L &
B2, ALLRASEEL A A 566 B &Rz .

TEA S, ARG 0 R HE — i 5 — D R BE N 5 — i b5 5 — DN B HEAIE
WAE b Bl s, ] DUREH H A I A 5 1 5 29 AR ARAH I o BT B sl R e i
PR AT DU 4R BT FE A 1 005 B e e i, R nT DU il i T e e e e Ak . 9 A
EHARTT LR A G FTIR I Qu BTG o B, w7 LU AL S IR AN e e Sk 5 A (91 A )
B ARSI W B RUR) Bk s SRR e ek M R A . s i
P Sk BRI 250 B sl A i ek

FEARE Y, ARG EEEEE 0 2 HA 55— N REBHER G R . B, A
AL A, LB AL A 5 — A AR IR B, SIS E S 5 —
ARSI, BRI 2R A v DA E i R

TEA U, RGP R0 05 & 1 B2k MR & DU BT R 456 B LATE A 0%
AR5y 0, 2P 0 SRR AH AN R SO R B B R R M A A A 49
250 S TC RLAR R D R A I ) o

TEA G, ARG HUMIE RIS Y@ 5 8 HoA 0 e g R 3 B 5 . AE 5 7)
BREERS I PR BRI B TRk G BIan,  BooRT i P AT LA E v o7 A 1E) A S 4 A AR
K o 5 /L BB S R R B RO A I, BRS R TE IR YT B R A B IR IR T B A7
IR R0 o BRG] FH A AR AR A sk o R AR L DA, 491 S R RS LA 2

FEAR IR B R0 2 STt 7 2 v, AR B AE a1 o B U e ML S
HARGI . RO TEEAZ, il AR, 180, 125, Y%, Re'®S, Re', Sm', Bi*'?, P32,
Pb?2 8 Lu MU E; SEEEGY, BlnSBHAREY (BRI & EeRE
Yo: BEIREHUAER, BliniloREXBOFRIS R B R mEEHHIR; T DNA Sz,
91 4 PR NS L S-RURIENE . BRI TR, HPEARIR . SENS . WEEME T, HUSHIR. Sohi
IRERRIESE: ERTEMEANAY), HIaiE & admbn GEnKERAEYMAE. KE
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F K. WA, B E WIHRYT 25, Tubulysin B Si3CAMARE MG S
PG, 5 22 ERY I R R P T BRI P L % A R B 6 )
ZH Z BRI A s 2 B AR OB AL A DS s 700 R T A o A e
7 200 ] 3 R A )

FEA R, RS b S A B 77 30 5 R 4R SRR S A T H R R 4 AL
I IR SV EATAEY) . SR Al T 40050 77) 60 SA9] G H5AE AN SR T b S LA
WA A I GAGEIURZE R Dy IHR. ZRWE. 2 RKE. RAHER. KITH
B B R BUKICIATAE). iR MEE (topoisomerase) M LLZFRIEII VI DNA 1—4%
B SR RO BEIR RS, RS ERT SR AN Ok B AE DNA GEM A .

FEAHE S, RIGEM S8 5 218 5 5 s 0 AT E B SRS .
Blln, ERBEAZE T DIAE CAS B3t 7689-03-4 it #R. B0, EMBRIU T LUEIE {7
V& R (Exatecan, CAS #3k'%5 171335-80-1) BV E HE (Belotecan, CAS #3355 256411-
32-2) o AR “AESWRESEIAIN FAYRE T HIH1R) 7 LRI IR L B R R 2
HRIFIENE R LU TR IR ZENE A 2K B A Rl T IR TR ARy 1, B AR Genz
644282(CAS H3k 5 529488-28-6).

FEAHITE Y, AR5 IR G FRIB A O F 0 18 R F 1200 B R AN el i 5 i
RFRIL KT AT R BE . BN, AR T2k B A ZB0E8 B IE 5 40 M (W 287K, SR B X
B R E B B A0 i o AN RS AP, R ikt B, AR
TR B A B B I AR RIS, SR B X 58 B R 2 2 2 s 3 B A R 40
FEAE S FRIL KA BRAK,  BMIRIB . BB, SR B 50 X A R E 2 A B
R AIEFEAAE R, RISHIRE . BeE BN, R8P X a0 88 fke E 28 B W 40
ARIEFEAFE A, BOBAPERT. B, ¥ AERIA MR AT BL B AT 0 (R A A0 2 1

FEAHE R, RIEGRE W LBITRNRIT . SRS BARmsoRI &, 5
I AT RN ) IR T BT AR B . 0T R RS A RO e T G A T A
ERERIG FRAEMIPE BT RIRR BE . DA AR BR4S T IR 7 RIRI/BUR T I A4S . Rk, Tt
SEMERA AT AR I SR, AT @ RARGGT 5, ) LA H RS0 R 2 1A 500
i A 5 i i B A% S D L SR

SrRARRE A UL, ARIE T, BT IS I B AR BRI AT BRI
—FHINEY), S FARTF ARG ANE ). APIERITALEYZ .
HF MR AT LUT Ly R WA S S M, sk R BRI S ML KVRA )
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WASCHT A, REARPEFENEDTRAPIERAEY) . ERBECOREA P EN SN &
P, 9% B2 0 KEMBIERIEY) .

UARSE S TR BT, 12 A R TE AR A R ORI 2, B
A IR TEZG D 2H 5 o

ASCRT A, B LU 2 0 SO O B 5 s s B bR . 2w RLA.
Ak, 2R, SRS BRI AR RS AR B, RE AR I BT R A
W PO RUNEL Ay AL A TR EORIE T e, S i BRI U R 4h
R PEPUR I S R R E A SRR — A 2 Fh Uik CDRs P K B 45
EALRL, WHRAERAL . R R A AR S IR A A F LM ik, —FhgiE T
HA—F LA BRI LA . SO L5 4K e BR B 1 93 B4 K G R BR B (1 90 1 1) S 3 7
MeFB oy, RIS AR S MRS & BT ORI PUR B A o7, XSRS, AN PR T
A B A S B S PR A DG IR B B S DU AR A o A R R 0 i Bk R LR
HAEREA S THAEE BB 1gG. IgE. IgM. IgD Al IgA). KHI(HIn 1gGl. IgG2.
IgG3. 1gG4. IgAl Fl IgA2)sV 2. Sy BRE (A m LORIE AT Fe. SR, 7E—ANJri
B, FEERE EORIE T A REUR. “PUiR A B BLE S S K BURI —# 5y, — RO SR
LEA X B AR X . HUA R BE S %: Faby Fab’s F(ab)2 Fl Fv A Bt XUHUiA; Zeitkbuik;
PP (minibody); Fab FIEX MBI B H-JURFRL(HT-Id)Iidk; COR(EAMRIEX); AN
LG R e R 5 s s 2 M e B o 2 P B AR W ) IR A B R -2 G B
FBEHUIR G 7 BV BOR U 28 e eI . A Bl A e 2 M A8 I i) B A ]
DR RFFL AT B ARSI DT RSE A B F7 . TR, A HUE R i biakm] LL, o dnm) A& — P,
SHES G WAMPUR S, Blin, A CHUE(TAA), 4002 1 52 14 85 1 A H A 4
Kb o7, AUMAERE VR IA F, dUIE A E T R SV S S AR DRI 4 (2
B BA ThEE M), WRER T, U, S 5AREHRIETT 1, S5 108 R R
(¥1951,  LARS A AR B DRI 3 (i AN PR 25 & B R 1T LA Bk 2y Kk — ANl — A
FAE, T TR S B B R R R I 2 AR B AR PURAR ). A AR
ZYMBED PR GRS, (AARMT, Bl 402 52 AR R0 o8 A e HUR BTk . IR FER
JIRTAH DGR N BTN, T LASE I b A SRR A i 6 D7 A R o IX 28 H AR
VORENS Rr S M AR AL — P 2 R G IR I, i 7E — Rl B 2 o A s 4 My R T s AR D B
ANRIE o B, AT A A0 M 0 T, SR P R R DG 22 PR 7 i A0 B 3 v T DA S o
Fik,
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FEAWEd, AR« B BP0 @ 5 2 58— FE 1T Nectin-4 M PTik. Hlan, B
(Enfortumab) ] LAIL#/E WO2017042210A1 Ho FEARHIE 1, BB HTAT LLEFRATA]—Ff
L RO PR SR AT 21X CDR1-3 AR EE A2 X CDR1-3 IR EGUR L & v B fEAH
T, R B HUAT LU AR AT AR — i B, 5 J v B0 ) BB T AR XA R B T AR X PR B e i
ah B

FEAHIGE T, RIEIZ R H0 Ml H &35 — ¥R HER2 MHUM. #lan, M2k
(Pertuzumab) ] LLILE7E WO2014172371A2 o FEARHIEH, 22 ER BT LU R T A —
P AL &M Z 2k AR EAE 1 AE X CDR1-3 MEREE 14X CDR1-3 PLREGLE LS & 7 Be. 78
AHE Y, P2 B ERTA] DU FR AT A — b A 5 02 B SR e 0 B T AR DRI B P AR IX R i
BURE G R B

FEAHIGE T, ARl Z PR hu il & & 48— ¥R HER2 MHUi. i, b2k
(Trastuzumab) 1] LA #K7E US20060275305A1 o fEAHIEF, 2 2k B hin] LSBT
— PR R BR U E R AT S X CDR1-3 FIRBERZZ X CDR1-3 IIHURBUR LS 4 F B
FEA TGS, i PR BT A] LA R AT — Fof f, 5 i 2% Bk B0 ) e ] AR IXORT B B ] AR X
REFUR S5 B

FEARE T, RIEFEZERPHEE I8 — M TROP2 Mibifk. B, FEZZkHH
(Sacituzumab, hRS7) A LLiCHAE W02003074566 . AT, FEZER P LUESR
AT —Fh 0 & FEZ BRI F A 7] A8 X CDR1-3 FIEREETT 28X CDR1-3 HIHUAS BT R4S &
Bro AEAMIEH, FEZEREHUAT LURSRAT A — bt 2 26 2 PR 5 0 A 38 v 28 XM B ] AR X
HEARENI RN S g ps

FEAHFH, ARifi“Patritumab” il & 15— ML HER3 Kk, #1401, Patritumab 7] LA
JLHAE CN102174105B 1. 7EAHIE T, Patritumab S50 LLZFRAT (T —Fi 7 Patritumab [¥)
HE AR [X CDR1-3 AL EE R 221X CDR1-3 BIHUARBSTUR 455 Ble FEAHIE T, Patritumab

A LARARAT— i85 Patritumab 1) 25 B W] AZ X2 7T A2 X R AR sl R 455 v B

AAHFF, ARiE<SUiA HOILO2 @ H 25— Mt CDHo Wik, #ilan, &rdfEpiik
HO1L02 A LLig 2 7E WO02018212136. US20200171163A1 1. i1, HO1LO2 HHTA] LA 254
DS6000 TR 8. AEAFRIEF, HOILO2 HHT A LU Ef —Fhfd & HO1LO2 Hfifl&E

H[AZ X CDR1-3 M HER] 42X CDR1-3 HIHUAREGUR S & B EA RS, HO1L02 Hit

A L ARARAT—Fi A0 2 HO1LO02 e ) B I AR X AR B v] A2 X i B sl R 46 5 v B



WO 2022/228494 PCT/CN2022/089725
19

FEARIEY, RIEZMRE 0 S — DA G R I T R . 4l
a, 2RI — A B A SR T URTE IR . B, AHHE R 2 kAT LE A
DA RN M-#12 % (Phe-Lys) . 4H&M-NAM (Val-Ala) . M- /NER (Val-
Cit) « HAMR-FER-NER (Glu- Val-Ala) « BRER-HER-NEHE (Glu-Val-Cit) + 4
BIR-FRER (Val-Lys) « HAMR-NAR-FNER (Ala-Ala-Ala)  HZBR-FZ IR - K B
(Ala-Ala-Asn) FIHZ - H 2 B- RN - H &R (Gly-Gly-Phe-Gly)

FEAREY, RIERL OB @ RGOS A Z A & B EE R U iR
B, 4R LS -(CH.CHLO)p-, Mot p AEADy 1 IHL. Blin ARG h i s =
W T LR AT IR BRI

FEAHE T, ARIGH B0 SRR O R . B A B v 6 H g T LU AT IR
R Biln, HEEEZ fTEC7 T DAROR B RN 4 SR OB R, i —H AT DL
RS & R A MR

TEARFE R, ARG RN R IRIE 0 L4805 — A e ML E R TR 2= 7 4 i i 7R 2
B, TNEBRRIE ] DL -(COCHN(CHa))g-» ot q AEDN 1 % BlanAHiE

| O
e,
WM R ] U AT IR U . B, 68 SV R R FE A S5/ n] LA ° ! n2,
Hn2 5 4 % 18 %
FEAHITE T, ARG on FE IR BN 5% T4 J 19t i eI Pl ik 0 A2 4 — R VD BT 2 T R AE 4
Ao BIIN-T ZLe HE BRI N I A I B B vk (SDS-PAGED  AJ LRI B2 73+ B K/
FEARHE T, ARIEGK ST &1 — R B TR B K 2 5 1 B R
FEARTE T, RIGVRAHB I 05 48— R S @ Y Bl o 0 78 7k o B A i a]
LI v AH - 5T 1% 10 43 AR A i ) 2 1
FEAHIE T, AR 0 5 PR AR AR P SRR 2 A o W T A g R UL, I
A R IR RF AR IR — 0 43 o R TT B PRI, AT B R R . RAER — A TR R
PEECRPER IR, AR R — T RS e, W LU R, T DU AR R . 1T
ARG S Wi e B DAL ZUE. OV, JRE e e . B S aih .
SR A S AR RN R 2 R MR R TS SN e
ANARISE . BRI BRRAIN . RPN . B A B R TR
AIFI MRS B4, B, MU AR BRI TR, T i A RN 5
17592 55 T- A5 B B i X BE 2 205 B R
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KR

U7, ARERME RS, LA AT BRSNS
Ry ARR SRR R, BOLRGYIER, B2 Eal 2k A sid ey, L prid
WAL (C-HER2) Finigiig:

Ab L T
1 3
m (C-HER2)

b, Q AT RU M AR A,

L A VAL 55 -L1a-C(=0)-,

Horbr, L aT A A BV H: R BURHE e AR BRI 4 Bk AR Bt
W EE S AT BRI, . AT BURHE RIS . AT I BUCH IR A2, AT B QL
77 HE T A R R I A 77 2

Lo W] DLES S AR A 22 ik 2

L w] DL S AR R TN R B (41, g, A P 435 A ) B 22 L T DO AT 1 BB o

o
A

e T,

m¢$%%m@%@ﬁUEéﬁﬁmﬁmﬁﬁ , TR °

Ferpr, Lo A/8R Ly v] LA SR IR U S R 2

T A LA S 2 5,

Ab AR 45 & HER2 HIBCAA, m My 1-8 HI%L.

S O7 M, AHEICIR MG Y, BULTAS R, PTHBEAR. SR IRAR. AR
Ff AR S i, BORGYIE, B2 BT i BT EA R G, Hoh
BAAPI L AR (C-M-HER2) PR I45H:

m—{o L T
1\L//Z\L//
1 3

Horbr, Qi TR B RAK,

L A VAL 55 -L1a-C(=0)-,

Horfr, Lo ATRAE H N AR BUCH T e . AR BURHI R & I 2. AR B
W2 ATBACH RS T BRI AR 2 AT I BRI A AL . T B I
77 HE T A R R I A 77 2

m (C-M-HER2)
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Lo A DAL S AR R AR ) 22 kR B
Ls ] LV ST U I R 2 [T, i, ACFR s B ) B 2 [T v] LU B B B ne . 1l
O
‘\AN@O&H\’{”@%
Un A HR R R T B 22k [T i) AR SR U H , BT IR o 7.
o, Lo /8% La w DAL ST 20 UG R 25 48 B2 0T- X
T 0] L& 254 0T,
Ab MRS5S HER2 MR, m Al LA 1-8 14K,

(o]
£ it
i, e, ek UL R4 (Tiuin N . RUTHEEARH

s,

O
fan, b, L 2R DA AT BRI £ B oa-X UG, filhn, %45 5 oe-X A] LA
Ax

HEHU A FERBRT % s, Hep X { UL FH: B, C-Cekidt. Ci-Cs bt
By Cr-CoMplish, U 1-8 METFIMEREARbEE. A 1-8 MEF I EFE- MR b,
Friddefi B & g Ny OB S 13 M+ Hfh Xt HEL R4 & Ci-CebifE. Ci-
CsJid It Ci-CoMhidt. S8 1-8 NE I EBE b AR 1-8 NE 710 B -2
ik, PR O E%EE Ny OBE SH 13 ME T Hdh X B TFH: & Ci-Cs bt
. Cr-Cehrf . Ci-CoFibidt. U 1-8 MR I EEE bt . AR E 1-8 AN+ 1 ELBE-
RS, Frid i BB & EE Ny O BCE S 1-3 M1 Bk Ci-Cs kit Ci1-Cs it
FHEL Ci-Ce¥bidE. BE 18 MEFRIEF A, M 1-8 R I BEEE- TR e i
F BT AT IR E 3 AR R JAE. AR, AL, G, RIS, LA
A AR

fan, b, L 2R DA AT BRI £ B oa-X UG, filhn, %45 5 oe-X A] LA

I
_NH
A AEIE AR 'Ax1 s R XimEM N Ci-Caliish. Ci-CsbtE A Ci-Co MbEdk,
B 18 MR TR EREA . S 1-8 N T ERE- MR bEIE, Prid kbt ik A
N. O 5 S 1-3 T, Prikiy Ci-Cs btk Ci-Cebisadk. Cr-CoMibidk. 7% 1-8 MJal
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TR EBEAR B AELE 1-8 AN a7 I ELBE-FOR A ek % B A Sr AR e e B A, R
(1 NIRTEE- N AR N2 N8 NI S8~ 150 v e 111 R TR i A MV U AV UG A

Bl S, £HEX s E AR ANH

B, ARG R, A SR, PR, SRR, XM R
e R, SR AMIER, SOLZEY E TR . AR, SR TR
ML A R (C-M2) Bzt

Ab— Ry o
NP J
O R, i 0 o~ T
N. N
rkwim/\/ln
H = H
o O R,
- —m (C-MZ),

Horb, L BLS R BRI S, . AR B 3R 4 B BNV AR T A3 A 2 Ry
A VLRI AR o N 2 AR UK R s R i) DUMAE I B L AR U

Q
L NH
’\(\/\zfqI NHzﬁ{Ejﬁﬁl,ﬁ‘E(J\(\/\/ 2; Ry ] DUV B Rs; e, Rs mf DU T HR

|
A ANH , TH L&y & B (Exatecan, CAS &3x'5 171335-80-1) FlI/ml UL R
(Belotecan, CAS %35 256411-32-2) Fl/5k Genz-644282(CAS &35 529488-28-6).
filtn, Hr, QuAl LIRS S AR IS B AR .

FCT

@]
i, o, Qu iUk E LR (Tl 7. TR

LT ey 2,
« AT O Y AMEEEURK .

Bldn, o, LB E L4 ARRBURK C-Co RIELE R . AR —H gk &
JNH RS AR IR Ca-Co W AR I . AR BRI 77 2 AR R AR T 2 7 2

Bldn, o, L afBAEE L4 ARRBURHE L AR 238 ARIZEAR
I A 2 ARIEHBACRIIE T 5 AR BRI . ARG A — ik AR BRI MY H
WAk ARRHRHI N H R ARIE R\ H A E e AR A 5,

Bldn, o, L afBAEE L4 ARRBURHE L AR 238 ARIZEAR
R A ARIE BRG] 2. AR B e 2

Bldn, o, L TP E LA ARRBURH —H st AR =i [k
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BRI VY H B AT BRI FH B TR BRI S RS TR BUR L H R, AT
R EAMIPAN =8

flan, Horp, L mTRAEE PR ATIEBURII A 5L ATIRBURMEIE T EEAT ik
BRI 3A O3

flan, Horp, Lo o] DURLEAT R BRI B DA 210 R e 2 Mk 56 2RI &R
FotER. AR, ER. WER. TREAR. WER. AR, HER. HER. 2%
MR DAMIG. BEAR. HER. RAE. 528K WaR. NER. REEABRAIHEA
(73

flan, Hoep, Lo o] DUREAT R BRI B AT AL 2R i 2 ik s Ham. 2%
N, HiEm. NaER. Bam. Nal. KRR, R ER

flan, Hoep, Ly LR EATEBURIGE B DU N AL 2 5 2R &R-#1 %% (Phe-
Lys). @WRAMR-WHIR (Val-Ala). Sz IR-NE K (Val-Cit). BRR-MAR-WER (Glu-
Val-Ala). RAMR-HEE-NER (Glu-Val-Cit). L E-$1Z 8 (Val-Lys). F 2 MR-H 2 -
N (Ala-Ala-Ala) H2R-HNZR- KB (Ala-Ala-Asn) FIH 2 8- H 28 -28 4 2R
-H& % (Gly-Gly-Phe-Gly )

flan, Hoep, Ly LR EATEBURIGE B DU N AL 2 5 2R &R-#1 %% (Phe-
Lys). @02 IR-MN2 % (Val-Ala). #ZR-/N2zE (Val-Cit) HI4zdR-Hizd e (Val-Lys).

B, Hoh, 4 Ly 65 i a BRI, TR B BR IR L T LAR L SR R R AL 1 4
) Ry B

filtan, Lo B0 AR 0 H AT LA Ry LA

0O
(S
Bli, ok, BR R ATRUSIEREUCH © et L S0Pl 4 % 18 0%, RIEL
PLR4: Ci-Cokidh. Ci-CoMbidh. Al Ci-Co bt
Bitn, Hreb, nl AR 4 %518, 8 & 18, 4 & 1280 8 & 12. Hildn, Hd, nl WA
4, 5. 65 7. 8. 9, 10, 11. 12. 13. 14. 15. 16, 17 H{ 18,

A

A
filn, e, LaikE UL R4 Taiui B . RUTHEEARH
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ﬁmﬁ? .
o’

Bldn, o, Ly 2RI ] Bt 5 BRIV R S T I 254 R HUAXG
Blan, Ls MM SRR H A BLg Ry B
Blan, b, Ly 2R SRR BRI SRVL IR i Al i 4540 Foe-X-1E 4%, 45 F.oe-X-

HH LN Eﬁiﬂlﬁﬁﬁ/(xl X>\ Hep X BBV N H: Ik, Ci-Ce sk, Ci-Cs ki
By Cr-CoMliidt. W& 1-8 MR T I EEER KA. A 1-8 R 71 B BE- MR A bi sk,
P 5 Ny OB S 13 MR 15 A XA UL . A, Ci-Cs ik, Ci-
Cs i At Ci-CoMpfith. W8 1-8 MR THEBEA R MBS 1-8 T A9 EEE- MR
Pk, FrRZRbi R EIEA Ny OBl S 1-3 M7 Hivh X el B LT 4.
A Ci-Cshidk. Ci-Csli¥2k. Cr-Codfkiidh. 5 1-8 MR T M EBEAR L. MEE 1-84
T BRI e, Prid ke S IE A Ny O 8 S 1 1-3 M7 b i) Ci-Ce kit
Hey Ci-Celt At Ci-Co¥Mpfidt. BE 18 MR T M EEEA LI, MEE 1-8 M 11 B -
MR e 75 B ARSI R de st glal FTAR, sk WUk, ARZE. &k, fedh. ROk, Bt
BB [ 2 AN AR AR

Blan, Ls B2 SRR AU RV UIR ik Al 450 Hoo-X-E 8, 45 oo-X-1EH,

R R 2 i %N_’“_N L P X R B FAL CrCekidh, CrCabi
By Cr-CeMpfist, BE 18 NETF BB, A 1-8 NE T 1 BBE-HR IR bt 2,

Frid bt B 5k B Ny O 8L S 1Y 1.3 MET, Fridf) Ci-Cs bk, Ci-Cs ki8S, Ci-Co
Hbids. A8 1-8 MR FIIE R e 5L, FAE 1-8 ANE I B BE- TR A ot 55 4% 1 A 7 AT
EHE AT, piER . WUEL AR, R Ledk. R SR ALBA LA A 2 AN
FRIEHUR

flgn, Hr, ¢ ,M"Jﬁfl:XﬁEﬁEEMtE’J&/ Y, BRI IR R o

/\%% , Hn2 A48 18I, RIEHLATH: Ci-Celtdt. Ci-CoMktHk. il Ci-

Co B 2.
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i, Hoh, gy e-X-E H B4 Eﬁiﬁxﬁﬁﬁ/{"l X>\ H X H AR
M: PHE. Cr-Cobidk. Cr-CshtHdt. Cr-CoMbidt. A8 18 MR TIESE b, At
18N E T E - ORI B, TR A A IR A Ny 08l S I3 AME T Hd X,
HHLAF4L: A, Cri-Csbidh. Cr-Cski¥It. Ci-CoMbidt. fL5 1-8 MR BB A bt
B M 18 AR F I EEE-IRRA S, Pk e S E A Ny O B S 11 1-3 4N
Ty Hib X SR EEGE LU H: AL Cr-Cekidt. Ci-CshiatE. Ci-Co¥pfitt, 5 1-
8 MR T BB A b RIS 1-8 NME P ERE- ORI, Frid b R diE A Ny O
o S 1-3 NET s BRI Ci-Csbidh, Ci-CsbifadE. Ci-Co kit BF 18 MR TH
B MRS 1-8 DNE I ERE- MR B 5L 5 M AZ R e gl ide 1 74, KR,

VR U Besh. BRER. LRAUREOA R — s 2 A BUREEUR, TR T IR EUR

25 Hﬂa&ﬁﬁﬁ@/‘/\% ﬁ » Hrhn2h 4 2 18 19%L RIEALUNAH: Ci-Coltdt.

Ci-Co M fidk. I C1-Co BE 2
O

flgn, Hr, ¢ /mji/]%Eij’Eﬁiﬁl’ﬁm\el\ 7/ PR B SRR

0]
%T%R
0]
FHegy £ n2 , Hrn2 42 18, RIEHULTH: Ci-Cokidk. C1-CoFkidk.

FIT C1-Ce e 48 3

b

i, Hoh, gy e-X-E H B4 Eﬁiﬁxﬁﬁﬁ/{"l x>\ H X H AR
M: PHE. Cr-Cobidk. Cr-CshtHdt. Cr-CoMbidt. A8 18 MR TIESE b, At
-8RI ERE-HORA bR, TRt RS IE A Ny O i S I 13 MR Kb Xe
HHLAF4L: A, Cri-Csbidh. Cr-Cski¥It. Ci-CoMbidt. fL5 1-8 MR BB A bt
B M 18 AR F I EEE-IRRA S, Pk e S E A Ny O B S 11 1-3 4N
Ty Hib X SR EEGE LU H: AL Cr-Cekidt. Ci-CshiatE. Ci-Co¥pfitt, 5 1-
8 MR T BB A b RIS 1-8 NME P ERE- ORI, Frid b R diE A Ny O
o S 1-3 NET s BRI Ci-Csbidh, Ci-CsbifadE. Ci-Co kit BF 18 MR TH
B MRS 1-8 DNE I ERE- MR B 5L 5 M AZ R e gl ide 1 74, KR,
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2 NI ER NI =B N B MGERE I — A B 2 N U, P AR AR

ivpa m%&ﬁﬁ@Aéﬁf\ n2 , Hon2 4% 18148, RIEALLTH: Ci-Cekidk,
C1-Co M Jiidk. HI C1-Co S 2.

filtn, b, n2 AL 4 2 18, 8 £ 18, 4 £ 128k 8 £ 12, 0, Hh, n2 ALK
4y 5+ 6+ 7+ 8y 9. 104 11, 12, 13, 14, 15. 16, 175 18.

fln, Mo, T ATLAVEE BA SUM RIS TR &4 .

flan, o, T AR E S A R A B )

flan, o, T ATLAVEE SR8 A AE S RS b e Al 140 7)o

filin, o, TALEAPHDERE (Exatecan, CAS Bk5 171335-80-1) All/ok Ik &
R (Belotecan, CAS &35 256411-32-2) F1/o¥ Genz-644282(CAS &35 529488-28-6).

A

fitm, Forh, TR BLRALNEH: S o ,

O

-
O\
<

%m,¢$mﬁ@~W%A% B AR IR, SMETER. X i Aa 4
AEnfme SRk, R AL, oL Bl it Al oia A, Hoh pridik &
Yl L& (C-HER2) PB4

Ab‘{Q L T
1\|_1/ 2\|_3/]
m (C-HER2)

Horb, Qo Al AL 5 SRR R £ AR,

Li Al A5 -L1a-C(=0)-, Hf1, Lia ATEAEE LU N ARIEBARNH C-Co LS (i
WA o H B A CH R AR IR AR Ca-Co WARFAIE AT 18 AR S 05 B AT AR
WA 5 55

Lo o] VR SR UL B BA N H R R IR R 2 i, TR FRNEIR . A
M. HRAMR. MER. NER. KRR REBIEAEER,
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ok/ ﬁﬁ?

uTU@AEﬁﬁﬁm

Horb, Lo Al AL RV R R AL,

T R LA S0 b e A B 1 571

Plan, AR AL EY), SO EARRRR. PR, SRR IR AR
AEXT WS BOLRGYIEA, BURA Y Eal 2 i dh, arZisianay, Ko i s
Pref LA 30 (C-HER2) Finfgifg:

Ab

o o]
1 ’ m (C-HER2)

Forr, Qo AT AR S E AR RS A AR

Ly AT A5 -L1a-C(=0)-, b, Lia vl B H B AR BURH) Ci-Cr e L [Tk
BRI R A )\ H AL RIEEURIY Ca-Co AR IE . ARIRRURIG 75 ZE YT IR BRI
ME Ak 77 5

Lo n] VBT BRI B DL H AR R 2 IR, HER. RHEAR. SR
M. Nz FBai. Nai. REAZR . REBIEH R,

ok/ éﬁ?
MTU@AEﬁWﬁm

Horb, Ly Al AL RV R R AL,

T R LA S0 b e A B 1 571

Plan, AR AL EY), SO EARRRR. PR, SRR IR AR
AEXT WS BOLRGYIEA, BURA Y Eal 2 i dh, arZisianay, Ko i s
Pref LA 30 (C-HER2) Finfgifg:

Ab L T
m (C-HER2)
% 0
<7
N
4

Horp, Quil AV B AR BRI O
L1 7] DU B -L1o-C(=0)-, i, Lo i LE S T EBACH C1-C7 1O E b2
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Lo A] DA 550 [ AT H I Z5 4. RN 2R -#i2 B2 (Phe-Lys). 4z i2-H 2 (Val-
Ala). GER-NEMR (Val-Cit) MR- % (Val-Lys),

WSasiiady

Ls i A& T e Bty A

o)
s
Horp, Ly n] DA SRR et HATIAR M R 7R i T AR AT 1 AR n1 1Y
& Hdnl Jy 4 5 18 %L,
T i LLE S & B (Exatecan, CAS B35 171335-80-1) Fl/ok V1w & e
(Belotecan, CAS %35 256411-32-2) Fl/5k Genz-644282(CAS &35 529488-28-6).
Blan, ARERE—Mea, BOLEARRMA. NIERA. SMEREAR. XTIRA A,
JERf AR BORAPIE A, B LTz Rk WIABATAY, KA TR LG
Prrl L3 (C-HER2) FimhI4if .

Ab*{Q L T
1\L/ Z\L/
1 3

0
ate o
Hod, QuulBAi H LA AR o 7 i BURHY s AT

N-N SYS
mﬁmﬁy%ﬂ?\ﬂﬁﬁmﬁm \E)Y,
L1 AT AL & -L10-C(=0)-, H:rht, Lo AT UL AAEEEEUR I Ci-Co 110 55 35
Lo i DAL e [ DL RO LM B EIR-HE R (Phe-Lys). SHEIR-FIEM (Val-
Ala). GER-NEMR (Val-Cit) MR- % (Val-Lys),

Ls i A& T e Bty A

| O
|
Sorbn, Lo o LU LR EAR R Oz mue, b aw 18

T o] L&D & E (Exatecan, CAS B35 171335-80-1) F1/EK UL & e
(Belotecan, CAS %35 256411-32-2) Fl/5k Genz-644282(CAS &35 529488-28-6).

m (C-HER2)
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Plan, AHAFIRME AL G, B EASRMA. AR SN BEAR. XTSRRI A,
AERf AR, BOOREGYIE A, B B AR BTG BAR S, iR G
Pref LA 30 (C2-HER2) PR 45H4:

Ab—

L n (C2-HER2),
Horb, L BLS R BRI S, . AR B 3R 4 B BNV AR T A3 A 2 Ry
A VLRI AR o N 2 AR UK R s R i) DUMAE I B L AR U

O
R NH
N e K R TSR BREACI A, S Ry

O
)

TEMAERIARH It U, a1 4 18K T ATLAG A U B
(Exatecan, CAS ¥3%'5 171335-80-1) FI/k Vi ¢ (Belotecan, CAS ¥3x'5 256411-32-
2) F/8Y Genz-644282(CAS & 3% 'S 529488-28-6).

flan, ARG AL G, UL HEAS AL TEIEAR. ShIBEAR TR AR
JERf SRR BRI, B s Rtk WA ARG, Hb s G
Yyaf L5 R (C2-HER2) PR K45,

Ab—

L n (C2-HER2),
Horb, LAl DS R AU S 2t . AT B U 3R 4 R AR AU e 25 Ry
A LONATE e BRI S 1A 2k B e AR R 35 Ro W DLUONAE e RS R F 2L L AR R BAC

(o]
JL NH
XY e X s R AR A S, R
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| O
|
O
A DA AR e AR n2 B, Hidr n2 v 4 & 18 KIS, T AT LAE S D B
(Exatecan, CAS &5 171335-80-1) Fl/E{ VI¥&# # (Belotecan, CAS X '5 256411-32-
2) M1/ Genz-644282(CAS E 3¢5 529488-28-6),
B, ARFERAE—FMLEY), BOLEAR SRR, NIERIAER. SMEIRIAR. XS B R AR,

AEXfme s pg iR, s R G, s 2s Pl Eh. Al siaEy, o pridie s
Y L&t (C2-HER2) FizR 45K

Ab— s o )I\

mn (C2-HER2),
Horp, Loaf LSRR BRI S, . AR 2R £ g SRR UK R 36 5, Ry

H
N\
A U AEG B 5 P 2 BRI BRI R 5 Re ﬂU?’ﬂEﬁéEMﬁE‘J\(\/\/ Ra, Ry

O

ot
AT LIRS R T, b, Ro ATRUMIEEURES et Hehnl Jy 4 % 18
%, T LA &b & (Exatecan, CAS 35 171335-80-1) Fl/uk D& # # (Belotecan,
CAS B35 256411-32-2) F1/ok Genz-644282(CAS & k5 529488-28-6).

flan, ARG AL G, UL HEAS AL TEIEAR. ShIBEAR TR AR

JExt e A, R AR, sty ATz s, AT sARI A, b gt
Yyaf L5 R (C2-HER2) PR K45,

_ . o "
3
NP A
o R . O o” T
N
Ao AL
g H : H
o R,

m (C2-HER2),

Horp, Loaf LSRR BRI S, . AR 2R £ g SRR UK R 36 5, Ry
A RAO AR 8 O S TA) B AR e AR R 5 Ro A DAOMAE J8 BIORC A e L AR 2 AR

Ab—
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o]
JL NH
Xy Nﬁza‘d{jﬁﬁmm\(\/\/ C Ry TR Ry U, R 1T LU EREE

;’e}\/N% E|)K
(Avi0] n2 , Hrin2 N4% 1814, Tl E ) (Exatecan, CAS &

35 171335-80-1) F/mk DL i% & HE (Belotecan, CAS 3% %5 256411-32-2) A/ Genz-
644282(CAS H3k 5 529488-28-6).

fln, HAETR Ab n] DLEL 5T HER2 SR B FUE 456 B

B, HAPrRPUART LA B BL T RIEDU. IE PR, ABALHURRT A N DT
%

flan, o TRy ar DU B sn B pLAA .

Bl o R SR AT DL S XURE S B

fan, HARTASUR LS A R BT LAE I LA 4H: Fab, Fab's Fv 7B, F(ab'), F(ab)s,
scFv, di-scFv, VHH fll dAb.

filtn, Hrbprid Ab U #E S HCDR1. HCDR2 fil HCDR3 M4 LCDR1. LCDR2 fil
LCDR3 43 5113 5t HER2 $i4 [ #E %% HCDR1. HCDR2 fll HCDR3 Fl32%% LCDR1. LCDR2
A1 LCDR3.

filln, FHAATA Ab FESE AR X VH AR EE T AZ X VL 43 5 65 51 HER2 S A # 5E

AR X VH M FERAZ X VL.

fln, A prid Ab B EFEMEEE S 5 05 5T HER2 Huikr) EEEAIR B

B, HAPnA Ab LA 2Bk BT (Trastuzumab) sRiFI2ZER 85T (Pertuzumab).

flan, HAprd m e LUE % B BLF AR ENE . WS T e R A R A
W IS B S L DK AVBAH B3 o 9140, m AR B B S R U A 43 1 5 40 M 2 P 2 A B S5 45 2
RIS B 258 03 1 5 B Ow B HUIR S 1 B0 BE R BE P 20MEL, momT DA 1-8 Ak
ANEL BN, m ATLUAZ) 1 BL 2. 411 B4 3. L1 RL 4. L1845, L1846 4
1 2L 784 1 22)8; B, miLUAZI 2 B8, L3 FL 8, L1458, 4558,
21648, L TRL8, BL 1. L2, 3, L4, A5, L6, 4 TEHLA S,

T, APIECIRUE RS, B EAS AR, AR SRR X
MRS e BOREYIE, B B Rg . BT BRI S,

Hoeb, BriRbE T LB B DA T I 254
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HER2-2),

HER2-3),

o] | [e] | [¢] | [¢] | [e] | o]
YT T T

N
CH, O

HN

H,N YO

HER2-4),

) g o

(C-
(C-
—m (C-
—m (C-
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(C-HER2-
(c-
HER2-6),
H
— N‘CH3 o)
abl © o g © /é/\O)LN
SSUUUREN Y
z B & =
(o]
(C-HER2-7),
i
Ab i
§(\/\/\)I\ I‘/N\)L
)LNW»utNWULNWuLNWULNWWL o
— m  (C-HER2-8) ,

Ab AR 45 & HER2 HIBCAA, m My 1-8 HI%L.

ARHIE TR L 8 AR BEE R AKE T PURSIREE 5S4, SZ R
[BUR Ao B, AP EAR ] LU BT Her2 BTk B HUE 4G B

TEARME S, FIRRAREEHUAREETZX VL ff %5 —4 CDR. AHiEfiid CDR
A LU MR Kabat 52 SCA0; AT LLE MRS Chothia 52 X, %R 722 X CDR F4 344
FEAS FR AR E E 2 Y

fldn, AHERPURLS G RO L&A E B A X ) CDRI1-3 FIiZEE R[4 X [ CDRI1-



WO 2022/228494 PCT/CN2022/089725
34

3, Moo EBE A XK CDRI1-3 A1 8 1 42 X () CDR1-3 H] BLJj il Oy i 22 2k & 4t
(Trastuzumab ). MAZ KT (Pertuzumab) ) HEHFER] A XK CDR1-3 MEHER4Z X CDR1-3.
B, A HE PR LG S A ] BLRAT 454G HER2 556877

fldn, A FPIEPUE LS A 8 A T LU ERE AR X R BE AT AR (X, A e T AR (X
R AT AR R LAy i A B 2 BR BT (Trastuzumab). T2 Bk 31 (Pertuzumab) ) 58 5% ] A5
XA BE AT AR X o a0, AHERHUR S & &0 v LA 254G HER2 4568807,

Bln, AHIERPURS G EA T DSBS EREAESE, o RS T DL i 22
EREEPT (Trastuzumab). MIZEREHT (Pertuzumab) [ HEEE I AIFREE .

Biltn, #hZIK AT (Trastuzumab) AYHEEEIEE 4 0] LLAN SEQ ID NO: 3 iRk, Hi%Z
EREEPT (Trastuzumab) MFEEZ R T4 7] LL40 SEQ ID NO: 4 iR .

PERNEAEA GGV B Z WS, GlaAR G R ERAART By flhn, 822k i
(Sacituzumab) (¥ EEE LR T 5 AT DL SEQ ID NO: 1 iR, FEZER#H] (Sacituzumab)
(V142 B 2 LR PP 41 /T LA SEQ ID NO: 2 fiw. B, 1Bk (Trastuzumab) [ HEEZ
FEIRT AP LA SEQ ID NO: 3 iz, % ER#4T (Trastuzumab) MEEEZILR)ITF) 0T LAan
SEQIDNO: 4fik. i, WZEkHPHL (Pertuzumab) [ EEEZILERFF 51T DL SEQ ID NO:
5 PR, WHZERHAT (Pertuzumab) IASHEEILIR T 41 ] LLAN SEQIDNO: 6 frar. #ian, &
bt (Enfortumab) [ E 85 % M7 41 7] LLAI SEQIDNO: 7Hi7R, RikiHHi (Enfortumab)
R BEZ LR 7 4 LA SEQ ID NO: 8 firzr. #il4l, Patritumab ¥ BE 24827 41 T LA
SEQ ID NO: 9 iz, Patritumab HUHREEZEM P40l LAAN SEQ ID NO: 10 frax. i, fi
& HOT1LO2 (I B AF 2 5L /R 7 51 7T L AN SEQ ID NO: 11 7R, Hiik HO1LO2 IR B E LR 741
AL SEQ ID NO: 12 iR

A IR AT LA HZ ) S S R i &, B s 7k B4 DNA R,
WEE A B R BAR B REARBOZSR AR A BUZUS i e R AR . AR LU Fa bt
H IR 7 A RAAR, DL RIRZ RIS AT, S AHRORE T 5 RIRZ I A 4EY)
Wtk SEIRIT A RALR G ARG LR T I 22 57— MeAe T RIREIEIR 7 41 h i) — s 24
S SE IR A ERAE 2 7 81 B R R/ BN N B AN E R . R OB IR LR RIR 2K
(R BONT N s A/B C S AR AR A . T I AL R PP 91 RAZAR 5 R IR SUA EE 22 /0 B A 70%
75%+ 80% 85%-. 90%+ 95%. 98% 1Y 99% LA L (1) [ Y5

FH T A% H U 5 BRI B0 A4 - 24 W A ECA) P RS [ S v AR 1 A R R A, 5 4 L 5 T e 2
LGRS &, T I 255 ) A 7 B2 P08 NS4S 250 LS TR ORI Al i i, AL,
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AT [ PUR-Za BRI ] UL T30 7 B R, A Hl I SUAR- 29 B T LA LG T A7
Mo, BEEEENRES TREWGIIMN). FERTRZRE f LoEa Ak, srseEa
55 DR IRIE TE B IE BAT SR AE R B o IXFER B n] DL A R S5

2 A HE M DUAR-Z9 ARG I, ] BUE AR R A AT s . B,
el DG AR, KBRS, PARIRG, AR AUKI S, B R PR 5
ANFN b B, IR A W] A A e e e A O e A A R k. R
V2 0] ARG I A 28 A A 2R P vl AR ) SR D O S P A R s S A A R S

U7, AHIER MY H S, K IS A AR ME TR A &Y, Bk
AR PIHREA SRR, X, AR SR s GEaL, Bl
PR . AT BRI GY), DU B S R S b R I A

HE T i A G YIRS TEAL S5, rTBLE AT — R AR, it ikl n] LUk B
LN Ry SRR KGRl TR AR AR S . ARIE 4 25 TR A
A, HEYTTLAEA 0.1 & 99 HE % G LAY,

TG TER I A G ] R IRAIESC, B Asmls BESEsR] BEm. /K ek
TR v ook RBCUURL. FLIR. AEERHUL e, BB Al DAL A GO ] o0 1) 2%
KHHESR ARG O RA S, Pridd GV LS ARG e A i AR
o2 Bl IR NS, TR A e n] LS AT — Rl Rl B BU R AR BRI
Hrksfl, &t B 7)o

TRRR VAT LA A 0 1 4 o A TR ) B A A B K R TR U A o /K TR R A 7T
PR AT — Rl M B0, il P2 R i)y bl 2 PR R SRR e B 22 R 71 o
TR A Y T LA S A3 P ol o A A i P RS A v R R RT LS AT B A . e m] A
N 3 B R AR A1)

LIV AP m] Lot F i 5 K TR AT 7 ok AR RRTRLER s Ve e 7y, i Ak
A=ty o] NI b N SSES T2 4190 Pl A1 e L W AL U e NI 1N X (LA i | LIRSS TN
BRI RIS e LI TTEAAN G DT ML RAT XL 5P . AP IR A S VI
A DU KA i LR R 2

LI AR LG TR S K IO A T U R 0 o) 3252 ROV BE BRI K MRAS IR
VAN ZE 5 AT o T TR S 700 P A G r e e 207 ok A ) O BV 7K B B Lo
9 G0 3 P ¥ DK R B B i TR A v o % AT BRIl I A KA ik B TR 5 )
ALY IR . PE I R A KBRS, RSB EA B E R . B, A L%
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AR FFAS AL S D IE e A MR B 17 3 T AL o DA IR FFIZFMEE W, R I
BPIKNIE 2R E . B, Pridde E ] LR R

L9 APl Lo LA RT B2 B 25 29 1K e R K s R Sl R e 9% SR,
FHE 3R A FRI T RR 38 L 10 23 B B 1) AT S TR R i TR A o T TR S 1 7 ] LA
1 B G R4 52 1 0 5 AR 7R A 7 v i) 25 P T TRV A R R B . B, T B E
[ 5 1 A ) B A o

W T B e E G A RIS Y . il 2 SR IE TR L S Oy A
{ELAE Ll R OB, DAL M 2o i A TR TR 2 ) 1A I . ) T SRR O 7R 45 DR 40X
WG, BERYIBRAE AT s Hh Bk SAREI . R TR R 4 AR
LT RR TR BR IR A -

AU ARN R, 2GR E RO T 2R AR, BREIFARRE TEU
KZE: Pr RS PRETE. B RER. BERARE, B EReRI . BE T8,
BERNRE. GE. 4520070 FERER . AYMNAGE; 5ish, sERGT 7
TR AHAE TR S Y B AR SR TR SR BRI XEBRERR Xt
Wi AR . BOLR G YR, s R HREL, AYEE S s BAR AR YT BEAR
SRR XERAAA AR R, BOLREMIEA, BT ER I H R E ] 24
H B S5k PR R 288 T DAAR A SR 6277 U5 SEORSRIE

A I 29 A1) T LS A 24 SR A R B DR -2 AR IBe ) DL B 2475 b T
SREAR . XA LA FEEIFAMT): SR iR, MR UK. . ol K
HAMH G WHE GBI S 4207 AL RS, A BT 2920 5 1 m] DA i ORI 3K,
1910 G ) A B S5 7K B A 4 B RTEL AR A7) (0 /K PO i R VAT i % . TR YA
Yoe] LAETC B A6 DI e 3T 48 28 nl DU IR A AR .

AR AT T (0 DUAAR- 25 W0 D) [ A7 0 m] BABE 25 240 R R QRS I 77 (0 0000 1 7 E R J5E
SR ARAL o A AR n] DL ph A QT 3 RN SRR 5 Ao AT 2 A e (191 G o s AR i
B)e FTARIA R T LLEAREAR T Frik i S s U B B K 2580 112 2 B an A )
A AR RIS BE PRI PRI R . B RIRE . B B SR BOIR L
MANEESE. WE, IAPIENIVR- VMRV RUGENES T, BRI A
WENRA. B, day PRI YIESR, ] IRERS T4 TR TR, Bok R %
R IB LR T

ALY AT LSS 2y, o il DLS AR 255 Bl 2 MG T ARG 40 2. I
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Y &S, n] DL 22 ﬁxﬁlgﬁ’ﬂiEF'm@c/\%ﬁﬂﬂ?ﬁﬁg‘?ﬁfﬁ@ﬂﬁﬁﬂ%(ﬁﬂ}\) Hrp
Tt FH I 70V & ] LUN 252 EYCA AT G 2ah e, BRI RS n] LIS B4 2is e R A HER
DLAER =R

AP R AL G Y), B ASS AR, AT BEIR. SMI e XESRAAA
EX MR, BB AR, O BT MR BT ABGAR Y, A/EUAR
(K25 AL 5 DAL R 25 ) LU 3y R0/ ssCFt B o i 29 b O i o i, P s 8 w] L3R
H5 LR GEEM ORI . HER2. $ldn, Jrid 5 Prad Bl s T8 AR DG I i3 6455 P id
LY E e il AV ey N B i o) e A I | oL e N S N e AU R R e
Bln, PridfREd B LN, PR OPEUM . ARETSIREE . B SRUE. Sk
2 DR = i s N 1S N1V NG AN A o = AN B 1Y AN (SR N 11 W NN 4t Y
e VRGO BRIRANMRE . R BRA MR . B A B IE R R A A
R HZ M. B R SUR AT B2 o

AP R AL G Y), B ASS AR, AT BEIR. SMI e XESRAAA
EX MR, BB AR, O BT MR BT ABGAR Y, A/EUAR
Mgl 9, ol LLR 367 A0/sm B s (0 20 W0 b i g . i, ik e n] BLIE B
5 PUN AR SRS C IR . HER2. B4, Frik 5 BT IR #E s 205 A0 DG I IR 60,75 BT R

L TR A R PR RN P R B s BT PR F R o B, I R S AR B R R ot Y
Bln, PridfREd B LN, PR OPEUM . ARETSIREE . B SRUE. Sk
2 DR = i s N 1S N1V NG AN A o = AN B 1Y AN (SR N 11 W NN 4t Y
e VRGO BRIRANMRE . R BRA MR . B A B IE R R A A
R HZ M. B R SUR AT B2 o

A B S R T A/ B T R A T i, T LB 1A 52 i T A R AL S
S AR A BEAR. SNIBEIAR. TR AR AExT R iR, SR EYIE, 5
H2g% Eal 2. AT san &9, AR HAE I AW, v, Pk al Ll
W B 5 LN AR RIS O . HER2. 4N,  Firid 5 P i 45 s ST AH 2 (10 e £ 55 P

TR R TR IR TR R/ P S A B PE BB o G, A it TR S AR e TR A/ S YR A
. Bl Prikfb e AN FUBE. SNEVE. ARETTEREE . Ear e, Sk
R E A s TRIASPE R AR T . 2 i e TS s s AR/ A ks L /e
Mol SBMERCEOR . SRR ORI . A . B IEME . e Al
UM B&i . B AU A B .
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AT PR, R SRR ST B IO DY 1 A HR AL G & 7 isA
HRAE, AN T R AS B A ] VB o

SEHE

SEREG 1 AL S PRI B RS %

AR HA I (R s Sy T i, B S A A R ) U Y BRI A ST IR T
%o M, Fmoc f& 9-25 3 A FLIRIL (R (9-fluorenylmethyloxycarbonyl), Boc /&# T 4
BB IR P I (tert-butoxycarbonyl ), TBDMS/TBS & L | 5 — F R i FE (R 41 . (tert-
butyldimethylsilyl).

HEY (A-1D KB

2

(A-1)
S 2k
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(o] - o)
HzN\E)I\OH FmocHN \)l\OH
FmocHN\/g(osu + H/ —_— ° g —_—
(o]
NHBoc NHBoc

NHBoc¢

o o} " [} OH O ° ° 0)01\0 /©/ i
L™ v o

rsoc 1-4 NHBoc 1-5

NHRoc

NH,

(A-1)

HI 1 EAEK 1-1 KSR

Fmoc-Val-OSu (100 g, 229 mmol) ¥ fi#T 500 = - P mE, 7370 Ne-(BU T =Lk
F-L-FE IR (59.3 g, 241 mmol) 5HRREEN (20.21 g, 241 mmol) 7 500 ZTHHIKIER . KM
WEIRBEFE 48 /NI, KU SORIEE W . SRS IN G ERER I pH £ 6 /idy, JEIA 500 2
THO CESREBL, 4y B AN G A KA E K & vk — kG, LKA T, 2T . &
AL AU T L BE 45 S 1-1 (107 78, W 82%) N E K. LC-MS(ESI, m/z)
HIBAH: 56729, A 568.26 (M+H).

B2 PEAE 1-2 KSR

HFEAA 1-1 (60 g, 106 mmol)iF M T —EHF 5 HEE (viv=2:1, 900 ZFt) HIRA T
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dr, iR N IASTE ISR (19.52 g, 159 mmol), J& F N EEDQ (39.2 g, 159 mmol)e W
WEBEDH 24 N, RRREZAT, I QBB R AT, ouE, [EARE Rk
Bk, WEARTERE IR AR 12 (51 3, % 72%). LC-MS(ESI, m/z) BR{i: 67235, 5L
P 673.37 (M+H).

HET3: PEAE 1-3 RS R

R EA 1-2 (50 g, 74.3 mmol)i&fiET 370 =T+ DMF . =il F I 4% (78 ml, 743
mmol). I FISFE 2 N, REBIREZRT, MACROER. OB R,
obyE, AR CBEMGEEOR, AT GRS TR A 1-3 (31.578, U 94%). LC-MS(ESI,
m/z) BIR{H: 45028, SLU{HE: 451.32 (M+H).

HI 4. PR 1-4 BB R

A 1-3 (5 g, 11.10 mmol) #ET 100 =T+ DMF H, =i AN B SR I i 2 2. 1R
BEHAME W% (2.80¢g, 11.10 mmol), MR EiRMAEIR, SSEIREZET, MANHIERT 3
BESEPE R M AT, 8, BIAH QR ERR, BATRE DA R 14, BEMTT
— P, LC-MS(ESL, m/z) B {f: 587.30, SZl{A: 588.31 (M+H).

IR S PIEAEK 1-5 K& R

W AR 1-4 (2 g, 3.40 mmol) ¥E# T 40 Z7} DMF o, =5 T2+ 5101 A\ DIPEA (1.189 ml,
6.81 mmol) 5 X (4-H5FEHF)FREZHS(1.553 g, 5.10 mmol). /< FEimMHE R, A AL
TOIEBECRE R AT, R, A BRI EOR, BATRE AR A 15, B
F =i, LC-MS(ESI, m/z) #iR{f: 752.30, SZI{E: 753.31 (M+H).

HI6: PEAK 1-6 KIS R

W HAAK 1-5(142 mg, 0.188 mmol) #Hf#T 400 uL JE7K DMF H, I 100uL JE7KIERE,
JEEIAAMYD B EH R £ (A B SC, 100 mg, 0.188 mmol) 5 HOBt(25.4 mg, 0.188
mmol). AN FERMAIL R, RPEE A HPLC fil & 44k /5 a4k 1-6 (80 mg, Y&
40%). LC-MS(ESL m/z) FEit{E: 1048.43, Szi{E: 1045.45 (M+H).

HBT: ALEW (A-1D) KB

W EAR 1-6(100 mg, 0.095 mmol) BEAET 1 mL oK ~E WL, KB P 500 pL =
WOBR)G, WEE=EBAE 30 4080, WEBRZEAGL7Y), G4 A HPLC fil#&aifhid
L&) (A-1) (70 mg, WTFE 77%) . LC-MS(ESL, m/z) FLit{H: 1048.43, S2ill{H:
104545 (M+H). LC-MS(ESI, m/z) #Li{H: 948.38, SLJME: 949.37 (M+H).

WEY (A-2) KB
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o}
y O ° . ° /@/\OJ\I&
N\/\/\)LN N\_)LN
o H o H H
e}

(A-2),

WEY (A2 HERSHEY (A-D WG ECEERME, RO AR IR 4 o J50e o
SRIEE 3% 2 BR BRI S o 6-(Fh SR IE T i %) LR BB W fclis, 25 BOPb I A=
Y (A-2) KO EHEH K. LC-MS(ESL, m/z) FLiB{H: 1004.44, SZIME: 1005.45 (M+H).

HEY (A-3) KB R

(A-3) ,
¥tbaY) (A-1 (100 mg, 0.105 mmol) ¥# T 1 ZJHH/K DMF 1, 435l A ZBidk-10
N (Ac-Sar10-COOH, 97 mg, 0.126 mmol), HATU (48 mg, 0.126 mmol)F1 DIPEA(37
uL, 0.211 mmol)5, =iRIHILA, WIERREHERFL ™Y, Ja4 AH HPLC il & 4ifhi3 4
YL EY) (A-3) (87 mg, W 49%). LC-MS(ESIL, m/z) BiP{H: 1700.76, S={E: 1701.78
(M+H).
WEY (A-4) BB R

<;¢WJIW¢L©AO

PG S PSS " Kr
)L‘ﬂ,f \)L,?/\g, \)Lllq/\g, \)Lrl,/\g, \)L,lq/\g, I

(A-4) ,
¥tbaY) (A-2) (100 mg, 0.099 mmol) ¥# T 1 ZJHH/K DMF 1, 435l ZBidk-10
N (Ac-Sar10-COOH, 92 mg, 119 mmol), HATU (45mg, 119 mmol)f! DIPEA(35 uL,
0.199 mmol)a, =iMHIEA, WILERZLEFGE ), 4R HPLC il & 213 45
Wik &Y (A-4) (95 mg, WK 54%). LC-MS(ESL m/z) Fit{H: 1756.83, SZilfE: 1757.85
(M+H).
&Y (A-5) KB
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(A-5)

WEY (A5 MERSHEY (A-4) MERBCEERME, R sn— P Rb I S
1b-10 BWIZEE (Ac-Sar10-COOH) ity 2 Wift-4 EN AR (Ac-Sard-COOH), ZiLHP &
MAFFAY) (A-5) KT EEH K. LC-MSESL m/z) Bit{H: 1330.60, SZill{E: 1331.61
(M+H).

HEY (A-6) HIERK

SRSV IS VS S vl
Sy oy

o}

WEY (A-6) MERSHED (A4 MEBUPEMIE, WP 6 kb & H
R 56 B 4 o DL B R SRR £ (B Bl ik, S BUb B (A-6) NEMT
ETEN AR . LC-MS(ESI, m/z) BB {H: 1754.87, SZIME: 1755.88 (M+H).

WEY (AT KIERK

(A7),
& (A-D BERS50EY (A-49 G RAERME, PR 1 1 Fmoc-Val-
OSu ##:4 Fmoc-Phe-OSu, L BA NG ) (A-T) KO TLE K K. LC-MS(ESL,
m/z) BRI {H: 1804.83, SC{E: 1805.85 (M+H).
e (A-8) HIERK



WO 2022/228494 PCT/CN2022/089725
43

o}

[ 9 [ 9 [ ¢
Yy

HEY (A-8) HERSHEY (A-D KERBCERME, W2H PR 6 ki £ FH
fed PR 6 B O DUV & e IR £ (B Btk y), @ Bub kNS Y) (A-8) AHETL
EJEK AR . LC-MS(ESI, m/z) #1118 1H: 1802.87, SZJ{E: 1803.86 (M+H).

EY (A-9) HIBRR

] | o] | @] | o] | o] | [¢]

SRSA SR AR OGS e

“CHy O
j ° 0 a @ o)j\
N\)LN N\.)LN
H : H
o (e}
o}

NH,

(A-9)

B A
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OTBDMS

$moc

0 N

4 2 g ! Fmoc ) o
N N N

\V/u\ﬁ \?/H\OH \CHB 7 (o] H (o] OTBDMS

o] 0 > + —_— N\¢JLN N\/JLN —
o H o B H
HN

NHBoc
9-1A 9-1B 9-1

$moc $moc
N N NO.
“CH, “CH; O 2
o} o /ﬂ\
J o} u o} OH 7 o} u o} O O
N\/JLN N\YJLN > N\“JLN N\YJLN
H z H H z H —_—
o fo) o fo)

NHBoc NHBoc

9-2

NHBoc

9-6 NHBoc
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HET: PEAEK 9-1 BIE R
#rhEl Ak 9-1A (1.3 g, 2.69 mmol)5 9-1B(1.35 g, 2.69 mmol)i& it T — & W ki 5 H B
(viv=2:1, 90 %= Ft) MHRAERH . =il TN EEDQ (800 mg, 3.23 mmol). J VK = i

PiFE 24 /N, RSB E ST, A ENTHRF 9-1 (1.8 g, UK# 69%). LC-MS(ESI, m/z)
WH: 966.49, SZI{E: 967.50 (M+H).

2. PEAEK 9-2 KA R

¥ A4 9-1(900 mg, 0.93mmol )y fif T~ 20 22 F-JC/K UK o, &R FUKisv 20,
NEHBRMER 5 (1.8g, 18.61 mmol), JSIRAE 0 & RHHE 2 /NEF, INAIKEE K R,
THEWEEER, rEANER, KRR, SH)ENRE R EIE 92 (610 mg, HiCE
77%). LC-MS(ESL, m/z) #iR{H: 852.41, SZ{H: 853.43 (M+H).

H]3: FEE 9-3 K& AL

¥ E A 9-2 (600 mg, 0.703 mmol) K f#ET 4 ZF+ /K DMF H, = 451\ DIPEA
(0.84 ml, 1.05 mmol) 5 XX (4-iHFL 75 FE) R ARG (321 mg, 1.05 mmol). &S F=EMFLR, W
IEZRLWEN), SN EESUT BEREREHE S B AR, D08, AR SRR R, AT
Ja kA E AR 93, BEAEM T F 4 M. LC-MSESL m/z) Fib{H: 1017.41, <A
1018.38 (M+H).

IR 4. PIEAEK 9-4 KB RR

¥ b A& 9-3 (300 mg, 0.295 mmol) & AE T 400 pL J£/K DMF 51, JIA 100pL JE/KHERE,
Jo MR YD B B R £ (W B3RS, 157 mg, 0.295 mmol) 5 HOBt(40 mg, 0. 295
mmol). /T FERBFEIE R, KMEE KA HPLC il & 44015 HE & 9-4 (160 mg, Wi
41%). LC-MS(ESI, m/z) Big{H: 1313.54, S2{E: 1314.51 (M+H).

HIRS: PEAEK 9-5 HIE Rk

W a4A 9-4 (150 mg, 0.114 mmol)i&fi# T 1 ZJF DMF . iR FIIA 2% (120 uL,
1.14 mmol)o SNV ZIEBEH: 2 AN, SO A& TRk 9-5, HIEHT T 4K
.o LC-MS(ESL m/z) #Eig{: 1091.48, SUE: 1092.51 (M+H).

HIR6: HEEK 9-6 HIE L

A 9-5 (120 mg, 0.110 mmol) ¥+ 1 ZT-JE7K DMF 1, 733l Z.Wifb-10 5
WIZ R (Ac-Sar10-COOH, 102 mg, 0.132 mmol), HATU (50 mg, 0.132 mmol)#! DIPEA(38 uL,
0.22 mmol)Jii, FHFLR, WIERREEHTNFL Y,  Ja4 s HPLC il % 24045 o e 44
&9 9-6 (105 mg, WH 52%). LC-MS(ESL m/z) FLitE: 1843.86, SZilff: 1844.84 (M+H).



WO 2022/228494 PCT/CN2022/089725
46

HET: HEW (A9 BERK

R EA 9-6 (100 mg, 0.054 mmol) ¥FET 1 mL Jo/K & H e, VKB T 500 uL
SWORIE, IEREIRBE 30 8, KR ERANFL Y, JE4H HPLC il %44k
SR EY) (A-9) (57 mg, YTFE 60%). LC-MS(ESL, m/z) FLitH: 1048.43, SZiU{H:
1045 45 (M+H). LC-MS(ESI, m/z) #Lit{H: 1743.81, SZIME: 1744.85 (M+H).

WwEY (A-10) BIER

NﬁrWLNﬁrWLNﬁrWLNﬁrNJNﬁr J\

<SS NS A

S0 (A-10),

WEY (A-10) MERSHEY (A9 MEHCEEME, REKDE 4 piikid 8 %
FRBRATR 5 5 0 DUV B SRR 5k (I B g o), & Hub R NAF™ Y (A-100 A
IRk A . LC-MS(ESL, m/z) Bt {H: 1741.85, SZ{E: 1742.83 (M+H).

ey (A-11) ISR
S SES NN SN SN S
DS G e G S

o “CH, O
7 (e} - (o]
N\/\/\)j\ N
q BE VW
o H o H H

(A-11)
S 2k
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lioc EOC
0 N
7 o g © Necn, o CHy
N\/\/\)l\g N\:)I\OH + OTEDPS e Vi I} a © OTBDPS
0 o °* N\/\/\)]\N N\_)I\N
H,N o B J i H
11-1A 11-1B 111
lioc lioc
N, N, NO,
CH, CH, O /©/
—_— 7 0 o a o /é/\on e Y 0 o a o /é/\o)]\o
N\/\/\)]\N N\_)LN N\/\/\)LN N\_)I\N
o B 5 ¢ H 3 B Il i =
11-2 11-3
li%oc
N
CH, O
O ° o /é/\
4 H
— E 0 : H
11-4

[¢] | o] | [¢] | (o] | e} | (o]
ST T T Y

“CH; O
o J
o] o] 0
4 H
—— N\/\/\)]\N N\)LN
H : H
o] 6 =

(A-11)

HE 1 EAE 11-1 KRR

¥ afA 11-1A (Mc-Val-Ala-OH, W H Lifgisoihsy, 2.4¢, 629 mmol)'5 11-1B(3.18 g,
6.29 mmol WAME T — S HEE 5 HEE (viv=2:1, 90 ZT}) KRG HAt . =IE FmAX EEDQ
(1.86g,7.55mmol). VR ZFIRIFE: 24 /NF, BEIREZE T, SFEENTIRAE 11-1 (39g,
W3 71%). LC-MS(ESL m/z) 2Lt 1H: 867.46, SZII{H: 868.49 (M+H).

B2 FEE 11-2 BIE R
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$a a4 11-1 (2 g, 2.3 mmol) ¥# T 50 = FL/K IR, &R TIKIBE A,
NEAFRRIEL SY) (4.6 g, 46 mmol), JMIRAE 0 BEFHEHE 2 /NN, IIAKA KR, =
WAL, 2EEAIZE, BKERA TR, @2 RE R 112 (11 g, Yo
76%). LC-MS(ESL, m/z) #iR{H: 629.34, SZ{H: 630.31 (M+H).

BB 3. Ak 11-3 BIE

H R EA 11-2 (700 mg, 1.11 mmol) ¥ f# T 4 Z£F+ /K DMF 1, =35 T % %10\ DIPEA
(0.39 ml, 2.23 mmol) 5 XX (4-fiH 3L 75 FE) IR FRTEG (406 mg, 1.33 mmol). &S =R, W
IEZRLWEN), SN EESUT BEREREHE S B AR, D08, AR SRR R, AT
Ja iR ek 11-3, BT NP . LC-MS(ESL m/z) FHIBAE: 794.35, S2iE: 795.41
(M+H).

HR 4: HEE 114 BB

W e E 4K 11-3 (300 mg, 0.44 mmol) ¥ f# T 400 pL F£7/K DMF o, I 100uL FE/KRERE,
JE F AR B B REIR & (W E E¥EME G, 234 mg, 0.44 mmol) 5 HOBt(60 mg, 0.44 mmol).
WA FEERMPELR, RS A HPLC il % aitb 3 ek 11-4 (230 mg, UK 48%).
LC-MS(ESI, m/z) i {H: 1090.48, SzJl{E: 1091.53 (M+H).

HIS: PEEK 11-5 K& R

4 E4A 11-4(200 mg, 0.183 mmol) ¥ fET 1 mL oK ~&H ke, UK M 300 uL =
WO, WHERZRBFE 30 7080, WERREEAIFE AP IEE 11-5 B =M R,
KRB HIEN T T2 %M . LC-MS(ESL m/z) # it {H: 990.43, SZill{E: 991.47
(M+H).

HBe6: HEW (A1) K&k

AP 11-5 (120 mg, 0.109 mmol) T 1 = THJE7K DMF 1, 43 AN L BEfk-10 5
W (Ac-Sar10-COOH, 84 mg, 0.109 mmol), HATU (50 mg, 0.130 mmol)f1 DIPEA(38 uL,
0.22 mmol)Jii, FHFLR, WIEFREFEAGL Y,  Jo4 S HPLC il & 2L &4

(A-11) (74 mg, YW 38%). LC-MS(ESI, m/z) FLi{E: 1742.81, SUME: 1743.85 (M+H).

ey (A-12) BIER
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[o] | (o] | [o]
S0 e s el

O
J Q o}
o o i

(A-12)

wEY (A-12) MERSHEY (A-1D MG BPERMRE, REKPE 6 R EEMLA
Y Ac-Sar10-COOH # #24 Ac-Sar4-COOH, i HUE KT (A-12) KRBT EHM K.
LC-MS(ESI, m/z) i {H: 1316.59, SzJ{E: 1317.62 (M+H).

WwEY (A-13) BIER
(e} | (e} | (o] | [e] | [o] | [e]
)LT/\'J: \)LT/\'J,’ \)LN/\H, \)LN/\H, \)LN/\n’ J\

<;f W\)O;(NJL

HN

HZN’go

cn3 o

(A-13)

EY (A-13) MERSHEY (A-1D &SP BHERF, REEEE 1 RS
) 11-1A F# Mc-Val-Cit-OH (W [ Bl ot 7)), S 8ol Ny (A-13) oK
TRk A . LC-MS(ESL, m/z) #Lit{H: 1828.86, Sll{4: 1829.88 (M+H).

weaY (A-14) BIER%

qVV\)LNA[r $ QED O
Vﬁwﬁwﬁwﬁw*M
(A-14)

WEY (A-14) BMERSHED (A-1D GRS EME, R ® 1R EEMLS
) 11-1A(Mc-VA-OH)& #24 Mc-GGFG-OH (W Ll otk %), S Hub N3 =4 (A-
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13) AKOT A . LC-MS(ESL m/z) Bt {h: 1890.84, Szil{: 1891.90 (M+H).

WwEY (A-15) BIER

| |9 | | | @
AR 00 R SRS B S OaS 0
0 o)
Ssaasse
9 o H o H H
A

(A-15)
S L

?oc ?oc

Eoc N_ N ° /©/N
N~
\, N ~
o,,s“——{ ) o wo° OH o @ oJ\o

6 ° ¥ WS oH T wo Ay = NN

N B H
COCH HoN \»)LN o (”) o H o H 0\9 o H o i H
H =& o
° > ‘<}w—'l\‘ 7 “<}\,_h
-2 153

0,

1541A 1518 15

—

HBT 1 K 15-2 K&
W T E 4R 15-1A (2.3 g, 8.57 mmol)515-1B (3.74 g, 8.57 mmol )& fift T- & H k5t 55 H g
(viv=2:1, 90Z=F) WHRAHEMIF . =i FMAXEEDQ (4.24 g 17.15 mmol). SN R =i

TFE24/ N, SOSIRIR R ZE T, S ENTRAR P EMA15-2 (3.23 g, 4.70 mmol, 54.9 % yield).
LC-MS(ESI, m/z) Bl {H: 686.27, S : 687.21 (M+H).

IR 2 HIEE 15-3 BE R

WA 15-2 (2.3 g, 3.35 mmol) AR T 40 ZTHL/K DMF W, =i F/351I\ DIPEA
(1.170 ml, 6.70 mmol )5 X (43 < 7)) B FR TG (1.528 g, 5.02 mmol)o /X F =W R, W
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JEZE LN, TR EERCT FEBEE R 2 BN Y, L8, A SBEMGe B, [ AT 1
Ja A3 Ek 15-3 (2.1 g, 2.465 mmol, Y% 73.6 %), BEEHT N5 M,

HT3: A 15-4 B5 R

Hh4A15-3 (400 mg, 0.470 mmol)i%f# T4 mLA/KDMFH, AT mLIE/KAERE, & Hf
TN YD 5 JE W B0 1 _E 35 7oK %) (204 mg, 0.470 mmol) 5HOBt (63.4 mg, 0.470 mmol).
SN BEME LA, RMBATE, HEgM (DCM:MeOH=30:1) f3H1[il{A15-4 (244
mg, 0.213 mmol, %453 %). LC-MS(ESI, m/z) FEig{H: 1147.41, SZI{E: 1148.48 (M+H).

HI 4. PIEAE 15-5 BIE R

¥ E 4R 15-4 (200 mg, 0.183 mmol) EAET 1 mL Jo/K Z&FHEd, VK TN 300 pL
ZHROmE, A EERME 30 7080, WURRREBEANFL DT AR 15-5 B =9 SR ER,
KRGk LA EEHT T —3 M. LC-MS(ESL m/z) Fit{i: 1047.36, SZI{E: 1048.40
(M+H).

'S HEY A-15KER

¥ AL S 15-5 (150 mg, 0.131 mmol)i#fi# T 1 ZF+J5/K DMF 1, 43 AN Bk
10 WA (Ac-Sar10-COOH) (101 mg, 0.131 mmol), DIPEA (114 ul, 0.654 mmol)f1 HATU
(74.6 mg, 0.196 mmol)5, =MIFLA, KR ZFARLEY), JF& A HPLC #1441
A5 E %) A-15 (107 mg, 0.059 mmol, YT 45.4 %). LC-MS(ESL, m/z) B {E: 1799.74, Szl
{8 1800.77 (M+H).

waY (A-16) BB

HEY (A-16) MERSHEY (A-15) KIEHCEERMAE, RS D% 3 hiikyb 85
FRBRA R 6 5 o0 DUV B SRR 8 (I E g o), S H0b NAF7 Y (A-16) K
IRk A . LC-MS(ESL, m/z) #it{H: 1797.78, SZI{E: 1798.81 (M+H).
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way (A-17) &R

w%wﬁwww%w%

q\/\/\)]\j;(“\)]\ O °
o (A-17)
WEY (A1) BAERELEY (A1) WA ECEBME, HERPER 4 iy & Rk

FHBRTR #5 8 # Genz-644282 (W H Figs oy, @80l )R- Y) (A-17) KOG
EJER A . LC-MS(ESL m/z) #iS{H: 1714.80, SZI{E: 1715.83 (M+H).

WwEY (A-18) BIER

(A-18)
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o o] o /©/\OTBS /@Aoms
H
Bno)l\:/\/u\OH * RN N\:)LH )J\/\/U\ \)L

NHBoc NHBoc

18-1A 18-1B 18-2

— WX(WL@M &” — §QNW 11O

NHBoc

NHBoc¢

18-3 18-4

18-5

NO,

— A AR O

NHBoc

~ wj%

NﬁrWL W"JNW”JLNW"JNW

(A-18)

HET 1 A 18-2 BIE R

B EAR18-1A (W g1 PE 2, 4.94 g 14.82 mmol) 515-1B (M #EW02016038383 1
WITTEA L 6.04 g, 14.82 mmol)iF i T — M SR (viv=2:1, 120271 KIRAHERT.
i NIMAREEDQ (7.33 g, 29.6 mmol). MR R4/ N, RNBIRIEZE T, 4
TGP PR IR S A TR P R 18-2 (6.3 g, 59 % vield) LC-MS(ESI, m/z) B {H: 726.40,
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SEINME: 727.41 (M+H).

HER 2. PIEAE 18-3 KIS R

R4k 18-2 (3.0 g 4.13 mmol) AR T 50 Z 7+ THF 1, I 10%Pd-C (800 mg),
A 8 /NS, TLC Kl S 5e 4, i EbR £400k, SO AT IR EEH T N2 .
LC-MS(ESI, m/z) Bl {H: 636.36, S : 637.34 (M+H).

HIR3: PEAE 18-4 KIS R

WA A YD 18-3 (2.6 g, 4.08 mmol)¥AfiE T 100 ZF+JE/K DMF H1, 43 AN N-(2-2
e R H ORI g E R £ (721 mg, 4.08 mmol), DIPEA (1.42 mL, 8.17 mmol)f1 HATU (2.0 g,
531 mmol)a, =R R, WIEREBEFGE Y, JREEZ a3t a9) 18-4 (2.2
g, 71% yield)o LC-MS(ESI, m/z) # i {H: 758.40, SZIU{E: 759.42 (M+H).

HB 4: A 18-5 KIS

WA 18-4 (1.0 g, 1.32 mmol) ¥ fET- 20 ZTF LK VU RRIR Y, @A MUK AL,
NEHRBRMER 5 (2.6 g, 26.4 mmol), SSIEAE 0 & NHEHE 2 /NEF, INAIKEE K SR,
TEMEERER, pEEANZ, KRR T, SRR TRk 18-5 (570 mg, fieE
67%). LC-MS(ESL, m/z) BiR{H: 644.32, SZ{H: 645.35 (M+H).

HIS: A 18-6 KIS R

H A4 18-5 (500 mg, 0.776 mmol) i f# T 10 Z£ T+ 7K DMF o, =5 R 351\ DIPEA
(271 pl, 1.55 mmol) 5 M (4-fil 25 38 ) B RIS (236 mg0.776 mmol). < F =PSRRIk
ARBVEN, JIMANHIERUT IEBERCRE = AR, 08, A CmEMsE R0, AT RS
ARG E A 18-6 (530 mg, 84 % yield), HIEH T T KB,

HIR6: K 18-7 HIE R

Fa )44 18-6 (400 mg, 0.494 mmol) ¥ f# T+ 4 mL Jo7K DMF o, T 1 mL Jo/KRERE, o
FIMAR & R R L (WE BT, 263 mg, 0.494 mmol) 5 HOBt(66.7 mg, 0.494
mmol)e WA N EEBAER, NS HPLC fil % 4itb 43 fhiE ik 18-7 (320 mg, Y
58%). LC-MS(ESL, m/z) #IS{H: 1105.46, SPME: 1106.48 (M+H).

HET: A 18-8 IS

WA 15-4 (300 mg, 0.27 mmol) AT 3 mL LK ZE b, UK T 1 mL =5
IR, PR BZRBEFE 30 708, ERRZEANFL AP IEE 18-8 =ML, K
G — B aith BT T — % kM. LC-MS(ESL, m/z) #iB{H: 1005.40, =ZI{E: 1006.41
(M+H).
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FIES: HLEW A-18 KIS
¥ A& G4 15-5 (300 mg, 0.268 mmol)i# il T~ 5 ZF+J5/K DMF 1, 43 AN Bk
0 BUEE (Ac-Sar10-COOH) (206 mg, 0.268 mmol), DIPEA (94 ul, 0.536 mmol)Fl HATU

(122 mg, 0.321 mmol)f&, =EiRIHFLIER, WEFREBAFL Y, a4 A HPLC i #% 44k,
1A% A-18 (170 mg, 36 % yield)o LC-MS(ESL, m/z) Hig{E: 1757.78, Sill{E: 1758.82
(M+H).

ey (A-19) &R

(o]
HO R S A O

N\)L N\)'\ N\)'\ N\)L N\)'\ °
et uasassaasnant
J (A-19)
EY (A-19 MERSHEY (A-18) KERBCERMIE, KPR 3 I N-2-2
Fe 2 FE) E R IV e R R L B 4 2-(methylsulfonyl)benzo[d]thiazol-6-amine, #8it#b  BifG

) (A-19). LC-MS(ESL m/z) 3 i {H: 1845.73, SZUl{A: 1846.75 (M+H).

am (A-20) BIE R

O N-y

-5
8 ﬁwﬁ
\IJN\)Ll/\gN\)LI/\gN\)LI/\gN\)LI/\gN\)L /\&/ 4
0 (A-20)
tAEY) (A-200 BIBREREY (A-18) K& EEEME, kP8 3 i) N-Q-&
H:

FE ) H ORI % Eh R £ B el 4-(5-(methylsulfonyl)-1,3,4-oxadiazol-2-yl)aniline, £ it #:0
NAFTY) (A-20). LC-MS(ESL, m/z) F P 1856.76, S2ilifE: 1857.80 (M+H).

way (A-21) BIER
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(A-21)
WEY (A2 MEREREY (A-1D MERPBME, RREDE 1 g

Boc

N\CHs Boc
/é/\o'ranps H,N NS
N (11-1B) ##H N (21-1B), &b Hob NS Y) (A-21).

2 OTBDPS

LC-MS(ESI, m/z) i {H: 1742.81, SzJ{E: 1743.85 (M+H).

e (A-22) HIERL

O ° . o Ie) | o) | o] | o] | le] |
gwﬁnﬁgﬁgyémkNerNerNerNmkNlr
S

HN

07 Nu,

(A-22)
WwEY (A-22) MERSHEY (A2 MERBCPERME, K2R 1 R R A

Y) Mc-Val-Ala-OH & #: 4y Mc-Val-Cit-OH, & #0031 (A-22) AKETLETEMAK.

LC-MS(ESI, m/z) BHit{H: 1828.86, Szill{E: 1829.87 (M+H).

o OH

ey (A-23) HIER

4 g 8 g 7 9 g1 T g o S
?ﬁwﬁg»@g{iwﬁKgyéokaNr,kaerkaNerNr
o~

(A-23)

WEY (A-23) MERSHEY (A2 WERBCEEMIFE, RSB E 1 i ERL A
Y Mc-Val-Ala-OH % ##t 4 Mc-GGFG-OH, #0053 (A-23) AKRETLEEHA.
LC-MS(ESIL m/z) #ip {4 1890.84, =U{H: 1891.86 (M+H).

OC:)H
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ey (A-28) HIERL

s 2
B £ s
OH oTBS oTBS
0 0 0 ]
OZN/@ + o TEINANHBoc > HN > HN > HN * FmocHN N\:)I\OH >
0 z
NHBoc NHBoc NHBoc
281 28-2 28-3
oTBS oTBS OTBS
)
] 9 o ]
H H 4 H
N 0 \/\/\)I\
FmocHr\lj:g/N\:)LN o Hz% \)LH <;N( "I(N\-)LN o
:H HN —_ H HN > 3 H 6 ¢ H HN
NHBoc NHBoc INHBoc
284 28-5 28-6
OH
° <] o] ) )l\o
4 H
q\/\/\)k,\, R, o % N\/\/\)OL Hoi o
0 i HN - N N
o
NHBoc
28-7 28-8
]
0 L 0
4 Q v 9 o 4 2 H
N\/\/\)LH N\_)I\H 0 N\/\/\)LH N\)l\
: J,NH —
BocHN
28-9 28-10

o]
J [o]
q\/\/\)LN
o H
[e] | [e]

O G A S G

A28

A 1. Ak 28-1 IE AL
HrHY6-nitroisobenzofuran-1(3H)-one (10 g, 55.8 mmol) Sitert-butyl (2-aminoethyl)carbamate
(9.84 g, 61.4 mmol)7E 1002 T} BRI, IR0 EHEF L I . I ILRUT FEfk
(MTBE) ik, i, FE{AFMTBESSZ NG, EETEIREHHA28-1 (136¢, i
72%). LC-MS(ESIL m/z) #i{H: 339.14, SZIME: 340.17 (M+H).
B 2. Ak 28-2 (A A
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¥ b A& 28-1(10 g, 29.5 mmol) 5PKME8.02 g, 118 mmol)iEAE T 300 2T+ A M kidr, Uk
B AT I TBS-CI (6.66 g, 44.2 mmol), F il FHHIER . RSBIMAKE KR, 535
AN G B2 KA ERR S B — ]G, OKBRERBA T, 281 RLEFE Z B A 45 b w4
28-2 (123 g, WF 92%). LC-MS(ESL m/z) i1 453.23, 92 454.33 (M+H).
A3 PE A 28-3 B

W e E) 4K 28-2(6.0 g, 13.23 mmol)#fi#tT- THF:EtOH(1:1) (500 mL), @< FAIA 175 10%
Pd-C, HINAHBRE(8.34 g, 132 mmol). =M I, SR EEK, A TR, AT
ALK, B ANAHE FREKA AT ER K S0 — Ik a, JoKBRRN T8, &1, 15
1A 28-3 (5.6g, 100%). LC-MS(ESI, m/z) FHiH: 423.26, SZillfE: 424.31 (M+H).
BT 4. PIEE 28-4 HIE H

W e E) 4K 28-3 (5.5 g, 12.98 mmol)'5 Fmoc-Val-Alal-OH (5.33 g, 12.98 mmol & T & H
S HEE (viv=2:1, 300 ZFH) FRAHEMF. =ETIA EEDQ (4.82 g, 19.47 mmol). &
PR ERBEE 24 ANEE, SRR T, I SRR R E AR, b, SR Bk
VeEUR, [RG5S Rk 28-4 (6.4 50, UF 60%). LC-MS(ESI, m/z) ¥R {H: 815.43,
SEINME: 816.48 (M+H).
AR S: PE A 28-5 KGR

W E 4k 28-4 (6.0 g, 7.35 mmol)i& AT 100 Z£F+ DMF H. =i FIIA 4% (7.68 ml,
73.5 mmol). SRR 2 NS, SRSRIRE AT, AR AR LB+ 2 [ AT
t, WE, FEAH CBEMTE R, BART BG4 A 28-5 (43 3, U 98%). LC-
MS(ESL, m/z) FEit{E: 593.36, S2ME: 594.40 (M+H).
B 6: HH K 28-6 K1 H

W b E) 44 28-5 (4.0 g, 6.74 mmol) ¥R T 100 ZTF DMF 1, iR AN SR B0 L 2,
FRYEIIBE I (2.07 g, 6.74 mmol), MK =ML, RSEIEAT, MAFET
BEBEREPE AR, G 0E, (A QBRI GEROR,  EAR TR R RS A A 28-6, BT
T XM, LC-MS(ESI, m/z) BLiR{H: 786.43, SZHI{E: 787.45 (M+H).
BT PEE 28-7 BIE

W lalfk 28-6 (3.5 g, 4.45 mmol)AART 100 T AK VAR, &R FIKig%

H, IMANEFRRIEESY) (8.8 g 89 mmol), JMEAE 0 B FHEHE 2 /M, KA K &
N, CEHRERERL AEHANUE, TAKRRATER, SRS EE 28-7 (16g, YK
# 53%). LC-MS(ESL m/z) #it{H: 672.35, SZME: 673.37 (M+H).
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AR 8. HE Ak 28-8 HIE H

W a4k 28-7 (1.0 g, 1.49 mmol) #f#T 20 ZTH /K DMF 1, =iE R 35\ DIPEA
(0.519 ml, 2.97 mmol) 5 XU (4-filf 3% K I B FR R (678 mg, 2.23 mmol). &S N EEMFEE R, Wk
JEZALVER, JEIMANF BT BB 2 S AT d, aduk, AR BBk, BIRT R
Ja ARG a4k 28-8, EIEM T N M. LC-MS(ESL m/z) FEifH: 837.35, S2iliff: 838.36
(M+H).
BT 9: PIEE 28-9 HIE H

¥ H H) 44 28-8 (300 mg, 0.358 mmol) ¥ f# T 4 mL JE7/K DMF 1, A 1 mL JEKMEE, )5
IR YD 5 jE G 8 (O B IT, 190 mg, 0.358 mmol) 5 HOBt(55 mg, 0.358 mmol).
EATERBPEEIR, KPS R HPLC H &4k ik 28-9 (234 mg, YLF 58%).
LC-MS(ESI, m/z) Bl {H: 1133.49, SZIME: 1134.52 (M+H).
AT 10: Ak 28-10 KGR

¥4 E) 44 28-10 (200 mg, 0.176 mmol) ¥ fET 1 mL LK & GEH, JK#E R 300 pL
SO R, RE RS 30 08, kR SRS LS PR 28-10 B =GR AR
th, KRG — LA EZEE T T —2 XMN. LC-MS(ESIL, m/z) P8 {H: 1033.43, <<1H:
1034.45 (M+H).
BB 11 ALEY) A28 KIE K

¥ B 10 TR AL 59 28-10 ¥R T 1 22T 7K DMF i, 251N £ BiA6-10 AL
ZAMR (Ac-Sar10-COOH, 136 mg, 0.176 mmol), HATU (87 mg, 0.229 mmol)F DIPEA(154 pL,
0.88 mmol)f&F, EiIHHELA, R IEFIGL= ), J54 A HPLC il % 4itb 134 &9

(A-11) (135 mg, Y 43%). LC-MS(ESL m/z) Fi{A: 1785.82, SLM{H: 1786.85 (M+H).

&Y (A-29) KIER

o

Hymph Ty Fmh T T i L

qwj;nﬁ J{Jh ae

0 (A29)
WEY (A29) WEBEEY (A1) (4 BB BRI, JUSSE IR 4 ik & H
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FRRRATR 5 85 0 DUV B SRR 5k (I B g o), & HUb R NAF7 Y (A-29) A
IRk A . LC-MS(ESL, m/z) #iR{H: 1740.85, SZI{E: 1741.82 (M+H).

A-11 73X R K] PEG fiTAY) AP-1 B H

O
0\/\0/\/0\/\0/\/0\/\0/\/0\/\0

qmj;ukﬁgﬁk

ol (AP-1)
WEY (AP-1 HIEEREY) (A1) A BCEBAE, FOER 5% 1 RS
¥ Ac-Sar10-COOH # #: >4 m-PEGS8-acid (CAS 1093647-41-6), Zil¥ub M43 4) (AP-1)
FKAT TN R . LC-MS(ESI, m/z) FLiR{H: 1384.64, SZME: 1385.66 (M+H).

%7 A8 i MC-Val-Cit-PABC-DX8951 FJ & FX

SISl W02020233174A1 J53%, Mc-Val-Cit-OH (W RIS eib sy 5 X(4-Ry L2
FOBRIRIR SN, ARAF TGO FE R 5 IR — 2 BRI B R RIR & (W E BiER T OB
1345 IR A Ak 44 MC-Val-Cit-PAB-DX8951 .

LHEH 2 ADC ] Z BRI IE

KPR B PURSE A F B Ik HER2 () Trastuzumab JFR (E4EF 541 SEQ ID

NO: 3 fix, B8 /74w SEQ ID NO: 4 Frzx) A/E#] an¥l A Trop-2 ) hRS7 i
(Sacituzumab), i 50mM B S - A MNEIKHPO4-NaOH)/ 150mM S AL (NaCl) I1mM

TR T GTR(DTPA), pH 7 OS2 R MRE S 2mg/mL, JOA 6.0 f5id & AR /R LU = (2-
BRI E(TCEP), KB T 35° C 4l 2.5 /Mt

W PR RIS 2 8°C, RAAMLIMANIGE &R = F I ABZDMA), FaRlMA 6-15 %
i B AR IR LG IR0 R i 25 ) 53 BR A iR T 451 A1~A29 (10 mg/ml TISGVE7E DMA H),
TRIESONAA Z Hf DMA RIAARR L EEANE L 20%, T 37° C $i63) 3 M kAT k.

SR FH B A AR I S RTRA 0 pH 6.0 1 2H 280 IR -1k R/ it it e 4lifk, R4 U'v280
SNSRI O RE . SRIE 2R 0.15 BCKR AL R e B R T, -60° C {17
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PUAMREE 1 W] ADCL) il 4

Z M R T AR 10 5k B X S MC-Val-Cit-PAB-DX8951 5 i& 5 J5 1Y
Trastuzumab ST IECIRAFR B HUAMEEEY) 1, R RSTHERLZST (SEC-HPLC) ¥ %4
WHIE R, i EREE LA 1, R 1 BIELBIZ0 0 26%, 84K 2 BIELBI 410 20%. i UV 4
i3 2itE (DAR) Z1K 4~5,

PUAMREY) 2 (W RE ADC2) Il 4

6 EiRiE Tk 12 L B X B Deruxtecan(W4 [ _E IS oAk 24) 5 38 R 5 1)
Trastuzumab SR IECIRAFR B PUAMREEY) 2, R RSTHERLZST (SEC-HPLC) M4 %4
RIS R, A RS LI 2, AR ELBIZh 2%. LBtk Ve F w8 (i (HIC-HPLC)
ST E L E (DAR) 21 7-8, Zrir g LK 3.

FUARMRIRY) 3 1 2%

I EiR I 7R 8 it B A Y (A-2) SiEJEJE ) Trastuzumab BHUR BIRAT X R
L AIEEY) 3, @it ]SHEZEM (SEC-HPLC) i RARIS &R, 2 EEILE 4. %
1R LB L) 6.8%, B4R 2 KILLBIZI N 7.7%. @it UV k3825 B (DARD 218 6~7,

FUARMRIRY) 4 1] 2%

ZW0 il v 12 15 B GY) (A-4) 518G Trastuzumab 55 P3R4
WAR (DAR) 2124 7~8 MPUAMEEY) 4, @ RSHEZNT (SEC-HPLC) 43#r A1k
Sk, HTEE LK 5. AR 1 MEIZ 03%. KR S ROR AR il (HIC-HPLC)
ST E L E (DAR) 210 7-8, Zrir g LK 6.

FUATRIED) S (] 2%

I8 R T 12 L B A (A-11) SIEFUG I Trastuzumab #5TH BRI R}
R FOAEE 5, IR SFHERLZE T (SEC-HPLC) S HT R A RKI & &, b B3 LI 7,
PURARIBY) 5 BARIIAIRE )y 99.41%. IR /KAE H @ 30BUAH (1% (HIC-HPLC) Z3#r3R154%
Zi& (DAR) 404 7-8, Zp#rEIE Wl 8. )it il 70 M L BGA BRI Trastuzumab %
(F34) S5Hi@pey 1 wizEs (B35 REREM, HEIGRHEAEN T8,
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FUATRIEED) 6 (1] 2%

I ER B 7R 12 i BAAY) (A-14) ik JFUE Y Trastuzumab ST BCSRAG T
PRI 6, IR SFHEBHEHT (SEC-HPLC) M B A& &, /i i LK 9,
FUAMRIEY) 6 HARIIAEE S 99.60%. Ik B K /E A i e i (HIC-HPLC) 4r #1548,
ZiE (DAR) %128 7-8, Zr#r G ILIE 100 @i i3 20 7 bl A0 S 5 (1) Trastuzumab 3% 865

(F34) SHiiimey) 2 mizEs (B 36) EREM, HEJIGRAEZEN 8.0,

FUARMRIRY) 7 B 2%

ZE ER B 7R 15 i B AY) (A24) HikJFUEH Trastuzumab ST BCSRAG T
REIPUAIEEY 7, @ R SHHEZMT (SEC-HPLC) M AR & &, /i e 11,
PUARARIEY) 7 SARKIAEE S 96.36%. i IL B K AR H i oAl €% (HIC-HPLC) - #r$R 1548,
ZjE (DAR) #187-8, i EE LK 12,

FUAMREY) 8 (A HE ADC3) Iyl 4

Z0 il v 12 15 B &Y) AP-1 5185 510 Trastuzumab H TR BRI 4T
PR ERY) 8, @it ] SHEZEM (SEC-HPLC) 2 RARIS &, /dr EiE I 13,
PUARARIEY) 7 SBARIIAESE Sy 97.92%. Ik B K AE H i R0 €41 (HIC-HPLC) 4r#r 3R 154%,
245 (DAR) #147-8, ZyHrEE WL 14,

AR 9 1 2%

S FIRE TR 12 5 BALAY (A-11) 5855 Patritumab i BEFRAT X R
RIFLAMERY 9, WL STFHEBLZENT (SEC-HPLC) 3 BARIIS &, i s ILE 15,
FUARARIEY) O BARIIAESE Sy 97.92%. W Ik B K AE H i oA €41 (HIC-HPLC) - #r$R194%,
ZjE (DAR) #187-8, i EE LK 16.

FUARMRIEY) 10 7 %

ZIR IR IE A 7 12 5 B AY (A-1D 585U I HO1LO2 $HiE Bk 30T B 1)
FUARMEE 10, WRLFHERZH (SEC-HPLC) AR &, g LK 17, #t
WABIRY) 10 FPAR I ZEE 0 99.10%. LB K AE A s R0 €i (HIC-HPLC) 73 #rak1g 42
& (DAR) #187-8, 43 e LA 18.
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FUARMRIY 11 1 4%

I ER B 7R 12 i B Y (A28) Lk JFUE Y Trastuzumab FHUARBCIRAG T
NP 11, @i SFHEBLZE T (SEC-HPLC) TR A& &, i B I 19,
FUAARIED) 11 BRI ATy 99.59%. W Ik B /KR H i (G AH 43 (HIC-HPLC) - #r 3R 154%,
ZiE (DAR) #1284 7-8, 4 LK 20.

FUARMRIY) 12 i %

ZE ER B TR 12 i B A (A29) Hid UG Trastuzumab FHUARBCIRAG T
RIS 12, @i RSHHEZEMHT (SEC-HPLC) 3 BARIS &, 20T g WA 21,
FUAARIED) 12 BRARIAE R 99.67%. I B K AE H i R0 €418 (HIC-HPLC) - #r 3R 194%,
ZjE (DAR) #1284 7-8, 4B WL 22,

FUARMRIY) 13 i %

F ¥ Trop-2 19 hRS7 HPUFEBIE N Fl 2 5omM BEIR 8- BEIR A 4 (NaH,POs-
NaHPO4) /50mM #ALB (NaCD, pH7.0 2t o IS b B pilk 2 Ja Bk 2 ol B
BEPUR R Smg/mLe 4 SR B T-0KIE v JI IR 10 08t I 2.5 i BEJR B = (2- 1R & 3)
BEhme s (TCEP), KRBT 4°CHiHEid . 78 FIRR A RS 4k s & & 1y —
BB (DMA), FA AN 6.0 fiid & AR LE RO IE T 299 5 T BRE G T2 61 A-11
(10 mM THSGIAAE DMA ), {#IERNAK R DMA AR 5 EEAEE 10%, T 4°CHish 2 7
AT MBI (RIBRES ARG, T SO I 4.0 f5BE R ELIU KR ER (Cysteine) /Iy ke
W EMAERETHREY A-11, RPT 4°CHizh 30 /Pl T K. SR M Sk H R s
REYIH pH 5.5 MAHZRR-BER/ Z AR B aif, BCRIEHFES . ARSI T 72—k
TR 1 7 - 4 - T/ S A L A PR B (300mg/mL), IS 2 /NI 78 20 W icdlis 25 2454
NG e SR 0.22 HOKAAE IS IERE B IR A, -80° C fRAF. LR HERHZHT (SEC-
HPLC) i iAMIIE &, RS WK 31, FUARMRECY 13 SARMEEE N 98.95%.

FUAR-Z5 AR A b (R A I 24 0 Ak 2w DR e ) S AR - 25 WA IBC ) /K V7. 280 nme Al
370 nm P AR BPERSMBOG RS, ARG IEAT I 5

FEATAN 25 78 WA AL BB 4 T R G b I A SO AR 22 B RO B2 2 AT (IR m]
A . K, EE TR S 2RI S DU S 25 B IR RS R BAS KA AR A AR
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FUR-ZGYR IRt HU AR I 5 25K [ B N AR
A280 = Ap2s0 + Aa2s0 =€p280Cp tea280Ca (1)
As70 = Ap370 + Aaz70 =ep370Cp +ea370Ca  (2)

Horh,  Aggo AREDUA-Z5YMBIBY I TRAE 280 nm FHIMOGREE, Az fFFUR-Z5MIHBEY)
VBAE 370 nm NHIWBOGE o Apaso IRER WG TG Y)E 280 nm T IRIMOGE, Apsnfls
YINESE T 25 7E 370 nm IR . Aaoso FRERTUATE 280 nm TR IEE, Aasznftk
PUARLE 370 nm NHIROIGEZ o epaso IR ZMIERL TS YIE 280 nm T HIEE/RIRU R EL, epsno
IRELYIERL 2B YA 370 nm N BB RIS R B, eanso {RERHUAAE 280 nm T HIBE /R IR
R easn RERIUVALE 370 nm T IR EE /RIS R B CofRRPUR-Z5 VR T h 21 e
TEAEDRIREE, CARRFUR- 2D BRIV P DA IR -

easo M AR C RN H) T 507 1R ABTIR I B AL IR PP 41 TP i T (Protein Science, 1995, vol. 4,
2411-2423), easn MAF. W GYIEETHSUE— & BERIRE T RRINBOLE, RyE
Lambert-Beer :E71H, 133 epaso M eparo. HIFEEFRAXEER SN 3000 B THI HE Agso AT Aszo IR
B, ¥ Bk 4 BRI R BNE N 5RE (D AL (2) o, WS Ca F Co 191H
WA HUA S R TP % E DAR = Cp/ Cao LAY A-11 FIRANEE RN
ep,280=6480, €p370=16483, JFMH T ABIH Y HiBIR LRI T, SUAMERERY) 13 ) DAR A
%179 4.0,

FUARMRIY) 14 7 %

B HEA] Trop-2 ) hRS7 HAFUEBHE M HIKE S0mM B — ZUN-BEIR A 4 (NaHPOs-
NaHPO4) /50mM #ALB (NaCD, pH7.0 2t o IS b B pilk 2 Ja Bk 2 ol B
FEPUA R Sme/mL. 4 B B T-KIE v BRI 10 708 NN 2.5 i BE R LI = (2-1R & 0)
IR (TCEP), KM T 4°CHEHEII . 75 R AR A4 I SN 4k 2R O\ & i) —
O BE(DMA), 3 AN 6.0 fif i B R LL I IS 254 0 1 BRI IER T B A A-14
(10 mM TRIGH#AE DMA 1), {RIER AR R o DMA [FRFR 5 EEAE T 10%, 1 4°CHish 2 7
I SEAT ARG o ARIBREE A, 1A SOSIVR TINN 4.0 f55 BE R EL VIR R (Cysteine) /N 1M A&
WENZNEETHEY) A-14, IPIT 4°CHiz) 30 SBT3 R e R I ER AR AR I S B
REH pH 5.5 A ZIR-FE R/ FACNIS BB LAk, BRI AR . ARSI 2 — 14
R M 2 - E - 88 1/ A B T B (300mg/mL), SR SN 2 N FE 0 Uiy B 254
Ny SRIGEH 022 WORALARIN I IESE B R TA, -80° C TRf7. i R HEZ T (SEC-
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HPLC) 73T RAEM &8, /B WK 32, Fuiki@Bd 14 PR N 98.20%. 1L
Y A-14 BPERIMNRIERECN ep280=5932, ep370=14997, T A 25V HUARMEER L5,
HUAMRIY) 14 ) DAR HZ1 N 4.2

FUARMRIY) 15 Il %

Y4 #E[A Trop-2 1) hRS7 HPUIRBGENT Bl 2 SomM BEER — SUN-BE IR A 44 (NaH2POs-
Na;HPO4) /50mM AL (NaCl), pH7.0 Gz o IS VA b SR 0k 52 Ja L3 2 pf s
FEPUA R Sme/mL. 4 B B T-KIE v BRI 10 708 NN 2.5 i BE R LI = (2-1R & 0)
IR (TCEP), KM T 4°CHEHEII . 75 R AR A4 I SN 4k 2R O\ & i) —
O BE(DMA), 53RN 6.0 fif i BLEE R LL I IS 2540 0 1 BRI IERE T B A1) A-24
(10 mM TRAGIAE DMA H), £RIE AR FR 1 DMA FIRFE LEAET 10%, T 4°CHEEN 2 7
I HEAT B (RIBREE ARG, A SOBRCT AN 4.0 5 BE R ELI LR BR (Cysteine) /N1 #E
W EMAERETHREY A-24, XPIT 4°CHiBN 30 ARl T K o SR I Sk HR R s
REYIH pH 5.5 MAHZRR-BER/ Z AR B aif, BCRIEHFES . ARSI T 72—k
TR 1 7 - 4 - T/ S A L A PR B (300mg/mL), IS 2 /NI 78 20 W icdlis 25 2454
N Fe ARIGAH 022 FOKRAA I IERE E IR A, -80° C {RAF. L RAFHERHZHT (SEC-
HPLC) M SAMREIEE, HHrEEILE 33, JUAMEEBY 15 BRIAREN 96.36%. LG
Y A-24 WIRAMNEIE RN epaso=4723, epsn=12467, FEHT B 29 iR HBELL 155,
FUARARIEY) 15 1Y) DAR{HZ14 4.0.

A HE L AP LL R L 25 1) ADC X B 31l 2% 1) ADC 43 -6 5 i 24 BRI O
PR, PER1%E ADC B EARRRE M. Ak, BAKAE FH e RO i

(HIC-HPLC) 3 #r 4l B /RiZA iGN ADC 4> TR A AR ), 54R$0E
Helr, 1% ADC 31 BA HAERISEKNE, FEAR A AT R A SER 1 01 5 T s 1 1k iy
25

SEHEBI 3 DUk fRERYIRE e P S IR

BT B W RS 30 D S A BT A ) ADC 25430 Sacituzumab govitecan (Trodelvy) 5
Trastuzumab Deruxtecan (Enhertuw) JEF 1§40 N AAT BRI piiAss 8L (DARD, HITE
WIS 7> 1 BA 77 &M IREE K, BABGRRGUKIEYE, HAGZK ADC 707 iAs e kb 74
SR RERMT . AT ADC AERFERLE S 1 RV EE, HATHELFR) “ Rb
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RN, wIHE RA B R E M, BATB T HUARRR E MO iR IR R B E X — R

LB 43 L4

1. iz 2k

2. HUiAEERY) 2

3. HUAEERY) 5

4. HUEABERY 6

5. PUIRMEERY) 7

5. PURMRIEY) 8

A IG5 0 23 7R85 70229 (20 mM Histidine-acetic acid, 150 mM NaCl, pH 5.5)
Mike IRy S =2 v /20t ML SO pL BT IR SURCE T 55°C KB H 43 Al & 1/
2 /NIEL S /NI 24 /NINEL 48 ANISF S 72 /NI 2 S FEEA TN (RRoe MR SRED o Al
UV RGN RE R FEAR Ak, DR AE 223648 1260 Infinity T A= W016 H A (1% 2248 %] TSK-
GEL SWXL3000 43T HEFH (i b 8 i i W IE 5 4589 ADC 07 (T, RAEH THI& &l
1 BT

HPLC 35040 9 200 mM B B2 £ 220 (pH 7.0) +150 mM KCI+15% IPA, #:i 25°C,
HRARRR 7 ul, FUEA 0.75 2408, UV ALK 280 nm AT 370 nmo.

FESLR LA SR 25 S ] 23 B, JRATI R I It 22 BR 0 5 NS B AR AR IR 2454 S
FURMBELZGY) 6 ¥ A RIFAGa e, 0-72 /MR IRk EE AL Z R B, THUAHE L
Yy 2. PURMRIECZGY) 7 SHURMRIZGY) 8 MFERLTE 24 /NN S UL ADC ¥R B2 i e o i A
VIVEBLA, AT S EORE i I T PR T B

i 3 75 11N e 1 VEN SN L0 Bl BB W) I PSS el L oy = L SOR R b e R Y A i
17050, St IRIE 24 PR, SEEMIKERES B, R R E M S B HET 9 il
ZIR A~ JURBIERY) 5 > FURMEERY) 6 > JUIARMEIERY) 7> FUIRMEIERY) 8 ~ FUAMEERY) 2.

PRSI | AR K AR e A B SR K SN BRI BE B A “ BRI RN B AR 25 1
Bk T “RARAEN” AR MR SRR

SKHEG 4 A5 R U

e $E NCI-N87 A B e 4l MuAE Jy Ak S A S i A I FH 20 Mk, WU pUMARERY) 2. it
R 5. HUIRMAEY) 6. Trastuzumab 51, IgG-deruxtecan X 41 fi 25475 1) & &0 . St
] 2 1l #AF BN BRI L3P INFE 5 29 38 500 nM N 4RRSE, 500~0.1 nM it & 47
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O AMURPE(S A ELARRE) 5 WLEE 120 AN (M) L4k, 2R 644 (Luminescent Cell
Viability Assay), BHUREEHE G THE 1Cs0.

i 25 pros, PUREERY) 2. JUREERY) 4. SUREBERY) 5. SR BERY 6 5
Trastuzumab ¥.47. IgG-deruxtecan AbFE Her2 3% IA ) NCI-N87 4 Y, HUARMEA) 2. Bk
YD 4y SUARMRIY) 5. PURIRIBY) 6 Xfe W] Mo 4 U e, 24 98 T Trastuzumab £
Pi+ IgG-deruxtecan.

NE 26 s, HUAABEY) 5. FURMBEAY 11 5 DS8201a (HURMBEA) 2) A3 Her2 {1
FIBH) OV-CAR3 AU EMREANN, = AHUARMRIBAY) I 68 I S0 R 40 Mo 58, DA s e
Y15, DU 11 48T DS8201a (FUIRMBEA 2).

K 27 528 Fiox, HUATEEY) 12 55 Belotecan /N7y T-AbFE Her2 15 1A 1) NCI-N87 4H
JaAl SK-BR-3 4id, HUAMERIERY) 12 G801 BATH R Mg 5e, S8 2 0 T I fer 8 N 1 24
¥ Belotecans

LG UL FIE TR R R, ARERAGYEI131 ADC BRI RS FU R g
e, A5 AT AH DB AR R I (14 e 6 A0 A RO TR AR A R A 34 B D B X2

SEHEB 5 R IR Shc 2

A ATE AR YIS A B A I Th 8, B PE MG U5 38 204 HhoRe N s 240 L 1 [ ot S AR B R )
B, R PTIR A AR . 452N B 2B IRAL 2, I 0RO K
P TE0) AU 558 81055 e e e H PO I St 040 P s £ R 8

RN TR S (D

¥E N HER2 {KFRIA 1 COLO205 AZ57m 4 (ATCC) &7 TAEBERK, ¥ 41074
0 i e O PR AR SRR AT AR B N, FESR 6 REENLIMA 4. Ko L HAENEE 0 K, 1E5
0K, 4r5lLh 3mg/kg. 10mg/kg 19 H & ] #R Ik I 45 THUARMEEY) 2 (DS8201). HLAMEERY)
5, 10mg/kg Kadcyla (T-DM1). fERXTHEZH, & E | PBS Zifigs 741,

IR TR 29, %1 HER2 ik IA 1 COLO205 i, 45 F 10 mg/kgKadeyla (T-DM1)
R R A KA FE Y, 3mg/kg. 10mg/kg Y DS8201. FiAARMBEAY) 5 1 5o H 5 & Hh
IP RIS 1, H b ORI 5 205505 3 5 T TR PRI B 2.

HEYHN L, ST HER2 13RIE, FET e U g e b 4700 A5 2
5L, BN 3 I AL, TSR N 2+ TR, VTSR N 1A SO
Tikse Bab, A BARIEIZIN E TRy 0, R dr i i 3 135 2R A0 M S I 2 RS St
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ABIURE T3 V543 B 25 AN B PRI D7 ROV RIS

N BT S2E (2)

¥AFE N HER2 HERIA N HCC1954 AFLBBAI (ATCC) BiFTAFEK, ¥ 4x107 4
7T L 1 P R B A AR e T RS AL, TEZR 6 KBNSt 4. L EHAENEE 0 K, TE56
0K, 4ralLh Img/kg. 3mg/kg. 10mg/kg K FH & REIK N 25 T HUARMEIA 2 (DS8201). Fit
WARIBRY) 50 VRN A, W 1gG I IRIRNT L B8 3 4 173 71 4 1gG-deruxtecan i ER 4
IgG-A11 BB T4 .

IR T 30, AT HER2 33k (K HCC1954 98, 45T 1 mg/kg. 3 mg/kg. 10 mg/kg
BRI 2 (DS8201). BB 5 3B R BB E s, Hd 10mg/ke
DS8201. 3 mg/kg M 10mg/kg WIFUARMRE) 5 IR H A E AR B OB i 1, P AR
BRI 5 20350, 25 0 T X HESUARAR IR 2.

MIEPEIAZE R G, AHRTERALEDH %430 ADC BRI H — & BAA A TR 5 7
L0 R A BT DS 2 S SR R BRI R o R /D B B R 2 A R AR A 2,

SehEfl 6 RN 253N 7 Rl

A SR PN FURMRIY) 5. PURIRERY) 6 5% 244 DS8201a 7 K AR N 25483 /1%
M. HARM S, 7EARSEEH, KEREENS T 3mg/ke MPUAMEIY S, SUikEEY 6 5
DS8201, &AL GHMT-BIFARSHIN TR, 45EGHURMN N £ HUAEIY 5 ~
FUAMRI) 6 > DS8201a.

101 102 103 EME | SD

2 B B B BiE BiE

t1/2 d 537 3.81 6.049 5.07 1.15
DS8201 Tmax d 0.167 |0.167 0.167 0.17 0.00
(3mg/kg) Cmax ng/ml 230425 | 98450 183975 | 170950 | 66945

AUC 0-t | ng/ml*d | 905104 |609295 | 1164404 |892934 |277754

t1/2 d 8.78 8.35 8.32 8.48 0.26
PUAMRIY) 5 | Tmax d 1 0.167 1.00 0.72 0.48
(3mg/kg) Cmax ng/ml 85138 | 128325 | 81425 98296 | 26072

AUC 0-t | ng/ml*d | 740447 |918463 |803401 |820770 | 90270
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t1/2 d 9.89 991 8.990 9.60 0.53
FRME B 6 | Tmax d 0.17 0.167 0.167 0.17 0.00
(3mg/kg) Cmax ng/ml 99075 | 165600 | 116925 127200 | 34432
AUC 0-t |ng/ml*d | 618863 |913240 |860973 | 797692 | 157060

EIRPUAAE PR WAR A PR &5 RR IR AT BT 43 2100 ADC ALK AR A B A S 47
AR E EAT SE A B2, DRI AR R ) ADC AT LAZRB L B DS-8201a S AT H 22 4 PEA 243,
Mty AT HER2 AR IA IR i 83 717 R 3R 2k o

I3 A UL B A& DURREAN A 1 5 PR B A0, IR AR ZEBR 1 iy BRI ZER I . H ATAS
HAR T 5145 (14 512 it 7 2 22 R AR o A U S B AR G OR A Sk ity 5 DL, LR B £ i
(IR SR AN LA R 7 S R L Y
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L —Ffe &Y, s EASRHR. PR, SR BEAR XTBORRR, AEXT A
iy BELREWIIEN, B Eal i, mrgi A ey, K irid e sl

(C-HER2) Fi/RHI45#):
Ab*{Q1\L1/L2\L3/T]
m (C-HER2)

Hor, Qi E&IERE,

L1 3% -L1a-C(=0)-,

Horbr, Lo UM ARIEBURHIE e R . AR BURHI R & e s AT BB L)
& ATIEBURH TR TR FE A AT ER I AR L T BRI 5
AT 1 B 7% 0

Ly W B AT B 2 IR,

L A B AT e AR TRV B 5 41

Horbr, Lo F/BR Ls G S AR BRI SV BR i

T W& 4 HIT,

Ab e 255 HER2 (AR, m N 1-8 L.

2. WREEBNER 1R iay), sUOLHAR R, IR, SAMHRER. Xk
L AR R AR, BOLREMIER, s BT R BT BUA RS,

Horb, QuBLE SERAME IS e .

3. MUBEBCRIZR 12 FAE WA AL G Y, BUOLE AR, WIEIEAR. ShHIE
L AR AR, JERT R AR, BONREMIER, BULA e R A BUA ARG

ante Fe L,
Sob, QUAMDUFAL [t T mmml S Y (EmI

R, i,
[y ° FIT 2 U (1

4. MRARBUFIESR 1-3 PE— TR AL &1, s AR I RER. SN e
PRy ISR AR SRR SR A YL, B Bl Az sk A2 BRI
Y,

Horf, Lid&H UM AREBACH Ci-Cr LSt . AR BCH) ek 2= )\ i it
FEIRHARH) C3-Co MEHEIA AL . AR BN 77 ZEAME IR AR 2% 05 S
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5. MEBCR R 1-4 AT —TTR LAY, s EAR S, e, SMH e
LGNS =8 AR NN |9 1 =8 v NN =1 B R 7 7 W SRSl W B ad O KON | S S i
Y,

Hort, L@ NH: FEBURHE S ATEBUR I 25 AT EUR T 7
FFERRIE T 5 AFEBURI S AREBUR  HRe e, ARG DY H AL ik
HUR IS H B AR EUR I\ H B AT R K A 20

6. MAEBRER 1-5 PME—TFTR LAY, S HAR S, AEBEA. SMH e
LGNS =8 AR NN |9 1 =8 v NN =1 B R 7 7 W SRSl W B ad O KON | S S i
Y,

Hob, Ly T BURNE A UL FAME SRR 2 R RNER. R ai.
SLRAMR. CRR. HER. TRAR. BEAR. HER. SR, H2%. 2298, 525
fa. FEERR. HER. KA. B2, WaEmR. Rak. REEABRAHER.

7. MAEBCRER 1-6 PAE—TFTR I A, S HAR S, A BEAR. SMH e
LGNS =8 AR NN |9 1 =8 v NN =1 B R 7 7 W SRSl W B ad O KON | S S i
Y,

Horh, Ly WS R BURINE F BT A M EE B B 2 IR R, RNER. 4
R, NER. BEmR. NER. KA. KW .

8. BRI ER 1-7 AT —TFTR I A, s HAR S, e, e
LGNS =8 AR NN |9 1 =8 v NN =1 B R 7 7 W SRSl W B ad O KON | S S i
Y,

Horh, Ly WS R BURIE H LA T AN 2 IR R ER- 28 (Phe-Lys). %
BR-HEMR (Val-Ala). #IEAR-NER (Val-Cit). BER-HER-FNEAMR (Glu- Val-Ala). &
HIR-HAR-INER (Glu-Val-Cit). S R-I R (Val-Lys). M 2R-HN 2 %- 4 2R
(Ala-Ala-Ala). NRR-NER- KB (Ala-Ala-Asn) FIHZ%- HEZR-FNER-H A
72 (Gly-Gly-Phe-Gly).

9. MHERRER 1-8 PE—TIFTR LAY, S HAR S, A BEA. SMH e
LGNS =8 AR NN |9 1 =8 v NN =1 B R 7 7 W SRSl W B ad O KON | S S i
Y,

Horbt, 2 Lo B8 U R T BRI, P I it R R et B 5 R DV R R (R 454 Ry AR

10. IRAFBCRER 0 Frik A &4), sOLHAR R, PITEBEIR. SMEIRAR. X o 54
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Ry AR R. SR SYIIE A, IR AT EIAT S,

0]
‘WR

o, FRA ROWIEREURES © Int, bl 4 % 18 0%, REA AL
Ci-Colidt. Ci-CoFhledk. M C1-Co bisa .

UL B BORIZER 10 AL A, S AS Sk, M HE IR, SN Ed . e 5t i
P BRI, SR AIIER, L2 TR ISR,

He, nl N4 % 18,

12, AR BURIESR 111 b TFR IO, SRS A, Balelk . Shie
Phe SR, RSO, SOURAMIE, SO TR, WA

.

I A
S, L F DL AL (R ) e
13 BRI 1-12 T —BURA LAY, SOLHASE. PEr. She
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