WO 2021/022678 PCT/CN2019/112663
49

oAl & K B
1L —#4eX (1) — (V) FRORASHSREY:

A+L1—B1—LZ—D1 )m (1)

&,
A—f-L,—B,—L,—D,
| (1)
Byl g=—Dj
l m
z
A
A L1“"“'E|31“"""|-2""“D1
TZ—LS_Dz (1)
Bs—L—D; /
|
Z
e
A—FL—B—L,—D;
E|52---~L3-—-—D2
(1v)
Bs—L,—D;
én_Ln+1_Dn m
|
F:
ARE—RAIAADRELES R E;
Bi. Bz Bas ... s Bo AFERERRAEERFHEARITEDAL, TH
Fl&TEARE, Bi5 By Bo 5 B3y oo s Bua 5 B, iBiE BLAK 48 A Bk B9
Rk 44

Ll\ LZ\ L3\ L4\ ...... ~ Ln+1 %&’E&#"t-ﬂ—*ﬂiﬁiy -‘T*EJE]&



WO 2021/022678 PCT/CN2019/112663
50

TARR, & L5 B P R&ERLEMAE, HE L5 B, Ls5 B Ls
5 B3, eeeee- s Lin 5B A BB EENEE, FFEL 5D, L; 5 D,
Ls 5 D3, secee v Lon 5 D, &40 483 ;

Div D2y D3y seeeee D RE—ENRBHYEARLREIRE, THRA
T ARE;

Z AHE—EH, £0E2ETFX (1) #Bi#ELERX (Il) + B;
BEEERX () # By HEEERX (V) ¢ BaddZEEL;

nARXRFREFT40EH, REAZZEERHHEAIZNEKE;

mitg 1. 2, 3, 4. 5. 6, 7. 8.

2. BRERFAER 1 RO REBEHIERY, EBFEAT, PFE8 Bl B
B3y woeeen Ba WM S H KX (V) FiF:

A%, pEA1. 2. 3, 4.5, 6. 7. 8
3. BREMAER 1 IR B B iay, ABELET, HEWKZLE:

HNWW\*

OH. SH. NH,. 2™



WO 2021/022678 PCT/CN2019/112663
51

4. BBER LA B R E—FF RS RAE G B BBH, ARHEAT,
W RARBE B IBEREE X (VI-1) - (VI-5) Frrdhss.

»
r
T
-4
032——\
22X
/——gio
2_\
2T
o
——
)
s

OH
s S m
Ls
3 ~
\Dz D,
Dy D;
il ¥
S S
0
H
N OH
A——L;—HN N (Vlz )
0 S (o] m
L;
~p,
Dy
L2/
S
(o]
H
N
A-—L,—HN \!\)‘\OH (v1-3 )
(o]
S m
L3\



WO 2021/022678 PCT/CN2019/112663
52

D D
L v
. .
o
H
N OH
A-—L;—HN (VI‘4)
o o o
S
L
3\[)2
D4
L
|
S
0]
H
N
A-—L—HN OH (VI—S)
o
m
S
L3
\D2
£
AAE—FAEIEARELES A K

Ll\ L2\ L3\ L4\ LS %&"E&#iﬂ*ﬁiﬁi, ﬂ-*ﬂﬁ]‘&lﬂ_l’xx@;

Div D2y Dss Di RAE—FNHEHEA LIRS, THELTAR
Fl;

mi£f 1. 2. 3, 4. 5, 6. 7, 8,
5. RFAERA| ZREE—AHEG A BV BRKY, XAEELET: AL
Li S5k LALX AL RAREARLLMBRE, KREe), AL SRELE
HEREANEE; ZRRY, L L HERALYER AR FEH
BEFERE SN EE



WO 2021/022678 PCT/CN2019/112663
53

6. BBALRAZBREE—AHELGRELGHBEY, AEELT: L
Liv La, Ls, Lyy eeeee- Lo ATEBRRET, TEAREETHELERART
HREET,

7. BRFERA)E R 6 TR TR TG B Y, LA T: TR THBY
ZETFOEREAFRSHRE, MEASKELEL 220 REH, KL
PRk By Rk ¥ Tk B B-B AR -NEBR- (-Val-Cit-) | -H&AR-HEAR-XA
B -H KHB- (-Gly-Gly-Phe-Gly-) . -H &R -H KBK- (-Val-Ala-) . -
WA BR-MAB- (-Val-Lys-) . - &BR-H &8- (-Val-Arg-) . - XA LR
-N& B - (-Phe-Cit-) . -KAKBR-MEM- (-Phe-Lys-) . - X AK-H
8- (-Phe-Arg-) REMMEL; AN RELL 2-SAMETF, &£
BT RN S B T —siak (-S-S-) . = 5usk (-S-S-S-) . W sk (-S-S-S
-S-) o

8. B ALIMA ZREE T EGEARBHEBY, RuoELeT, ik
B L LEATEMR:

L3 e
_ ( j O
) N\/\/\)Lési, EJTNVN\Q/\/S\/%\
o) o 0
<L, St
(0] , 0O ,
ol o o)
Lpb-eho Loty
0 . o) ,
O o (@] 0] Oj;
0 0 H
NMNH o @Aoﬂfi ng/\)\u\/qfr\l%g@/\
° SNy w



WO 2021/022678

H
O \
0 Os N
_é N\/\/\)J\ -
N
O H

54

PCT/CN2019/112663




WO 2021/022678 PCT/CN2019/112663
55



WO 2021/022678 PCT/CN2019/112663
56

[e) © NH
O)\NHz
9. BB AERF| B RKEE—AHLG AR B WIGB Y, R T, T
8 Lo, L3, Lay eeoce v Lon QAT LM
0] o O o
-%g\/\/\)l\;\ % N\/\/U\éé\
0 , 0 ’

) )

0 0
§ QN/\/O\AO)L;\ . J:léN /(\/OY o/u%

’ ’



WO 2021/022678 PCT/CN2019/112663
57




WO 2021/022678 PCT/CN2019/112663
58
o
Oﬂ
N
yNd NN Q ? H
d A N\/\O/\/-O\/\O/\/O\/\O/\/O\/\O/\/O\/\NJ\/O\)LN N
H H

10, RFERERA) EREE—RAHEGRABG ISR, ARIELET: FF
RORAKSI XA RBEES S ROUEL ALK, $ERAK. RAH K.
Fab. Fab ', Fab '-SH., F(ab )2, Fv, ¥#4 Fv( “scFv” ), ®Hik, &
AR, SFFREFAK, 2HFERK. RE4REK. ARKAAK. 2AFRK,
RO RAEGRBRESRFUBREEG; KL, AN ARLE
S HAR R A AR,

11. ARER A £ K 10 TR RARG W8N, RAGELET: HEGHRAEHN
IgG HARS A ARMLES /K, E— T HEY, FFEHHIAEKA IgGi. IgGan
IgGs IgGuo

12 BFRAERA)EREE—RAHEG AT IBHY, LFELET: AT
RYERLHEAH MOELT. MBS ET. TaREXRRT. X8
BRAEM. BT RBRERNGN. KRXREBWRETHELEERRNH
.

13. BERAE R 12 FTRGRAR B DSBS, ABEET: HEmBES
FRLERRRTFHEZGIFF R DNA RGH; #—PHikey, P
TR OWFNCEERRTHREX (dolastatin) & L 4T (auristatin)
EmpoF45F, £ % (maytansine) XM &F45-F; P& DNA Hi5 )
BEERRFFHEEL (calicheamicin) . £FE# (duocarmycin)
X, £HEFX XS4 % PBD. FHak(camptothecins) R F 45 X457 £ 4,
SN-38; #t—FHhithy, FTRBBAIT (auristatin) @£ H-F0iE4E
AT MMAE & MMAF R EMQHTEY, FAXEALAMEELTE
FERRT DM1. DM4 REME#T44%; #—FHREN, HERBES
FEIEATEH:

];(Nvaj\?WUYLW f\© Eﬁm% )\A@’



WO 2021/022678 PCT/CN2019/112663
59

s e

o}

(¢]

o (A o LA A
SN NH\.)J\N o_ 0O m SN NH\-)J\N o © ]:N\@
x N N Yo , i ] 0 o N T o7 hH
P 7 , PN 7 | ,

; RENISLL e as!
““‘N‘;{ - i T 0O 0 oL 0 oon OH
' PN




WO 2021/022678 PCT/CN2019/112663
60

o&m

14. B A LA £ REE—ATEG LR BB IEBY, REELET: A
BT Y BB M I T P T

HaN__0
HN -.
jo) ~
ol A [ g o I [NJ\K'YNH A\\
/ T uH ‘L,NV/\/\)LNIWNH Ay ET ):O\E D
0 jr‘ o NH VE o A I 00 HO
\/0 Nf’\ %OH
PO j\/ o j/\:/\ %NH /
- v A
\ié N Ay A R f\@ /
2 I o o A HO O j/m

e}

ADC-1




WO 2021/022678 PCT/CN2019/112663
61

S
N Y O0_ O X #
\< [¢) /E\ Va HO™ O
HzN. 0D
/ HN
/ O NN { \
g o) o NH N
/ /[? N\/\/\)LN NH\)LN/\I/\f(N (o) I)r f@
) NN \)J\ s \‘\( { L. N RO O
/»\< (&) e}

m

{ o
I Xr % Ykrf ( \
& H\)?\Njﬁ(n 7 Q \/\/\’)1 NH\/ /\I/Y Hom \
H i

A/ \g/ s Ho o) N . /j /
\ wagwl R crachy
b} o i
4 0 ~ [ \
/ £ e e
[ Fmdomn A ; Nv“/v“.jw““{f? L(L” O

Hoo H
/LNN»AONUTN\%/LHJ\JN@\ o, 9 ® o 1 o AR conoee
~ 1 0 AN O N /(N/OH
A \ E s "o 0 \/( o ) .
\ N~y WNH\E)LI\I‘ Y o o IO\Q .
o} o AL 7
/ 4 o (l LH/NH
/ N\/\/\/U\\r NH\)J\ N \o( o I\Q
[ A ) 0 N o ~F
0 o R ° A~ 7
i’ o) N o
N/\)L NQ\/ )1\2/‘T H i
~ s 00
A/ ko) ( o W\H\H,NH j
QN\N\ Ay A 5. 6 ):\© /
| : }J] 0 O ~ HO" "0
o] AN /s / m

ADC-2

ADC-3

ADC-4

ADC-5

ADC-6

ADC-7



WO 2021/022678

PCT/CN2019/112663
62

J:: M y«j%(M "TON
{ 1 %VOVT fk J;(OH ADC-8
A o, xrw\ﬁ% e

/
/m

) ADC-10
0 MNH
N A A
{ Pl i1 oo
¢’ A~ 7

\
} ADC-11
® /
7 N o_ 0O N V
o AT/ Ho P
0 m
/ 1, \
/ HaN O ~, JLC. 3
[ e S S A
3. N e > -
’JN&/\/\" '\‘(‘)L ANH s Q \ o 7N A
a g ﬁ \r/ N o - NH, QU\Y "\ ADC-IZ
N [N NN\ 'JL‘N oH Nen 6 NN Ok /,\‘/( on
A\ g Es Hog/ NNE/\)%V O/Wn A Ji\/ 4\( Ny /
\ A L LL — //
\ e A N /
\ % I



PCT/CN2019/112663

WO 2021/022678

63

© Ov:. &%
S o
7N o=
— e
ZI ]WA
o= N
NMNL =, 2
o .
Sl
<
=,
e $
4 73
™y N/N
'l\ = \O
> LN

ADC-14

H
N

N
H

R
g |
t

Q
H
9]

Nep
A%
0
Ny i i
\./NAV\O,)IS\, j]/\O/\ﬂ,
o}

HN
NS
N

\

Nap
w8

IZ
Ao zT
A,\e oﬂ\‘\!\
o Tz
(o T
xZ b
) o
Lo §
5y Panied
5 T
{ N
2 {eo
23 A2
7N o
Z 4
o} ww\

O
Q N.w/ /\/\\ 7
O\l»N,\\\V\uHNL//\\ J\\ﬁﬂ )
s L LY




WO 2021/022678

oo

s 0
\A 0
l\gN \/Ji/

PCT/CN2019/112663

64

(o]
M
N=N . v 9 ©
HN/‘Q\/NQ/\O,)/S\/NY/\O/\H/N )Lﬁ/©/\
O

o} =

y O X S
) o HN /N(\/\OT\/ \T(\O,/\n/ \LH{:}(/ o
o 8 Q

g \
O
/N:[\\; H H e} K RS Q70 P
1? HN/\\/NP«O?IS\,NY\O/H\I,N\[JLXN{/@A N \\
( 0 o o
. 7N
/E«n /l T\ N \
PRI} :

NH, !
o - | W o Yo o | ADC-20
70 H’\l':J\\"N(\/\o’fs\fN’{\o’\ﬁ’N\[kﬁQ/
o] o

NH;

S 0.0 7N
7 NH j 5y o \=
e Nen o YOO om ADC-21
;\g HT\/&NMOTB\/“\H/\O/\H,H\ NJ\‘/j/\ K ‘\\\/N
H
0

o
s SO



PCT/CN2019/112663

WO 2021/022678
65

/ \
' QNVOA ’ A
/ Q A o) A 00:° </ N
/\)J\N/\N/U\‘/\b/\n/!\l fj\N/‘\(OH New Lo /\\hﬂio)Lo\{ ;\ o = ADC22
’ t\N) 5 Ho 0 HN/“\\’NV ‘o‘)’\’NTAo/\H*N\()kN > k ~\>i7 ’
o o H
A /&o W:Q(N\L\J/g I} N N\ /
\ ° & /
\\ " /
HN._O ; oM
/ 0 0 () NH \
HN, . I8 \/L N , X \
fo / 0 o AN NI(NH_ N o, G i
/ /\)\\N/\/\/ oI }:[\N\//\/\vi HNIF'ﬁ\/ILNH@ o Lo
A% J\(NH N J b
0 ' ” & " 0 3 0
G AT 0 AN AL A on ol ADC-23
A LR RO PO
SN Q*I«J‘ YIETO
N HN M s N /
/m

\
A
HN_O oH
/ . 3 Y w i U\TWM““ 3)
/ \ 2 oY 4 0 /\]:/\O)\N w Ay SRS ! J)
,/ o 0 W0 HN\/\/\)LHN A 0 4 \i
{{\)LN/\NJK/\S/YN\)LN Nz .0 (S & o] ,
/ o : 0 Q/ N A /
/ o / oH
X 7 fﬁ” N OI;\FN w S, | ADC24
, )LNj\(NH\)LN 50 /

\
/ \
/ HaN._,0 /M/ \
/ NH
/ N Jo /‘/\ z’\ N}\)L f \HU
E /O uy o R N\/\/\)LHN \)LNH }
| NwONow/N\: NN NH o d % |
A ° AT 6 QVOT‘nﬁNLWOH oL on | ADC-25
VAR o B § PUNE NN
A \\ S ,(O o \f W O O/\ )\ 1/ NH\—/LN/\‘ \{ ]\//) //m
\ N T(N\:_/U\NH‘\ -
N 0 =
by




PCT/CN2019/112663

WO 2021/022678
66
o\
o A )OJ\Y NH\/?L. %{D\r | NH\l/k(j\
g T
N \\/\)L I N\,ﬂ\ N b0 AL { L0
g I }\(”\/ Y Y
AN)L“/\S/\H’N\Y'/'LN'/\TN‘/\ o 5 0 Qo F ]
, FA 8 R h A Lo .. japC-27
¢ L H 2 Q Q AN NH B /
E/§o ¢} \S\//f’o . 0 /@/\O)LNYYNH \)\\lj\( ,\:I/N 4 I \rkl/) /
/ R{N’\/\/\‘/{HN H‘;).\NH N [ PN oo S
o o -
\
O 1)
o 0 ) NHA A
0 0 M\ i j;( A Q/\ e A 100
H SN NH i
o N J\ No /\\\( o
r\\<N\/\O/\/ Y7 “ w 9 /[’5 © |
[ I 0 i 1
AT g NI STV L
Ny o 4 o oy NH\__)LN Y o 0 [ /
\qN\/\/»)\HN' VA o ATA e i
A )
OH
Y L M”“%OX
/ K(O o Lo AO)L’])\”NH\/LT/\:‘)/\I I ] |
/ )\\{N\/\/\)LHN N S 0 A e \
s 0 © |
0 H o Lﬁ ADC-29
QN/\)LNGN/‘%{WJ fj\g O'O“ . SO T |
0 S\J? 0 \I/ S /\OJ\N);(NH\)LNW o, 0 T s/
N~ N N\_/lLNH'/K/ e} A t / o} /

/ o Ny o] [ NH é \
/ 2 - EN ne A N ]/LO \
0 .0 Ao N N o_ O Ph
/ /QN\/\/\)L N\IT]IE‘E)LNH/Q/\ 6 A 1 P o \ \
5 i
o o b9 f’ OHO ) ADC-30
(\J}AMWO)X\(I’( f)\ﬁ g’ o Y o 7:; (N‘l\rJ\TNH oH .
X b S\/f o \[ J/;T\O)\r\", \ﬂ/NH\;/U\l,:J o,\oﬁ 13 L i
K{N\/\/\)LHN YN"J\H S O A /
y o]
\
/ ) e oM \
0 NH ™
/ Y o o Sy LT
/ [Q{N \/\/\)LHN N\E/‘LNH P o AL S
{ 0 i 0 ¢ ADC-31
N~ q O8N OH
7 I Wx a o (Nj\ H /T/\
| o 0 o PN . NH\_)LN I T 1
\?N\/\/\’)LHN K"\ANHJJ o 21 e m
L



WO 2021/022678 PCT/CN2019/112663
67

/ OAN - f«(r

/ !:v: "'\“Av BN \/ILNH

/\/\/\[/ J/\H/OH \ ) , . o )
AC R INeS Wong sl
k N\/\/\ HN 7 UNH o A/

ADC-32

P LN 4 h‘\ [ 4
7 Q \I’ o \\’ N ~g N ‘/\ RN \\
/ e o ¥ B
a'f {J\\“ )\s‘/}\h = /LE \t/ I \?‘/ ;i\ 3’ ey ’l*r- ::‘-4 ] 4
f; ‘ s :} O & o b «\
i S*_N‘% : h o \/ R ‘\ i s S i
{ I A . 4 R G S (¥ 1
TN KoY T 7 N
[ Foais ¥ } ADC-34
- ~ 3 N -
e DS B
&7 o i
P b \
A L ST Yy
y o et g Y 7 r /
Y | N T S RN Mo Sy ;
\ Ao /
N "

A

ARBE—REIRAAHEBES ALK,

mit g 1. 2. 3. 4. 5. 6. 7. 8o
15. —##H%addh, OFXEGRALL 1-14 PHE—FHEREE D
BEWBRABFETESGEIEN S, ARBFLETESHEH.
16. A &K 1-14 PHE—AEG AL D IGEKD LN LT RESHT
A&,



