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Pt Nectin-4 Hiid. B FATEKR ST LN

A HITEEK 2020 4E 9 H 16 HHRAC Pt Nectin-4 FLR. H5 Frid bk %4
W B BT 1R 5 202010972365.6 5 v [ HIE IOAR S B BA £ 2020 4F 12 H 31 HZAS [ 8
Bt Nectin-4 HUAR £ 5 TR PRI G Y) SIS )2 202011624826.7 5 1 [H HI
SR, X B IR A SCRARAR 51 I AR S o

BRI
AR g TR0 BARI, AR KOt Nectin-4 FiiA 5 0 &5 K EY
SICRIFT, ARG ST RI/BTI Nectin-4 AH S8 HHKIRH o

EREAR

Nectin-4 J& T Nectin ZK & & H, X PVRL, J& T & BK&E 0 H R K
(Immunoglobulin Superfamily), == % Ih 68 /& /i 585 5 1 3F 4k 50 7Y 40 Mo K & 0%
(Adhesion Junction). Nectin ZCJ% i i1 f04% Nectin-1. Nectin-2. Nectin-3 /& Nectin-4,
KANY) 510-550 DAL, JaT 1RSI EH, 4if EE s =AY Ig-like S5 M8 R
Fo A B b — AN B I X AT — AN i P RS X . = A Tg-like S5A93805 1 4> 1gV AR A
IgC, 1 HMW X1 C-ii#l KA —AH Glu/Ala-X-Tyr-Val 2L X, HT454
Afadin & 1) PDZ 51938 . Nectin-4 A BAZEHTH], (H{)585 Afadin & E7EMRN

£ A
élill:lo

Nectin-4 1] DUB 6 R EF T, BE PIBK-AKT 15 5 18 B A3 i 988 41 a4 77
TERIEAE . WEFER I Nectin-4 78 B AF4Ufusa. B/ hampuilie . B, FUIE.
JoR Mg NS Sk AN e h T Sk, S BAEAE N . e . L
1 g i o A 5 B 1 RIS o Nectin-4 78 o8 b (¥ i 204 59 A PG ZE 25 DA ¢ . Rl
Nectin-4 FE 08 254 T 1 B AR AT R

H BT 4L Nectin-4 ] ADC %54 Enfortumab Vedotin (Z ILF| i1 W02012/047724)i5
ST PR b & ME U4 F i Enfortumab Vedotin /& #i Nectin-4 4= A I 54445 Bt
VC-MMAE #;¥), DAR {8 /& 4. i K TS B04fs 2 W] B A4 8 2 b 4 A A 31 58 2 82 i (CR)
41 M NIB By ZAEPR), ZFMEMFE(ORR)N 41%; OS P HUEFH] 13.6 MH, FF
B S () A B 5.75 AN G RAAEAPES) P E R 5.4 AN H . MR
REAS A SN HIFIETT AL 89 B9 A th ORR N 40%; A4 825 G ko A sl FR3G 7 4
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23 B9 A\ ORR iy 44%; - 4H 33 1517 A ORR & 39%. Enfortumab Vedotin &
AR BRI R

Nectin-4 7Ef#LPRIE, MO ERALPEFRRRERIE, k. 8%, A
Jits I M. Enfortumab Vedotin 7EIfGAR 85 @I T BRI NIE 57 (54%); >3 EIEH
NTTML(8%) ARENILIE(7%) PR RIS (7%) HIMHHIE(6%); 4 I B il 5 2459/
R ERIER], WREIPIR R PREGAERH . 8 PR BAE 5 b 85 R0 2 28 B 3 il 55 . 1l
HZ B Enfortumab Vedotin 24% 155 B in] &4 K o

EHNE

FE— T, AR BIIRAE T 5 5 PR 45 A Nectin-4 (AR BUILHT R 454 F B 3
5
(la) Wi~ =AM Chothia 45 R4 € X HEFE CDRs: % SEQ ID NO: 3 At
NP A B AR A Y CDR-H1, f44 SEQ ID NO: 4 fi/R 74 sk HAF K ) CDR-H2, 14,
% SEQ ID NO: 5 fiizr 74 i AR A () CDR-H3; F1/sk i R =AM 4 Chothia 2 5 &
4158 X 1% 8 CDRs: t7% SEQ ID NO: 6 fif /)7 51| 8L AL & ¥ CDR-L1, 47 SEQ ID
NO: 7 FiRJP A8k CDR-L2, 7 SEQ ID NO: 8 A /¥ 41l s H AF Ak (1
CDR-L3; oi#

(1b) @it =AM Abm 45 R4 € X W HEEE CDRs: .7 SEQ ID NO: 9 FiR
¥ 48k HAF K (K] CDR-H1, f47 SEQ ID NO: 10 i 7% 7 41 BR A 4K () CDR-H2, 14,
% SEQ ID NO: 5 it 7[5 41 i H A A ) CDR-H3; F1/80n N =4 Abm 4 5 R4
& X )8 CDRs: 1% SEQ ID NO: 6 Jli7x 7 41| sl A 4K () CDR-L1, £ SEQ ID
NO: 7 FiRJPH| 84K CDR-L2, % SEQ ID NO: 8 Fx /¥ 4l s H AZ Ak (1
CDR-L3; o

(lc) @k =M Kabat %7 5 R 48 X #HEE CDRs: H7 SEQ ID NO: 11 ff
RF A B LA ARG CDR-H1, f44 SEQ ID NO: 12 Fx ¥ 51 5 H 48 K ¥) CDR-H2,
1% SEQ ID NO: 5 i 7 ¥ &1l ok H: 25 A ) CDR-H3; /841 F = MR Kabat 4 5 &
415 LW 4E CDRs: 1445 SEQ ID NO: 6 i~ )7 51 sk H: A5 & () CDR-L1,
14 SEQ ID NO: 7 fizr ¢4 s H A A CDR-L2, % SEQ ID NO: 8 flf 7= ¥ 41 5k
HARAR CDR-L3;
B

NN =R Kabat 975 R 40 LI E S CDRs: 47 SEQ ID NO: 11 Fi/R ¥ 4
s HAF A CDR-H1, {34 SEQ ID NO: 63 Fizx Ff 5l i H 48 /A ) CDR-H2,
14 SEQ ID NO: 5 filf 7= J3 41| 5 HAS 4K () CDR-H3; Fl/sk i T =M R4 Kabat 475 &
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40 U 8E CDRs: 3% SEQ ID NO: 6 Fi/n 7 51 8 HAX K ) CDR-L1,
4% SEQ ID NO: 7 fi7n 74 s A8 4K ) CDR-L2, {47 SEQ ID NO: 8 /i [ 41 5
HAFK) CDR-L3;
B

(1d) ' F =4 IMGT % ‘5 R4t € XK ESE CDRs: 1% SEQ ID NO: 13 fif
AT B A& CDR-H1, 4% SEQ ID NO: 14 B /¥4 8 H 4k ¥) CDR-H2,
7 SEQ ID NO: 15 iz 7 F1| i HAZ K ) CDR-H3; Fl/sk W~ =AM RHE IMGT %75
RYE LN EE CDRs: 4% SEQ ID NO: 16 /5 4 s A8 4K ) CDR-L1, 7
SEQ ID NO: 17 li 7% %1 88 H A8 1A ) CDR-L2, 147 SEQ ID NO: 8 [/~ /7 71 5l H 28
A1) CDR-L3; B{#

(2a) T =AY Chothia 275 R4t LM EEE CDRs: 47 SEQ ID NO: 21
P 7 41 8L AR AR 1) CDR-H1, £ SEQ ID NO: 22 7 J7 41 8l H A2 {4 ) CDR-H2,
£47 SEQ ID NO: 23 i 7 41| 8L AZ K ) CDR-H3; A/ a1 F = HR4E Chothia 4
5 R4 2 L EE CDRs: % SEQ ID NO: 24 Jli 7= ¥4 sl A& ) CDR-L1, £
SEQ ID NO: 25 il 7= /7 51 8 H: 25 A i) CDR-L2, 197 SEQ ID NO: 26 i 7x /7 41 B, H: 28
A ) CDR-L3;

13

R =AM H4E Chothia 45 R4 € X EEE CDRs: .7 SEQ ID NO: 18 FiR /T
H| s HAF K CDR-HI, 4% SEQ ID NO: 22 Fi/R /74| sk ARk ) CDR-H2, %
SEQ ID NO: 23 J 7= ¥ 51 B A8 K ) CDR-H3; fI/8 {1 F =R #E Chothia 475 R4
5E L5 BE CDRs: 955 SEQ ID NO: 24 Jif 7R 3 41 s HAZ 4K (1) CDR-L1, 445 SEQ ID
NO: 25 FrpR 7 FI s A4 ) CDR-L2, 7% SEQ ID NO: 26 B )7 51| 8 H AR 1
CDR-L3;

B

(2b) 1T =AMRE Abm %5 RGiE LK ESE CDRs: .7 SEQ ID NO: 27 fiioR
Fr %) 8k H AR K ) CDR-H1, 5% SEQ ID NO: 28 i/ /%1 5 H: 424K () CDR-H2, 4
% SEQ ID NO: 23 i3 48 AR A ) CDR-H3; F/siin N =/MRIE Abm 45 &
40 LM EE CDRs: 47 SEQ ID NO: 24 fif < J7 41 s 2 AF{A ) CDR-L1, % SEQ
ID NO: 25 fi 77 4 sk HAZ R ) CDR-L2, 7 SEQ ID NO: 26 Al 7 ¥ 41| ml AR 44 ()
CDR-L3;

a§

W =R Abm 45 R4 LW HESE CDRs: &7 SEQ ID NO: 36 fi/R 74
o HAZ 4K (1) CDR-H1, 7 SEQ ID NO: 28 i 7% J¥ 41 8 HAZ & (1] CDR-H2, 147 SEQ
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ID NO: 23 it 7 5 8L AZ R 1) CDR-H3; AI/E040 T =S4 Abm % 5 R 41 0E LY
¥4 CDRs: 117 SEQ ID NO: 24 iR ¥ 51| s LA & () CDR-L1, 175 SEQ ID NO: 25
B 7 4 8 H AR 4R 1) CDR-L2, 44 SEQ ID NO: 26 7~ 7 41 8 H AR K ) CDR-L3;

B

(2¢) F =ARYE Kabat 9% 5 R 4i0€ L EHE CDRs: 1 SEQ ID NO: 29 Jif
AT B A& CDR-H1, 4% SEQ ID NO: 30 Fix /¥ 41 8 H 4 & ¥) CDR-H2,
7 SEQ ID NO: 23 i/ J7 1| sl HAF K () CDR-H3; A/ an F =AM HR4E Kabat 975
R4 X W EE CDRs: 7% SEQ ID NO: 24 Jli/R)F 4B A2 &) CDR-L1, %
SEQ ID NO: 25 7 J7 4 sk H AR 4K () CDR-L2, 14 SEQ ID NO: 26 Jif 7% ¥ 41| o AR
A1) CDR-L3;

13

W =AMRYE Kabat 45 &40 ¢ LI EEE CDRs: 7% SEQ ID NO: 44 i /57 41
s HAR R CDR-H1, 47 SEQ ID NO: 30 i 7r 7 41 8 = AF 4K ) CDR-H2, 4% SEQ
ID NO: 23 FiRJ7 A8 AR (% CDR-H3; Al/E 41 N = AR5 Kabat 45 R4 X
1142 5% CDRs: .7 SEQ ID NO: 24 Jir /<7 41 s A2 4K 1¥) CDR-L1, 1% SEQ ID NO:
25 Bz 7 41 s H AR 44 () CDR-L2, £ % SEQ ID NO: 26 ff 7~ 7 41 8 H A% /& ¥ CDR-L3;

B

(2d) @1 F =AY IMGT %5 &40 e X ESE CDRs: 4% SEQ ID NO: 31 fif
NP A B H AR A CDR-H1, {44 SEQ ID NO: 32 fii7r 74 sk HAF{& ) CDR-H2,
1% SEQ ID NO: 33 Fn 7 4l s H AF 4K 1) CDR-H3; A/skin F =R IMGT 45
RYw X KRS CDRs: & SEQ ID NO: 34 fi/nF 4o A K ) CDR-L1, %
SEQ ID NO: 35 fizx 74 i 281K ) CDR-L2, 147 SEQ ID NO: 26 if 7 ¥ 51) 5 H A%
A& 1] CDR-L3;

5

NN =R IMGT 45 &40 X ESE CDRs: 1% SEQ ID NO: 54 i8¢
H o AR A ) CDR-H1, f4+% SEQ ID NO: 32 iR 75 sl A A ) CDR-H2, %
SEQ ID NO: 33 /R FE 7 8 H AR ) CDR-H3; A/E i K = MRIE IMGT 4% 5 R4t
E X EE CDR: 1% SEQ ID NO: 34 i/ 7 41 sl AR 4A ) CDR-L1, .7 SEQ ID
NO: 35 iR 7 5 s HAS K ¥) CDR-L2, & SEQ ID NO: 26 Fi/R /7 41 sk H AR A 1)
CDR-L3;

B

(3a) W't =MR4E Chothia 9w & R4 L HHE CDRs: .7 SEQ ID NO: 39
BT 7 41 8 H A 44 ) CDR-H1, 44,4 SEQ ID NO: 40 i 7% J7 41 5 H: A8 44 () CDR-H2,
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57 SEQ ID NO: 41 7= 7 4| 8L K ) CDR-H3; Al/BL 41 =4 Chothia %
S R4 E L EE CDRs: 9% SEQ ID NO: 42 iz 75 8L A8 4K ) CDR-L1, 5
SEQ ID NO: 43 Fif /x5 71 s AR K ) CDR-L2, 47 SEQ ID NO: 8 Jif 7 ¢ %1 uf H A8
K CDR-L3; B(#

(3b) ' =AMRYE Abm 45 R 40 E LI EEE CDRs: .7 SEQ ID NO: 45 fiR
7 4 8k H AR 4K (K] CDR-H1, 47 SEQ ID NO: 46 i/ 741 8 H 424K () CDR-H2, 14,
% SEQ ID NO: 41 iR /7 88 AR CDR-H3; Fl/8 41 F =AM R ¥E Abm 435 &R
4152 LK% 4%E CDRs: 7 SEQ ID NO: 42 FiR [5 4 s H AZ /K ) CDR-L1, 1% SEQ
ID NO: 43 flin 74 sk HASK 1) CDR-L2, % SEQ ID NO: 8 fi 7~ 7 41k H AR 44 (1)
CDR-L3; mi#

(3c) F =R Kabat 9% 5 R 460 L EH CDRs: 1% SEQ ID NO: 47 i
P8 B LA A ) CDR-H1, % SEQ ID NO: 48 iR Fp 41 B A2 44 () CDR-H2,
£1% SEQ ID NO: 41 fi7 741 s H AR K [¥) CDR-H3; Al/sk W T =4 Kabat 445
R4 X EE CDRs: 5% SEQ ID NO: 42 JizRx/F s A2 &) CDR-L1, %
SEQ ID NO: 43 i/ 7 41 8 HAZ A ) CDR-L2, 19% SEQ ID NO: 8 filf7x 7 41 mf H: 28
A ) CDR-L3;

B

N = AR HE Kabat 45 &40 € XK EEE CDRs: £ 7 SEQ ID NO: 47 iR )F 41
B A IKIG CDR-HI, 144 SEQ ID NO: 64 Fi /5 41l ok H 25 f£ (f) CDR-H2,
£ % SEQ ID NO: 41 fif7R 74 s A& ) CDR-H3; FI/sk i F =AM 4% Kabat 45
RYw X KRS CDRs: & SEQ ID NO: 42 fi/RnF 4o A K ) CDR-L1, %
SEQ ID NO: 43 Jif x5 71 8 A K ) CDR-L2, 57 SEQ ID NO: 8 Jif 7 ¢ %1 o H A5
A& 1] CDR-L3;

B

(3d) W™ =R IMGT % 5 R 405€ LK ESE CDRs: & SEQ ID NO: 49 fif
7 A B H AR 4R ¥ CDR-H1, 44 SEQ ID NO: 50 fii7x 74 sk H:AF {4 [¥) CDR-H2,
£ % SEQID NO: 51 fif 7[5 41 sk AR & ) CDR-H3; AU/S 41 N = MRS IMGT 45
ARG X K4 CDRs: 7 SEQ ID NO: 52 AR ¢4 s A A CDR-L1, %
SEQ ID NO: 53 i3 %1 8 H A8 4 ) CDR-L2, 147 SEQ ID NO: 8 i/~ /7 41 5l 48
&) CDR-L3;

Horp, R ik 5 5 pmiR B B0 e A0 A b A — e AN R 10 B e, Bk R
W 1A, 243 MEERKE S BRI ik, FTIR B R R
B,
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FEALIE I SRt 7 Zerb, PR Puik slin B 256 f BOS B & AT B N BB A e 2R
FIHESEX .

FE—J7 1, ARG —F PR G, HAS AR U JuiAk s o5 455
BUA K2 b —Fia T 7

FE X —T7 1, ARGt —Fh ik & 5UE Z AR (CAR) LA LKL Pk CAR H % 7Z 51
NI

N —T7 i, ARWIEW k—FMaEE, HESARK RS RS &
Fr B LUK A A0S T 2 Bk

KRG f—FgmE ey, RS ARNEIURR USRS & B, Pk
BEY. REBONAML. 28R MEPURSE A E A, LAY bR i # AR/
B TE 771 o

FEX— BT H, AR RAKAWIES RS S B &Y.
S L RN AR AR TR DUAR . RS R A RS WA A H TR T R I 25
o R 3

KREW FA KN ik sl B R &5 F Bt uiRgE a9, S 803 40 i
SRR EUA. BLE S B LG YA 6T AECHI BT S E e 3

FE 5 — W7, ARILERAE T — Ry A & EZ N R PR T,
RHEAE 5 Nectin-4 AHIE . FTiR 75 VA B 1] I ik 32183 45 200097 A RCR B A K I 3t
R PR S & B PUAS GV i, i iiik. ma iy
WA

ik, PrbfEiede B B M g0 e . JRB% b s, PROE S
B RPRE R M. AR ARt . FUMRRE . FLR SRR =B AL
JoR MR . BPSLE . ShkaUm . S, B A .

HL A st 77 3K
X

FEA I, BRARSTA UL, 75 A SC A A R AR AR 44 1] B ARG AR
D@ BRI E Lo I H, AR BRI TR AR
ZURRFE, TR )% 2 A DO ARAE AN S8 S 45 A 20 BRI A LAk 9 )32 A FH R AR
MUE PR (RN, D9 ) AP R AR B, T 3R A SR AR 8 SCRIARRE

WA, “ 2= AFEY B — DA AFY AT LR 1. 24 34 44 5. 6.
7« 84 9y 10+ 11, 124 13+ 14y 15, 164 17, 18+ 19, 20 D(F)ELHE L2 (i),

TR ALk G I A BRI ALHT < E AR AT SR TR, AHERR
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BAMNOASN BRI LR TR R . Kbl ABOHRAR I HRTT e R DBk
gy RIRHAR Bl HBC TGRSR E TR ARSI FARIEAEAER A
S b BT SRR 1) R AR AR T 2 P IRE sy . BB, R
B N e i e 7 N < S DO £ 5 S R 22 5

ARG AT B AT L1 A2 HE 6 i 1 A ) SR B 0 A] B R A BT BB AN AR, A IR
FLFE AR AT S sl A SURIAS S 2B BT S sl 100

WIASCHTH, <2 K7 8 i RS e 1 PR A B 2 DN RS ) R 5. <k
FI7 A DAL — %82 2 2 IR DAEAN B AR AR 77 OB e BRAESI A3, SR EZ K>
A 5 E AR ST B

WASCATHL, “Hiirfa e sk st B, FUld 20— M A0 sk e 1k
HAPURERN . EARF, UK E GRS PURS S R B Bk, RE“hiik G 247
FPEPUR A WU S L) AR, JEASUR. AR U, BREPuik. Ham bk
PARCHUREE A B PUARTT LU & sl () anid i fb 22 AR e sl AR WA e = AR 1) . B A
AR B 207 A 1K o AR SCRT SR BER BUR AR AT A S Bk 8 A R B (B 4 TG IgM
IgD. IgE. IgA Fll IgY). fE{T51(54n IgGl. 1gG2. IgG3. IgG4. IgAl Fil IgA2)uk i
FK(tiltn, 1gG2a M 1gG2b). 7 %, AR HIHUARN IR wlEsiA. £ —
SR S, AR I B NI e R

WASCATH, “fEgbuik s K i &2 k. M EREHC) MM %5
BE(LC). [HEE M N AR5 3 C R BB r AZ X (VLY MR BEE E X (CLY . 5%
M N A 5 C A 5 HE 1] 48 X (VH)” LA K “ S BE1H 5 X (CH)”  EAEH & XM N
K Fl C ARl VS CHIL CH2 Al CH3. R Ge pRER (A 28R (1 i 1gM AT IgE)
i, EEEEE XE ] A E CH4. “Fe” r BHEML S CH2 A1 CH3 M B, H4gfts Fe
ARG S I o BB FR UM i S ER A ) Fab Al Fe Jr BURIET 4o 7547 261
BUN, BEEIX AR T 20 52 R e i DXOREE RS MR )3 7 o FEASCH, X TG
HUR SR IR, BBE X R W] AARARAT DB 55 M) . AGUEIAR A SA] DARYE C A 5
EAAEAIW VH. VL. CL. CHI. CH2. CH3 st XAEpik i, wal LS 1
BVERIB A R I8 7T LAZ WL 4n William R. Strohl, Lila M. Strohl, (2012), Antibody
structure—function relationships, In Woodhead Publishing Series in Biomedicine, Therapeutic
Antibody Engineering, Woodhead Publishing, pp. 37-56.

M, VL AT VH % 3 0] PUEL S =AN 81 B A AR ) B g X (CDR ) A1 PY AN AR LR 5
FHEZR X (FR)”, 3+ H M N K #| C A% LA FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4 [k
P . FEA S, BB ] AR [X ) CDR (CDRL)A] A#% ¥ CDR-L1.CDR-L2 1 CDR-L3,
HEEAAZX ) CDR (CDRH)A] LIk >y CDR-H1. CDR-H2 fil CDR-H3. AN &—
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Xf VH A VL B84 CDR $REHURL G i g SR el (HAESELEN T, D
TN COR(BIn = DY T HAR A B (Bl Sk Ak, RN PR B [ RE B AT
S5 DRI AE ST o A E AN ST LIS HI A S 280 (4 757217 3] CDR,, %1 411 ] Kabat.
Abm 8 Chothia %515, fEAICH, X T [F— A X AT LMER] £~ CDR 45 & 48,
{141 Chothia. Abm. Kabat Ml IMGT. ASURELARN 2N KB, G HARSR S RS
& ) CDR HBE AR, AHR A — 4 5 RGU0 M) CDR AR BEMS & & PR R AL A 3L
PURSSA AL A K CDR %5 REHIFIA ] LAZ W41, Kabat 'S R %5: Kabat, EA.
et al. (1991) Sequences of Proteins of Immunological Interest, Fifth Edition, U.S. Department
of Health and Human Services, NIH Publication No. 91-3242; Chothia % 5 £ %t : Chothia, C.
etal. (1987) J. Mol. Biol. 196:901-917; IMGT %i*5 £ 4i: Lefranc, M.-P., 2011(6), IMGT, the

International ImMunoGeneTics Information System Cold Spring Harb Protoc.; Abm 4&'5 5
4i: Martin, A.C.R. and J. Allen (2007) “Bioinformatics tools for antibody engineering,” in S.
Dibel (ed.), Handbook of Therapeutic Antibodies. Weinheim: Wiley-VCH Verlag, pp. 95-118.

FEASC Y, ARAEHEQRIX AT Ry B X7 ] DLUE AT o anA ST BRI R, RAE<HESE
X7 <Y BRX7 B FRVEFE AR, DU AT AZ X PR 1 U0 b g A CDR B LA 2L
FERR IR, .

WHF N, H—A VH A VLl AR R R i<y i B S Sisld &
B R B ANRIPUR S A B AE R R A B v] AR X SIS T AR (VHH, SRR sdAb BR4N
KT E T A PR G a8y, mT LS IR VH AL VL SRR 55k Fv
(scFv)”. JHiL[A] Fv 8¢ scFv o 5| A ZAis i) Loy B3R 13 A BAR 2 1 Fv (dsFv) ol 5
BE IR E M Py (scdsFv BY dsscFv)” o 7E—2E 5 7 & vf, 4l an A ISR 88 54
ZHF R PEPUAR CAR T HIHURSE & Fr BB scFv B scdsFve.

WAL H], “Fab™ (8 — A 58 BRI HUAR R BE(VL-CL) A HTAAR 3% ] 48 DORT—A> L
fEE X (VH-CH1, t#5 Fd). HIIKECKH G Fab” i) CL A CHI #E4: i] LASRAS H1 85 “Fab
(scFab)” . “F(ab"),”JE A |- A0 & il il BB X 10 BRI B> Fab Fr B “Fab™ ly F(ab'),
fl—2F, FHonT DU 6 S F(ab'), 808E X I Bk A

PURBRPUR & BOaT DL < B <Ay “=mee m e E 24, 2R
BHEZMPURESA AW 1. 24 3 84 D HZ2A),

PR GUR S5 & v BT ES & BIPUEO AT ECE 2 A (1 dn 24 3. 4. 5 B 6 BT,
HOCATBARR g 2R e PR UR”, Bl anRURe e MEpiA . —Fp e PESUA sV Rs R VE DTk, 3
SRR LG 2. 3 B 4 PRI 2R R U

WASTHTHL, “XpiiAk(diabody) $RIZFERIPUAR, HALEPIA scFv, BAMDHURES
EARLE(CAN), Hh A scPy ¥ VH Il VL 2 [RB@E 7 ke Sk R4 5-10 MU IR R
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oy, 15 VH A VL BB Bt (B0 25— scFv 1) VH 155 — scFv i VL BeX), 25— scFv
(K] VL F1%6 — scFv (] VH FEADTE RBUR A AL o BHTITT DU XURS 7 P A

WAL R, AR “BURSS & BOfR R KyuAREs 7y, HAoT2aK, HEE0H,
FARIUARE T XN & — P Z A CDR A/si— sl Z MRS A AL,
IR B A K IR 2D 3 ke R VRS S DURRIBE Ty o DURES & Bon] LLB an 453
AR AL KPR T AR M BUERRT A S R0 R B AR AED. B
s A A B E AR T Fv. scFvs dsFv. scdsFv. Fab. scFab. Fab's F(ab")s
Xk Fd A Fd R B Al Bl an S8 By sREa BT U S £
FREE, A e A A e IR SR A B AR SN AR T A B

AR, RGBSR R AR — R R B R BT, b T S ik 1
Z )RR 1 AT g BAFAE B ] BE R IR K AE IR AR 2 AP FE A [R] Y o B0 5w I HUAA I e
PEZE & B — TR AL AT T AR B o A R v B e ] DA e AR 4 k0 A A 7 7%
il g, BN WEETE R B b AL (B an e B RN BR) S R ZEAGES B 411 4n B Za ek
LA, B T B 2H DNA JPVATEN R . SO Y SUE A ) &, e AR R
GRS 7r 8 o AR I PUAR BT IR 45 5 Fr BOY e UK . £E— St &Reh, A
KPR B BT R &5 A BOW AN IRAL B e B

“REDUATTRRZRER TR, HP R E20(B 1 CDR. FR. AIAZRIX, fEE X B4
B EATAE AR YR RS A R S R R R, SRR R BT E Sy R
U AR R PP F A A BRI . AEASC T, iR & JUIAR7IC I o B 5 e T AN R A S8 nlilE
RITER 7> BT 72— FARSERETT S b, P ik & Pid BAT BRI DT ] A2 XA P4
T8 E X

AR, < N TUA 38 & A A AR DU AN I ST e S0 k. BRIE, AU
PR S ANE B AN BRE B DT IR G DU . AR AU AT DO R IE TR
AR AN B PR L o A 35 AR ARSI 8 3 I SR (1] A ik & A4 . AR AR5
ATLAVEAE AN KB s FIEEEAR AR KREN . B AR APURIRIG NI TR B AR
T AR AN HBHAT o NS T LA 3R AT an SISk skl &-Hiig) 4.,
i, KA NPUR an EIEHUA)K CDR J7 A A B BUARHESL X o ZERE U 00T,
T ARSE ABEAC DA B0 B 5 285 G B8 A/ RS 2 11 T LAAE AHTAARMESR X R B HE AP
(B an SRIEPUAONESL 7 41| I e B L PR R L, R Tl & 9848 (Z L, % Wl Morrison et
al. (1984) Proc. Natl. Acad. Sci. 81(21): 6851-6855; Neuberger et al. (1984) Nature 312:
604-608).

AT ], AEEER P AT 23 e (Yo) e AU [A) — 1 <P 4[] — PR HA A 2 A
I S, HeAR I A1) bt (4 e N AR B AT 23 SR S50 ) il 1 R A 22 JIK P 471 22
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[FDAH A 43 bl R DA AR AR 5 0 e, 9 ol o] A JF3R13 0 T
HHUAT 0 BLAST. BLAST-2. Clustal Omega. FASTA #ff:.

SRR E G A SRR T R A B DA RIS SR AL AR AN A LA A B
SR (R R /INE T TT AR R Sy P4 7 B 55 8 K B ECsoo Ko HI LAJE Ik 0 &P 4 50
K (a) T4 A 5 85 B (kd) R 5 Kp = kd/kao 1T LA ARSI, 401K 55 B AT 5 S Al
71, BT H AT LR 40 Octet Fortebio £l R4%) U et Rifisk
BRI B e T At A M R

FEASC R, BUMANST G R e V25 G R AR PRI B 2 i) DU s SR U A L2 G
RS A A PUARIPUR 2 T8 Ko {E A 5502010 3 2/ 25 107 M sk A,
a2 10, £44) 107, A% 10°, EA4 107 M 5 EF K.

TEASCH, PR A BRI B2 AR T AN AR T 5 5 TA S % A LR T 5
A A BRI G, T4 BN SR R A I B E X I R P A1) 5 0
PRI 0 G e BR 2R 3 a A E A XA B AR 2 91 AT 2570 80%. 5270 85%. %27 90%.
20 91%. Fb 92%. £/b 93%. £/ 04%. D 95%. B 96%. D 97%. &
b 98%. F /D 99%EK 100%[1 )7 51 [ — 1 o

FEASCH, 2 KBRS IEIR 7 51 i) AR 1A 5 il B ) 2 IR UL Ry A L, BAT
—ANRENGAFER I A RS M . ZIERRAD AR R IER I E e BRI . AR
AR G182 B A 22 IR B 1A A 75 DX Hh I 2 S 0 1T DU A G R RS U R R E e, I
H—BA S LAY EYE(Z L, #10 Watson et al., Molecular Biology of the Gene, 4th
Edition, 1987, The Benjamin/Cummings Pub. co., p.224). A i1 AR5 B e ARG E AR A
DU o 7E T R 4 H — 0 DL I S B R R < B e HEBR 1l M 5291 o 7 RE L1 10
N, FEERRE AR R . ARYURRL RN SRR, o] DA B bR Bk AT
RBEIR AL BB R UL H AR BE B A eS B AR R AB R SR A, SO T B R) — i
BRIRE ), BUE PR G Y RH & B Ut g TE R A . 5 ax S E R IR R AR BB M (R B 4
SRS A A BRI a5 A A R I PR s PR 456 A BERSE 2Z 19

JER R TR R DR ST 4 DL ¥ FE 4
Ala (A) Val, Leu, Ile Val
Arg (R) Lys, Gln, Asn Lys
Asn (N) Gln, His, Asp, Lys, Arg Gln
Asp (D) Glu, Asn Glu
Cys (©) Ser, Ala Ser
Gln (Q) Asn, Glu Asn
Glu (E) Asp, Gln Asp
Gly (G) Ala Ala
His (H) Asn, Gln, Lys, Arg Arg
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lle () Leu, Val, Met, Ala, Phe Leu
Leu (L) Ile, Val, Met, Ala, Phe Tle
Lys (K) Arg, Gln, Asn Arg
Met (M) Leu, Phe, Ile Leu
Phe (F) Trp, Leu, Val, Tle, Ala, Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val, Ser Ser
Trp (W) Tyr, Phe Tyr
Tyr (Y) Trp, Phe, Thr, Ser Phe
Val (V) Ile, Leu, Met, Phe, Ala Leu

AL, RiE“ZBER . BRI 75 20 A SR T R
EE AT RARSCR GV, 185 1T LA B AZ R % FR (DNA)FZ B I TR (RNA) .

WASCHTH, oy B 28 (B Wiz R 4y 1 B2 1K) 5 HAZAE IR OR IR A B 2 43
B, RUEEAR B S AT R 5

TEARICH, “BpR” & TR AN R S NTE A, S8R N IE M 1
TS, SMEZERAG DAY I B IA o B T R R RS, AHR T DA Al B R B
WG NI R G ik e WASCRTT, U8 SRS TORE . ZRIEALRL. TR T5 3L
PR ORERL, WERE AR, BERERL, A Tk, B A TY AR s A T
YOERINEN

WASC ], ik e a8 515 DNA [#4k, ik DNA 560001 DNA %
IEIEEE AW B 7 REARE G A ) PTHRAE EHz . Ji4 7 51 m] LA 35 s 3 1
KALF) A, FEEATER T DL S AR AL BRSO T 2R EFRIE 5%
FIRBARTT LU TR AR B R SRS ER, 50 & S 178 40T,
SHTFE DNA RIA . & UMRIL AR AR AR N AR, HHESTEREZA
it /s A 4 T A A ) RS A DA B AR R U S I R B A Bl A N1 A
DRI 1 2RI B Ak o

WIARSCATHL, i E4M0 T2, (R¥E. S Hl e S8R . 1 F40Hie
A DL R FIE AL IR B AR BT i K 2 Mk o T 2 0 B ] LA A% 4N i sl A% 41

WAL, RIEVGIT TR AR S, B il o e R R el o< . By
1R BRI AR R A R/ SR, R, JRIT AT . 1RIT RYEBUA

“H R R FRIX R, LR DA AR IR 1 7 P PR A, R TR R B Y
MR R R I o) 354, B0 7 1 TR 9 G 0 T 51 S PR 2 5 BRR R o AT R R B
VAR, B PE B A BB B IR BT R I . B, T MR iRy, M T
REZWITIOR G, AR AR ARSI PR 454 7 B SRS aw. 4
28 550 IS 200 i B 245 40 4L U 3 b g b e 4 i A G s R AR KR 2R 2 10%,  fRiE
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E0Y) 20%, HARLE EDL) 30%, HALE DL 40%, HAIEEDL) 50%, HHE
EY) 60%, HEALLEADL) 70%, HALE DL 80%. IR ALK & A] BLA
FH AT R TR s SRV, B R ME IR S B A PR IORT . BB R R B0
YA o B, ] DR AR I 2 TR A A I D YR A A ) 4 Y A K ) e
ABERA KW PUARE USRS & B LA G SRR e 2y W H &
W) REAE Y15 J 988 /N, B8 DAL Ath 75 Q% AR G2 (0 RESHR (n TS AN/ 8RR T # R B R ) o
AU AN AT AR B ot B4R RS B ARG PRSI AR AR HF
B A 2B A A D ORI E A R . AR AT LUE— IRE Rt 45 7

WA T AT, RG24 75 ] 352 B BRI/ BRI 717 A& 18 72 24 B2 R/ s A
oy b 5 S MO P R A A B AR/ BRI A7), R AR A2 B (25 A1
Remington's Pharmaceutical Sciences. Edited by Gennaro AR, 19th ed. Pennsylvania: Mack
Publishing Company, 1995), F HEFHARF: pH & 17, RKMaEHEM. AR, ST
SRS GEA) . FORR) 4ERRZIE AR BRI B, BN, pH Y
FIEIEEARR TRER Sh el RIS TER SR EARTHE 7 S e b
RIFEPER, B0 Tween-80. 12§15 14 5 77 (LA AH AR T- 2040 By o Bl B 77) A 45 {H AN R
T A AT R, Bl IR R . —SURUT R KMy L ARURAE.
YEFFZ 8 R A EH AR THE . NaCl K H R RO L FRE AN R T
FRFARIR SR AN B o AR EARE AR Tk KRG B (an g2 #h7K) AT 22 Sl (A
H A o 7 15 )RR A AN PR T & Ah o g B R A R B Aok | 2- R L
MFRIRHIRER . —5UBCTBE. Z5M . (I BLIRAE . R E T B AT AU RN 53 PR 1
B FLRERE AR E 299 b VR TR e B TR R T, AR E A IR T = RN DKL SPGA.
PERCGIMLALEE . HEEE. Jeh RERE. JUAE. M. BUH AR, ZERIAEAR.
HAMR). EEROTERIG. B a0 2SR L B i 8 K YDA

WASTHTHL, WAL B S B B AR E AR T A JEA R KRB KB /D
B B L B ML AR AEARSCH, RIECN BRI ALEY), Bl fE sk
ST R, MBI N FE S Ty R, R GO AR B L MR BE R A AL
TR U N B B e FEA SO, RIERS BRI SR ] LA

Pt Nectin-4 ikl KPR S & 7 B

FE— 7, A PR HE 79T Nectin-4 JUABCHPUR 255 v B, HRE MR ) 5F
454 Nectin-4.

Nectin-4 1] YA E A Nectin-4 8{4E A Nectin-4 2K B @ AR T AN E A L
e, PR Nectin-4 A Nectin-4. A Nectin-4 =] LI HA Uniprot %5 (ID):
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Q96NY8-1 AR LR T4 . dEN Nectin-4 1] LU 412 S350 Nectin-4, 1 1dEA
REFGWVEB8N% Nectin-4, H ] LLEATH] 41 Uniprot )] 5 (ID): LON6D9 Fif /R i) & ik
BR)JT- %1 - 4E A\ Nectin-4 18 1] LU 41 42 K Bl Nectin-4, 2 1] LA ELA 41 411 Uniprot iR 51 5 (ID):
D3ZET1 FiR & ILm )74 . 95N Nectin-4 36 1] LU U0 2 /N B, Nectin-4, AT DLEA il
4 Uniprot 55 (ID): Q8R007 A= & IEER 741

PE—BESTt 7 S, Pk HuiR s PR S5 & v BCRB W e M 45 5 Nectin-4 1) IgV 45
Ry 3 A2 —LE St 7 S b, iR iR B B 456 Fr B e g re e ME45 6 A Nectin-4 1) IgV
SER I

fE— S 7 S, TR Bk sk 5456 fr B Re g i ME45 & Nectin-4 1 FHIBT
5 Nectin-1 FAH BAEH .

FE— S 7 S, R Pt Nectin-4 HUAE S EHEATZX(VH), HA& 3 HMHEBE
CDRs (CDRH): CDR-H1. CDR-H2 fll CDR-H3. fifiA CDR-H1. CDR-H2 #1 CDR-H3
EHEE 1 ) CDRH 4.

% 1 9t Nectin-4 Fii£ ) #E 55 CDR

®/S  |4H5H [CDR-H1 CDR-H2 CDR-H3
¥ (SEQ ID NO: ) (SEQ ID NO: ) (SEQ ID NO: )
ale |GYTFTIDY (3) HPSDSE (4) WDFRIYYAMDY (5)
b GYSITSDY (21) SFSGR (22) GNYDGFDY (23)
Chothia |c GYFNSITSDY (18) [SFSGR (22) GNYDGFDY (23)
df GYTFINY (39) HPSDSA (40) ggf)FYTVNAWYYFD
a/e |GYTFTDYWMN (9) |[MIHPSDSETR (10) WDFRIYYAMDY (5)
b GYSITSDYDWH (27) |YISFSGRTY (28) GNYDGFDY (23)
Abm | g\g)FNSITSDYDWH YISFSGRTY (28) GNYDGFDY (23)
d/f WGNFYTVNAWYYED

GYTFINYWMN (45) |MIHPSDSATR (46) Y (41)

MIHPSDSETRLNQKF [WDFRIYYAMDY (5)

DYWMN (11) KD (12)
R FST—— élosaFSGRTYYNPSLKS GNYDGFDY (23)
S [ITSDYDWH (44) éIOS)FSGRTYYNPSLKS GNYDGFDY (23)
Kabat 3 NYWMN (47) MIHPSDSATRLNQKF |WGNEYTVNAWYYFD
KD (48) Y (41)
©  DYWMN(11) g(]}l{(gg?SETRLNQKF WDFRIYYAMDY (5)
N N——— MIHPSDSATRLNQSFQ|WGNFY TVNAWYYFD

G (64) Y (41)

13
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ae |GYTFTDYW (13) IHPSDSET (14) E‘\ll;)WDFRIYYAMDY
MGT 2 |GYSITSDYD G1) ISFSGRT (32) ARGNYDGFDY (33)

¢ |GYFNSITSDYD (54) [ISFSGRT (32) ARGNYDGFDY (33)

Y lGyTEINYW (49) THPSDSAT (50) ?ﬁ;}”g?)}?YTVNAWYY

FE—SeSfitir b, FAST Nectin-4 HFURE SR ZX(VL), HEE 3 MRk

CDR (CDRL): CDR-L1. CDR-L2 I CDR-L3. fifi# CDR-L1. CDR-L2 il CDR-L3 i%&H
2 F11¥) CDRL 4.
# 2 Hi Nectin-4 LIk 115255 CDR

%5 4% |CDR-L1 CDR-L2 CDR-L3
A4 (SEQ ID NO: ) (SEQ ID NO: ) (SEQ ID NO: )
ale fis(%SLLNTNSQKNY FASTRES (7) QQHYSTPLT (8)
Chothia [b/c |RASQNIGTSIH (24) _|FASESIS (25) QQSKSWPTYT (26)
dt SS(%T)LLNSNTQKNY FASTRES (43) QQHYSTPLT (8)
ale SS(%SLLNTNSQKNY FASTRES (7) QQHYSTPLT (3)
Abm  [b/c |RASQNIGTSIH (24) _ |FASESIS (25) QQSKSWPTYT (26)
it fis(ng)LLNSNTQKNY FASTRES (43) QQHYSTPLT (3)
afe ﬁs(%SLLNTNSQKNY FASTRES (7) QQHYSTPLT (8)
Kabat [b/c |RASQNIGTSIH (24) _ |FASESIS (25) QQSKSWPTYT (26)
d/E ﬁs(g)LLNSNTQKNY FASTRES (43) QQHYSTPLT (8)
afe 856)LLNTNSQKNY FAS (17) QQHYSTPLT (8)
MGT 17 [ONIGTS (34) FAS (35) QQSKSWPTYT (26)
df |QTLLNSNTQKNY (52) [FAS (53) QQHYSTPLT (3)
I #h X (CDR)

FE— LG BAR S 7 2, Fnid e M4 & Nectin-4 FIURBOH TR S & F BUEL S

N =AM Chothia 2% 5 248 X HE 5 CDRs: 7% SEQ ID NO: 3 fizn /7 41 s L
AZ K1 CDR-H1, f4 % SEQ ID NO: 4 I 7= J7 41 sl H A2 K ) CDR-H2, £ % SEQ ID NO:
5 BT T 48 H AR AR 1K) CDR-H3 o 76 5 — 28 BLAARSIjifi )y 58 of, FTIREE 7 1 45 & Nectin-4
PR s BUE 456 7 BB N =R Chothia % 5 R 41 0E 42 5E CDRs: £
% SEQ ID NO: 6 iz 7 4ok H A5 A ) CDR-L1, 5 SEQ ID NO: 7 ff 7 /7 41l sk 3
KK CDR-L2, {47 SEQ ID NO: 8 fi/ix /¥ 5| sk H AR 4 ) CDR-L3.

TE—S8 BRI 77 2, BTiAAE R 456 Nectin-4 IPURBUIL IR L& B &
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WT =R Abm 47 5 R4 XK ESE CDRs: % SEQ ID NO: 9 Af R ¥ 41 s 3L
AFRF) CDR-H1, £ SEQID NO: 10 fif/r /74 sk HAF /& [¥) CDR-H2, £ SEQID
NO: 5 FiRFEs s HARAf) CDR-H3. 7% s HARSiti 7 rp, FriddsRiss s
Nectin-4 [IHUARBRILHTR 54 7 BLE & I F =AM4E Abm %05 R4 € XI5 8% CDRs:
7 SEQ ID NO: 6 fizn )75 sk HAZ{A ¥ CDR-L1, {4 SEQ ID NO: 7 fi /R )T 41 8¢
HAFR K CDR-L2, 4% SEQ ID NO: 8 iz~ 7 51 sk L 25 & ) CDR-L3.

FE—2E FARSIE I b, FTidFER 456 Nectin-4 PR PUR L& B &
R =AM Kabat 95 &40 E L ESE CDRs: f# SEQ ID NO: 11 A /7 41 gl 3
A KK CDR-HI, 7 SEQ ID NO: 12 8% 63 F/R 5 58 H A 4K ) CDR-H2, {47 SEQ
ID NO: 5 Fi7R 7 4 s L A8 K 1) CDR-H3. 7F % —¥e BARSuiti 7 & vp, Fridds i iees &
Nectin-4 HJHUARBILHUE45E B & T =AM RE Kabat 485 R 400€ LR B
CDRs: .7 SEQ ID NO: 6 i/~ /7 B4 K] CDR-L1, £+ SEQ ID NO: 7 fli 7~
¥ 41 8k HAF K K] CDR-L2, 1475 SEQ ID NO: 8 fi/x /741 sk H AZ 44 ) CDR-L3.

TE—28 BRI 77 2, BTiAAE R 256 Nectin-4 IPURBUIL IR Z & B &
WN =AMRE IMGT %75 R 408 LM HEEE CDRs: 7 SEQ ID NO: 13 FiR /7 41 5L
HAZMR ) CDR-H1, &7 SEQ ID NO: 14 Jif 7= J7 41 8 A2 44 1) CDR-H2, .7 SEQ ID
NO: 15 FiRFA s AR CDR-H3, 185 —s AR &, Frikfsmiess &
Nectin-4 [IHUARSCH LR 456 BoBL & s =AM IMGT %05 R4 € LW R
CDRs: 4% SEQ ID NO: 16 Jin 741 sl A2 4K ) CDR-L1, 7 SEQID NO: 17 fit
R FH B A A CDR-L2, 4% SEQ ID NO: 8 F/x F¢ %1 8 Hi 48 4[] CDR-L3.

E— BAR ST Zh, PriRes R PSS A Nectin-4 [HTIRB L PURLE & A B A

(a) WF/AMHE Chothia %% R4 E LI HEEMEEE CDRs: ¢ SEQ ID
NO: 3 FiR /78 84K CDR-H1, {47 SEQ ID NO: 4 Ay /75 s LA A i
CDR-H2, #% SEQID NO: 5 Fi7x 7 48 HAZ 44 i) CDR-H3, . SEQ ID NO: 6 fit
T H) B AR ) CDR-L1, % SEQ ID NO: 7 iR ¥4 sk H A8 4K () CDR-L2, 1Y,
7 SEQ ID NO: 8 Jli 7= J7 4 s H AR 4K ) CDR-L3; 5

(b) WA Abm 45 R4 L EEE 5T CDRs: £% SEQ ID NO:
9 it 7x 7 41 BR HAF 44K 1) CDR-H1, £9, % SEQ ID NO: 10 it 7= /5 41 8 H: A8 44 ) CDR-H2,
£1% SEQ ID NO: 5 fizr 7 41 s 2 AZ 4 ) CDR-H3, £ SEQ ID NO: 6 fT 7R 7 41 5%
HAKK) CDR-L1, f% SEQ ID NO: 7 Frzr 7 41l s A 4] CDR-L2, .7 SEQ ID
NO: 8 Fi7R )7 4 B AR ¥) CDR-L3; 5

(c) W F NN E Kabat 9 5 R 48w I E#E AR 85K CDRs: 27 SEQ ID NO:
11 FioR 5 4 s AR 44 ) CDR-H1, % SEQ ID NO: 12 8k 63 F 7 ¥ 41 5k H AR 4 (1)
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CDR-H2, 4% SEQID NO: 5 7R )7 5l s F AR A ) CDR-H3, % SEQ ID NO:

6 At

RIF A ECH AR ) CDR-L1, .7 SEQ ID NO: 7 iR 58 H AR 4K ¥) CDR-L2, £

% SEQ ID NO: 8 Fi/R 7 41 s H A K 1) CDR-L3; B
(d) WFAMRIE IMGT %5 &40 € LI E 5 A F 851 CDRs: £ SEQ ID

NO:

13 Jif 7 71 s H A8 4R 1 CDR-HI, 445 SEQ ID NO: 14 fi 7% ¥ 41 sl H A8 £ ) CDR-H2,
14 SEQ ID NO: 15 7% )74 8k 5 45 ¥ f) CDR-H3, 1% SEQ ID NO: 16 /%))

o HAF{RK) CDR-L1, 44 SEQ ID NO: 17 fi7x /7 45k HAF /K1) CDR-L2, {44
ID NO: 8 Frzn 7 41 8 L AZ K ) CDR-L3

SEQ

FE— 26 BAK Sz 7 2, PRk eSS4 Nectin-4 BIPLARB T 456 H B &t
T =AHE4E Chothia 475 £ 45 5E X E 5 CDRs: &7 SEQ ID NO: 21 Jii 7 ¥ 41 8
AFAKTY CDR-H1, 4 SEQ ID NO: 22 FiR /74 B HASK ) CDR-H2, 7 SEQ ID

NO: 23 FimnF4)s AR k) CDR-H3. 7E 5 —SE RSty ep, Bridie it

ftr

Nectin-4 (PR HUR LSS A B S W T = MR Chothia 475 R4 € LI B
CDRs: 7 SEQ ID NO: 24 7R fp 4 8L AR/ () CDR-L1, % SEQ ID NO: 25 Jir
T H) B AR ) CDR-L2, 4% SEQ ID NO: 26 iR FE 51 8L H A4S K [¥) CDR-L3.
72— 8 BRIt 7 2 b, IR RR MR 454 Nectin-4 FIPUR B LR 54 A BV & n
T =AY Abm 45 R4 E XK ESE CDRs: {17 SEQ ID NO: 27 i 7% ¢ 4] sk H 45

&) CDR-H1, % SEQ ID NO: 28 iz ¥ 41 sk H A5 & ) CDR-H2, % SEQ ID

NO:

23 FioR 7 5 8 AR AR (1) CDR-H3 o 78 55— S8 ARSIt 77 28 v, FITidRe = PE 45 & Nectin-4
TR PR A BB S R = /MRYE Abm %5 RGE LHEEE CDRs: 8
SEQ ID NO: 24 7 J7 4 sk H AR 4K () CDR-L1, {4 SEQ ID NO: 25 Jif 7% ¥ 41| ol A%

&) CDR-L2, 7 SEQ ID NO: 26 Fi/x JF 41 8L H: 284 i) CDR-L3.

FE— 2 BAKS 5 b, PRk 544 Nectin-4 PR PR 46 H B & i
T =ANHRYE Kabat 975 2485 I E 5 CDRs: 1% SEQ ID NO: 29 7 7 51 B H 28

&) CDR-H1, f % SEQ ID NO: 30 i 7= 7 41 s L AZ 4K Y] CDR-H2, £ & SEQ ID

NO:

23 s P 5 B H AR A ) CDR-H3 ., 76 5 — 88 BAR Sz it 7 28 v BTid s = M 45 5 Nectin-4
KPR e B4 A A B i & an T = MR ¥E Kabat 48 '5 R 40 € I EE CDRs: 7%
SEQ ID NO: 24 FixJE %) 8 HAS A K] CDR-L1, 4.7 SEQ ID NO: 25 Fi ¥ 51 5 HAF

K] CDR-L2, 4% SEQ ID NO: 26 JiT7 ¥ %) 8 H: A K ) CDR-L3 .

16— BRI 7 2 rp, TR 5 456 Nectin-4 (IPUARE PR 456 5 BER & n
TEARYE IMGT 475 2% % X E 8 CDRs: % SEQ ID NO: 31 iR 7 51 5 H
AFfK) CDR-H1, £ SEQ ID NO: 32 fii7R 74 8 A2 {A ) CDR-H2, 4% SEQ ID

NO: 33 JiRJ7 48 AR CDR-H3. 7E 5 —Se B RSz b, Aridsr ik

16
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Nectin-4 FJPUARB DRSS G A BA TN T =M IMGT 5 24w XK R
CDRs: %5 SEQ ID NO: 34 f7 /)75 8 A5 & ¥ CDR-L1, % SEQ ID NO: 35 Jif
7 A B H AR A ) CDR-L2, 144 SEQ ID NO: 26 fii7x 7 4 8k H: AF{A [¥) CDR-L3.

15— BARSz 7 &, FriRes R 454 Nectin-4 PUIRBU PR S & A BLE &

(@) @R ARG Chothia 475 &R 408 XM E & FIFEEH CDRs: 7 SEQ ID
NO: 21 FiR P88t AZ k¥ CDR-H1, % SEQ ID NO: 22 iR /7 4l sk AR AR
CDR-H2, % SEQ ID NO: 23 Fi/x /741 s HAZ 4K i) CDR-H3, t7 SEQ ID NO: 24
P 7 4 8L AZ AR 1) CDR-L1, % SEQ ID NO: 25 Fi 7= 5 41| sl L AZ K 1) CDR-L2,
47 SEQ ID NO: 26 Fix [ 41 8 HAZ 44K 1) CDR-L3; B

(b) I T AN Abm 45 R4 w LK EEE N CDRs: £7 SEQ ID NO:
27 P 7 51 8L H AR 44 ) CDR-H1, 19,7 SEQ ID NO: 28 /i J7 51) 8t H: 48 44 /) CDR-H2,
£ % SEQ ID NO: 23 Fizn 74 L AR 4K () CDR-H3, %% SEQ ID NO: 24 Fi7R 4
s HAR R CDR-L1, 4% SEQ ID NO: 25 iR 7 41| 8 AF 4K ) CDR-L2, £ % SEQ
ID NO: 26 Jli 774 8O A& 1) CDR-L3; B¢

(c) W FANMRYE Kabat 4 5 R 408 X 1) EEEFIFBEH) CDRs: 47 SEQ ID NO:
29 JrR 7 41 8L AR 4K ) CDR-HI, % SEQ ID NO: 30 7R 7 41 8L AR 44 () CDR-H2,
f1% SEQ ID NO: 23 flizn 741 sk AR ) CDR-H3, % SEQ ID NO: 24 Jii /8 )T 4]
B AR CDR-L1, 4% SEQ ID NO: 25 i/ /7 41 8L AR 44 1) CDR-L2, 7 SEQ
ID NO: 26 Jir 7 J7 41 B AE 4K () CDR-L3; 5%

(d) @B AANRYE IMGT 45 R 40 X 1) EEEFIE 851 CDRs: &7 SEQ ID NO:
31 fios 741 B A8 K i CDR-H1, 9% SEQ ID NO: 32 /R J7 51 8t H: 48 44 /) CDR-H2,
1% SEQ ID NO: 33 fizn 74 sl AF 1K () CDR-H3, % SEQ ID NO: 34 fi7R 4
ok Fo K] CDR-L1, £7 SEQ ID NO: 35 i/ /)7 41 8 A8 4k 1) CDR-L2, 4% SEQ
ID NO: 26 Jli 774 8 A2 4K () CDR-L3.

e BAR St 2 rf, FTiREE S MESE A Nectin-4 [HUASRILPUR 454 H B &
T =AM Chothia 2% 5 248 X E 5 CDRs: 47 SEQ ID NO: 18 fi/x /¥ 41 o
AR CDR-HI, £ SEQ ID NO: 22 i7x 7 41 8L AF K (¥) CDR-H2, 4% SEQ ID
NO: 23 FizR 5 sl AF 1K) CDR-H3. 7% — 8 HAkseii oy &b, Frikds ey &
Nectin-4 PR H LR LS B S W = MR4E Chothia 475 R4 € LB
CDRs: % SEQ ID NO: 24 7R Fe 8 8l AR K ) CDR-L1, % SEQ ID NO: 25 Jir
T 5 B AR A Y CDR-L2, £44% SEQ ID NO: 26 i ¥ 51 8L H A5 & ] CDR-L3

e BAR St 2= of, ik S ESE A Nectin-4 AR ELIUR 454 F BeE & i
T =ARIE Abm 45 R 4052 XM E S CDRs: 47 SEQ ID NO: 36 i )7 51 s H AF
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A1) CDR-H1, % SEQ ID NO: 28 Jli 7= J7 4 8 H A £ ) CDR-H2, £ {% SEQ ID NO:
23 BT 7 41 8 H S AR 1) CDR-H3 o 75 55 — 28 H ARSIt 75 22 b, BT IR 57 M 455 Nectin-4
R PR SEA B RS R =AY Abm a5 RGE LK BE CDRs: 7
SEQ ID NO: 24 Jf 7= F 51 B H A 4K () CDR-L1, % SEQ ID NO: 25 fif 7[5 41| g Hi 28
&) CDR-L2, 4 SEQ ID NO: 26 i 7~ 7 41 sk HAZ A ¥) CDR-L3.

71 BAR Szt 7 2 of, BTk R PESE A Nectin-4 IHUABILIURS4 B & i
T =AM Kabat 975 R 408 X HEBE CDRs: 7 SEQ ID NO: 44 Flf 7R 7 41| sl H A5
&) CDR-H1, ¥ SEQ ID NO: 30 fi/x /7 41 8L A 44 1) CDR-H2, 7% SEQ ID NO:
23 Ji s 7 A B AR AR ¥ CDR-H3 o 78 5 — 28 HAR St 77 S vh , Frid s 5 PE 45 A Nectin-4
TR PR 7 B B R = /MRS Kabat 45 R 40 X W8 CDRs: #
SEQ ID NO: 24 il 75 7 51 8 H: 25 A i) CDR-L1, 4% SEQ ID NO: 25 i 7x /7 41 5, H: 28
&K CDR-L2, 4% SEQ ID NO: 26 Fi7x ¥ 51 8 L AZ /& ) CDR-L3 .

A BAR St 2 rh, BTk S ESE A Nectin-4 [HUASRELPUR 454 H B & i
T AR IMGT 405 2405 X HE S CDRs: % SEQ ID NO: 54 Fizx ¢ 41 o 3t
4K CDR-HI, % SEQID NO: 32 JiR 741 s H A2 4K ) CDR-H2, .7 SEQ ID
NO: 33 iR PA st A8 k%) CDR-H3. 765 — BAkSuii r £, Fidfrr g &
Nectin-4 [MHAABIEIUR LG A BOCEE T = AMRE IMGT %5 R40€ L5
CDRs: % SEQ ID NO: 34 75 fe 4 8L AR K ) CDR-L1, % SEQ ID NO: 35 Jir
N FH) B A ) CDR-L2, 4% SEQ ID NO: 26 s FE 51 8L H A4S K (¥ CDR-L3 .

78— BARSE 7 b, Prides R4S 4 Nectin-4 BIFURBCHFUR S5 & B &

(a) W BN/ Chothia 975 R 41 E L HE MR B CDRs: 4% SEQ ID
NO: 18 Fi/R 7 A8 AR K% CDR-H1, % SEQ ID NO: 22 A /7 41l HAZ k1
CDR-H2, % SEQ ID NO: 23 Fi/x 741 i A2 4K i) CDR-H3, t7 SEQ ID NO: 24
FioRs Fe A 8 LA 4K ¥ CDR-L1, 7 SEQ ID NO: 25 Jif 7 /7 41l sk H A & ff) CDR-L2,
£1,% SEQ ID NO: 26 Ji7R )7 51| 8l - AZ K ¥ CDR-L3; B

(b) W F AR Abm 4 'S R4 T LK EEEFIEFER CDRs: 7 SEQ ID NO:
36 T ¥ 41 B A8 4 1) CDR-HI1, 4% SEQ ID NO: 28 i 7= J¥ 41 5% H: 48 4 () CDR-H2,
f1% SEQ ID NO: 23 fii/n 74 sk AR & ) CDR-H3, .7 SEQ ID NO: 24 iR 7 4]
s HAR YR CDR-L1, 4% SEQ ID NO: 25 /R 7 41| 8 LA 4K ) CDR-L2, £ % SEQ
ID NO: 26 JIi 7= 74| 8 A2 K ) CDR-L3; B¢

(c) WA RHE Kabat 45 R 42 X1 EEE IR B CDRs: f47 SEQ ID NO:
44 fif 7R 7 ) s L AR AR ) CDR-HI, £, % SEQ ID NO: 30 iR 741 8 3L AZ 1K 1) CDR-H2,
£1% SEQ ID NO: 23 Fi/Rn /74 8L AR 4K ) CDR-H3, %% SEQ ID NO: 24 fi/R T4

18
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o HAR{ATY) CDR-L1, 475 SEQ ID NO: 25 i 7r 7 41 s H A 4K ) CDR-L2, £ % SEQ
ID NO: 26 [l 7 41| B A2 4R 1) CDR-L3; B

(d) W ANMRYE IMGT 45 R 40 ¢ X1 E 5 A2 851 CDRs: £ SEQ ID NO:
54 iR 7 5 B AZ R % CDR-H1, 5% SEQ ID NO: 32 I )7 41 8 H A2 & ¥ CDR-H2,
1% SEQ ID NO: 33 fizx 74 sk AR ) CDR-H3, .7 SEQ ID NO: 34 i/ 7 4]
LA R CDR-L1, 4 SEQ ID NO: 35 ff /- F¥ 41 sk AR fA ) CDR-L2, {14 SEQ
ID NO: 26 it 75 7 41 8 A2 4K () CDR-L3 .

7E— e BAR STy 22, T iRds RS54 Nectin-4 (HUARE BT R 454 By & im
T =AM 4 Chothia 4 5 R 41 XK HEHE CDRs: 7 SEQ ID NO: 39 fii ¥ 41 sk H
AF K1 CDR-H1, % SEQ ID NO: 40 Jif7~ J7 4 s 454 ) CDR-H2, % SEQ ID
NO: 41 FinRFHeIiA8 k) CDR-H3., 7658t RSty &b, PriddsRikss4
Nectin-4 MFIARBILIUELS G BES W T =R Chothia %'y RG1E LA HE
CDRs: 47 SEQ ID NO: 42 Jin 7 41| sl AR 4K ) CDR-L1, 7 SEQ ID NO: 43 Jit
R FH B ASA ) CDR-L2, 4% SEQ ID NO: 8 Ff7x ¢ 41 5 Hi 48 4K (%) CDR-L3.

A BAR St T 2= oh, TR S PESE A Nectin-4 (IR LHUR 454 H BC &
T =AMRYE Abm 275 £ 45 E L E S CDRs: 37 SEQ ID NO: 45 Fx /¥ 41 5 H: A%
A1) CDR-H1, 4% SEQ ID NO: 46 Jli /= J7 41 s H A2 K ) CDR-H2, £ SEQ ID NO:
41 FiR e 5 8L AR AR ¥ CDR-H3 o 7 55— 28 BRI )7 S0, Fridis s PE45 A Nectin-4
MIPR B BURE & BEES W N = AMRE Abm 435 R4 LIS CDRs: A7
SEQ ID NO: 42 Jf 7 J¢ 51 B H A8 4K ¥) CDR-L1, % SEQ ID NO: 43 Jif 7% J5 %1 o H 48
&) CDR-L2, £ SEQ ID NO: 8 Jii 7~ 741 sk H AR /& 1) CDR-L3,

7 BAR Szt 2= of, TR PSS A Nectin-4 (WA B G R 454 H BCE &
T Z=ANRYE Kabat 45 R 40 E XK EEE CDRs: % SEQ ID NO: 47 i 7% ¥ 41 5k H A5
&) CDR-H1, % SEQ ID NO: 48 1§, 64 Fi/x /748 H AF 1K) CDR-H2, 7 SEQ
ID NO: 41 fili 7[5 51 sk H AR ) CDR-H3 . 7E 5 — 28 BARSLit 7 &= 7h, b ge ks &
Nectin-4 PRSI BURE LA A BOES O F =D IRYE Kabat 45 R 400 LN EE
CDRs: 7 SEQ ID NO: 42 fi7x 74 8 ALK %) CDR-L1, % SEQ ID NO: 43 Jir
7 7R B H AR A ) CDR-L2, 144 SEQ ID NO: 8 it 7= ¥ 41 5k HAF A ¥ CDR-L3,

A BRIt 2 rh, TR S ESE A Nectin-4 (IR LGRS A H BC &
T EARE IMGT 45 2405 XM HESE CDRs: 7 SEQ ID NO: 49 J R ¥ 51 8t
) CDR-H1, £ SEQ ID NO: 50 Ji 7 )7 41 8l H A2 & 1¥) CDR-H2, 7% SEQ ID
NO: 51 FiRFAsk A k) CDR-H3. 7&% S HAKSLiti s &, Fridfsriess s
Nectin-4 [IHABHHUE LG BREEWMT = MRE IMGT 'S &4 € LIMEHE
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CDRs: 7 SEQ ID NO: 52 fi7x 741 i AR 4K 1) CDR-L1, 7 SEQ ID NO: 53 Jit
R A B LA A CDR-L2, f4% SEQ ID NO: 8 Ff /i ¥ 41 B AR 44 () CDR-L3.

fE— BARS 7 v, FTiREs R MEES S Nectin-4 UK PURES & A B S

(a) @1 FNMR#E Chothia 'S & 4t € XK EEEMRBE CDRs: .7 SEQ ID
NO: 39 fiR P4 s H AR CDR-HI, 7 SEQ ID NO: 40 F/R 7 58 H AR K
CDR-H2, 7 SEQ ID NO: 41 Ji= /)7 58 A2 4K [¥) CDR-H3, 1% SEQ ID NO: 42
7 2 31 Bk HeAZ 4R ) CDR-L1, 9% SEQ ID NO: 43 Jif 7 F¢ %1 5 HAS K () CDR-L2,
£,% SEQ ID NO: 8 Ji 75 J7 41| B AR 44 ¥ CDR-L3; 5

(b) WFNMRYE Abm % 5 R 1€ X EEEMNR BN CDRs: £.7 SEQ ID NO:
45 Jir7s 7 4 SOL AR 4 ) CDR-HI, 8% SEQ ID NO: 46 TR 7 41 8L A2 44 () CDR-H2,
f1% SEQ ID NO: 41 fii/n 74 sk AR 4K [¥) CDR-H3, .7 SEQ ID NO: 42 Jii /)T 4]
B AR CDR-L1, 845 SEQ ID NO: 43 it/ /7 418U A2 44 1) CDR-L2, 7 SEQ
ID NO: 8 Jir7x J7 41 s AR [¥) CDR-L3; 5%

(c) 41 'F NN HAE Kabat 95 & 40 I 5 AR 85K CDRs: £ 7 SEQ ID NO:
47 TR F 5 s L AR R [F) CDR-H1, 37 SEQ ID NO: 48 5 64 Al 7% ¥ 41| ml AR A4 1)
CDR-H2, #.7% SEQID NO: 41 Fr/x /741 8 HAZ 4 i) CDR-H3, H7 SEQ ID NO: 42
Fi s 7 9 s H AR AR 1) CDR-L1, 4% SEQ ID NO: 43 Jif 7% 7 41| o H AR K () CDR-L2,
% SEQ ID NO: 8 Ji 75 Fe 1 B L AR M) CDR-L3; B

(d) W FNMRYE IMGT % 5 &R 48 € X EREANAR 851 CDRs: .7 SEQ ID NO:
49 fif 7R 7 4 s L AR 4R 1Y) CDR-HI, £ % SEQ ID NO: 50 7R J7 41 8. 3L A2 14 ) CDR-H2,
f1% SEQ ID NO: 51 fizn 74 sk AR [¥) CDR-H3, .7 SEQ ID NO: 52 Jii /)T 4]
B AR CDR-L1, 8% SEQ ID NO: 53 i/ 7 41 8 AR 44 ) CDR-L2, 7 SEQ
ID NO: 8 Jir 7~ J7 41 8l HAZ 4K () CDR-L3

FE 0 b T RE e P45 & Nectin-4 IIPURBU SRS & Fr BLeiti 7 &b, prik A4k
SILHTIR E BT A R A 2 80% /D 85%. /D 90%. £ /b 91%. £/ 92%.
£/ 93%. F/b 94%. /b 95%. F 96%. /D 97%. F/ 98%. /b 99%. B
100% [ /5 41 [F) — P, B 5 P B 5 S AH L B — A2 DN e BRI E e, 8t
KEmm@ 1A, 2 A3 ANEFEBR N E B, BB ik, BT E
SR E .
HEHE[X(FR)

TE—ESt i, BTk VH G & B REHESL X (FR). 7E 5 —Sesuti £, B
B VL 5 B FEHES X (FR) . FTid 345 HE 42 XA /al 2 B A 42 X 0] BL& 13 4 S7 Hh Ay
A BATAT ) Bl G B (I AR SR X o AR e, T id o R ATE 40 X FH A2 BEAE 40 X 2% B
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SEHAT AR BN B G e B A I TR AE AR X RIS BEHE AL X . FE ST B, BT
B AE XN AR B E 41X % | 0 57 b B S AT A 1 B A R AR 1 ) R AE 4R X AR
BEMEZR X . N AR BRE B 00 B B HE R X AR B 28 X s LA R R a1 . 72—
ST S, TR EEEAE AL X AR BEAE AR X % BT B E AT AE BN R BRI E
BEMESR X FI AR BEAE A2 X ) &L R )T 41

PESFSEARIE I it 7 2 rh, AR W HUR s PR & B VH B8 ATE A AR
PEERE R EREHEAE X, AI/BRAT R PR B PUE 256 BUY VL B3 AR B S ki
IR RBEAELE X o R, 7ERLSRIR i Sty 2 rh, AR BT HUARBOL IR 456 B 2
NIEAI o FEBESE T2 )7 e, AR PR BT 25 6 Fr BU) T REAE AL X AN/ Bl 42 B
HEZR X 0] LA — A2 N AE IR a0, BRI 2R R IR, 1] G i = A 4 X R/
R BENEZE X A DAL & — B DN AR B B RAR, AEIX L[R]3 SRAR rh o7 A R ) B R 2
i

RSt T =R, AR IESS & Nectin-4 PRSI PURL & F B S: A
AW SEQ ID NO: 1 fizn /7 A sk L AR VH. 75— LIk St 7 %2, Frdfes s &
Nectin-4 [ HUARBHUR 456 7 BOEL & B W0 SEQ ID NO: 2 firs 7 41 s AR A ) VL.

FE— RSt g7 b, ik LS A Nectin-4 IIFUAB B RS & F BES: A
A1 SEQ ID NO: 1 fizn [P A s HARK Y VH, F1EA 41 SEQ ID NO: 2 fis /741 s H AR
1 VL.

RSt T =R, AR IESS & Nectin-4 PRSI PURL & A B S: A
A W1 SEQ ID NO: 55 i 7 A s AR KN VH. 75X — ik seitir b, Frides s rhas
& Nectin-4 FJPURBHPUR A Bt A0 SEQ ID NO: 56 JI s 3 41 B HAZ AR
VL.

RSt T =, AR IESS & Nectin-4 PR PURL & F B S A
A W SEQ ID NO: 55 i RJPH s AR AT VH, F1HEA Q1 SEQ ID NO: 56 fi /7 415t
AR VLo

X RSty =, PR LS A Nectin-4 [IHUABR LRS54 H B %
HA5 1 SEQ ID NO: 19 FiR /7 A sk AR VH. 75X — ik seiti iy &, Frikes ik
445 Nectin-4 FIPUABILHUR 456 F BEELS . HAT W0 SEQ ID NO: 20 fizs /741 sk HL A8 A
) VL.

e RSty 2, PriRE LS & Nectin-4 HIHUARRLHUR L& B4
FA74n SEQ ID NO: 19 FizR) T4 sl AR R VH, FLHA 41 SEQ ID NO: 20 Fin /T 415k
HARAR VL.

FEX ARG St 77 S, Fridde s E4s & Nectin-4 RIPUREIL IR L& 7 BAES
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HA5 1 SEQ ID NO: 57 Fin 7 A s K VH. 7E X — ik seitir Zrh, Fridis vt
454 Nectin-4 FWHUABHPURS6 7 B &S BAT Q1 SEQ ID NO: 58 AR 7 51| s AL 1
i) VL,

TEX —ARESE T Zf, FridfERIESE & Nectin-4 HUASILHURSE A F B &
HA W1 SEQ ID NO: 57 B F 4 sk AR A VH, FIEA U1 SEQ ID NO: 58 iz fF 41 sk
HARRR VL.

TER—RIESLE TR, FridfER LS & Nectin-4 HUASILURSS A B &
HA5 1 SEQ ID NO: 37 iR 7 A s AR VH. 75X — Lk seiti iy b, Frikes ik
4% Nectin-4 PRSI PR 45 7 Brtl . BA 40 SEQ ID NO: 38 iR /741 sl H AR {4
i) VL,

TER—RIESLI TR, FridfeR L& Nectin-4 PR ILURLS A B &
HA7 1 SEQ ID NO: 37 FizR) T A 8RR VH, F1LHA @1 SEQ ID NO: 38 fizR /7415
HARRIT VL.

FET —MRIESE T b, FrdfE R PELS G Nectin-4 WMPUABULIUES & F BE S
HA W SEQ ID NO: 59 i 7 A sk HAMKN) VH. 78X — ik seiti 7 &, Frideh ok
454 Nectin-4 PIREHPUR G R BCB & BA W1 SEQ ID NO: 60 i 7 41 B AL A4
] VL.

TES — i 2 rp, B R PE4S & Nectin-4 MPUiksl KPR & B S
A4 SEQ ID NO: 59 )74 sl AR VH, FHEA W SEQ ID NO: 60 Fn /741 5L
HARAR VL.

FEHARB S 7 e, Frid Piik s R s 4 & v Bea &

(1) BEA7 41 SEQ ID NO: 1 Fios 7 41 8 AR 4R 1) VH /80 B A7 41 SEQ ID NO: 2
B e A B AR AR ¥ VL B

(2) H A1 SEQ ID NO: 19 7w J7 41 8 HAZ 44 i) VH /8 H A 41 SEQ ID NO: 20
B e A B AR AR K VL B

(3) H A4 SEQ ID NO: 37 Jr 7 J¥ 41| 5 H: AR 44 1) VH A1/E H A 411 SEQ ID NO: 38
B 7R e A B AR AR K VL B

(4) HA W SEQ ID NO: 55 FrR ¥ 41| 8 H AF & 1) VH #1/8 A 4 41 SEQ ID NO: 56
B e A B AR AR VL B

(5) HA 41 SEQ ID NO: 57 Jr 7 7 41| B H: AR 44 1) VH A/E A7 41 SEQ ID NO: 58
B e A B AR AR K VL B

(6) HA 41 SEQ ID NO: 59 I 7 J7* 41| 8 H: AZ 44 i) VH /8 H A 41 SEQ ID NO: 60
Fr 7R e ) B AR AR ¥ VL
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FEN F IR i S 7 S b, PR AR AR S P IR B R AU B B AT D 80%. &
b 85%. /> 90%. B 91%. B 92%. B 93%. B 94%. F/ 95%. b
96%. /> 97%. /A 98%. F/D 99%Ek 100% K /FF [ — . 5iE, FridEiks
HPris AP A A A — A AN AR E #. SURBR @ m 1A, 2 A,
34, AN S AMEIER I E B SR EGRIN . DUk, Pk B R IR T B .

1 E X

fE—Se st 5 &b, FTIABT Nectin-4 fiikit—DEEGEHEE EX . 75—ty
Zh, FTR$L Nectin-4 HURME— 00 SRR E X . B BEE 2 ORI B E & X AT A
M ST AT AR AT AT PR ) S BR AR 1 (1 B X RSB E T X o FEALIE 1 92t 77 2,
HREE E X AR B X & A AL RT AR BB S Bk A 1 I B E X O AR R
BEPEE X B AR . 7E AL 192ty e rh, EEBEE E X AR BEE E X & 3 Ak S AT AR
E N G 8 BR R R HE BEE E X Bl AR R RS B R e X B AR IR . BT id A4k 5 H A A
O EF A R S B B AT — A 2 DN R B e SORBUR M@ W, £% 20 4.
BLZ 15N B2 1040 BEL S AR E B, shRsoin; w14, 24,
34, 4B S DNEER I E S BRI,

BT B e X T LA e 20— BCBEIX . CHI. CH2. CH3 s 414115
FRIT Ao E— ST R, B EAEEE XS CHL. 7E—3iti 7 &+, Frid EEEE
E XL CHI-BUBEX -CH2. fE— Kty h, Frid EeEfE e X8 CHI-BEEIX
-CH2-CH3. 7E—UE5ijfijy & rh, HEHEE XIGWE CH4. HEREE X 0] A4 [T A
MEAL (140 TgA 1gD~ IgE. 1gG Al IgM)\ AR5 1gG1. 1gG2. 1gG3. IgG4. IgAl
I 1gA2)BT (il 1, 1gG2a F1 IgG2b) i Fuf Bk & A [ E A E 2 X sl 4 A ik,
FHHEE X AT B 1gGW Wl 1gG1. 1gG2. 1gG3. IgG4A)HEHHEE X« fE— Lk Szt 7 &
dr, BT E R X AT AE AN 1gG1 EEEE X,

Frid B E 2 X AT LARTAE A (Lambda)32 85 5% « (Kappa) 32 8510 2 [X « 76— 1E 52t
TiEF, AR E X AN « BEHEEX .

fE— BARSLE 7 rf, Frid EEE 2 X A7 SEQ ID NO: 61 [#)7 41 8 AE 4k
e — BAKSziti b, R REEE X 44 SEQ ID NO: 62 [{JF 4 mg HAF K, 7FiX ik
ST G, FTiA AR AR S H AT IR B )T A A T BT F 0 80%. 2/ 85%. F 7 90%.
£/ 91%. Fb 92%. &b 93%. £/ 04%. /D 95%. B 96%. D 97%. &
b 98%. &/ 99%K 100%1) 7 41 A — . 5, FTid AR S H A A K7 5 A b
A RZ 20 MEAERMRTFEBEGIUNEZ 154, 221040, HEZ 5 MERERIIE
SFEG Bl A, 24, 34, 4 S ANEIERR IR B ).
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1E— BARSE 7 b, Brid Pk sl bt s s & BUA & g, Hod

(a) FTIAEHEH & A A SEQ ID NO: 1 s 7 # 8 AR 4K () VH #1 A4 SEQ ID
NO: 61 finF o s R RKRE EEEE X, FridRets: HA SEQ ID NO: 2 FiR
J¥ A sk AR K ) VL F1LEAT SEQ ID NO: 62 F/R /7 41l sk AR K (1) AR B E 5 X s B0

(b) ik E8E 75 : B AT SEQ ID NO: 19 Ff 7 ¥ 41 sk HAZ 4K 1) VH A1 H A7 SEQ ID
NO: 61 AR 7 4 s AR B EE X, Frid & : HAA SEQ ID NO: 20 AR
7 4 88 HAF KK VL fiL A SEQ ID NO: 62 Jif 7 J7 41 sk HAR AR [ 8 B 1E 2 X sk

(c) FTiAE B 5 : A A7 SEQ ID NO: 37 iR 7 41 8L A & 1) VH AL H AT SEQ ID
NO: 61 PR P A 8RR E s E 2 X, kBt 3. HA SEQID NO: 38 i/
) 8 H AR AR VL A1 B AT SEQ ID NO: 62 F7s 7 41l s H AR K () i A 52 X, Bl

(d) P EEEL 4 : BA SEQ ID NO: 55 fif 77 /¥ 51 sk L 48 4 9 VH A1 LA SEQ ID
NO: 61 frR 7 4 s AR B EE X, Frid & : HA SEQ ID NO: 56 Aix
4 8k H A KK VL fiLE AT SEQ ID NO: 62 it < 7 41 sk H AR A S B 1E 2 X, ol

(e) iR E4E L7 : KA SEQ ID NO: 57 i/ J7 41 s AR A& 1) VH 1 B 47 SEQ ID
NO: 61 iR P4 sl AR E s E E X, kBt HA SEQID NO: 58 iR
FE B AR AA ) VL ATEA SEQ ID NO: 62 BR 7 41 BRI AR AR AR B AE 52 X Bl

() Frik EHE4LE: A SEQ ID NO: 59 it 7% /¥ 51 8k Je A8 f& f9 VH A1 LA SEQ ID
NO: 61 A7 F B AR EEEE E X, Frid & : HA SEQ ID NO: 60 Aix
¥ 5 s HASRE) VL ATLEA SEQ ID NO: 62 Fif 7 FF 471 Bl H AR R I 52 85 18 5 X o

FE— ST S, A WY I AR B Bt R 255 B IE B scFv. Fab Fab'F(ab'"),.
Fv B BRI Fv (dsFv)s BUIUMAR . XURE 5 PR PR RN 2 45 5 P P iAo

FE—SE 52t 7 S b, AR I BUR B SR 256 v BOR RIS k& ik el
N AL HAR

TS 7R, ARKFMBL Nectin-4 ik RiEDUA, HE& VH R VL, Frid
VH &5 L PR EEE CDR AIEFEMESLX, Frid VL &5 LL ERTiR 48 CDR Az
BEMEHR X, b i & B HEZR ORI R BERE AR X & AR S M AL 5 A A B 4% BR 8 A
X IR T4 o B9 R, AR Nectin-4 HuidAs M/ 4% A9 4 g
PR AR B T R LA

E— RS T 2h, RIEPUARS VH, HAERE 1 P4 a iRl CDR-HI.
CDR-H2. CDR-H3 PA K EFFHEALIX, PR EEEHESL XA S AT A B B ) Bk B I HE L X
M EE M7 4 . 1E—RiE St g7 b, BIEPUAE & H A @ SEQ ID NO: 1 AR 7 4l
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BRI VH. 7EX —BARSzir &, RIRSUAL S VL, HE&K 2 hH a by
& CDR-L1. CDR-L2. CDR-L3 VARBEEAEALX, Tk aEEse XA 574 B R 5%
BREE FHEAR X (W 2 5L R 7 71) A — R 1k 52 it 7 S b, BUUR PR 45 2 A 1 SEQ ID NO:
2 JTR 7 A B AR AR ) VL.

TER— BRI R, RIEPURE S VH, HEEER 14 b Fridl) CDR-HI.
CDR-H2. CDR-H3 DA K EHEHELLX, PR EEEMESL XA S AT A4 F B S )% 3R FIHE L X
MR T 4. £ —RiESt 7, RIEDAM S BA W SEQ ID NO: 19 FiRfT
A BRI VH. 7EX —HARSEit G Zrh, BB A ES VL, HEgR2 hdb
FTiAH) CDR-L1. CDR-L2, CDR-L3 LA KARBEHESL X, FridfeBEHESL XA 5472 1 Bl
P BREE AHEL X I 2 8 7 41 o 7E— RISt 7 b, RUE PR & HAA i SEQ ID
NO: 20 iR 7 41 s H A& VL.

TEX —BARSEit f 2, RIEDURE S VH, HEEFE 1 4l ¢ ikl CDR-HI,
CDR-H2. CDR-H3 VA J EEEHELLIX, Frid s EEMEAR XA AT AR F B )% Bk 8 FUHE 42 X
M EERIF A £ DLk sty =, WIS E & B A4 SEQ ID NO: 37 PiR)fF
H AR VH. 76X —BAksujii s £, REPAE s VL, Hagk2 dhdlc
Fri& (¥ CDRL1. CDR-L2. CDR-L3 PAJARBEHESR X, FriARRBEAE e X AL AT H B
FEBR A ANESL X 2 MR 7 41 o 7E— IR Sty b, BB SRS HAT i SEQ ID
NO: 38 i 7 4 B AR 1) VL.

FEQ EFTR st 7 b, Frd A8 4R S AT IR E 195 S A LE A 220 80%. &
D 85%. A 90%. 4 91%. E D 92%. FED 93%. B 94%., £ 95%., FEb
96%. &/ 97%. F/> 98%. /> 99%Ek 100%[1 /74 [F— M. B, Frid ks
KA FI ML B — R AR AR N E S, SR m@m 14, 2 14,
34, 44E S MR E S HORERIN. iR, BT B SRy B .

TE— BARSE G 2, RIEHUR S B W SEQ ID NO: 1 FioR/F 4 VH BLK&
HA 0 SEQ ID NO: 2 iR 74 VL.

TE 57— HARSzit oy v, BIESUA RS B A W SEQ ID NO: 19 iz fE 411 VH LA
J AU SEQ ID NO: 20 A7 /5 511 VL.

78N — BARSt 7 b, WIR PR R & HA W SEQ ID NO: 37 fix 74111 VH LA
K B A5 40 SEQ ID NO: 38 fi -7 4111 VL.,

/=S
FE—SHt T S, ARKBIHISL Nectin-4 ST NIKRE UK. £ LSt =d, Jr
R HR A U AL S BB PTIR BUURP TR E8E CDR A/ekde8E CDR. £ — B85t 7 =,
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BT i ik A Pr A A0 2 DA B BT SRR BT 0 3885 n] AR X /el e nf AR X o 76— S St 5 52
i, BT kA BUAR LS DL TR SR SUA R E S AR IR E ] AR X, DA K B E
DXAI/BAR R B X, BTl d B e X AT AR B AR BUR See Bk e L R & X, A/asfr
AREREE T XATAE B AR R IR R B E AR e X . E— RISty b, Frik Bk
PELE DX AT AR N G BE BR R 1A 0 B B R X, A/ek BT IR R B AE S X A7 A B A SR BR B A A
BEIHE X o 7E— PRkt r e, Frik meEEE XATA A Ak E A M EaEE 2 X,
B e e X AT A BN S BREE A AR BEE E X .

TE—SSzit 7 R, I A PR RS R 1 P4 a BT S EPUA T CDR-H1.CDR-H2,
CDR-H3 . /£ — ¥ 52t )7 Z i, ik G P 5 % 2 P4 a Brid U HLIREY CDR-L1.
CDR-L2. CDR-L3.

1E— HARSLt 7 b, kA SRS HA 1 SEQ ID NO: 1 7R J7 471 sl AR 44 1)
VH. 7E— BARSEH 7 &, #a a8 B4 @ SEQ ID NO: 2 iR J7 41 8L A2 44
] VL.

P25 — BAR S 75 b, & bRk B A 40 SEQ ID NO: 19 iR J7 41 8 H AR
A VH. £ —BARSE G b, ik S PiiRIe 18 HA W SEQ ID NO: 20 Jir 7= J7 41 5k
HAZAT) VL,

P — BAR S 7 S, s bR S B4 1 SEQ ID NO: 37 Fig 7 41 s H AR
1) VH. 7E—BARSEHE 7 S, k& hiikic 85 B A W SEQ ID NO: 38 FiR 741 5L
HAZRH) VL,

FEGN B PTIR SRt 7 S, Frid AR AR S I B R FE AU A B BA =2 80%. &
b 85%. 2/ 90%. F 91%. /D 92%. £/ 93%. /D 94%. £/ 95%. /b
96%- F/b 97%. F/> 98%. B/ 99%1k 100%[1 /74 [H— M. B, Frid ks
HPrR A e s A A — AR E B, SURBR I 1A, 2 A,
34, ANES MR E S BRI DUk, Pk B R IR T B .

TE—SE St 7 2, a0 b TR kA HUAIE (7 BB IE E XORH/ B R X . 7E—
Peie sty 2, PR B XATAE B N RE AR EREEE X, FridREHEE X
A BN S Bk R B X o FE— Sty b, ik EEE E X AT 3 A 1gGl.
IgG2. 1gG3 B 1gG4 HHHEE X . £ — T2y £ rh, Frid |t X4 B A IgGl
HEHEEX . fE— T RT, TAREE XA EAA LB« BEHECEX. £
SeE 7 b, iR EEE E XA AN « BEHEE X . fE—BAkir £, iR E
BEEE X 75 SEQ ID NO: 61 2 LR /7 41| UL AR A . £ — FAKRS 7 S, Jirik 7 4k
HE X {5 SEQ ID NO: 62 [N 7 4| sl Ak . FEIR LSty S, Prid ik S
H BT A7 A A AT 2 80%. /D 85%. B/ 90%. B/ 91%. E/> 92%.
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£/ 03%. £/ 04%. F 95%. £ 96%. B 97%. F 98%. F/ 99%mk
100% [ /7 41 7] — Pk o B0#, Frik 484 5 5 BTl B )7 2 AHEE R 22 20 MEERT
RFEBGIMEZ 1540 £ 10 P HEL S DRERORFES flin 1 4, 24,
34, 4B MEER IR T B ).

TE— BARSEE T Zh, kG PR ERE AR, TR B A& HA W SEQID
NO: 1 7R 54 ) VH F1 47 1 SEQ ID NO: 61 Fizn/F 4 M EAHEE X, ik
s HA W SEQ ID NO: 2 iR ¥ 411 VL AEA 41 SEQ ID NO: 62 Fiw 741 KRB E
FEIX

TE5 — HARSEt 5 b, ik SR & ERERRSE, Irid EEEE S B W SEQ
ID NO: 19 fii =[5 41 VH AR AT 41 SEQ ID NO: 61 Fizs /7SI EHEEE X, ik itk
8. A SEQ ID NO: 20 i</ 411 VL Al A A &1 SEQ ID NO: 62 Fi 5 51 %%
BEEEIX .

TEN —HARSgit s v, ik G PuR e & BRI, TR Ee S BA W SEQ
ID NO: 37 fiz= 7 41§ VH AR A 41 SEQ ID NO: 61 Fis 7 AR EBEEE X, ik itk
5. HA W SEQ ID NO: 38 Frur/7 4 VL A1 A A &1 SEQ ID NO: 62 Fi/Rr)T 415
BEEEIX .

N i 1

FE—SEH 7 S, AR K BIIIHT Nectin-4 STy AJRAHUR, HAE VH A VL, Fr
& VH A& BLEFTIR R 5 CDR MTEFEHEALIX, AT VL B8 LL FATAR#: 5% CDR Al
BRRENESLX, HrhpTid R AL XA R BEHE SR X & A A B B AT AR AN S BR A
AT 4 IXOR AR B AE AR (X (Y 2 R IR P A o FEMGIS ST Zerhr, BT IR HREAE AR X R /E AR
BEREALIX AT A& — Al 2 AR NTR QSRR IR SE, 5 Qo BT ik B REAE 4L X A/
R BENEZE X A DAL — B DN R ER IR [0 R AR, FEIX 6 [m] 57 SRAR rh A7 AH N B U R
PR B A o NIEACHTAAR AT BA B E N B9 a0 SRS BT SRR & BudR) ™ A o 75— St 7 2,
NIEATUAR U A e B 5218 P i eh A< % B K BT Nectin-4 BRIE SRS

FE— BARSL 7 S, NIEAHUR R an ERiR BUS ST CDR-H1 SO AR 4
CDR-H2 s APk, CDR-H3 s H ARk, 78— HAkszitir &, ANFEAbiAe 5 L
Frid SIEPUAR CDR-L1 st AR{K, CDR-L2 sk HAF{K, CDR-L3 siHLAR{A.

fE— BARSeit 7 =k, ABALHUAE S VH, HAAE I EFHR RIEHUAL CDR-HI
AR R, CDR-H2 B A&, CDR-H3 BRILAR(R, DAAEBEMELRX, FTid s BEHELE X
BLEATAE BN S Bk i A FEHEAE X W R Y 41 72 30— HAR Sty b, A4k
PR VL, HAE& W AR RESUAR CDR-L1 88k, CDR-L2 siJLAF A,
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CDR-L3 s HASK DL SR EEHEAL X, PR R BEHESE X A0S A7 B N e BR B R B HE AL
XM ER T

E— ARz =, ANBARBUAE S VH, 5 Chothia 'S Rgiw X, HEH
W1 SEQ ID NO: 3 flizx[#) CDR-HI. 41 SEQ ID NO: 4 fii7~[f) CDR-H2. %1 SEQ ID NO: 5
Fi/nff) CDR-H3, VAR EHFHESLIX, Frik dEEHESE X G & A7 BN o )s BR A 1 SR BEAE 4L
XM EER T A AE X —BARS 7 2, AFAHUAIL S VL, 4 Chothia %5
ARG X, HAE @ SEQ ID NO: 6 ik CDR-LI1. 41 SEQ ID NO: 7 i 7~ ] CDR-L2,
1 SEQ ID NO: 8 fli/nff] CDR-L3 AR BEHEALX, FridRBEHEAL X BT B A\ i
BREE AR BEE R X AR T 5

E—BARSzit g dh, ABHLHUAES VH, R4E Abm 45 R40e X, HE&D
SEQ ID NO: 9 fili7<f) CDR-HI1. 41 SEQ ID NO: 10 i</l CDR-H2. 41 SEQ ID NO: 5
Fizn(¥) CDR-H3, VAR BEEEHESLIX, Pk EEEHELE X B & AT A N oo BRER 1 TE B AE 42
XMEEIR T 75X — BAR S 7 & rf, N hiiRe s VL, R4E Abm 45 R
gisE S, HALE I SEQ ID NO: 6 fif7=ff) CDR-L1. 41 SEQ ID NO: 7 fiz< ] CDR-L2
1 SEQ ID NO: 8 fi/rff CDR-L3 VAR BREAESL X, Frid e E AL X A 5 ATk B AN i
BREE CRREENE S X 1) S SRR Y 41 o

E— Bk =, ABALPUAE S VH, 4 Kabat 45 R40e X, HAED
SEQ ID NO: 11 Il 25/ CDR-H1. {1 SEQ ID NO: 12 5§ 63 iz~ ] CDR-H2. {1 SEQ ID NO:
5 F7RI) CDR-H3, DAKEFEHEARIX, Pk dEBEMEAE XA S AT A BN S Bk A 11 S BEAE
RIXWAZER T 72— BARS 7 2, NETURIL RS VL, 45 Kabat % 5
4056 X, HAE W SEQ ID NO: 6 fizrffi CDR-L1. @ SEQ ID NO: 7 i 7x[¥] CDR-L2.
41 SEQ ID NO: 8 fif7r ) CDR-L3 PASAREEHEALIX, FrhFEEHER X A & ATk BN i
BREE A RBEER X AR T4

1E—BARSzi =, ANEARPUAE S VH, IR IMGT 45 241 ¢ L, HEEn
SEQ ID NO: 13 ff/< ) CDR-HI. %1 SEQ ID NO: 14 ff /<) CDR-H2. 41 SEQ ID NO: 15
Fi7ri) CDR-H3, DL HEBEHESLIX, AR EEEHESR XA S ATAE BN e Bk g (1 B B HE AL
X IR T4 o 76X — HARSLt 7 &, NSRS VL, IR IMGT 45 &
g5 X, HALE W SEQ ID NO: 16 Fiz< i) CDR-L1. Wl SEQ ID NO: 17 fi7~ff] CDR-L2+
1 SEQ ID NO: 8 flii/rff) CDR-L3 VAR REEAESL X, Frid e E AL X A5 ATk B AN S
BREE A REEE L X I AR T 41

fE— BARSE 7 rf, ANBEAPURE S R A @ SEQ ID NO: 56 fif )7 41 8 A8
H) VL. E—sii gy &b, AN iiR & BA 41 SEQ ID NO: 55 s Fr 41 8L A2
) VH.

28



10

15

20

25

30

WO 2022/057651 PCT/CN2021/116651

1E— ARz =, ANBALHUAE S VH, Y5 Chothia 45 RGiw X, HEH
1 SEQ ID NO: 21 8% 18 Iiizx[#) CDR-H1. 41 SEQ ID NO: 22 fii7=[f] CDR-H2. %1 SEQ ID
NO: 23 firf¥) CDR-H3, LLACEFEHESLX, Pk EAEHESE XA AT AE BN e Bk e 1 o
BEREARIX I 2 LR T 41 o 72 X — FAR S 77 22, NEHHURIE 5 VL, R4 Chothia
'S RGeS, HAE W SEQ ID NO: 24 iR CDR-L1. 1 SEQ ID NO: 25 =)
CDR-L2. {1 SEQ ID NO: 26 fii/x ) CDR-L3 VLA R BEHESLIX, PR HBEHE X A & AT
A2 AN G BR R VR BEHEAR X (M & LR P 41

E—HARSzit g 2, ABHLHUAES VH, R4E Abm 45 R40e X, HA&D
SEQ ID NO: 27 5% 36 iz [f] CDR-HI. {1 SEQ ID NO: 28 7= ] CDR-H2. i1 SEQ ID NO:
23 Finff¥ CDR-H3, DA EBEHESLIX, Arid dBEAESL X A& 74 BN e BREE 1 T BEAE
IX NIRRT A £ X —BARSuit 7 &, NENSURILE S VL, 5 Abm %5
41 X, H45 40 SEQ ID NO: 24 fii 7<) CDR-L1. &1 SEQ ID NO: 25 Fi 7<) CDR-L2.
1 SEQ ID NO: 26 fii 7~ ] CDR-L3 LA SREEHEAL X, Frid e e X WS Ar A AN i
BRE CREENE AL X 1) S R T 41 o

1E— BARSEit 2R, APALBUAE S VH, #RYE Kabat 45 R40w X, HASW
SEQ ID NO: 29 5% 44 i 7% ] CDR-H1. {11 SEQ ID NO: 30 fii7~ ) CDR-H2. {1 SEQ ID NO:
23 fii7R ) CDR-H3, LLJERENELL X, Fd S BEHEL XA ST AR AN e B AR 1 S BEAE
RIXWAZER T 76— BARSE 7 2, NETURISE S VL, H4E Kabat % 5
4050 X, AW SEQ ID NO: 24 fi7<ff) CDR-L1. {1 SEQ ID NO: 25 ff 7<) CDR-L2.
1 SEQ ID NO: 26 Fizxf#¥) CDR-L3 LA REREEHESE X, FridRBEHESL X B & AT AR 1IN S
B O RREAEAL X 1 2 R T 41 .

1E— Bk b, ANEARPUAR S VH, IR IMGT 45 241 ¢ L, HEEn
SEQ ID NO: 31 5% 54 7= ff) CDR-HI. @I SEQ ID NO: 32 fiz< ] CDR-H2. {1 SEQ ID NO:
33 fini CDR-H3, DAAKEBEHEALIX, Frid dBEAEAL X A& A7 BN Sl BR A 1 T BEAE
BIX IR T4 15— BARSE G =, ANEHPUREEE VL, RIE IMGT %5
R4 X, HA4 40 SEQ ID NO: 34 fiz< ) CDR-L1. &1 SEQ ID NO: 35 Fiz< ] CDR-L2+
1 SEQ ID NO: 26 Fi7x [ CDR-L3 DL FEERESR X, Frid ek e 48 X A5 A A BN S
BREE R EERE AL X 1 = R 741 o

fE— HARS 7 =, NS BUAR RS R A 40 SEQ ID NO: 58 iR 7 41 s H Az
H) VL. E—siir &b, ANt & BA 41 SEQ ID NO: 57 s Fr 41 sl L A2
PRI VH.

TE—BARSEE T R, ABALBUAE S VH, R4 Chothia 45 REiw X, HAST
1 SEQ ID NO: 39 fili 7<) CDR-HI. %1 SEQ ID NO: 40 fff/<[¥) CDR-H2. 411 SEQ ID NO:
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41 Firi) CDR-H3, DA EBEHEAL X, Frid dEBEHESL X B ATAR N S le BR AR 1 B AE
BIX NIRRT 4 76X — AR 7 =, NBHEiIc 5 VL, % Chothia %
5 RS E X, A 11 SEQ ID NO: 42 i [#) CDR-LI1. 41 SEQ ID NO: 43 Fi7< I CDR-L2+
W1 SEQ ID NO: 8 i/ CDR-L3 VAR RBEAEALX, Frid RBEHEAL X B AT B A\ i
BREE AR BEHEAE X B LR T 1) o

E—HARSzit g v, ABHLHUAES VH, IRIE Abm 45 R40e X, Ha&D
SEQ ID NO: 45 fii7= ) CDR-H1. &1 SEQ ID NO: 46 Jii;=<[f] CDR-H2. 411 SEQ ID NO: 41
Fi7n(¥) CDR-H3, VAR BEHEHESLIX, Pk BEEEHELL X B & A7 4 N oo BRER 1 T8 B AE 42
XMERER T 75X — BARS 7 & rf, A iifke s VL, R4E Abm 45 R
g X, HAL 50 SEQ ID NO: 42 Fizff] CDR-L1. 1 SEQ ID NO: 43 fiiz=[#) CDR-L2.
1 SEQ ID NO: 8 fii7x i) CDR-L3 LLARBENESR X, Frid e ab e 42 XA S fimd: |\ i
BRE CREENE AL X 1) R T 41 o

1E— BARSEit 2R, APALBUAE S VH, #R¥E Kabat 45 240w X, HASW
SEQ ID NO: 47 fii7={) CDR-H1. {1 SEQ ID NO: 48 5¥ 64 fi7~ ] CDR-H2. {1 SEQ ID NO:
41 Fi7R ) CDR-H3, LLJERENELL X, Fd S BEHEL X A0 ST AR AN e B AR 1 S BE HE
RIXWAZER T 72— BARSE 7 2, NETURISE S VL, 45 Kabat %i 5
4056 X, AW SEQ ID NO: 42 fi7rff) CDR-L1. {1 SEQ ID NO: 43 ff 7<) CDR-L2.
1 SEQ ID NO: 8 Fi7rff] CDR-L3 VL FREEHESLIX, FridRBEHESL X BT AR AN St
B O RBENELL X 1 = R T 41 .

1E— ARz v, ANEAPUAE S VH, IR IMGT 45 241 ¢ L, HEEn
SEQ ID NO: 49 filf 7<) CDR-HI. %1 SEQ ID NO: 50 ff <) CDR-H2. {1 SEQ ID NO: 51
Fizsi¥) CDR-H3, VLK EAHFHERLX, Frik EEEHEAL X & AT4 B S BRER 11 d B EAE 4L
X IR T Ao 76— HARS i i, NFEASUREES VL, R IMGT 4 '5 &
gi5E S, HALE i SEQ ID NO: 52 fif7=ff) CDR-L1. &1 SEQ ID NO: 53 fii7=fJ CDR-L2.
1 SEQ ID NO: 8 fli/rff] CDR-L3 LA REFHESLX, Frid RBEHEAL XS4 B A i
BREE AR FEHESE X B LR T 1) o

TE—SEht g7 2, AFAWHUARGE B W SEQ ID NO: 60 /R 7 41 al H AZ A
VL. fE—sLii 7 &, NSRS H A SEQ ID NO: 59 B 7 1 al H AR 1)
VH.

FEGN B PTIR St 7 S, Frid AR AR S i E R FE SUA EE A 22 80%. =
b 85%. B/ 90%. F 91%. /D 92%. £ 93%. /b 94%. £/ 95%. /b
96% Z/0 97%. F/> 98%. /> 99%5k 100%I1 /74 [H— M. s, Frid ks
HPris A5 A B — A A AR E fe. SURBR I 1A, 2 A,
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34, 4B S DMEER I E G SREGRI. Rk, PR E R R E .

FEFELG S 7 b, AR ISR B PR S5 & BUEL S T IR BB i) AZ X (VH) A/
BAREE AT AR X (VL), b, Frid SEEE n AR X (VE) A/ B4R BE 7] AR X (VL) 5 5iR AL BT
A% T ISR 1) B T AR ORI/ B B T AR XA T, 55/ — A CDR FI/BRAESE [X 5 A Z S R 58
A, FTRR IR IRAL N — A A G EBR B B SR e T B A S @ 14,
2 ANER 3 NEIER I E B BURER BT R A). Rk, BTIR B R E

FE—BESTf 7 5, $1 Nectin-4 AJEALPUAIC B S EEEEE X o 75— 920 7 &
d, B IR B BEE 2 IXATAE E N 1gGl. 1gG2. IgG3 X IgG4 T8k 1H & X o 76— 92t /7
=, FridEREE XA EAAN 1gGl EEE X . £y Zdh, FrikE e
5 X AL SEQ ID NO: 61 MR IR 7 41 s HLAR {4,

TE—SES i R, HI Nectin-4 AJALPIMOIE & REEE X o 7E— 0t &
i, BTiRFE BRI E XATAE AN L B« BRBHEEIX . 7E— St vk, Frid s iE e
XATAEBAN « BEHEE X, £ S f 20, ridBsEE € X 874 SEQ ID NO: 62 [
RAEER T4 B AR

FEW ERTR I Sty Zrf, BTk AR AR S H IR B T 8 A B A 2D 80%. b
85%- 22/ 90%. 2270 91%. F/D 92%. 2 /D 93%. 2D 94%. 2/ 95%. /> 96%.
20 97% D 98%. F /D 99%8K 100%IK 7 AR — . 8, AR ARk S TR
HEF ML RA 2% 20 MEERKRTERGIMEZ 1540, 22 1010, HEL S
NEEER IO E s 14, 24y 34, 4485 NSRRI FRAy B ).

TE—HARSE T &, ARSI E S EREFIREE, FTAESE & : A SEQID
NO: 55 Fizr 7411 VH #1 B 45 SEQ ID NO: 61 fiR)7 A EEEE ¢ X, FridEee
. HA SEQ ID NO: 56 fiior /7411 VL #1HA SEQ ID NO: 62 Fix ¥ 5| )i #E1E
E X .

TE—HARS T &, ARSI E S BRI EE, FTAESE B &: A SEQID
NO: 57 Aix 78 VH Al .45 SEQ ID NO: 61 /x5 4| EEE & X, PFridiesE
% : HA SEQ ID NO: 58 Fi/x /¥4 VL ALEA SEQ ID NO: 62 ff /7 41 [ #5810
E X

e BARSEt T =oh, AL PUA RS R EE, TR RS . Af SEQID
NO: 59 Fizr 7411 VH #1 B 45 SEQ ID NO: 61 fi”)7 4 EEEH ¢ X, FridBee
¥+ BA SEQ ID NO: 60 Fizx 7411 VL M1 EA SEQ ID NO: 62 Jir7x 7 41| i) 42 B 15
E X

AT DA FH AR A 2 60 PR 51 ] 8 R AR 77 A R T R BT Nectin-4 AR BRH PR 256 F B
KRIET LIRS, MWETE R RN SO B BFE R SCHE . KA B 4l e (ol
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/N B Al A AR A B EBV K AE AR B 20 ) ] 45 AN G T LR B PR S5 5 B I ]
LA S i Wi 073, Bl an s e S AR DNA S sh Wil an/ih i), M Sesse e
RIzh¥ o BAIEDUAR) B 4iift. JLiits, KRB HUARRK B 40K A4, B o
AT EBV KAALIT B 4. 38T LA gt A B I LR B HU IR 46 & v BORI IR 5
T ERIB AR A 1A LA, PRJE e A T RIEA S BT Nectin-4 BRELHTUIRZS &
JrBte TE—RESTI T R, AR BB Nectin-4 HUA 4028 J5 K zh A 3R45, 461 eb A
A Nectin-4 85 R 1)/ B P RS

% 5 PEPUR

FE—TJ7 M, ARBIRGE Y — M2 Ry, JLEE AR YA Nectin-4 STk
JURS G BN D — R oAt HiAk s R 456 Beslis ik R, 43 ik 2 %¢
FVEFURRENS 25 4 Nectin-4 DL 55 /0 —Ffr H b7 J5L

FE— ST S8, PId 2 4 e E DU RURE R TR = e PE DR B Y 5 = PE T
o FE—SMTT R, 2R R TETUA U R EXUTIR, A5 — scFv(Ek scdsFv)All
2 scFv(EX scdsFv), HA5E— scFv(El scdsFv) & it 7 fk i Sk & 1 A & K VH
MIFAR SR VL, 58— scFv(E sedsFv) & i R IR B e A i B VL AT 3
fBiAR R VH, FridHAMHIRLE & Nectin-4 LLAMRIPUE, R RIKIEE L 5-10 NS
PRIk H o

|y S SN LKW S BT = N N1 % N 1 0B T T g = R >
B S P MBS AR S 0 ] LU G2 e e SOBE A, 9 a0 3 AR R A (INK) 4TI .
SR TINKT)ZHM . AR &3 P T(CTL)4H M 75— AR IE St 7 b, BURE R Pt HiiRn] LA
[N} 54 Nectin-4 1 PD-1.

IR A Z PR, Bl LA A = DI ECE 2.

FE— LIRS T Zrh, 24 R MEDUR RS PURES & Bk B scFv. dsFv. scdsFv.
Fab. scFab. Fab'. F(ab');.

2R e PEPUARGE AT DURL 5 B R e DR/ B B R (X o HE B E e X ) AL 5 ik
H &b — 0 8EX . CH1. CH2. CH3 B AHIZRAM 4. ik, PridEaEE
%X HAT CHI.

I FH TR B ) AR s e A P Bk 2 22 65 S ME LA ) 5 V2 R AR U B AR N B RN )
(Z W, 40 Br 4 R H S A4S WO 93/08829; Suresh et al., (1986) Methods in
Enzymology, 121: 210; Traunecker et al., (1991) EMBO, 10: 3655-3659).

AU A0 ) B R B AR 7 A A 3 | 2 R S PESUA . 9 4, T AT EEZH DNA
BORAFI AL 2 55 Fe PR BRI IZ IR 7 1 R DR IR 7 1 e B AR ILEUER, AR5
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R IR A IR 73 T R AIE B AR e A 1 LA, S EMAR T TR AL 18 140 g BL fo v
PRI BN FIE AR RIS, i N G BB FR Jk v 7 AN AL 2 5 R P iAo

ERHE!

FEX—Jrm, AR T —Maasn, HEEAKNK IR R &
B DL SN AE a2 K.

FEARZE WIS TT = rh, Bk 55 A AR WS T 2 i AT T is P 4 G s Tl
WIS P 1 22 BR R o AR WS PR IR AR IR Pk s gl T LB R E AR T SRS R
(BlanAmes = BReER) BB iREs . MR AL YlE). 40l 1.

| =o|

]

IR SRR T A0

FESy—J7 I, ARG T — MR 1, HESRMLA LI Nectin-4 Fiikok
TR G R B Z TR 5. w] LM A B 7 i3/ A8 b e, olan, 778
W R R B R SO . BEBRERR R SCPE . s AR Anfe (ol dn, /N B gl 452
FAZHIL. EBV A KA B s (225 e AR LR 701 R LLEF X 3%
L EA AT B O . PTIRAZIR 3 1 1T L B A .

FEN 5T, ARBNESENE 75 bR o 1 M8, Aty gd, Ak
RIRZIR 7 5 S N IR - 75— SEHt T 8, K AR IR 73 T e A RIS Bk
RIS U P W E BN 2 TR 5, GIaR P A A R bU e R . alf
FHASTUSAR T A S0 K B il 26 B 35 AR RO IR IO P i AL R, 1 Ak 25 1. DNA
BRI 3R A W BE S N (PCRYFZAR)FE(Z: I Sambrook, I, E. F. Fritsch, and T.
Maniatis. (1989). Molecular cloning: a laboratory manual, 2nd ed. Cold Spring Harbor
Laboratory, Cold Spring Harbor, N.Y.). FIAEAMAIC T LLEL & 4afid 2 kel ik A 22 B R
Fral, Prid 2 ik sl 8 F n] e ik pr s Hu i sl e IR 25 v BURI RN/ 8870 85 0 3R 2R 2 kel
AT LA EA R TR AR . RAZARR S Hise) S Wt Ik S-F2 52l
(GSHPR%E). H& E FBETIHINL R 2 IRATHR S S A (B s ). AR IR 73
T DA T — ek 2 fhadk b, A —Besefitiy R, Prik Ik a4k DNA Sk, 4
U TAEAM R L 8Bl 7L 20 Y4 vh F A ) DNA iR, 72 53— S8sitiJy %2, prid
FTILBM R BRI . AR AT Ze b, SR E A R v A B AR e TR A

AR B ERAE | — i LA, RS20 A R R IR s E A . EILIER)
ST G, ARSI B4 TRRIEA R IS Nectin-4 SUAAsLHUR 456 7 Bt 18
T2 0 S R AR AN IR T SRR 4R M (B e B 9 G K AT R ) A AR M (51 G B
FLIRAAN . W FLEh YA ) o
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YU a1, KA E BL2I(DE3) A TR IEE/MOPURL & F B Bl Fv, scFv,
Fab Fll Fab'Jy BURFIIAT B o FE—SESTft 7 28 b, K gt o B m] A8 DRI W] AR X R A% 12
O T IR B E AR T I TN BL21(DE3). 36 & TPk B L3071 £ 40 it h5(H
AR B RER . HeLa 4H/fd. HEK ({1 HEK 293 40 M), [F -4 6L 5P 5L(CHO)
AT At I T 2R TA B I L 3 P 2

AP T —FRTETE 40 = AR AR B K PT Nectin-4 LR BTG 256 BLY
Jivk, HP TR InE R LT B IR

(D) H 2D SCATA 2 R B TA B AT A,

(D) 7EAE 26 F R B FR AL I T B4 LA RV TR IR sk R B Hifk Rk,

(D) A FF 32 40 M B 27 5 v 43 B RN AliAk, A% o W FR Ak Bt JR 45 1 B o

FE— L5zt 77 2 rp, A B —IEk, HA S mn E RN 2 K ERT 4. 15
= T S O NIY Ui AN SR GiE SR N7 RN ENTOE 28 AT S R £ Y R AR ENTD)
HHE. 7E USR8 FAMS LS B URL, HRT DA B R sk o B
(IR R MEAT/BAT B o MNTE S 4H L 23 B R A AL A TR B AR 2 AU B AN 54 T
BN o

TR 5

AR IBEIRAE T PR EY), LRSS 20— MR R A AR B BTk ER
HPuB g6 B BRI EYADC)Z MR RFUAS SY), Hrhprdiayrin e
DA G g 2 B = )

FE— LB 1% B STt 7 22 oh s AR B B HUR S8-5 4) E A R 5] Neectin-4 BH 8 FRUHE 411 Jfa O
IBEREURACHEA L . 7R SE AR A St T S, AR I HIDUIR S S LR TE L R A
Nectin-4FH g 4p . 72— oSty Serh, Prid iz & B a1
e MR AR e . S5 im A B D Sk 20 A0 O S g 41 .

TR AT BLIG B R R R I T PEDUAR B Q15 S A BT RS R PR AS A ASR Y
HPURLE G B UM LRI R . BRI R R (B T4 RNA), AEVETEIR
BRI AMER ERRER)NER(H I IRES) . 201 75 MR 2 7540 o B 4
RO ThEEAN/ B SEAN MU RO P o 400 75 PR 7 B0 2 ) ] DL RAH AN IR T 2R3 8 R
(maytansinoid)(% 413& & 2 (maytansine). SRl 7T 2% 1 MMAF. MMAE. MMAD).
Z w77 (duostatin). X EREEIF K (cryptophycin) K FERILAEV TG I . KFEH
W) BOKALBRSE . W REERIR, B, BER. VM. FOMIE. Bk
AEE L ARSI, ERERE. R ISPUA 2= (9] 43 14 % K (daunorubicin). —FERE R
—ff(dihydroxyanthracindione). % Z%ELJE (doxorubicin)). 4HMLERMEH LA BB N4 H &
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(mitomycin). JZk B 2 (actinomycin) 5% %% 2 (duocarmycin)(% 4l CC-1065). & FH &
(auromycin)s % % 2 (duomycin). %75 Z (calicheamicin). N H1%: & (endomycin). ) 5¢
% (phenomycin)) P % & . T A H &K K& 5% % M4 (cisplatin) « R 1t 4 8E
(ethidiumbromide). FkR& 2. R H R, ST R, TR AN, RASHR. KkKtn
H(etoposide)s AKFCREME, S-TRPRMENE, FTAEMUE . 5 PEfhiEE. SHREMS . mialfh T, 5
AR, SR EE . R, RERNT. WEEANT. HEEES . RNARETT. Ben
t (tenoposide)s BB IS .

TR R 2 A BARE P B, 2PBis P L M InG Lus P Ren ¥ Re P Sm.
Y o FTBUSH M R L R B AL BB SURTRROR U S i 2R A

TE—S2ht 77 2, WBIT AN BA SR A VIE R Ay o B MR A s
)7 F A AR T4 EMER AT A, B ERAL R R A R, B
[7i ik 96 A e M A R ) 0 A R G A S0 e R 25 ) o FEAIE — ST B, YRIT AN 4 M EE
PR o AE X — DR STt 77 S8 b, 09T R AU PR RN 2 .

o
| \ m;al"a J';;j:%?’
Y w @ \,{ N i;{i;- o
oy N “'”/L\g . *“fﬁ“?"”m o
Lo AL 1 o o0
fE— B ARz 7 b, WIT AN
o
i SO -, - o S i
SA % Y e g
§ ;,'1 ::E“\N-o{\& I »g,.r”%_faa,@#“’ ™, \:u{}
l! X o j,.x 23 \? T 5 /Ki% i \é o rff %h(w-
. X & o FvR
HN S m—;‘*ﬂ._N; "M.}ﬁ% N/ e W
oo 0 .
\;'31
.0
LT
NE
(.
\
P *J'“ ey }{f}
AT N
s h 0
0
5 o

] DA AU R R AR AT BEACREIR ST 7005 A B K A sl R 4 5 BOE L 4%
Kt o PridHkn] LS TN SRS NG TERL ], Blinik. Fefk. HoRM AL
AL FRIE. R SALERIE . S oA DRI BN IR . AT IRk an
B ] DRI Rk, B S ABEUTRIAL R R) pHEUEI Sk (B, ik k) sk
IR SRSk 0, hi) .
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FE—Sftir &, Bk A . k. SORBOE ML, REE Ik R,
AR BN E R A FE — Sy b, B RSy R, ekl
BRI 2-10 DMRIERA IR . FIEIR 7] Lo RAREAE RAR AL .

E— ikt 5 %4, k%@ Val. Cit. Phe. Lys. D-Val. Leu. Gly. Ala.

{T‘F\
- #
1 A § }g Q v f-"af—v“*;ai =
tim - /u\/\/%‘ Q,.Q»TH\J
o
11{3

{* A4 8
5 Asn
72
Hl-h . "}w.i}
o ) 5 {2 7
- . o, o
o fi-8
™ , o
w"‘fi}( e ,g% -
-0 . S 3 th T ' “'“g'; =
ﬁﬁﬁﬁﬁﬁ v o ¢ b 2 |
s;wg f%w.& i 4 I s i‘*»\w,w \%;}%t
et H
P
i m{}u
1%% ol ;3?“’2
%
1
H\/&h\' H o T /@AO 2
i NN N N
N/j/\/\g/ Mé(}&}; W]Ao/ﬁ]/ \E)J\H
)l\ o 0 B
1 ‘?1 N/ \
NH, s Hodr 1 2
10 I —ADRR RS AR KA PUAS PR S & F BOERNALE, B — DRk

5T e E .
FE—LEs 7 2 rh, 7E 5 A K HIMBURBIUR S & BUB G 200, el ity T A
SLEA TR IR . 7E— 5zt 7 vk, A S5 A KR B bR ek LR 454 7 B b
(V320 B T PR T S T 4 o 3 SIS v ) A P 6 ) R 1] % 779 DA S A FH Gl 4% AR S S 1
15 D5 AR T8 n [ s 7 ) F S A A5 WO02019/114666, i 5% N B BAREE 51 INAAA S,
E—Shti T S, FTd iR & B A RWAT R4,
A-(L-D),
(s
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Hofr, A NAR W GRS SR Z A R B
L sk fRicH, L W&aAmeR 2-10 NMEFERA ML D0k,

o §2
1A Qﬁ
w;jﬁ
.
L

L & H Val. Cit. Phe. Lys. D-Val. Leu. Gly. Ala. Asn. .
7
_ T
O H V2 7
I . o
'’?’&,,/u\/\/h%’"“‘1 sﬁﬁ TI/LV tis-d
% : "'T’" £
; 7
PR A
Q -
XD S a2
Vg ‘ 1% /
' —
5 > ’
2
~ 0 7
, ) f‘m“%‘ﬂ« e, %:i
,,,,,,,,, yood g # Y Pl 2
10 ¢ s s T o
& o~
o
1121 w%x e {j
i {3 P Ml H‘/l
i i g *
o ’Mm"ﬁ"zn @; g jgj 2
. 19

NH, , HA1 512
F—NERRLE A ERUMNE, B5—1NRRLED ERNNE;
10 D NIEITH; Rk, D B4R BT DR BURTERM R BT

MR MR EETERR . SRRy, EILE, D Oy B U EYE TR
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H g\l; **w‘ *"“‘:“" ﬁ " r{ it -
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i,
e
i
a0 3} iL ;a ms{
i " B 3
L M::""' “‘ 5] i ;’;'; 5
<

y BRI R A K(L-D)E R, HoOy 1-10 FREL
FE— RSz 7 %, (L-D)y#B 4y BAT (D)4, il 54Kk P Sk ot
JRghi o3 Fr Bes BT sRQD S5 M IO 15 W0 b B 57 2 0 Rt 1 B i 8 422,

NHz

(1),
H AR AR A HA Q)M &5
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NH,

Y (2

Hor A AR K BUABPUR & B y fRIEE S A BSREETY Fmt kS i
2 A (L-DY&ER R, Hob 1-10 BB, 78— BRSO 2, A AR B HU
A Nectin-4 A\ 54k 558 FE Bk -

FEX—J7 M, ARG —MASY), HEAARKIKITUAZE GY). 7£—JitiT7
Fh, BTRHAYHRIT RS A KL Nectin-4 JUARBILPUE S5 Fr BOR BE R L
(DAR {H)A 1-10 Z [A] (1) /N, ilan 1-8 2 TR IR /N B sl B 4, 5140 1.0 1,54 2.0,
2.5, 3.0~ 3.1. 320 3.3, 3.41 3.5. 3.6. 3.7. 3.79. 3.8, 3.9, 4.0, 4.1, 4.2, 43, 4.4,
45, 46, 47, 48, 49, 50, 5.1, 5.2, 53, 54, 55, 5.6, 5.7. 5.8, 59, 6.0, 6.1,
6.2. 6.3+ 641 6.5, 6.6, 6.7, 6.8, 6.9, 6.95. 7.0, 7.03. 7.1, 7.12. 7.2, 7.3. 7.4,
7.5+ 7.65 7.7 7.8. 7.9 8¢ 8.0,

CAR FIZRIE CAR [T 4038 5808 1 iy

A B R P AR B BT R 45 & v BORT TR 2 k5 UL AR (CAR). RIL, 7E )
— U7, AR SR FR G PR Z AR (CAR).

WA, RIE<H A PR Z AR (CAR) & —Fl A T 324K, Jogk S vh R ) IF 45
B R b (19 G 40 M 36 i b SRR RO TR, ] G B e e R 5 o A T S 1 R
HURKPUR L& F B, JF H A DU TAER T RIS CAR (1 4H i (491 40 S 95 38805 44 o)
AEARRE eI o AR ML, CAR XTEEARAY IR A 3 ERIE CAR W G y% 200N 41 i 1) 7 40 A/
By

FE— S50 7 R, TR G PR AR S AR W IR S 1 45 6 Nectin-4 $14k
BOHPUR S B BN, scFv). BRI, U~ AN4A T 40055
SRR, TEULR S T Bh, AKHICREEER 5, TR R 1 v] DAL 4 i
REPURZIRNZERR)IT A, FTiRgm i & b 52 0k 12 8 17 41 ik — 20 A0 & 4R g
A g% B W B R BT R S A A BE (I W ScRV) I Z T BR 7 51l FE RSt 7 e, A
KW IZ R 75 S i A0 &5 AR K W BRI PR 255 Be (B a0 ScFv) I ik 6 50 5L 52 4k
BT i % 18 4y 1 7T LA 73 B 1) o

FE =I5 T, A B i — Tl G 28 58 S A i, HG 22 BE DRSS U AT 6 35 T 3R %
AR I CAR A I ML, 5058 S80S 20 i I8 ) T bk B2 400 M (437 G &0 B #5: PE T 40 2 (CTL))
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AR A AT A B (NK) AT AR AT T 400 (NKT) o 4% 205 40 g #8174 Nectin-4 BH M 9%
A% 2 Mo (151 40, Neectin-4 BH 11 R 40 B ) , 74 3005 LAS 2 308 D g, 461 40, 5] 2 Nectin-4
BH M P g 20 e ) BT

X —J7 0, AKRWHIEW KgmIBATA CAR KRS T BEIERER Y 71
FIRWAKFI RIS TR CAR % 5 41 o (5 W CTL).

yLYHEY

ARIBEILRAGIAEY), HEEA K RPUASSURE S B STiRsia). 4
B RIE CAR WRIRBN AN 2R AVEDURBEE G, DL Eal iR i3

PRFI/R I o
AR AP FT LA Z R R, R E AR T EA. R, Wik, R
[ R e W

B TR AN, 2% b T 552 B AR T 77 T AR AN T AR
(e il L)kl | NS by I 1 T N 0T T & A 7/ 5| I3 N L7 S 1T NI D
LRPE IO BRI DU IR R . SRR RN B
BRERAN S AR R B PR MR AR AR BRI L T B2 I BE(BHA) T 2 HUE(BHT). BIBENR
BETRANE. o-EEH. IRK. 4 %N CMEDTA). IWALHER . WAamR. B
BRAE) EHGN. BRGT)S BART)S wRcn, K WK SERRTRER) g,
IR Eh G2 ph ) AHRIRGE PRI LR Eh G vRl) 2Rt PR () i AR B 3 2R i s 7
Bl LA 80+ JRINALNS 20, WAV IER 4 RE) PUAEGT . DURE A SR
(BloaniEens . e, HERRe. (DA SURE. ATERE). WOBCGERT . 2SR FLAL

ik, FrRZyMASTIE G T RN LA KT B4, TR K
P (i o 3 A i i) o 3 T B PR B DRSS &y BLaE LIRS B I AL & 1)
155, HEa 77 R W n] OB W s, Rk T E& Sk st st R 255
BalE PR S MA G S, A& K @A/ AT LAk B 22k Rl ke
M IR BRI HEARE M HEREZ M) &
s[GBSRy NN & e NI TTE Y N I N k) NI | s R TR e il [( L U
1240 80, B ILALES 20, s VMU B H4H 4 .

LI A ) — IR TG T IR O ELAE 1) 48 R A7 26 AR TR R 4 o S8 K 735 1P 420 5 (491
AR WY DU BT AR S S ) ARG S RN G E VAR JF HAR A 75 220 A A
b B2 R B AT BRI 7 v 8 — b RO 2, e T R B, T A A 0 B A W
W, DR VRSB N B A AR O B A P 8 A T R AR 23 ) E TR R
LY K Sl R 1 B s a8 s R B W< B 1 W o v S 1T PO A O
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JiVE s B T BRIV R TR (R ), bR H 9056 0 1 o D V3 VA B0 R 1 43 AT AT
BRA BT 5 153 1k K

AL I AR O R A 54, 9 s 4 B R A R A SRR 2 S
W2 TR G BABRATHAAR T B 4, $ki. BN i IUAR.
BT EEN) R MRS SR B SN . DIk, BlIE. B, T EUEED. A
AUBEEARN B, BhU) 4 2570 B B TS5 R R 2, B an 252 S AR 2
FIEMER . HRIT BRI E] L FREA SR AR R L 6T BB 2 S iR 1
ARG, IR RS BRORG . RE . ML R, s, AR A S 3
fi DRI o 4 24 7R AT L ) A B e

YRR —ICMERR T, AR ROSARGE 5 1 K 5 24 70 3 B AT BACH24 0.0001 2 100
mg/kg, HIHE A 0.01 £ 20 mg/kg ZIREIRE. Fla, 45475 E7LLEZ 0.3 mg/kg
RE . 1 mg/kg R HE . 3 mg/kg KE . 5 mg/kg /A E, 10 mg/kg /& & 8k 20 mg/kg 1K,
BUAE 1-20 mg/kg U H N o RBIPERIGIT T R\FEFH G —IK. BHH K, =
JA =k BEE RS BH Rk B3 AR B 3-6 NIk BUE MRS 251
e s 0 I B 45 2 TR B D o 45 24 5 QAT LA i Ik i v

Nectin-4 AH <55

AR P PRSI PR S5 By iR G, SN, 2% R
ey BG &AM AEY, sim AT & 2R UL 6 97 R/ s R . B
WP 5 Nectin-4 S, Ly, Pri&fRiis Nectin-4 S i LIS K. RifF“mHER
B P65 TEERAS IR S (BOPRERE S, B AR AT 55 Nectin-4 59 FRIEA BRI 5
MIFESOAREL, B 8 B RIE 7K s i A

PRIEHL, FITIR P05 LA Nectin-4 (5 I8 NRHIE . B0, A BOM5E A 55 (51 4
B3 e 88 ) B0 % 2 ) AL (91 G B e ) Hh TR 2R 0K Neectin-4, 1 A 8 A BT I S22 9 F 6 52 1 B
WAL P A RIE BLFRIL Nectin-4.

PRIEH, Brikgem . ik, Brifmsicde O B, e, Fraim. B
s RER DRCRR. PRIESE . B R SRR M. JE Al . SRR
FUMR SRR B . 00 EUm . Sk, S5l B A .

S e ¥ 7 AT DU R A0 E A PR M MORGE AL FR L R B KN AR Ak
JRISIE] . AFIEI ] CHE ARG SRR R, BIE RN, SRR, EAM
e TA RN /B0 P 2 T VPR

AR 7 i
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A IR Nectin-4 HUAR B HPUR 456 Fr BeallbiiR S & vT -T2 W7 B ¥, DU
EWrER I 5 Nectin-4 AHIC PR A/BURIE 301, A% IR HT Nectin-4 sl H
PURLZE A B Bl R B A ] LU FIEAL . AR B ARMR SN I o s s A8 00 5 o

FE— St 77 22 o, AN % Nectin-4 [(126548 7K S A1/BE 7 %94 Nectin-4 (¥4
ff, TR AR B BUAR BB 4 A i S D — FAR IR A R IR A bR I M Bk
REFRL PR S IEAR K P PR E S G BRIV W . Lk, Fridbs
1% E BB B A A ) RO TR RN R MR R
PR IC 5 UM S G IR B AR R AR R RN 5L

FE—J7 M, A BIARAE T RIIRE S b Nectin-4 [I7EAE B & HIA KPR 7k, H
L4

(a) 1o AR K BRI PR B SR 45 A B ERC b i B S5 4 il

(b) FIFTIR PRSP RS A F B S FTAFE S Nectin-4 2 ] 5038 53 AP0 10 T il sk
e IR SIS A&, DURIIRE 5 Nectin-4 IR /776 B0 52 B2 i th Nectin-4 113655
KFo

AR IHEPRAAL W B 5 Nectin-4 A€ 0 10 7, HALHE:

(a) FAFHT RIFES

(b) M AR BB BB IR 45 6 B B el bic LR T TR BE S b Nectin-4 3
187K

(c) & Nectin-4 FIFRILKF5 2% E AR FRIEKFFHFATIE, HA Nectin-4 FKikK
5527 8 (1 RIA /KT M BRI N sk PR 28 7% Nectin-4 7% &5

P ik 22 5 A AT LU BRUHERE S HH 0 Nectin-4, FTRbRAERE S AT LAGI W&k A 5
Nectin-4 53 F 35 XS KT R IRE S o FTARE ST DURAR A, B i, A48
e LA AN AT RLR) A AR O A B R AT, X BB BHRH A IR T 2 1 i G e
B, oA, Syl 23U 2% 2 (IHC) . ELISA & .

AR B AR PR SO PR SE & A B DR A W S 08 40
ZHERIEPUA. B A B B2 LA WAE IR T R/ SR 5 R & .

AR B AR W ARSI TURSA B PURSAEY) . FesUsidi, £
e Epiik, AlGE AN SIS &GP &, Frid&yH T 67 fi/sk
TR o FE— ST S, AR A ST IR Bt o

AR PR EIURL G R B PURSEY) . e amie. 205 MEpuk. fl
A EASRAMA GV LS 5D —Fhak 2 B AR SCRTIR 1076 97 G T . 1A it T
(07 A Bl Bl n, T RORE R e 7 R A e — Yt A sk T . 4y T i
FHIS CRFH B A AS TR 56 FH 77 S B8 00 R ), B0 AT AT DA 482 it i A o 7 5 DA 5 (1
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[F1 o8 it 11

ERAARES

AR WEHEBE T — MBI T A T E RS2 R e K, FTIRYRN 5 Nectin-4
RO AE— Sl J5 28, BTl S0 D A SCH I R

FIT 3R J7 5 L 1) JIT a2 3 4 200 9T AT R I AR R ) B AR B PR A
Bt PURR A HEY. RSN, 28 RMEUA. BiaEARAGWAEY .

TERESE S J7 2 v, AR BB A AR E B LRI TR FARL K
J7 W7 BEEEIT . RBEIRIT . WERIRIT . U A A Al SR T

TERE e ST 77 FE b, AR B B J5 VA AR — D B B R — R AR
il F | NI € i AL VA SN b2 o = G 11 B Il 1 B SN R 7 71
R 25 . AL IT A AT LARL AR e BUARIE 2. BEALR . RRRER TR 46 40 A R
7R R IR . At B R 25 W AT DAL RR A G A R R B 2 AL
filf (HDAC)#Iil Xl - . Hedgehog 5 ' 1 % FHLYH 7). mTORHINHIA) . p53/mdm247i |
PARPHIH 57« 25 H B4R 0 1 557 (41 dbortezomib. carfilzomib. ixazomib. Marizomib.
Oprozomib) LA Az 1% 2 19 e 101 75 (191 G BTKAM ) o A0S 770 10 5281 B FHAEAS R
WML . RPN, RyEe. A%, B, RTRE. ROk, R5EH
JT(BCNU). &5 5] Y](CCNU). i%1(DDP). R41(CBP). HybF4I(OXA). H Z
B (MTX) 6-3 I (6-MP) S-F K BENE (5-FU). Bl BE Mo . & rifhys . KHFEM.
KB, KEE. SR, P s, mihg R, S E. kitmtd. &)
W B, B 200, BEEERE. WEERED. fiELE. 2%
LB, RFHE., 28FR. HRER, MHER. RHER. 7% E sl e
RN PR T 45 53 P45 A PD-1. PD-L1. CTLA4. LAG-3. TIM-38k VISTAI{) Hi iAo L
PR LA R Beo 30U PR 1) A7 2 AT BLEL R ) a0 2B 2PBis P PL M Iny 7Lus Re,
"®Re. Sm. Y.

S5 T R, AR R B R PUR S B iR aY . ARy
YHL 245 PR, G R A A A Y 5T RIBCE I o 7E— St R
IF e e, YD RN, AR . BRI S-HURMENE KA. R
Be st gy R, AR RKBRE G S et & S b RS S o A Sty &R
SR R ARG EH IPD-L1 SR B SR 45 6 By HiPD-15u B 5 R
SR BN HHASG A ESE TR, ARKNNURs SRS G R B ik
AV RN, 2R REDUA. G E O sSAY S Y S RUR TR E Bk
HAEH
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Bl

A RIS, HEEA K RPUASRIURE S B SURSEY). Rici
ik, ZRERIEDUA. BEEA. VARGV, LT w0
AT LA S A G IR AS . FERAE ST S, WA S R AR E . Y, WU
LIRSS, HA TR T & A A B IO I A/ s 7 i e R hres 4B AL 1
G b B N A e £ A s LA 7 AR S A A ] 5 1 ) SR B

A w SR

BT, AR IR T BT Nectin-4 ik sk HHu R 454 B, R0 25t
Nectin-4 AJ5EAL B yn DR A K RIPTAXT Nectin-4 B A =2 A1y Sehtif) dfd
2 T D5 AR A R W B PR Nectin-4 45625175, 140 ELISA. VT HA
MR RNMA, 45 B2 UA K BT Nectin-4 i ML ) Nectin-4 140 21
Nectin-4 #3A B2 T AN SR, AR EEDUA 31HZ. S6HZ K 74HZ
5 N Nectin-4. 1% Nectin-4 BB M 13300 T I 4A £ A& Enfortumab, FHJ7E
N G B iE METT T, AR B AR Nectin-4 H A B @& 22 )y $i4k 31HZ. 56HZ
M TAHZ BRI A ERAES: TIX— . i H, AR HUAN Nectin-4 B A &
Ferete: 31HZ. 56HZ. 74HZ %45 5 - A Nectin-4, ANiRJj Nectin-1. Nectin-2.
Nectin-3. B4k, &K P HHAA LK Nectin-4 5 Nectin-1 19454, 3 H 31HZ. S6HZ
S T4HZ * Nectin-4 [1)36 4+ 454 68 775 Enfortumab 124,

12— BART7 I, AR BIEIRHE T HT Nectin-4 HiiRZ A1), Hou LL¥LA] Nectin-4
BHIEANAL . A& IBUARS G IEE S AE . e R ¥R ] Nectin-4 BHM: 40,
XN TR TTRARE BAR PSS EH A R, BBy i 2 AR R S e ] DA AR 0 408 2 P 38R
WD BEIER] o SR IE S T IX— A, AR ADC % NI IA A Nectin-4 1) 2 Fit i
R R, Pl AR S E A, N B, AFUE A, A Bt R
WP SR, AR/ BUAR /N T RS AR o, AR BT ADC R B I
PR s e, OF H R R i et

SR

Bl 1A B3 T A549-Nectin-4 Fa 52 40 i Z 7 A 0 45 3L o

K 1B 7R T T24-Nectin-4 £2 ¢ 40 fi FR 0 20AG T 45 3

Bl 2 B8 T B Nectin-4 5 IR P 1 25 RS A0 25 3L o

Bl 3A R/ PUA Nectin-4 AL 0S4k 31HZ 5 A Nectin-4 & FH M 7
ELISA £l 2%
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3B Wi S PiA Nectin-4 AJEAL TR HUA 74HZ 5 A Nectin-4 8 HE AN )
ELISA &l £5

3C %R JPiA Nectin-4 AJEA TR HUA S6HZ 5 A Nectin-4 8 H2E A7)
ELISA f il 25 R .

] 3D 7R 7 HUA Nectin-4 AJEAL FRITEDUA 31HZ 5 & 8% Nectin-4 &5 H 5%
F1 77 ELISA H il 45 5

3E %R 1 i A Nectin-4 A WAL 598 BE STk 74HZ 5 £ 8% Nectin-4 & 5 5%
77 ELISA il 25 3 .

3F 7 J PiA Nectin-4 AJ5AL 550 B fi Ak S6HZ 5 4% Nectin-4 £ 5 255
77 ELISA 50 45

4A R TPt Nectin-4 AJEALH SR Hidk 31HZ. 74HZ 5 T47D 40 i 25 Al
VAP ol EZE O

4B R J B Nectin-4 AJ5ALH 50 E fifk S6HZ 5 NCI-N87 4 i 5% Ml /it
B2 Al [EAT O

Kl 5SA IR 1 #i A Nectin-4 NFAL S5 [ Hiik 31HZ, 74HZ fE T47D e B A
Earyd Sy ol EZE O

5B Sun JPUA Nectin-4 AJ5AL 5 50 fii4A 31HZ . 74HZ 7£ MDA-MB-468 4
JHo b P i P 2

5C &R J Pt A Nectin-4 NFAL R e UK 31HZ. 74HZ £ AS549-Nectin-4
20 b P A T A 2 R

Kl 5D &R /Pt Nectin-4 AJEALH 50 fiiik S6HZ £ T24-Nectin-4 4l E N
B PRI 25 R .

Kl 6A IR I ft A Nectin-4 ANJFAL 550 TRk 31HZ. 74HZ 55 A Nectin-4 %5
o ey I 25 3

Kl 6B &R | #i A Nectin-4 AJAL 59 B 5Tk S6HZ R A Nectin-4 %5 148k
MR N

Bl 7A 7R T HA Nectin-4 A UFAL 55w BEHUAR 31HZ . 74HZ 5% 5305 P A U 45

7B Lor T Pt A Nectin-4 A WAL B 5T RE Hidk SOHZ 57 4 75 M A ) 25

Kl 8A 7R 1 HUA Nectin-4 AJEAL By B HiAk 31HZ Hr 7 PEAT I 45 3L .

Kl 8B Witk | LA Nectin-4 AN WAL 5w B HUAk 74HZ £ 5 PER DI 25 3

Kl 8C Wax | BN Nectin-4 A UK 550 B Sk S6HZ Kf 5 PhAa P 45 21

K 9A IR T HiA Nectin-4 ADC 31HZ-TLOO1. 74HZ-TLOO1 %f A549-Nectin-4
I Rt 4R .
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9B {78 T Fii A Nectin-4 ADC 31HZ-TLOO1. 74HZ-TLOO1 % A549 48 i [t 5%
R

9C 7R 7 HU A Nectin-4 ADC 31HZ-TL0O01. S6HZ-TLOO1 X} T24-Nectin-4 4
JHO ) SR 5 2R

9D .78 T HiA Nectin-4 ADC 31HZ-TL0OO1. 56HZ-TLOO01 %t T24 4H g (1) 5 1
iR

10A 78 T Hi A Nectin-4 ADC 31HZ-TL001. 74HZ-TL0O1 %t T47D ZH (¥ 5%
(RS

10B f7r T LA Nectin-4 ADC 31HZ-TLO01. 74HZ-TLOO1 %} MDA-MB-468
R R SR

10C &8 T Hi A Nectin-4 ADC 31HZ-TL0O01. S6HZ-TL001 %} NCI-N87 41 ity
N TR O

11 & 7% 7 NOD/SCID /I f7 N NCI-H322M 41 fifd £ e J84 155 74 v 4526 /)~ 65 i 98
AR IR [ 7 A8 A 1 250

K 12 578 7 NOD/SCID /)N % R NCI-H322M 41 i F% A8 988 45 78 v 8541 /N B A4
it P 1) 1) A2 A AR VO

13 & 7% 7 NOD/SCID /) )% T HuPrime® B # BL9200 PDX 7 rfr - 40 /N
Jiee 8 s R B I 1) PR A AR AR VO

14 & 7% 7 NOD/SCID /), )% T HuPrime® B # BL9200 PDX 7 rf %20 /N
A T [ I ) P A8 A A 200

St

LR St 5] 15 72 OO A R B REAT 241 5 B, DL AN S A Ay LA 7 3B Al A e
e B F S ] v R B B A SR A R S8 T, FE I OEA SR A, el R it 1
AT

SEREB) 1 LA Nectin-4 AVRAL BTSRRI S &
1.1 A Nectin-4 it A4y KA

NIGIE N Nectin-4 HUAIEE M &L D88, ¥ A Nectin-4 (Uniprot ID: Q96NY8-1)
(17 56 % 9 19 J7 &) (R R a4 0 B 2R W) RN R A R 2 B A ) e BE B OR B E IR
pLVX-IRES-puro I, Jf i i SC#k BT i& (Mohammadi Z et al.,, Mol Biotechnol. 2015
Sep;57(9):793-800) 1% i 15 . 5¢ R i 29 15, BRATIN 55 )5 45 I Ge AS49 /N2 i Jifi g
HI(ATCC) S T24 NIB5 R 47 240 My 40 il (ATCC), 3 Ik M 25 2% i e % 5 o e Pk ke,
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13 785 N Nectin-4 ] 5 73 & 1) AS549-Nectin-4 f2 52 4 il & M T24-Nectin-4 F2 5 40 i
1.2 A Nectin-4 i 1K 21 iy A

A549-Nectin-4 % T24-Nectin-4 7Fa & 40 f 5 % H it 2 40 Mo AR (0 20 40 e 4%
Beckman, CytoFlex; fiillHi{& Enfortumab, /7%IK A T HFr & F HIEAM 5.
WO02012/047724) 34T %6 5, H & M IE 7 %A A Nectin-4. @& 1A & 1B FiR, i
A 45 BB IR AS49-Nectin-4. T24-Nectin-4 5 3k 15 FH 7 % & (18 100%), % W
A549-Nectin-4 Fll T24-Nectin-4 A3 — M RAFF e 4l &, oTH TR0,

1.3 Hi A Nectin-4 IR 5 7o ok 19 41 %

K A S 7 S B A BN B, AR5 5T Nectin-4 BB S BE S e . H
5645 I IRAEAJ(CFA)FL AL A Nectin-4 A CGEM M, Cat: 19771-HO8H) %% Babl/c
MEC57 /B 5-6 JE e 2 X, BARSN: 50 pg BEAT R TS, A R B IRAN 584
Pe ) (AFA)FLAL Nectin-4 81, A 2 A 25 pg AT IR M %%, 3 msblE, %
FH N U5 2235 Nectin-4 98 20 0 TA7D 5x10° 20w (— it A S 9585 o 400 B ) 47 T s e
JE g, 3-5 K Ja BN AT A S Al A . SRR HE LA WAE A PEG f& 1)
75 2R /I BRI 2 A Sp2/0 (ATCC, Cat# CRL-1581)/IN Bl B 8% 83 21 . 28 kAT b4
ZJE R BUHAT inR ik, 10-14 K5 #47 ELISA §iiiz, 3R14455 Nectin-4 & A I FH
PETORE L) 200 A~ R R4l MG — B ik, 3R1F 3 ARSI T47D fit e 4 e
(19 B P 2 52 980 o B A7 0 S P, e i A PR R VAT I v B ) Ik DA SR 75 o
ARGS9 . 31#. S6#LL K 744,

1.4 Hi A Nectin-4 5 IEHTR 252 F0 4 0

it ELISA J5 VEA I A% 26 7> T 5 A Nectin-4 581 J7 o 45 24 2898 B0 70 [ 31#. S6#
PLA T4# MG R 7%, K15 3-10 mL L3, 2R)5 @ id Protein A (MabSelect SuRe, GE)
HEAT A A AR AT IR BTAA

K H ELISA Xt A% AT A Mk 314, S6#LL K T4#(K 55 3% 13 vh 2y B8 4l Ak 1) &L UK
BT B BUARBEAT SE AT IS o BRI £ (CBS)ZE #HIB#F A Nectin-4 (L #1, Cat:
19771-HOSH)#i FE 2 1 ug/mL, LA 100 uL/FL BIARF I 96 FLAR H 5 4°CHlE 16-20 ho
# 96 fLH F CBS Zph Wi, H PBST (pH 7.4, PBS % 0.05% M- 20)%2 v i ¥k
B 1 RJE, A 200 uL/FL& 45 2% PBST i s 95k G 1K), iR & 1h B4,
¥ L3 W, ] PBST 2 ih R BEAR 3 X5, #4450 5t Nectin-4 LIS Hti& Hl PBST/2%
I8 16 o e PR B AR B, ARG NN 100 uL/ AL, FIRIEE 1.5 h. BERNAEKR,
F PBST ¥t 3 WG, 50 uL/4LINA T PBST/1% i i @45 F e (R B L 451 1:5000) 1)
HRP #riC 1) FE40 8 IgG - Hi () @ The Jackson Laboratory), =iE#¥ & 1 h. PBST %
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B3 K5, N 100 uL/4L TMB, =i & & (% 5-10 min. JIA 50 uL/4L 0.2 M i
FR &1 Bt o BEbRIUCAE XL K 450/620 nm ARG UK FEAE (O .D.).

Rrigs Rl 2 5% 3 B, 3 PN Nectin-4 BIEPUAIY e m G A48 &
Nectin-4 £ [1, ECso7E 30 £ 70 pM Z [f],

5 2% 3 Pi A Nectin-4 = F1 A7 )
v B S ECso (pM)
31# 54.95
S56# 36.33
744 69.39

1.5 Ht Nectin-4 BLIFE BTN A] AR X 438
A AT I A L B 7% B 8000-10000 N7EAy, AHMBELA IR A cDNA S 5% il &
(Thermo Fisher Sci. Cat# 18080-200)% Hi 5 — 8% cDNA. K HI 51 %M ¢cDNA # PCR 751
10 P34 VH A1 VK 2EH, PCR P4 ik DNA 464k iR 77 £ (Qiagen, Cat#28104)4itk, Jfi%
FZ3] PUCST #idk b o R — AT S S MR 5 A 5w B dE 4700 7 o )7 41 i 1 Vector NTI
11.5 (Thermo Fisher Sci.)fl Sequencer 5.4.6 (Genecodes)#EAT 431, Pk IMGT LA K&
abYsis JR1FHT N Nectin-4 B IHPUA A AZ X751 LA K CDR 74141 R34k 4 Fiow.

% 4 P Nectin-4 BIEHUAT A X J CDR AR5

YRS | VH|VL| 485 & 4. | CDR-H1 |CDR-H2 | CDR-H3 | CDR-L1 | CDR-L2 | CDR-L3
Chothia 3 4 5 6 7 8
Abm 9 10 5 6 7 8
31# 12 Kabat 11 12 5 6 7 8
IMGT 13 14 15 16 17 8
Chothia 21 22 23 24 25 26
Abm 27 28 23 24 25 26
S6# 19120 Kabat 29 30 23 24 25 26
IMGT 31 32 33 34 35 26
Chothia 39 40 41 42 43 8
Abm 45 46 41 42 43 8
744 37138 Kabat 47 48 41 42 43 8
IMGT 49 50 51 52 53 8

15 J: VH. VL. CDR-HI. CDRH2, CDR-H3. CDR-Ll. CDR-L2 Al CDR-L3 %} ffy %+

oA EH XN ) SEQ ID NO, il itk 31449 VH X SEQ ID NO: 1, VL X% SEQ ID NO: 2.

1.6 #i A Nectin-4 B HARMK AL
K CDR B A 5 AR A PR AL A0S 5 v 06 SRR BUAAR 314 S6#. 748 AT N IR AL 40t .
20 g2, NBEWUUEY KLU B R w PR Z R IT 55 AR &Pk
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GIEIR 7 A HEAT LT, 3R TRV M v AR PR R A I 4, AR S NI R AESE P 41 5
43 BT 7% %8 HLA-DR SEFIPE, i o AR AR RAESL 7 415 ARl SRR P AR i) 75 A
CDR 743 5l # A8 B 1 & 1) 55 L B BERERR 7 4] I o

BE— BRI AR, B 43 7% 2 5 vl AR X R T 0 Vg AE 40 21 ik 1
JPA, EsE IR AT MR T, YRR SREUK MR,
I3 M R PR E LR P 51 b T 5 Nectin-4 25 1145 F LA K 25 7725 1) 1 42 1) o ek ik
B, JFERAE G PR, (R IX e BRI 2SR . R0, X B IR ARG BIAR ¥ FR
X G IE IR IEREAT T — RAVM R E A, DUE U5 A B8 T e AR B SR IR TR K Bt
JR4sG R TT.

R4 LA E I3, DL UK 314, 56#. T4#K) CDR JyERlA) & AL Hiik, 7
Aldr N 31HZ, S6HZ LA J 74HZ; Hf, HHURMEEEE C X AN 1gG1 EEEH
5E X (SEQ ID NO: 61), #HUAMEREEH & X3 A A Kappa #2510 E X (SEQ ID NO:
62)o /8 2 1 N JEAL PUAK 31HZ S6HZ UL 2 74HZ I #28E CDR &L 7 51 43 B AT 314,
Se#. TA#NHEEE CDR — £ M &1 NPTk 31HZ, S6HZ A & 74HZ (%) 5 5% CDR
AR AW 5.1 R

#* 5.1 $i N\ Nectin-4 ANHENHUA ) EEE CDR LR )T 5]

CDRH 4 %S |CDR-H1 CDR-H2 CDR-H3
= %% |(SEQIDNO:) (SEQ ID NO: ) (SEQ ID NO: )
56HZCDRH-a |Chothia| GYFNSITSDY  (18) |SFSGR (22)
56HZCDRH-b| Abm gz)FNSITSDYDWH YISFSGRTY (28) GNYDGFDY (23)
56HZCDRH-c | Kabat ITSDYDWH (44) EISS(FB%()}RTY”” SL
56HZ CDRH-d| IMGT |GYENSITSDYD (54) [ISFSGRT (32) ARGNYDGFDY (33)
31HZ CDRH-a|Chothia| GYTFTDY (3) HPSDSE (4)
31HZ CDRH-b| Abm |GYTFTDYWMN (9) [MIHPSDSETR (10) |WDFRIYYAMDY
MIHPSDSETRLNQK |(5)
31HZ CDRH-c| Kabat [DYWMN (11) FQG (63)
31HZ CDRH-d| IMGT |GYTFTDYW (13)  [[HPSDSET (14) ﬁfg)FRIYY*Q”D
74HZ CDRH-a |Chothia|GYTFINY (39) HPSDSA (40)
74HZ CDRH-b| Abm |GYTFINYWMN (45) [MIHPSDSATR (46) |[WGNFYTVNAWYY
MIHPSDSATRLNQS [FDY (41)
74HZ CDRH-c| Kabat [NYWMN (47) FQG(64)
ARWGNFYTVNAW
74HZ CDRH-d| IMGT |GYTFINYW (49)  [IHPSDSAT (50) YYFDY (51)

HE 4 A AP 31HZ. 56HZ LA K 74HZ = HiAk i af 28 X f 48 58 X 2 3L 1
AW 5.2 fis:
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& 5.2 Hi A Nectin-4 NP HUIA ] AR X AR E X 25 1R P 51

e o B 1] AF X BEETAEX | EHEEX | REEEX
(SEQ ID NO:) | (SEQID NO:) | (SEQ ID NO:) | (SEQ ID NO:)

31HZ 55 56

56HZ 57 58 61 62

74HZ 59 60

1.7 Pt Nectin-4 NI PUIRE ] 2%

¥ FR BT Nectin-4 A5 AL HUA (1) 55 55 A1 A2 55 20 5L 1R )7 4138 1o 25 0 1 e A & ik
NN pttS (B 5 &M HG A VRN A R J). BBE AR BE X S R [
L5 CHO-E i fu, 4 bl protein A (MabSelect SuRe, GE)ik 47 44k Ji5 3545
P Nectin-4 A P Fiik .

SLHER 2 HiA Nectin-4 AJRAL B T REHUASER 70
2.1 LA Nectin-4 AJ5ALH FLREHUA 5 A [FF0 8 Nectin-4 2 [ 3£ A0 K00

K ELISA VA& W HL A Nectin-4 A Y5 AL B 50 B SR 5 A [F) i & Nectin-4 8 25
MJy. BAGPBMTF: A CBS B (FREL 0.32 g Na,CO3+ 0.59 g NaHCO3, 25T
KRR, &2 E 200 mL)FiBE A Nectin-4 288 8 4% Nectin-4 $iL i1 4 1 ug/mL, 100 pL
R AR, 4°C K B RF LA P, A 300 uL PBS ¥k
N 100 uL PBS (% 2% BSA, I BOVOGEN, %5 BSAS 1.0), 37°C &4 2 /b
s A PBS (% 2% BSAYWi¥: 31HZ. 56HZ. 74HZ } Enfortumab ${4£(1500 ng/mL
A, 3 EMFE, 11 AN A, U100 ul ST R FLH, 37°C & 2 /Mits 300
uL PBST i ¥t 3 ¥k FH PBS (& 2% BSA)# 1:10000 b4 H B HRP bric B EHT A —
PL(M A Jackson, 109-035-00), HL 100 uL JOA X R FIFLA, 37°C BE & 1 /s 300
uL PBST #&E¥E S % I 100 uL TMB & (3 (14 H #2558, TMB-S-004) %5 % B 1)
FLrb, SIS 5-20 434l AN\ 50 ul 2 N H,SO,4 41, B FRA (W 1 MD, SpectraMax
M2) OD450 nm £ 3 % N\ Graphpad Prism 347 #2884 .

SIS 4k AN & 3A-3F M E 6 ik, 31HZ 5 A Nectin-4 & . 8% Nectin-4

FEESEA ST Enfortumab; S6HZ. 74HZ 5 A Nectin-4 8 1. & #f% Nectin-4 &
126 M1 /7 5 Enfortumab & A AH 24,
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#* 6 PUA Nectin-4 NJFEAL 58 FEHUA S AR FiJE Nectin-4 85 1 28 A1 77830

X ECsy (ng/mL)
BN ) EAE et
A Nectin-4 &5 T HE A% Nectin-4 5 H
31HZ 3.60 4.45
S6HZ 9.48 9.85
T4HZ 8.34 6.73
Enfortumab 7.10£2.00 (n=3) 6.00£0.66 (n=3)

2.2 LA Nectin-4 A5 H FLFESUA 5 A A F0JE Nectin-4 £ [ 3) 25 2640 460

% FH Octet Fortebio ®il| xZ HT A Nectin-4 AJFAL § st BEHUAR I BB Fy . T 250
BN HHKPUA Nectin-4 AL B0 REHUAGRIZ N 5 ug/mL)I 2 £ ProA 1£/%
b, e 5 NEUB B % Nectin-4(Fh B MiFE 2] 400 nM. 200 nM. 100 nM. 50 nM. 25
nM. 12.5nM. 6.25 nM. O nM)HEAT 256 N, 7855 [ S R I8 AH 25 5 ) 7E PBST 420
VR AT AR B S o SEBG45 R R AF Data Analysis 11.0 8FFTIF, 0 1:1 #850, ik
5 (global fitting), XF&5RHEAT 34T, RAFHUA S HUIR ISR A1) AL

SEAS S5 R W% 7 FiR, 31HZ.S6HZ & 74HZ 5 A Nectin-4 £ [ 1 # % Nectin-4

EABIEEMN 1T Enfortumab.

#* 7 PN Nectin-4 AL 70 DA S A FFE Nectin-4 5 H 2802387 A0

Kp (x10° M)
kAR A Nectin-4 £ [ A% Nectin-4 & [
31HZ 22.50 14.50
S6HZ 19.60 18.40
T4HZ 12.10 9.540
Enfortumab 28.30+2.90 (n=2) 33.60+3.50 (n=2)

2.3 LA Nectin-4 AJ5AL 550 B BT AR S5 o 40 o F2% 1] A Nectin-4 S50y e i

KA T47D 40l 31HZ. 74HZ 540 B3R A Nectin-4 £ M1y HARD B
WT: Wtk T47D 40, 20, PBS ¥eMIk; A PBS (% 1% BSA)EZ 4,
% 3% 10° 4l fu/FLAR 41 ML 5 96 FLARJEHR s AL Soul B ZEREASFL A4 AN 50
uL FFRE PR, A9KPE 15 png/mL AL 4G, 4 R ERIEFRE, JE 10 AR E AT LA Human IgG
PESBI R IR TR AT, 4°CHEE B 1 /NBFs PBS ¥ 3 K, I FITC ##iMIHT A Fe
T Hi( . BioLegend, K5 : 409322), 4°CHEJGHEE 0.5 /NiF; PBS ¥k 3 ¥, Ak
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ARG A A : Beckman, 25 : Cytoflex)fill .

FIATR 5 4600 S6HZ 5 NCI-NS7 4 g (—Fb A B & 4 e, ATCC)JIE 26 1 A
Nectin-4 5177, Fifk## 3.33 ug/mL &4, 3 HHE, 10 DWKE H.

SIS R UK 4A. 4B K3 8 FiaR, 31HZ. S6HZ 5 410M i 1H Nectin-4 25l
715 Enfortumab #4324,

# 8 PN Nectin-4 A AY B 5 B HTAA 5 I 98 40 M0 )58 i A Nectin-4 A kil

ECso (ng/mL)
EIIRLNE Y
T47D NCI-N87
31HZ 12.29 /
56HZ / 16.39
74HZ 22.28 /
Enfortumab 10.11 22.07

e [ RS

SEhEB] 3 LA Nectin-4 NIRALBRTTREHUIE A 15 A

KA g0 AR W BTN Nectin-4 A J5AL 550 BEHUAAR N A 35 1H « AR RIT .
B T47D. MDA-MB-468 (—F A FL IR 411, ATCC)EK AS49-Nectin-4 41 ffl, [
A%, PBS(% 1% BSA)E B, VAR M3 Z 4 3% 10%mL; AL 100 uL
EEGAM, MAZKERN 10 pg/mL KSR HA 31HZ,56HZ, 74HZ, LAFEZH
Human IgG fEABAIPEXT R, UK EIFE 1 /NN 0% 8 58 Us 3% PBS ¥ 3 Ik, H 4
Jio 3 37 e R A M TR A 4 S A, A IEAE 3TCCAI MR AR IR E 1.
2. 4NN EA), H B kSEK IR E 1. 2. 4 NINCEM A HELR
Ja, T PBS ¥t 3 &, H 50 uL PBS(& 1% BSA)HE 240, 0T A —Hi
(BioLegend), 4°CHF & /N W E WG, WA PBS ¥ 3 R, A5 @il im0
A (Beckman) i Pl 40 1K) 2% 645 5 (Fox N-T B0 EMFD) I AR NEH
B (%)=[1-(MFLs7ecyi - MFIyzocs s ) (MFT s s — MFT g cappm )] ¥ 100% 11 55 HH AR AE
=

P AR A J7 ¥R S6HZ 7E T24-Nectin-4 40 i b N 35 7 .

A 45 & SA-5D s, 31HZ. S6HZ M 74HZ W A3 1% ML T Enfortumab.

szl 4 B Nectin-4 AJFAL BT REHTIREE & A Nectin-4 £5#4350R 1
A Nectin-4 &6 14 IgV 583K A 2 4> 1gC 2583k . I HTA Nectin-4 AJ54L
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BT DRSS A RIS, M T RIS Nectin-4 IgV Z5HIRH AS40 Fasg 4iffs &
AS549-Nectin-4-IgV, VL Eit#IA Nectin-4 ] 2 1~ IgC S5MIRNT AS49 Fec 4l R
AS549-Nectin-4-1gCC, FFild AL MR HUIALE G L5 MR, BACPIRUT: Wik
A549-Nectin-4-IgV }z A549-Nectin-4-IgCC 418, B0, PBS ¥HXK; FH PBS (%
1% BSA)HE B4, £ 300000 41 e/ FLEAHA ML 5% 96 FLAJEMRH, AL 50 pl AF; 7E
BEANFLH 2 BN 50 puL 29K 5 8 40 ng/mL R4 HUAR, 3 L Human IgG 15 Ry BH ME X B
TR 5T, 4°CHEYE M. 1 /NI s PBS ¥E 3 WK, I\ FITC #Ric 94T Fe —Hu(# i : BioLegend,
155: 409322), 4°CHESLIF & 0.5 /NS s PBS 3 3 ¢, it 20 EALEA Al B2 £ - Beckman,,
5. Cytoflex) Rl .

S 25 AN 6AL6B TR, 31HZ. 56HZ . 74HZ & Enfortumab ) R 454 A Nectin-4
(1) 1gV L5038, A6 1gC 4k

ShEB 5 P Nectin-4 AR B 57 & HiiA 3 S5 MR

A Nectin-4 1t IgV 45448 5 ¥ — 4> Nectin-4 47 1 8¢ Nectin-1 7 F &% . K 31HZ.
S6HZ J: TAHZ ¥)%5-6 Nectin-4 1) IgV 45438, ik 564 ELISA VAR I =35 (1) 56 i
PE, BARDRMT: A CBS G4 M B Nectin-4 25 1% 2 pg/mL, 100 uL 4L, 37°C
5 & Wi/ 300 uL PBST JE¥E—K, JI PBS (2% BSA), 100 uL 4L, 37°CHEHE 2
/NI s F PBS (2% BSA)FGFE A9 2 briC 1 Nectin-1-hFe 22 20 ug/mL; | PBS (2% BSA)
PRI BTA, 31HZ. 74HZ %18 3.73 ng/mL 845, 3 EFFE, 9 MK &M 56HZ
I8 1.25 pg/mL #84E, 2 fMiRE, 10 DNURRE A B LR PR R L (R VA SR AR R TR &
Ja, 100 uL/ALMA AT AL, iR E 2 /M ; 300 uL PBST i&¥E=%; H PBS 2%
BSA)f% 1:10000 EL 1 F¢ HRP-streptavidin, 100 uL/ALIIAN Ext LT, EHEEHE 1
/NEF; 300 uL PBST iE¥E LIk A0 100 uL TMB #f B FFL A, iR 8 10 208
A 50 uL 2 N H,SO4 2818, BEARAY 450 nm 5244

SEIGZE RUE TAL 7B i, 31HZ. S6HZ . 74HZ ¥I6EWS 35 4401 A Nectin-4
5 N Nectin-1 454, H3a 4 ICso {H 5 5~ 27.62 ng/mL. 26.90 ng/mL. 27.22 ng/mL,
5 Enfortumab (27.11 ng/mL)AH 4.

SLEd 6 Hi A Nectin-4 AR B30 BE SRR T AT

Nectin Z i % 7t 9.4 Nectin-1. Nectin-2. Nectin-3 A Nectin-4, J% 72 [8] )7 51
RSy 25% e A7, AHEE /AT fg BLA SR o ke A ST R (40 A Nectin-4 A J5AL
B R PUAAR & HHU Nectin-4, AR 7] Nectin-1. Nectin-2+ Nectin-3, XA ELISA
AR IS HUAR IR RS S Pk o RARP 3R AN T : F CBS BB W7 B A Nectin-1. Nectin-2+
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Nectin-3 & Nectin-4 H{ i £ 1 pg/mL, 100 pL & fLEE B EEFRR P, 4°C 5 &
RFFEA WAL, FH 300 uL PBSJEBE—X; I 100 uL PBS (¥ 2% BSA), 37°C
B 2 /N H PBS (% 2% BSA)W B 31HZ. S6HZ. 74HZ }% Enfortumab $ifk, HX
100 uL AR REFTFLH, 37°C J¥ & 2 /M 300 uL PBST 5 %6 3 &X; H PBS (7% 2%
BSA)#% 1:10000 Eb 44 HRP bric i) 350 =90, B 100 pL IR B L, 37°C
B8 1 /885 300 uL PBST J&%E S % I 100 uL TMB & (il &4 ML, =
B 5-20 408 N 50 uL 2 N HpS0, &b, EgFr{X OD450 nm EHUIF S A
Graphpad Prism 3347 i 26 & .

SIS 45 R & 8A. 8B 8C fTuR, 31HZ. S6HZ 74HZ 145 3 M%) A Nectin-4,
AN Nectin-1. Nectin-2. Nectin-3.

a7 B Nectin-4 ADC B %
K H TL0O1 55t Nectin-4 AJFAL 5 5w FE SR T AR, 6 25T Nectin-4 ADC,
TLOO1 H A (1) &5

H Nan Q
N i H
P Y
o I N\/éo/\‘),n\(\wnvk”
L] o)
ey
g%

NH,
(1)

TLOO1 FI#i 4% 77241 2 I W02019/114666 HHIHEIA, HAR SN S BAKEE | In A4
s

PN Nectin-4 HiEEGW) (Pt N Nectin-4 ADC)fill % 5 VAW T

(1) fE3E: BLHT A Nectin-4 AJ5AL B 50 BT 30 mg, FAEE (20 mM PB+105 mM
NaCl, pH 7.7)#iFE, MANLIKE N S mM MK HIER BN W, TRS); I TCEP (5
PUAREE IR 4.4:1), TRE), ZIECE 30 o8k 1 FIRE A RN T SR TN
HF TLOOT (S5 HUMREE/REL 9:1), JRE), =iREE 2 /N, BREMEBUEEN, 6l 4
N 31HZ-TLO001.56HZ-TL001.74HZ-TL001 /% Enfortumab-TL0O01 . % #{ A Nectin-4 ADC
HEAT G2 P B 5 53 B ARAFAE 4°Co

KB Nectin-4 ADC #47 LC-MS 7> T & 2081, %W
T 2 A

WA EF: . Thermo MAbPac RP 3.0x100 mm;
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WEhAH A: 0.1% FA/98% H20/2% ACN;
WizEhAH B: 0.1% FA/2% H20/98% ACN;

Wi 0.25 mL/min; FEMEERLE: 8°C; #EiE: 60°C; #FFEE: 1 uL;
FJ (5] (min) 2 20 22 25 26 30
WA (%) 75 60 5 5 75 75
MBNAHB (%) 25 40 95 95 25 25

PI# i : 0-3 min to waste, 3-22 min to MS, 22-30 min to waste
5 oV 0 52 A
iR 5: AB Sciex Triple TOF 5600+;
Z . GS135; GS2 35; CUR 30; TEM 350; ISVF 5500; DP 200; CE 10; m/z 600-4000;
Time bins to sum 40,
AR PTA 31HZ-TLOO01 FYARBE. HEEFIRJr 1 & A Sl o) 1 B (R DL 32 SipE
10 A GOF T &)W T 3

JKBE mAb DARI DAR2 DAR3 DAR4
L Hit{i(Da) | 23987.65 | 2553839 / / /
SZPEDa) | 23987.38 | 25539.03 / / /
He i {H(Da) | 50679.13 | 52529.15 | 54078.89 | 55628.62 | 57179.37
SEIAE (Da) N/D 52529.13 | 54079.31 | 55629.57 | 57180.06

31HZ-TLOO1 32 BEMBER 0~1 N HE R (LCy DARI B354 0.1% 99.9%). A4S
Bt 0~4 18 Z(HC. DAR1. DAR2. DAR3. DAR4 LL# 435N 0.0%. 2.0%. 10.2%.
86.1%- 1.8%), HIMIHH IR STFRIMIKLLDAR) A 7.75, IHHEARX: DAR= ¥
15 DARI1 x 2+HFE(DAR1 x 1+DAR2 x 2+DAR3 x 3+DAR4 x 4) x 2.
FHRIRER 734590 S6HZ-TLOO01. 74HZ-TLO0O01. Enfortumab-TL0O1 f{j DAR {8 %
AR 771, 7.98 } 8.01:
PR a0 B (1) Mg R, AT LA 2 BUA Nectin-4 ADC 4544

H o Nan o]
~ _ ONVQ\/R. V{O/\inr\o/\[gh\)l\”
A N/
NH, v
20 Hot A Bt A Nectin-4 ANJEAGSTREDUR; v IR S A BYZEEE R 196 2 i e

2 A TLOO1 IR, N 1-10 .
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# VC-MMAE 5 Enfortumab {HBEfil % Enfortumab-VC-MMAE, il £ F1AG I J7 %
wm ERTA, $ikE VC-MMAE BE/REL A 1:5. & 3R1E% MK Enfortumab-VC-MMAE
] DAR i 4: 5.09.

SHEH] 8 Pt Nectin-4 ADC X 3R1E A Nectin-4 i 40 il 2 1 33405 15 DA 0

L AS549-Nectin-4 fa i 41 i 4531 31HZ-TLOO01. 74HZ-TLOO1 . Enfortumab-TL0OO01
P Nectin-4 = £ IE M R A ADE M. BARSIPIRINT . WA A549-Nectin-4 4
fo, B AEZINE, FH DMEM+4% FBS 5578 28 B 400 % 100000/mL, 100 pL/fL
40 Mo %2 96 FLAR s H DMEM Z:fitli 5 7% Be b FE Wi e ADC 731, #R HE 29K & 150 pg/mL
AR, 4 MR, 11 MR R, AR RIS, BEfL 100 pl, S AMIHIRIER 2%:;
37°C. 5% CO, ¥i 724 85 3% 72 /MiFs I\ CCK8(Rhinogen), 20 uL/fL, 37°C+ 5% CO,
BRI S 0.5-2.5 /NI, B2/ B RRAC(MD)450 nm 2 503E 5 N\ Graphpad Prism
AT &S .

S L5 B ANK 9A. 9B 7R, 31HZ-TLOO1. 74HZ-TLO001 5% Enfortumab-TLOO1
Aetl A ROk AS49-Nectin-4 411, H ECso {8 735124 1390 ng/mL. 1364 ng/mL & 2049
ng/mL, 3KH 31HZ-TLOO1. 74HZ-TLO01 *f #3315 A Nectin-4 Jif8 4 i 5 ¢ A% 6 1
fit T Enfortumab-TL0O1; [FIf}, 31HZ-TLOO1. 74HZ-TLO01 A Enfortumab-TLOO1 X} 4
135 N Nectin-4 i) A549 41 545 1& 1 ECso 23 54 5982 ng/mL. 6251 ng/mL }%
5604 ng/mL . #E 4K M ST AS549-Nectin-4 4 il 1 A549 41 ffa () 5% 4535 R & 5 31HZ-TLOO1
74HZ-TL001 A1 Enfortumab-TL001 E.A Nectin-4 # i 45 5 M () A5 7E FH o

FH B SC IR AH TR 6 9256 7 V2246 ) 31HZ-TLOO01. 56HZ-TLO001 %f A Nectin-4 /&%
41 il 3 T24-Nectin-4 (175477 35 1% o SEAR 25 41 & 9C 9D i 7 , 31HZ-TL001 . 56HZ-TL001
BI6e A 80N T24-Nectin-4 4 e, 3L ECso {H 73y 1277 ng/mL. 1568 ng/mL, K
Wi A AR A 24, 31HZ-TLOO1. 56HZ-TLO01 % A it %74 A Nectin-4 [{] T24 4
JH A5 75 M ECso 5.2 %N 2884 ng/mL+ 3665 ng/mL, %15 35 1 W] & 55 T4 T24-Nectin-4
ML R A, R R ER] 2 Nectin-4 1§ 7 12 1

Lt 9 i A Nectin-4 ADC X P ¥RZRIE N Nectin-4 [iiyes 40 i 2 59 3% 05 75 A YU

HEEL T47D R 40 s 24690 31HZ-TLOO1, 74HZ-TLOO1. Enfortumab-TLO0O01 %} N
TEFRIEN Nectin-4 FIR AN R IR ARSI U #4L T47D 400, &5
OWEYNN, ] 1640+4%FBS K5 77 5L EH 2 41 £ 100000/mL, 100 pL/fL%H 41 it £ 96
LA s H 1640 FERERS FRILBLEFEFE ADC 20 1, #EIEKEE 150 pg/mL #2246, 4 1%
FiRE, 11 AP S, AT BEFLA, BEAL 100 pL, & MIEWRE A 2%; 37°C. 5% CO,
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B ge b 9% 72 /NI, N CCKS8 (Rhinogen), 20 pL/fL, 37°C. 5% CO, &5 75456 i
H 0.5-2.5 /NF, AR /N T EERRL(MD) 450 nm B30T 5\ Graphpad Prism #£47 il £&
WhE.

SEEG 25 R UK 10A 7R, 31HZ-TLOO1. 74HZ-TLO001 % Enfortumab-TL001 ¥
B R T4TD 4, H ECso {84 5124 206.1 ng/mL. 611.3 ng/mL J% 229.2 ng/mL, %
] 31HZ-TLO01 % T47D 40U ) %535 £ 5 Enfortumab-TLOO1 AH 4.

FH B SCHTIRAR TR ) S 56 7 V4690 31HZ-TLOO1, 74HZ-TL001 & Enfortumab-TLO01
X IEFIA N Nectin-4 HRI 41 52 MDA-MB-468 {1545 1E M. S2ik4% B 10B
7%, 31HZ-TLOO1. 74HZ-TLO01 X Enfortumab-TLOO01 ¥JEE#545 %515 MDA-MB-468
i, H ECso fH2r %14 1030 ng/mL. 2277 ng/mL & 1190 ng/mL, ] 31HZ-TL001
XF MDA-MB-468 4l Jiid () 445775 1 55 Enfortumab-TL001 #H 2 .

FH b SC PR AR [R]  92.56 7 32246 90 31HZ-TLO01 56HZ-TLO001 X} PN i %34 A Nectin-4
JiJes 2 L 2% NCI-N87 FR A7 35 P o 9288 45 SR 4n &l 10C Jr7w, 31HZ-TLOO01. 56HZ-TL001
BIRe A 8R4 NCI-N8T 4i i, FL ECso {H 737128 9376 ng/mL. 10935 ng/mL, FKEAH
AR TR Y .

£k LT, 31HZ-TLOO01. S6HZ-TLOO01 X} P ¥i#IA A Nectin-4 [ 41 il £ ¥ 25453
W5 M5 Enfortumab-TLOO1 FEAAH 24,

SERER] 10 HiA Nectin-4 ADC &Py CDX R 25304

Tk AR/ N0 M A AN R NCI-H322M M43 CDX BN ADC 431 i3
PERT. AP BRINT : I8 10%JI6 4 15 (FBS) A RPMI1640 £ 3%, £ 37°C, 5% CO,
(K126 AF T 15 7% NCI-H322M 4iff. YeEde BB KN4, PBS Sk, % 1x 1071
4 ffu (R IET 0.1 mL PBS), F FHeFTHEME NOD/SCID /) (1 B38BT IR 5L K A= 4
ARG WA, BL PR . F R T 3 A BUL E] 70~100 mm® i, FR4EH
RRBENL A, A 5 Ko SHERICNE 0 R(Day 0), 4 AP (4 2 K
PEXT IR )4 31HZ-TL001 21(3 mg/kg Al 10 mg/kg) S6HZ-TLO01 21 (3 mg/kg F1 10 mg/kg)-
Enfortumab-TLO001 £H(10 mg/kg) &% Enfortumab-VC-MMAE #H(10 mg/kg). A4 FE N
B, BREG Y 2 R, a6 k.

SYERA 2 AR R R E MR B, JHEO T E AR SRR v=
0.5axb’, Hraflb HHFARMBIKENER. BRSSPI T AFIL

K H BLE 2 2ok S e A KA 32 TGL (%), H TR IR 7 2%

TGI (%) = [1-(V1 -V e)(Ve %-Ve #)]¥100%
Hodr Vs ACFRZH 9256 25 AU IR AR R 288
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Vrge: AEBRAH S5 25T AR b TR AR AR B4R s
Vese BN R ZH S50 25 R JJR AR B4 5
Vew: BAVER WAL 25 2501 Sa I il B AR AR S

SEEGEE UK o I 114 12 fizR, 31HZ-TLOO01. S6HZ-TLOO1. Enfortumab-TL001
J Enfortumab-VC-MMAE X} NCI-H322M # A2 87 A5 28 (1) Jif g A= A A 32 25 il 76
H AR 6 IRG LR CE 21 R), SPIVEXT A EL, 7E 10 mg/kg I EKF T,
31HZ-TLOO1+ 56HZ-TL001. Enfortumab-TLOO1 1 Enfortumab-VC-MMAE [ TGI 43 7l
N 155.79%. 163.56% 156.31%F1 173.79%. FTAT 1697 21/ BU7E W22 00] o 250 76 9 6 1)
IR R, FWHEYIXT ADC Z9¥) KT 52 K
2 9 NCI-H322M + NOD/SCID /) i, CDX #i7

21 K
2 5 Piilh=s Ji R A AR (mm?) TGI i g i 18 Pl
(mg/kg) (*+SEM) (%) (PR/CR)

BN 10 347.06+25.84 / (0/0) /
31HZ-TL001 3 119.964+32.99 90.61 (1/0) <0.001
31HZ-TL001 10 429243 .00 155.79 (5/0) <0.001
56HZ-TL001 3 100.12+25 .64 98.33 (4/0) <0.001
56HZ-TL001 10 35.53+2.12 163.56 (5/0) <0.001

Enfortumab-TL
10 42.62+5.38 156.31 (5/0) <0.001
001
Enfortumab-VC
10 25.47+4.70 173.79 (5/0) <0.001
-MMAE

e TGL: A KHHIZ, PR: MYEE IR, CR: B RIIR. PEASENYHLL

EREE R, M 31HZ-TLOO1. 56HZ-TLO001 7 3 mg/kg A1 10 mg/kg &KV F
) TGI K%, 31HZ-TLOO1 FI S6HZ-TLOO1 35 875 i it M A Sl s A= . 72
10 mg/kg 7&K T, 31HZ-TL001 AT S6HZ-TLO01 ¥ &M 2 rf 5 W/ 57 A b8 143
Wi, JfH'5 Enfortumab-TLO01 A2 Enfortumab-VC-MMAE Zy3iEAAH 2. hob, 1
J/NET 31HZ-TLOO1. S6HZ-TLO01 HA K4 K 527k .

SEHE 11 i Nectin-4 ADC &K PDX R 25 3okl
M HuPrime™ B Bt 7 R R L BL9200 (h 2 @ RHEMHARCR AR AR, &
F95 Nectin-4 [FFERERE IR, SRIET—4 63 % 5 IMEEE) IR /N B A, 1)
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B AN 3x3x3 mm [ HIER T NOD/SCID /R (T 77 8 2 24 AL M RHE AT IR A 7))
A0 IAR B2 R o 2980 BT SR AR A YY) 150-250 mm? I, AR 8T /N B AL
e, BT R, HERE N 0 R(Day 0). #5124 4 2H: Human IgG1 [7] 245}
PUARBHPEXS )20 (IgG1 3 mg/kg)s Human IgG1-TLOO1 (& #% IgG1-TLOO1, 3 mg/kg; ffill
5 BINES Wil 7). S6HZ-TL001 1 mg/kg ZA1 3 mg/kg #H. B FE SN B & IkiE
S, B 2k R 6 IR 4 2 R LSO N BN BUMORAR R B AR E, I B AT
HOTEm g 10 Frid .
SEEREE RN 10 KB 13.14 FoR, 6 R4 25 Ja (35 20 X)), 5 B 1454 20 Human IgG1
(higG1) 3 mg/kg ML, S6HZ-TLO01 3 mg/kg X B8 A= K A4 TGI A 105.55% (p <
10 0.05), HiZ4HA 4 J/NEMRE 2B, S6HZ-TL001 3mg/kg X 87 i A= K H skl 7F H
2 AT A R 7 1 [ B 56 ADC (hIgG1-TLOO1 3 mg/kg) (p < 0.001). higGl #H 1 X
INERAETS, HRAL B TEsBET:, HISEhIES o 4525 WIR) -4/ UK B 35 B R %,
Hp IgG1 4 MR HE T AR A9 B R0a 7 N BERERE SR, R BTE BAT ADC 241
i 52 P R Ao
15 FiREE R, S6HZ-TLO01 X BL9200 MMt PDX F2 8 B 70 (1) i 2F K B A
2 B ARAE A . A, fE BN S6HZ-TLOOT i 52 14 R 4F
# 10 HuPrime™JB it i + NOD/SCID /) i, PDX F# 71

520 K
5 wm IR e meme p o DO
(mm”) hlgG1-TLOO
(mg/kg) (;CiSEM) (%) (PR/CR) higG1l) 1
hIgG1 3 137958422196 |/ 0/0 / /
hIgG1-TLOO1 3 926314163.85  37.47 0/0 >0.05 /
56HZ-TLOO1 3 1017141678 10555  4/0 <0.001 <0.001

E: TGL: By HMfl=; PR: PUBEEHE: CR: MyEasliig: /. A&

20 AR BAR ST X OB R TEAIHEE, EATUR B ARN SR 2R R
AR ECT, ] DA AT S RS O AR Sl HIX S AR A AR ]
(KIPRAPSE I 2 N o AT ER AR 73 [ B ASUR) 25K R FAT 55 () 4

B2IIES

SEQ ID

. LR
NO. B AR T
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EVQLQQPGADLVRPGASVKLSCKASGYTFTDY
WMNW VKLRPGQGLEWIGMIHPSDSETRLNQK

1 31# VH
FKDKATLTVDKSSSTAYMQLSSPTSEDSAVYYC
ARWDFRIYYAMDYWGQGTSVTVSS
DVVITQSPSSLAMSVGQKVTMSCKSSQSLLNTN
) VL SQKNYLAWYQQKPGQSPKLLVYFASTRESGVP
DRFIGSGSGTDFTLTITSVQAEDLADYFCQQHY
STPLTFGAGTKLEIK
Chothia 31#/31HZ
3 GYTFTDY
CDR-H1
Chothia 31#/31HZ ]
4 HPSDSE
CDR-H2
Chothia/Abm/ Kabat
5 WDFRIYYAMDY
31#/31HZ CDR-H3
Chothia/Abm/ Kabat
6 KSSQSLLNTNSQKNYLA
31#/31HZ CDR-L1
Chothia/Abm/ Kabat
7 FASTRES
31#/31HZ CDR-L2
Chothia/Abm/ Kabat/IMGT
8 31#/31HZ/74#/74HZ QQHYSTPLT
CDR-L3
9 Abm 31#/31HZ CDR-H1|GYTFTDYWMN
10 Abm 31#/31HZ CDR-H2MIHPSDSETR
Kabat 31#/31HZ
11 DYWMN
CDR-H1
12 Kabat 31# CDR-H2 |MIHPSDSETRLNQKFKD
IMGT 31#/31HZ
13 GYTFTDYW
CDR-HI1
IMGT 31#/31HZ
14 IHPSDSET
CDR-H2

15

IMGT 31#/31HZ CDR-H3

ARWDFRIYYAMDY

16

IMGT 31#/31HZ CDR-L1

QSLLNTNSQKNY

17

IMGT 31#/31HZ
CDR-L2

FAS

18

Chothia

GYFNSITSDY

56HZ CDR-H1
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QVQLKESGPGLVKPSQSLSLTCTVTGYSITSDY
DWHWIRHFPGNMLEWMGYISFSGRTY YNPSLK

19 56# VH
SRISITHDTSKNHFFLRLNSVTTEDTATYYCARG
NYDGFDYWGQGTTLTVSS
DIQLTQSPAILSVSPGERVSFSCRASQNIGTSIHW
20 S64 VL YQHRTNGSPRLLIKFASESISGIPSRFSGSGSGTD
FTLSINSVESEDIADYYCQQSKSWPTYTFGGGT
KLEIK
21 Chothia 56# CDR-H1 |GYSITSDY
Chothia 56#/56HZ
22 SFSGR
CDR-H2
Chothia/Abm/ Kabat
23 GNYDGFDY
56#/56HZ CDR-H3
Chothia/Abm/ Kabat 56#
24 RASQNIGTSIH
/56HZ CDR-L1
Chothia/Abm/ Kabat
25 FASESIS
56#/56HZ CDR-L2
Chothia/Abm/ Kabat/IMGT
26 QQSKSWPTYT
56#/56HZ CDR-L3
27 Abm 56# CDR-H1 GYSITSDYDWH
28 Abm 56#/56HZ CDR-H2|YISFSGRTY
29 Kabat 56# CDR-H1 SDYDWH
Kabat 56#/56HZ
30 YISFSGRTYYNPSLKS
CDR-H2
31 IMGT 56# CDR-H1 GYSITSDYD
IMGT 56#/56HZ
32 ISFSGRT
CDR-H2
IMGT 56#/56HZ
33 ARGNYDGFDY
CDR-H3
IMGT 56#/56HZ
34 QNIGTS
CDR-L1
IMGT 56#/56HZ
35 FAS
CDR-L2
Abm
36 GYFNSITSDYDWH

56HZ CDR-H1
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EVQLQQPGAELVRPGASVKLSCKASGYTFINY
WMNW VKQRPGQGLEWIGMIHPSDSATRLNQK

37 74# VH
FKDKATLTVDKSSSTAYMQLSSPTSEDSAVYYC
ARWGNFYTVNAWYYFDYWGHGTTLTVSS
DIVITQSPSSLAMSVGQKVTMSCKSSQTLLNSN
TQKNYLAWYQQKPGQSPKLLFYFASTRESGVP
38 74# VL

DRFIGSGSGTNFTLTISSVQAEDLADYFCQQHYS
TPLTFGAGTKLEIK

Chothia 74#/74HZ

39 GYTFINY
CDR-H1
Chothia 74#/74HZ ]
40 HPSDSA
CDR-H2
Chothia/Abm/ Kabat
41 WGNFYTVNAWYYFDY
74#/74HZ CDR-H3
Chothia/Abm/ Kabat
42 KSSQTLLNSNTQKNYLA
74#/74HZ CDR-L1
Chothia/Abm/ Kabat
43 FASTRES
74#/74HZ CDR-L2
Kabat
44 ITSDYDWH
56HZ CDR-H1
45 Abm 74#/74HZ CDR-HI1|GYTFINYWMN
46 Abm 74#/74HZ CDR-H2MIHPSDSATR
Kabat 74#/74HZ .
47 NYWMN
CDR-H1
48 Kabat 74#CDR-H2 MIHPSDSATRLNQKFKD
IMGT 74#/74HZ
49 GYTFINYW
CDR-H1
50 IMGT 74#/74HZ CDR-H2 IHPSDSAT
51 IMGT 74#/74HZ CDR-H3 [ARWGNFYTVNAWYYFDY
IMGT 74#/74HZ
52 QTLLNSNTQKNY
CDR-L1
53 IMGT 74#/74HZ CDR-L2 |[FAS
IMGT
54 GYFNSITSDYD
56HZ CDR-H1
QVQLVQSGAEVKKPGSSVKVSCKASGYTFTDY
WMNWVRLAPGQGLEWIGMIHPSDSETRLNQK
55 31HZ VH

FQGRVTLTVDKSTSTAYMELSSLRSEDTAVYYC

ARWDFRIYYAMDYWGQGTLVTVSS
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56

31HZ VL

DVVITQSPDSLAVSLGERATINCKSSQSLLNTNS
QKNYLAWYQQKPGQSPKLLVYFASTRESGVPD
RFSGSGSGTDFTLTISSLQAEDVAVYFCQQHYST
PLTFGGGTK VEIK

57

56 HZ VH

QVQLQESGPGLVKPSQTLSLTCTVSGYFNSITSD
YDWHWIRHHPGKGLEWMGYISFSGRTY YNPSL
KSRVTISHDTSKNQFSLKLSSVTAADTAVYYCA
RGNYDGFDYWGQGTLVTVSS

58

56HZ VL

DIVLTQSPATLSLSPGERATLSCRASQNIGTSIHW
YQHKPGQSPRLLIKFASESISGIPARFSGSGSGTD
FTLTISSLEPEDFAVY YCQQSKSWPTYTFGGGTK
VEIK

59

74HZ VH

QVQLVQSGAEVKKPGSSVKVSCKASGYTFINY
WMNW VRQAPGQGLEWIGMIHPSDSATRLNQSF
QGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCA
RWGNFYTVNAWYYFDYWGQGTLVTVSS

60

74HZ VL

DIVITQSPDSLAVSLGERATINCKSSQTLLNSNTQ
KNYLAWYQQKPGQSPKLLFYFASTRESGVPDR

FSGSGSGTDFTLTISSLQAEDVAVYFCQQHYSTP
LTFGQGTKLEIK

61

IgG1 EHEEE X

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFP
EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

62

Kappa 3 8EH & X

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP
REAKVQWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

63

Kabat
31HZ CDR-H2

MIHPSDSETRLNQKFQG

64

Kabat
74HZ CDR-H2

MIHPSDSATRLNQSFQG
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1. Re5 45 A Nectin-4 HPTiR s H Pt 5l 454 F B
(la)

W =AM ¥HE Chothia 975 &40 € X I EEE CDRs:
7 SEQ ID NO: 3 fi7r 7 41 8l H A2 {& ff) CDR-HI1,
% SEQ ID NO: 4 Ji7R 7 4 8 L AZ 4 ) CDR-H2,
1,7 SEQ ID NO: 5 i/ J7 51 8l AZ 44 1) CDR-H3; /5%
N =AMR¥YE Chothia %5 R4 € L1448 CDRs:

5,7 SEQ ID NO: 6 i 7x J7 41| 8l H A2 £ 1) CDR-L1,

% SEQ ID NO: 7 Ji7R J7 4 8L AR 44 ) CDR-L2,

5% SEQ ID NO: 8 it 75 J7° 41| 8l H A2 £ 1) CDR-L3;

B

(1b)

WNF =R Abm 45 RGE LK EBE CDRs:

% SEQ ID NO: 9 i 7= J7 41| 8l H. A2 & 1) CDR-H1,

% SEQ ID NO: 10 i 7= )7 41 s . A2 & 1¥) CDR-H2,

£, % SEQ ID NO: 5 F/R)J¥ 41 8 H AR 44 %) CDR-H3; Al/E
WF =AE Abm 45 RS1E LR BE CDRs:

% SEQ ID NO: 6 i 75 J7 41| 8l HAZ £ 1¥) CDR-L1,

£, % SEQ ID NO: 7 Fi7R 7 41 8 AR 44 ) CDR-L2,

% SEQ ID NO: 8 it 75 J7 41| 8l H.AZ £ 1¥) CDR-L3;

B #H

(lc)

WF =ANEE Kabat %5 & 48 € L) EHE CDRs:

% SEQ ID NO: 11 Jir7x J37 41 8 H A2 44 1) CDR-H1,

£,% SEQ ID NO: 12 8¢ 63 it 7 7 41 5 H AR 44 ) CDR-H2,
7 SEQ ID NO: 5 B 7 41 8 HAZ 1A 1) CDR-H3; Fl/8%
I =AM Kabat 275 5248 & XI55 CDRs:

.7 SEQ ID NO: 6 it 757 41| 8L A2 £ 1¥) CDR-L1,

3,7 SEQ ID NO: 7 it /R J7 41 sl A2 K 1) CDR-L2,

% SEQ ID NO: 8 7R 7 41 8 L AR 44 () CDR-L3;

B

@
>
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(1d)

WNF =R IMGT %5 R4t € LI E 5 CDRs:

% SEQ ID NO: 13 iy 5 41 i H AZ 44 1) CDR-HI1,

.7 SEQ ID NO: 14 i/ J7 41| 8 H AL f4 /) CDR-H2,

% SEQ ID NO: 15 i 57 41 B H AR A 1) CDR-H3;  Al1/84
NF =R IMGT % 5 &40 € LR BE CDRs:

% SEQ ID NO: 16 Iz 57 41 s HAZ {4 1) CDR-L1,

% SEQ ID NO: 17 i )7 41| B H A2 & 1¥) CDR-L2,

f5 % SEQ ID NO: 8 fii 757 41| i HAZ 4K 1Y) CDR-L3;

B

(2a)

W =AM HE Chothia 25 248 & X ¥ & 5% CDRs:

% SEQ ID NO: 21 5 18 Jroy 7 41 sl HAZ 44 i) CDR-H1,
% SEQ ID NO: 22 i 7 41| i A & ¥) CDR-H2,

4% SEQ ID NO: 23 Fi/R 741 8 HAZ K 1) CDR-H3; F1/8%
W =AM 4E Chothia 275 248 & X35 CDRs:

% SEQ ID NO: 24 I/ 5 41| s H AR A 1) CDR-L1,

% SEQ ID NO: 25 7= 7 41| B H A2 & 1) CDR-L2,

% SEQ ID NO: 26 iy [5° 41| i H AR 44 1) CDR-L3;

B

(2b)

WF =AM Abm %5 R4 LW EEE CDRs:

.7 SEQ ID NO: 27 8% 36 Ji 7= 7 41 sl A2 {& 1¥) CDR-H1,
% SEQ ID NO: 28 [ ¥ 41| B . A& K i) CDR-H2,

8,7 SEQ ID NO: 23 iR )7 41 B H A2 & 1Y) CDR-H3; Fl1/8
N =AE Abm %5 R GEE AR HE CDRs:

4,7 SEQ ID NO: 24 iR )7 41| 8 H A2 & 1¥) CDR-L1,

.4 SEQ ID NO: 25 i 57 41 B HAF {4 1) CDR-L2,

% SEQ ID NO: 26 iy [5 41| i H AR 44 1) CDR-L3;

B

(2¢)

R =AM E Kabat 975 R4 € X HE 5 CDRs:

1,7 SEQ ID NO: 29 8% 44 Ji /- T 41 8L AL f4(#) CDR-H1,
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£, % SEQ ID NO: 30 i[5 41| s H: A8 44 1) CDR-H2,

% SEQ ID NO: 23 iR /)7 41 s A2 /K 1¥) CDR-H3; /8L
s =AM Kabat 27 5 5240 € LW 5E CDRs:

£.% SEQ ID NO: 24 iR [T 4| 8L AZf& ) CDR-L1,

% SEQ ID NO: 25 i/ 57 41 B H AR {4 1) CDR-L2,

4,7 SEQ ID NO: 26 Jli 7= 7 41| i H A /K ¥ CDR-L3;

wH

(2d)

WNF =AEE IMGT % 5 R 40 € LI EHE CDRs:

.7 SEQ ID NO: 31 B 54 Fizx 7 4188 e AL f4& [¥) CDR-H1,
% SEQ ID NO: 32 iy [5° 41| sl H AR 44 1) CDR-H2,

.7 SEQ ID NO: 33 Jir7x J7 41| B AZ A ) CDR-H3; /8
I =AM IMGT %5 &40 & XI5 CDRs:

% SEQ ID NO: 34 i 7 41| B H A2 & ¥ CDR-L1,

% SEQ ID NO: 35 i 5 41 s H AR A 1) CDR-L2,

.7 SEQ ID NO: 26 i[5 41| B H A8 {4 ff) CDR-L3;

B

(3a)

' =AMR4E Chothia 475 R 40 € XM & & CDRs:

% SEQ ID NO: 39 i 7 4 i A K ) CDR-HI,

% SEQ ID NO: 40 iy J5 41 i A2 44 1) CDR-H2,

% SEQ ID NO: 41 AR )7 41| 5 H A k¥ CDR-H3; F1/8
W =MRYE Chothia %5 R4 € XL IM 2 #E CDRs:

% SEQ ID NO: 42 i ¢ 41 i H A2 A ) CDR-L1,

£,% SEQ ID NO: 43 it )7 41| B H A2 & 1¥) CDR-L2,

% SEQ ID NO: 8 it 7[5 41 B AZ 44 ff) CDR-L3;

B

(3b)

INF =AEAE Abm %5 RS E LI EHE CDRs:

% SEQ ID NO: 45 i ¢ 4 B A2 K i) CDR-HI,

1,7 SEQ ID NO: 46 iR )7 51| 8 H A2 & ¥) CDR-H2,

.7 SEQ ID NO: 41 i 57 41 8 H AR {4 ) CDR-H3;  Al1/8},
WNF =AEAE Abm %5 RS E LR HE CDRs:
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% SEQ ID NO: 42 i/ [y 41 B HAZ {4 1) CDR-L1,

.7 SEQ ID NO: 43 fir/r 7 4| 8L AZ {1 CDR-L2,

£, % SEQ ID NO: 8 it 7[5 #1 B AR {4 1) CDR-L3;

B

(3c)

iR =M E Kabat 45 R 402 LW EEE CDRs:

% SEQ ID NO: 47 iy [5 41| s H AR 44 1) CDR-HI1,

% SEQ ID NO: 48 5% 64 [T/ 7 41 8L AL f4 ) CDR-H2,

% SEQ ID NO: 41 iy 5 41| s H AR 1A 1) CDR-H3;  Al/8k

iR =M E Kabat 45 R 402 LW HEE CDRs:

£, % SEQ ID NO: 42 i/ 5 41| s H AR {A 1) CDR-L1,

% SEQ ID NO: 43 Jir7 J7 41| B H A2 & 1¥) CDR-L2,

% SEQ ID NO: 8 it 7 J7° 41 s AR 4 1) CDR-L3:

EEs

(3d)

W =AM IMGT %5 &40 € X IH EBE CDRs:

£, % SEQ ID NO: 49 iR [5° 41| sl A8 44 1) CDR-HI1,

% SEQ ID NO: 50 7= 7 41| i A2 & ) CDR-H2,

7 SEQ ID NO: 51 JiR [ 41 8 H AR 44K 1) CDR-H3;  Al1/8%

N =AW IMGT %5 &40 € XM 5E CDRs:

% SEQ ID NO: 52 iy 5 41| s H A2 A 1) CDR-L1,

% SEQ ID NO: 53 iz 41| s H A2 A ) CDR-L2,

7 SEQ ID NO: 8 Jli7x 7 41 8k HAZ 44K ) CDR-L3;

Hor, PR kS H IR B P A B B — A s AN R B . Bk R
w1 A, 2 A3 MEER N E S, R sE I ik, BTk E R R
B

ik, FridPiikeliiss &/ BOewE e A NSl R BRE A IAESL X

RikHh, PR bk e R 454 B Begi & A Nectin-4.

2. BUORIER 1 PR s R BRSBTS

(a) WIFNMR4E Chothia 9 5 5 415 ) H8E ML BER CDRs:

1,7 SEQ ID NO: 3 JIi 7R )7 41| 8 AZ 4% CDR-H1,

% SEQ ID NO: 4 it 7[5 51 8 L A2 {4 1) CDR-H2,

1,7 SEQ ID NO: 5 JIi 7R )7 41| 8 AZ 4 %) CDR-H3,
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£, % SEQ ID NO: 6 i 7 7 51 8 A2 {4 1) CDR-L1,

£, % SEQ ID NO: 7 /R ¥ 41 8 3L A2 44 (%) CDR-L2,

% SEQ ID NO: 8 i 7 J7 51| s L AZ {4 1) CDR-L3; B

(b) @I F AR Abm %5 R 4558 I EEFIERBE CDRs:

£, % SEQ ID NO: 9 it 7 J7 51 sl A2 {4 1) CDR-H1,

.7 SEQ ID NO: 10 iz J7 41| 8 H A8 44 /) CDR-H2,

% SEQ ID NO: 5 i 7 J7 51 sl A2 {4 1) CDR-H3,

.7 SEQ ID NO: 6 it 77 4 8L A2 {£& 1) CDR-L1,

% SEQ ID NO: 7 i/ J7 51 sl A2 4K 1) CDR-L2,

% SEQ ID NO: 8 Jli 7= J7 5 B - AR 4K 1Y) CDR-L3; B

(c) W1 F7A/NHHE Kabat 475 5 4058 X (1) 5 8% FH #2851 CDRs:

% SEQ ID NO: 11 li= 7 4 s A & ¥) CDR-HI,

% SEQ ID NO: 12 8% 63 Jrop 7 41 sl HAZ 44 i) CDR-H2,

% SEQ ID NO: 5 F/Rx ¥ 41 8 L A2 44 (%) CDR-H3,

% SEQ ID NO: 6 7= J7 51 8l A2 {& ff) CDR-L1,

£, % SEQ ID NO: 7 7 J¥ 41 8 A2 44 %) CDR-L2,

% SEQ ID NO: 8 Jir 7 J7 51 sl AR {& 1) CDR-L3; B

(d) iR IMGT %75 &40 E I H 5 A2 85 CDRs:

% SEQ ID NO: 13 iy 5 41 sl H A2 44 1) CDR-HI1,

% SEQ ID NO: 14 = ¥ 51| i A K i) CDR-H2,

% SEQ ID NO: 15 iy [5 41| i A2 44 1) CDR-H3,

% SEQ ID NO: 16 Iz 41| s H A2 A ) CDR-L1,

% SEQ ID NO: 17 Iy [y 41 s H AR A 1) CDR-L2,

% SEQ ID NO: 8 JJi 7 F7 41 B L A 4K ) CDR-L3;

Horp, R4k 5 5 pmiR B B0 e A0 A b AT — e AN R 10 B e Bk R
W 1A, 243 MEERKE S BRI ik, FTIR E R R
B

3. BUORIESR 1 piAk s R 456 B, HAS.

(a) W1 F78/MR4E Chothia 95 R 41 @ S EEEFIAHE CDRs:

% SEQ ID NO: 21 5 18 Fx 7 418 H: A2 44 i) CDR-H1,

1,7 SEQ ID NO: 22 iR /)7 51| 8 H A /& ¥) CDR-H2,

% SEQ ID NO: 23 iy [y 41| 5 H: A8 44 1) CDR-H3,

1,7 SEQ ID NO: 24 Jir/R )7 41| i H A2 & 1¥) CDR-L1,
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7 SEQ ID NO: 25 FiR [7 41| 8 H A 44 1) CDR-L2,
17 SEQ ID NO: 26 Fi/R 7 4| 8L AZ K ) CDR-L3; B3

(b) W FAARYE Abm g6 5 RS0 E LI EEEAEBER CDRs:

14 SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:
SEQ ID NO:

o > I o oo

@@ @

27 8% 36 JTn T 4 8L AR (4R ) CDR-H1,
28 o [y 41 s H AR 44 1) CDR-H2,
23 Jin 7 5 B AR R 1K) CDR-H3,
24 fir R 7 A B AZ R () CDR-L1,
25 Jrn )7 A B A2 R 1) CDR-L2,
26 Jron 7 41 B AR AR ) CDR-L3; Bl

(c) WP NSRRI Kabat 95 R 40 0E X EHEMEEEK CDRs:

4 SEQ ID NO:
1% SEQ ID NO:
4 SEQ ID NO:
14 SEQ ID NO:
SEQ ID NO:
1% SEQ ID NO:

8

29 BY 44 Pros 7 41 el HAZ 4R ) CDR-H1,
30 s 7 41 B AR R 1) CDR-H2,
23 JlrR 7 4 8L A2 AR ) CDR-H3,
24 Pis Fe 5 8L AR R ) CDR-LI,
25 IR 7 40 s AR AR () CDR-L2,
26 P FE 5 B AR R ) CDR-L3; B

(d) W ADRYE IMGT 45 R 40 ) AR BER) CDRs:

f1% SEQ ID NO:

4 SEQ ID NO
14 SEQ ID NO
4 SEQ ID NO
14 SEQ ID NO
14 SEQ ID NO

31 B 54 Jrog fp 4 8L AR 4K ) CDR-H1,
032 PR 7 4 s A2 K ) CDR-H2,
0 33 firoR 7 4 B A2 44 B CDR-H3,
: 34 fitoR 78 SO AR 1) CDR-L,
035 P A O AR fA ) CDR-L2,
126 Fion 7 41 s AR 44 1K) CDR-L3;

Horpr, Prid 2 5 prIE A e AU L BT — D s A R A B A Bk
Wl 1A, 2 A3 DMEEER I E e SR BRI, ik, PrikE HR Ry

H A

4. BUORESR O PR s Bt R 4 & B, s

(a) WTF/AMHE Chothia 9 5 F i X 1) 8 MR EEH) CDRs:
% SEQ ID NO: 39 iy [5 41| i A2 44 1) CDR-HI1,

% SEQ ID NO: 40 7= ¥ 51| B H A2 K i) CDR-H2,

1,7 SEQ ID NO: 41 iR )7 51| 8 H A2 4K ¥) CDR-H3,

% SEQ ID NO: 42 i/ [y 41 8 HAZ {4 1) CDR-L1,

1,7 SEQ ID NO: 43 i )7 41| B H A2 & 1¥) CDR-L2,
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£, % SEQ ID NO: 8 8 HAZ{A ) CDR-L3; B

(b) TSR Abm %5 &R 458 S EEFIER 5K CDRs:

% SEQ ID NO: 45 iy 5 41| i H AZ 44 1) CDR-HI1,

£.7 SEQ ID NO: 46 iz 7 41| 8 H AL f4 /) CDR-H2,

.7 SEQ ID NO: 41 iR 5 41| s H AZ 44 1) CDR-H3,

.7 SEQ ID NO: 42 ir7x [T 41| 8L A2 f& 1) CDR-L1,

% SEQ ID NO: 43 I/ 57 41| s H AR 44 1) CDR-L2,

.7 SEQ ID NO: 8 i/ /7 B AZ {4 ) CDR-L3; B

(c) WIF/SAMRYE Kabat 45 R 40 I H BRI 4E K CDRs:

% SEQ ID NO: 47 i 7= J7 41| i A 4K 1¥) CDR-HI,

% SEQ ID NO: 48 5 64 Jr 7 41 sl HAZ 44 () CDR-H2,

% SEQ ID NO: 41 = 7 41 s A & ¥) CDR-H3,

% SEQ ID NO: 42 iR 5 41| s H AR A 1f) CDR-L1,

% SEQ ID NO: 43 Jir7= J7 41| B H A2 & 1) CDR-L2,

% SEQ ID NO: 8 7 J7 51 sl AR 4K ) CDR-L3; B

(d) W FADHRE IMGT %5 & 408 X W #8551 CDRs:

£, % SEQ ID NO: 49 iR [5° 41| sl A8 44 1) CDR-HI1,

% SEQ ID NO: 50 7= 7 41| i A2 & ) CDR-H2,

% SEQ ID NO: 51 iy [5 41| s H A8 44 1) CDR-H3,

% SEQ ID NO: 52 7= 7 41| s H A2 & 1) CDR-L1,

% SEQ ID NO: 53 i 5 41 s H AR A 1) CDR-L2,

% SEQ ID NO: 8 i 7 F7 41 B M AR 4K ) CDR-L3;

Horp, R B4k 5 5 priR B B e A0 A b A — e AN R 10 B e Bk R
W@ 1A, 243 MEERKE S BRI ik, FTIR E R R
B

5. BRI ER 1-4 BB s s &5 & B HES:

H A7 SEQ ID NO: 1 5{ SEQ ID NO: 55 fiz< )7 4 s AR R 1K VH Fl/8 B A
SEQ ID NO: 2 5% SEQ ID NO: 56 fli7r /7 4 sk HAF KK VL; 5%

HA 10 SEQ ID NO: 19 5% SEQ ID NO: 57 fi < )7 41 s H A4S R 1) VH A1/ B A @
SEQ ID NO: 20 5% SEQ ID NO: 58 flf 7~ J¥ & s HAS K1) VL; 5%

H A7 SEQ ID NO: 37 5% SEQ ID NO: 59 iz 7 41l s H AR R 1) VH A1/ B A
SEQ ID NO: 38 5{ SEQ ID NO: 60 Jif 7% JF 41| 5 HAF K VL;

o, Frid ik 51 priE A et B 20 80%. &/ 85%. £/ 90%.
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£/ 91%. Fb 92%. /b 93%. £/ 04%. /b 95%. £ 96%. b 97%. &
b 98%. F/ 99%ER 100%[K ¥ A — 1, BiF 5 ILATE A KA L B A — A sk
AR B BRI 1A, 24, 34, 4 A EES DNEIERR N E
BREORINY; PLikih, FTid B R RS E .

6. BRI ER 1-5 FAE— T PR P i 456 B, HAas:

(1) B4 SEQ ID NO: 1 i) 18U 4R 1% VH /s B A 41 SEQ ID NO: 2
B R e B B AR AR VL B

(2) HA 4 SEQ ID NO: 19 Fi 7~ J7 41 8 H AZ 44 1) VH F1/EH A 41 SEQ ID NO: 20
B R e B B AR AR VL B

(3) A A SEQ ID NO: 37 Jr 7R ¥ 41 B AR 44 1) VH /B H A7 41 SEQ ID NO: 38
B R e B AR AR VL B

(4) BA W SEQ ID NO: 55 Jr 75 7 41 8L AR 44 1) VH AI/E U A 41 SEQ ID NO: 56
B e B AR AR VL B

(5) HA 41 SEQ ID NO: 57 iz ¥ 5 s L 42 4K 1) VH F1/8¢ H 5 11 SEQ ID NO: 58
B e A B AR AR VL B

(6) H A7 SEQ ID NO: 59 7 J7 41| 8 H AZ 44 1) VH H1/ECH A 41 SEQ ID NO: 60
BT 7R e 5 B AR AR ¥ VL

Horr, Frid k5 TR A RS L A 20 80%. £/ 85%. £/ 90%.
/0 91%. /4 92%. B0 93%. B 94%. /0 95%. B 96%. B 97%. F
b 98%. F/ 99%ER 100%[ 7 A H — M, BiEH 5 HATEA M AL RS — 4K
AR B BORBR MW 1A, 24, 34, 4 A S DN IERR N E
B BNy s PLikth, B b E o R E .

7. BOR R 1-6 FE— TN SUAAR B HU R 455 B, HOMRUIRBUAR . G Pk
PN R TR NS

8. BUF R 1-7 AE— TN PUiR B L pi i 56 B, HiE— P as:

N G5 BREE 0 B BEAE S X B AR A, DL SRR BRI E X B AR AR, Hrh iR AR
A 5 H P IR E RC B A R A b R AT — AN B AN U R I B L iR S0AR I (4
E2L 20N BEL 15N BEZ 104N, HEL S AR E K. BRI
wmiA, 24, 34, 4SS MR E A, Bk RN

Pikth, AR EEEE X N IgG EEEE E X, #a 1gGl. 1gG2. 1gG3 B IgG4
HEEEE X TR E X IEH « 8 A BEEEE X

EARGEH, Bk R IE E XN IgGl EEEE E X

AL E L, ik AR IE & X 2 AT W SEQ ID NO: 61 A=/ 4; Frid Rk 2

1
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X A« BEEEE X A/ TR BB E € X B @1 SEQ ID NO: 62 i F7 41

9. B R 1-8 AR — T Uik s BU R 456 v B B8 ERE AR B, Hrb.

(a) TR EFEE S : HA SEQ ID NO: 1 flizn/7411) VH AL SEQ ID NO: 61
PR e A EREEE X, FrdBEE6 5. A4 SEQID NO: 2 fiiR/F 41 VL ALARA
SEQ ID NO: 62 i =7 FI )R8kt X s Bl

(b) Frid EEEES: B4 SEQID NO: 19 i34 ¥ VH 1 &4 SEQ ID NO: 61
B P A EEEEE X, FridBsEt&: BEA SEQ ID NO: 20 FiR /74 VL 1 R
£ SEQ ID NO: 62 Fi/R )7 4 M85 1E E X B

(c) FiidEHEE&: HA SEQID NO: 37 iP5 VH fl H4 SEQ ID NO: 61
B A0 EREEE X, FridBReEE{: A4 SEQ ID NO: 38 i /)7 41 VL fl R
A SEQ ID NO: 62 FriR /74 WA BE1E E X B3

(d) Pri® EEEEE: R4 SEQID NO: 55 s /541 VH #1 B4 SEQ ID NO: 61
FrRIe A EREEE X, FrdBeEt . A4 SEQ ID NO: 56 fizR /7411 VL Al A
A SEQ ID NO: 62 FiR 7 4 W25 1H 2 X B

(e) FTiAEREE&: HA SEQID NO: 57 ii/~)JF 41 VH flHA SEQ ID NO: 61
B AR EREEE X, ridReEfs: AA SEQID NO: 58 i /F4I ) VL Al A
A SEQ ID NO: 62 Fi7R /74 WA BE1E E X B3

(f) FridEsEE & : HA SEQIDNO: 59 fix/7 4] VH f1 A4 SEQ ID NO: 61
FrRIP A R E X, FrdBeEt & A4 SEQ ID NO: 60 fiR /7411 VL Al A
A SEQ ID NO: 62 fr/R 7 5 32 8510 5E [X o

10. BUFIZESR 1-9 tfF— T PR SO Bt 5 45 & B, Hi% B scFv. Fab. Fab's
F(ab')ys Fv FrBC. HIBE R 1 By (dsFv)s SUPTAA « SURR 53 P i A0 22 8 St P ik o

11, BUFIZESR 1-10 AR — TR PR B BT 45 & B H 456 Nectin-4 11 IgV
SR IE

12, BCREER 1-11 E — B SR SO PR &5 6 F B, S 20 —Mibrid &4
i th, Frifbeicic ABE. SRR BUMERMZE . EMRMIRIAS.

13 —FIURB A, HASBRESR 1-11 FAE— TR HTiR s H 5T R &5 & H B
DL K &b —FE 9T 7 .

14, B ER 13 UK GH, oA Bk 6 97 700 Dy 20 o 2 Ve )

15, BOREER 13 80 14 PR AY, HAGXOFREW,

A-(L-D),
{D:
Horr, A NWBCRIELR 1-11 AT — S Bk slOL SR 456 1 B
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L B8 & ARl 2-10 D2 AR 2 ) I ik s 3 — Bk b, L & B Val. Cit. Phe.

, Horp
D & B 20 M) T EBUIR. U PTERIGLER . SRR SR A
Ak EERRAMEE ik, D VR GUMIE AEDIETER 2> 7

LR P —ADFRRL 5 AERNME, 5 PRR LS DERNAE;

o
\**;{\m £ ;( ,;:\;?
N ] o\ LH TN
y ﬁ\f POV o
N A e e ML
S O i O
o A L o 0o
Mo B %k W, D N
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G N i
GO - o
’\e‘,.—"'\m ‘:‘N‘:\ 1 ii K g N ;’
L {}'1\& i) \ \‘Q.--a‘? o - T \é f Fiit
O o~ Y o A e g
I H LI\ y 2 N & %
T ﬁfjgw}af’
o O, O ‘
G
4 i
Ay S
- v: E:}
h
_%&{_ﬁ)fqﬁﬁm ok f}
ii i ;;,}«m. & h
R VA O
Wosiaid )
Y 7
FyTE N
% 0
=] = .

v 1-10 FIEEH
16. BURIZR 15 MHUERSAY), Hd LD A RDMLM, sl A -
PSR T2 PR T 1 422

(1),
PRk ik G MR A R Q)M

<

X(2),
Horbry N 1~10 988, A ARCRIESR 1-11 FF— TN FUR R LB R 25 6 F B
17, BURIESR 13 (R g0, Fod B ik v 97 700 A T8O P 1R A 2
e, Bk P R A2 & 0% 1 22Bis 2PBis P L M n, TLu | Rel ®Re.
¥sm. Y,
18. —Fh4l&W, HEHBRER 13-17 FE—TM SRS G, HhaamHina
705 BT iR PR SO B 254 B BEIK R R LE(DAR BN 1-10 22 W) iy /N s (il an
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1-8 Z [A (/N B0, 12 1.04 1.5 2,00 2.5 3.00 3.1, 3.2. 33, 3.4, 3.5, 3.6,
374 3.791 3.8, 3.9, 4.0, 4.1, 42. 43, 44, 45, 46, 47, 48, 49, 5.0, 5.1. 5.2,
531 541 5.5, 5.61 5.7+ 5.8, 5.9, 6.0. 6.1, 6.22 63, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9,
6.95. 7.0, 7.03, 7.1, 712, 72+ 7.3 7.4+ 7.5\ 7.6, 7.7. 7.8, 7.9 5 8.0).

19, — MR G PR Z M (CAR), HAZBF ER 1-11 dAF— IR Bk 8 =5 5
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