WO 2021/212638 1/69 PCT/CN2020/097239

FIGURES

O
4
HZN/\’O\/\O/\’CO2tBu o » g\/\)LN/\/O\/\()/\/COZtBu
H

HATU,TEA o
DMF 10

O
PFP.EDC
— T
DCM q\/\)l\ /\/0\/\0/\)1\()].[ DCM
11
q\/\)LN/\/O\/\()/\/COZCkF*

12

9

. | NaHCO; N
0\]\:> -Me;NH, Hp, PA/C N FmoeCl .~ @
NBoc 2. HCI\MeOH NH 1,4-Dioxane/HzO 14 N\F moc
13

EEDQ 0 OH
H,N \‘)L ,@A CBry, PPh; o Br
— = N Sy \l/lL
H N

H
OH pocL-Ala  NHBoe 15 DCM NHBIo{c 16
THF

Fig. 1



WO 2021/212638 2/69 PCT/CN2020/097239

Br NFmoc
14 o Plperldme H Br
16 ———>» HN—@—\
THF \HLN/Q/\ " DMF  BocHN _C
H

H

~
~
~

le@\ CI”CN R,
EEEE——
F NH, BCl,, AIC;, .

DCM

23 24 p-TSA
23a, 24a, 26a: R; = Me 23¢,24¢,26¢: Ry =H toluene
23b, 24b, 26b: R = OH 23d, 24d, 26d: R; = OMe _
+/
O
18, DIPEA o NH »
O NHBoc¢
27

Fig. 2



WO 2021/212638 3/69 PCT/CN2020/097239

0O g 0

Hexamethylene- O

26d tetramins
EtOH F

HCHO

NHB
° pac.H,
HN MeOH

[Nj Fmoc-Cl

—_—

N~ dioxane/H,O
NaHCO;

Fig. 3



WO 2021/212638 4/69 PCT/CN2020/097239

O
caq. NaHCO; 44 “NHBoc 45 "NHBo¢c DMF

A\ 0]
O__N 0,
o N 0 }? PFP N
C¢Fs0,C__N
NH 0O O N EDC L6Fs52 -_—

NHBo

EOO N\ H
QW p N "N
KOLTY oFD L0
o NHBoc

TFA 0

\ / DCM




WO 2021/212638 5/69 PCT/CN2020/097239

7

49 DIPEA , _ o
DMF

F

CF;COOEt 0 Boc (0)

H |
N (Boc),0 _ JL N J aq NaOH
H,N"N"NH, " gg,N, v+ FiC 1}‘11/\/ \/\g CF3  ~NMeOH

CO(0CCly),
DMAP

Fig. 5§



WO 2021/212638 6/69 PCT/CN2020/097239




PCT/CN2020/097239

WO 2021/212638 7/69
) Boc O
Cbz-Ala-OH 1 H,. Pd/C
5, _HATUTEA | ChzAN M A~ N~ A NHCD 2
THF : H 65 H ¢
O Boc O
! CF,CH,OTf
HN Iy~ N~ NH, 1 s
i B H " CH,CN

1). CO(OCClL;)/DCM
DMAP

2). 66/TEA/THF

TFA

O

3 70

N
H

1) CO(OCCl),
DMAP
2) 52, TEA

v




WO 2021/212638 8/69 PCT/CN2020/097239




WO 2021/212638 9/69 PCT/CN2020/097239

o 0
,oj©\)k 5 1) CO(OCC),
—PPTS  / O _DMAP
F NH, toluene

2) 52, TEA
82 _O

—con. HCI |
DMSO

140°C,1h

Fig. 9



WO 2021/212638 10/69 PCT/CN2020/097239

Boc-Gly-Ala-OH
HATU, TEA

DMF



WO 2021/212638 11/69 PCT/CN2020/097239

Boc
HO™~N"on
26d >
K,CO;, KI J
DMF

TEA,DMF

0]
HO 25 go
PPTS
F NH, toluene

HNO;



12/69 PCT/CN2020/097239

WO 2021/212638

HOOC._NHBoc
07 HaTU
TEA, DMF

0O O
J-I\/\O/\/O\/\Eﬁ
HO /)

HATU, TEA, DMF O

ON
BuO 0\/\0/\1/1 < NH,

26d o > 0
DIPEA, DMF

Boc-Gly-OH
HATU,TEA,DMF
116

6} H 7o -
SO RVVARIL S i
o) "N

"
—0 ;\Lo
N8

l”lv



WO 2021/212638 13/69 PCT/CN2020/097239

mPEG,-NH, Boc-Gly-OH

26d HATU.TEADMF

DIPEA, DMF 120



WO 2021/212638 14/69 PCT/CN2020/097239

N 0o
T m NH, 93
A (N HATU, TEA, DMF

O H




WO 2021/212638

K2C03,CH3I
actone

6
HATU |
TEA,DMF

PCT/CN2020/097239

NHCbz NHCbz 4 o
Bu0,C CO,H 'BuO N 2
mPEGg-NH, ——2 27 % o
HATU, DIPEA 0,4 O 20
NHCbz g H-Ala-Ala-O'Bu = O g NHCbhz y
HO N A NMN
&0l Epe,THR T BUOCTN o
O 142 013 O
0
7 )\
= 0 NH,
t A INI\H/‘\/\HIE(\/\ )/ HOJ]\/\/N
143 B PyC BuOCTR i X L HATU __ Q,
MeOH 144 DIPEA, DMF
H H %/
O N{~0T; | o N{\/\o .
o HCO,H j
% H : @ \ CH,CI : g ¢ 4
z H P H : A\
/N N\n/\NJ\/\/N HO,C N N\n/\NJ\/\,N
‘BuO,C H o H O H o H N
145 opg: ol o 146
HNJ%NY'\N Wjj 139
1\'1\/ OH | O Ao HATU
[~ TEA, DMF
(0) ~




WO 2021/212638 16/69 PCT/CN2020/097239

1) POCL;, DIPEA
CH,CN,DMA _

2) 1M N3H2P04




WO 2021/212638 17/69 PCT/CN2020/097239

133
PyBrOP/DMA

146

139

167 ———
EDC/DMA

=0

\ 25
o) NH; —TSA

NC 160 toluene

HNC>—NHBOC HO

HCHO, AcOH NC

146

BrOP, DMA
PyBrOP, HO

1) p-NO,PhOCOCI
THF, pH 7.5

r

/

) N°NH , THF

Fig. 17



WO 2021/212638 18/69 PCT/CN2020/097239

O
H Oj\/ NHBoc

133 >
PyBrOP/DMA/TEA

7/\N—‘U\/N\K/NH\1«/ o

{Mom

o)
H,N,
H 2 NN"C0,'B
NN 2 2 bu
N CO,Bu py - H
BOae N A~_CO,'Bu
mN T
173
N C0,'Bu TFA
H DCM
H
SN N O Bu
174
0
N
ﬂ/\/\COZSu



WO 2021/212638 19/69 PCT/CN2020/097239

mAb

n

0
o
it EDC,NHS_ CbzHN Q HZN(\/\ONOH
CbzHN LDOL,NES, Chz Nl\ -N K,CO
o Aon TBENS. WIN A~/ co,
179

180 THF, H,0

H % H,N{~o
CszN('\’O‘)Z/\n’N(‘/\OMOH u NO’B"
0

181 HATU, DIPEA, DMF, 0 °C
0 0
H H,, Pd/C
—_—2
CszN(\/\Og?)Lﬂ(,\,OWN(\/\OMO,Bu oYai
0

182

0 H 0
HZN{\/\O):‘\/U\Q(,\/O%‘/\H,N,(\/\O N OBy —LIL:DMAP

EDC, DCM

0
ChzEN N\LAOMNNOWNMOMO Bi o pac
—— »
DCM

ChzHN"" N(\/\OMN{'\/OWNV\OMO’Bu

Fig. 19



WO 2021/212638 20/69 PCT/CN2020/097239

0]

O g O H O o)
\
H,N NV\O);\)LE%\/OWN{/\O);\)L():B“ HOJI\/\,D
o HATU O _
H ),\)OL o H ),\)Oj\ DIPEA, DMF
H,N* +o A NSO N O'Bu
H 4 4
o) o) 185
4
TFA N
DCM
28
HATU, TEA,
DMA
o /(‘i/\( INI 0 - mAb
N




WO 2021/212638

21/69 PCT/CN2020/097239
“CO0,'Bu
,(0\/+0H Br” €O, Bu  guo c\(,o\/g\ox HCO,H Hozc\(,o\/)\0
NHCbz
cocy, J\(’O\/‘)O/Ho cA~~nn NHCbz 0
cat. DMF 2 2 HO Lo ror
—_— 193 > N 80
CH,Cl NaOH, Na,COs3, H,O,THF O 194 H
NHCbz 0 ‘Bu0,C _~_NH,
C¢FsOH, DIC CF<0 Lo Yo >
—_— N 0 DIPEA
CH,Cl, 0 H
2 195 DMF
NHCbz 0
H,, Pd/C
¢ — 2
BUO LA~ ﬁj\éo\/jgo/ MeOH
o 19 2 \n/\o,(\/o)\
o
NSO~ 0~
- H 8 tBu()ZC\/\/N ‘.‘u\NHCbZ
171
BuO,C ~ —
WOEANNm,  EDC,DMAP
DCM tBuOZC’\/\N NHCbz
197 %
H 0
2 o L0 J\/ o,
N N
) Hy, PA/C, DM BuO,C o~ \(\N .

1) HCO,H
DCM

0 .
0 _
2) 4, DIPEA, DMF 2) 28, HATU
/\/\ N ?
o 199
O
JJ\/ ~e/\0 4;

Fig. 21



WO 2021/212638 22/69 PCT/CN2020/097239

mAb

N OMs

202 oy Pyridine 203 OMs

0
Q ﬂﬁ \_\ 1) Me;SnOH
NH @’ N —— (\COzMe CICH,CH,Cl
110 °c NaHCO3 —— 2
504 O Nal,DMF mN 2) toluene
205 100 °C

28 DIPEA
&/\/N M

mAb

/(_}-N/\ﬁo TCEP
pH 7.5

NHS EDC




WO 2021/212638

PCT/CN2020/097239

H
BUOZC\/\/N

197, EDC

206

—_——————

E 8
- U= HCO,H
\n/\lgl /\/N o
DMA Y

DCM_,
N (4]
0 o - Nﬁ
/ o
g £SO
HO,C _~_N 0

210
s H 02 NHS, EDC

BocHN

00
Cl—-’<_ )\);© NHzNHBoc HN—(_ ;:j@

H,N— /<_
25% HCI N

H N
d oxane
10X o 217
O’Bu
H Cl\)l\ ¢ o
215 @»Nqﬁ&/w 0'Bu
THF 0 ')} o NaH, DMF
218

219
‘BuO
Fig. 23



WO 2021/212638 24/69 PCT/CN2020/097239

o)
0 o
BuQ 0 NH, i ’BuO’S o
) s CN"0 0 0
NH,LNH, O N—-N O 0 \ N/\ITN\N//{——N | 25% HCl
» /—< ‘—4 O 0} Dioxane
THF  gN O 0By 24 NaHCO; 0 45y
220 O'Bu
o< O N A0, Bu
| 1\—>/_N o @ BuO,C _~_NH, [ N 25% HCI
> N O 0 —_—
O O \N EDC DMF 0 0 \ Dloxane
N | ’ N«,N |

28, DIPEA
_—

Fig. 24



WO 2021/212638 25/69 PCT/CN2020/097239

o HZN/\/NHZ o
NH
T G H GNP\
BuorF asC > BuO N2 T dioxane - MO N 229
228 o
o NaHCO;(1)
O=X_J |THF
0
TsCl HSAc 0
mPEG.-OH —— 3 mPEGg-OTs . \
8 Pyr a1 DIPEA, THF l A A AN
DCM
1). (COCI,/DCM/THF mPEGg-SO;H «24:H20: mPEGy-SAc
HO)\/\N/\,Q NHS, EDC ~OJJ\/\N,\/#? H-Gly-Gly-Gly-OH_
0=$=0 T 0=t=0 DIPEA
0 = DMF
“to™t ~ 234 \FO/\I,O\) 235

N/
0 s I
HSAc As” Y 1) ag NaOH/THE 116 C/\)l\ AN
203 —— > N OMe -
EGN,DMA  Acs”\v/ 2) PySSPy/THF \/s\ @
o 240 241 SN

EDC N —Q DIPEA > 243
242

Fig. 25



PCT/CN2020/097239

mAb/TCEP/pH 7.5, then purified

WO 2021/212638

mAb/TCEP/pH 7.5,

@ur’if ied
) —==—

pH7.5

249

mAb TCEP or DTTQ_I WN«)rmAb

o)
O\Nt; mAb
((J SWNI) pH 6.0-7.5
252

247 1 Ab/pH 7.5 buffer

IN\ S\
= s 0O O DMA/jpHTS
250
A g
47 o SW
o)~
8 n n=1~20

mADb/pH 7.5 buffer
253



WO 2021/212638 27/69 PCT/CN2020/097239

R Cl NO o
1]@[ CH,CH;NO, - Ry ? H,0,, K,CO; . Ry
2
F;C NO, NaH, DMSO tol., H,O
3542, R, = H F;C NO, F;C NO,
254b,R, = OH 255a-d 256a-d
254¢, Ry = OMe
254d, R, = CH; 0
R, 25
Fe, NH,Cl PyrHBr; toluene
MeOH, H,0 -TSA
O NHBoc¢
260a-d
262a,R,=H
262b, R, = OH
262¢, Ry = OMe
262d, Rl = CH3

4 26d
N T —
BOC’( \/E \/\OH) 5 K,CO3KI
DMF
263 F HO":
= 264
6/DMF

PyBrOP/TEA/DMF




WO 2021/212638 28/69

PCT/CN2020/097239
)'\/\/U—O‘Bu
)J\:/\/U\O‘Bu HOWOB.I 268 BnO’ Y 4N HCI
S > N Dioxane, 4°C
HN 67 EDC, DMF HNJ(MEU\OBH 260 ,
o 0

A A~A-on __NHS
BnO

N
: JZ()V)/?'\ EDC, DMF BnO O"Na 7H2N/\(V 7o o
HN
OB
20 G _«Mqu\(mn

/ll, .

271 DMA, pH 7.5 PBS
WNV(“
NHS
B0’ Y A& o __NHS
HN pi,or p,=0~24 EDC, DMF
OBn 273 q=1~18

0o
WN O H2N\/\/\‘/U\OH
Ba0? Y NG 7 HA(\/ \’é\o O—N;j NBoe 2
Hﬁ,&(\‘)/,\ o

>

DMA, pH 7.5 PBS e
OBn

BuO /x\/ \’)/\"’N\’%\o/)\)\_ \/\/\‘)'\ I

OH  Dioxane, 4°C
OBn 276 NHBoc
L Y L £ e
BnO H o \/\/\H,\()H 278
HN,«(\’)q/u\OBn 277

DMA/pH 7.5, NaZI-IPO4
RH

0 H O
BnO’ Y /x\/ WN\’%\O/)\’L \/\/Y\ oH N? Hle(\f’N- O'Bu
HNW'\OB,. 279 oA\

0 EDC,DMA

S AT www

() R' 1~4 4N HC1
z Dioxane, 4°C
HN HN
’/((")fJ\OBn ﬁ(\/\N; 3

R',R"=H, Me,
Et, iPr, iBu, or Bz,

R" H O
N )‘HNﬂkOH NHS/EDC
BuG /\6/ \)/\n/ ve\ NH NH'O RI-4 ,
oz DMA
HN HN
WOBH 282 N D JUTELS p2=0~24
q=1~18
Ny bS5 By
1~4 H,N-D
g Y W N D&EM';‘;?F
HN
WOBH 283 HN-(\/\ ?

Fig. 28



WO 2021/212638 29/69 PCT/CN2020/097239

0
Ny Ao ‘Fﬁ‘
BnO /\6/\;/\"/ o' /p, NH'*O 4 Drug TFA
“Dem
HN
284 W ? R, R"=

H, Me, Et,
iPr, iBu, Bz,
0O (0] 0 H
[P RETA ')1
NH'O R'
Ho Y o H P1§ l/\/\{\
E (0]
HN p1, or p2 =0~24
MOH q=1~18

¢—NH-Drug = :




WO 2021/212638 30/69 PCT/CN2020/097239

285b;, R, =H
285¢,, R, = OH

»— S 2851, R, =H 2820, 1~ Oftle
O N 285g,, R, = OH € Ry =CH;

285h,, R; = OMe § = the site linked to
285i;, Ry =CHj; C(=0) of compound 285

=

Fig. 29-2



31/69 PCT/CN2020/097239

WO 2021/212638

qN\O)\,Niu\/\ NQ 277
09 DMA/pH 7.5, Na,HPO,
Q OX(\NT\/ND 286 e
N
0)‘\/\/”’}1/\(/\)/\,(\/6\0/)\)”(/,\?\ 0 o R 4o
HNJK'N ; HZN’\GHN: O'Bu
OpF 14 280

H /((\‘)/U\OBn NH o on
O)\/%N/w(\/ WN\/f\ w N N et
H 44(\_)/‘,\
OBn o )‘G\Y alLOtBu
Ay A(VWN V&ﬁﬁ B &y
HN—K,N"\/\ Q 4N HCI

Dioxane, 4°C

’Ab‘)’KOBn \ e
WND
p1s or p, =0~24

e,y

Bn

2N

N,

Z

ZIIM

N
AN A dm\)*
B RV'
5 4O‘Bu q=1~18
R', R"'=H, Me, Et,
iPr, iBu, Bz,

WOBH
WWWW 3 H« o
H ! Py U\fj&l/i (3\/5 1). NHS/EDC/DMA
HN N >
Q 2). H,N—Drug

Bn0” § o Hy
HN—’Q(\‘)’_U\OB \
(0] 0' a1 n
AAINAL N 0 0 DIPEA/DMF
BnO N !
H plO RH
OH
H

S AR
BnO i O OH 0] Q
Hﬁ,,l((\_)’_.q\ HN—K,N)\/\N;E TFA, DCM
A AG oy NN 0 =0~24
e N/\(\/W ~</ ND =18
HNM N/Drug
G Bn O Rv 1~4 H
%Ug -N~Drug
/(\/ \9/\( Ww R
oH Q —N-Drug =
ﬁ HNJK,N)\/\ ST Orue
OH H 0 0 2852-285z,
N 285a,-285i,

Q 0%

0

HOW N/\(\/

E () [1 l)l () I{"
HN-/((\_)’,¢0,\0 ssiN Dru
- g

ql H O Rv 1~4 H
Fig. 30



WO 2021/212638

AL

NHO

Q_O >f\, D 292

32/69

277

DMA/pH 7.5, Na,HPO,

PCT/CN2020/097239

BnO K
HN
0
4& wu« uz"‘* My —
s N \
s 15
OBn
‘1 0
5
H J_H Y*~0'Bu
NH a ~
/\(\/ \)/\"/ O /p, </'\f\ BN S R'l )
:/QH/“‘ 4N HCI
0 Di 4°C
wwww : Nm‘"’\
:5 o P2 ('_Q;R" g P, Oor pp = 0~24
HN q;=1~18
t
“«(v)ql“kolsn i 40131. R, R"=H, Me, Ef,
Rn 0 iPr, iBu, Bz,
N
”6/ Wva s
BnO Pt R’
o) ;b 1). NHS/EDC/DMA
o, O-HN-Drug
DIPEA/DMF

0
4
Oqy
N/"\/\N)/j N
ﬁ 0’0 285a-285z,
I \,ND 285a,-285i,
o

H ¢
77 \ ,ND
O'
OH
S 1~4

NJ\/\ N | TFA, DCM
N do, T
0o gD pl,_orp2=0~24
N N-Drug Gu=1-18



WO 2021/212638 33/69 PCT/CN2020/097239

NHS
- EDCI & \I]/\)LN’\/N\/‘NJ\/\H/ b __H-Gly-OH _

aq. NaHCO;
j)l\/ﬁ 0O 11306 0 ﬁ 0O PFP, DIC
H O \n/\)j\N /\/ \/\N Jj\/\lr OH D CM >
o) H H )
432 30
O O Boc O O
H . H DIPEA
—_—
C6F50J\/N\[]/\)LN’\’ N\/\NJ\/\WN\)LOCJS DMF
o) H H o)
433

TCEP/pH 7.5

mAb

N
N

C1-436




WO 2021/212638 34/69 PCT/CN2020/097239

C1-008,

7 uo o C1-029,



WO 2021/212638 35/69 PCT/CN2020/097239

mAb
C1-035,
C1-041,
H
R “r { oy
(N 00 N \(I)l/\/; mAb
S
o Nkvo‘);;
H
n

= C1-042,




WO 2021/212638 36/69 PCT/CN2020/097239




WO 2021/212638 37/69 PCT/CN2020/097239

_L-mAb

|_mAb

C1-070,

0]
N;:k
-—mAb

C1-075,

L mAb

C1-081,



WO 2021/212638 38/69 PCT/CN2020/097239

L-mAb

C1-086

b

L-mAb

C1-099,



WO 2021/212638 39/69 PCT/CN2020/097239

—mAb

C1-102,

mAb

<
my\,zzm
o? C
o
;’\/
FAge)
W
\\

" C1-119a,



WO 2021/212638 40/69 PCT/CN2020/097239

mAb

C1-119b

n
C1-123,




WO 2021/212638 41/69 PCT/CN2020/097239

Ab

C1-137b,
HN NM
~/ OH | O ymAD
0
= C1-147a
NNoto T
R INAE
' N\[]/\NJJ\/\,N . mAb
g N s
H O S
- 01
C1-147b,
_ O H O H 0.

mAb

C1-151



WO 2021/212638 42/69 PCT/CN2020/097239

rmAb

C1-156,

FmAb

C1-157,

C1-158,

C1-159%,

C1-159b,



WO 2021/212638 43/69 PCT/CN2020/097239

N C1-170a,

_mAb

C1-170b

b

mAb

=)
N,/

C1-177,



WO 2021/212638 44/69 PCT/CN2020/097239

o)
0 mAb
b/s
n
189
OH o) H
(o) N. O N
L= 1"‘([)(\’( ~ )4}NIMO/\’)Z z)f\’(' VI H
C1-188,
mAb
C1-208,

C1-213,



WO 2021/212638 45/69 PCT/CN2020/097239

mAb

C1-262a (R;=H); C1-262b (R;=OH); C1-262¢ (R1 = OCH3); C1-262d (R; = CHs);



WO 2021/212638 46/69 PCT/CN2020/097239

_ ) —
H H O | mAb

P1s Or pr =0 ~24
q=1~18 R', R"=H, Me, Et, iPr, iBu, or Bz,

C1-285a ~C1285z, C1-285a;-C1285i;:

H
5—N-Drug ~: 285a~285z, 2852; ~ 285i; below




WO 2021/212638 47/69 PCT/CN2020/097239




WO 2021/212638

/1'1 285f1, Rl = H
285g,, R, = OH
285h,, R; = OMe
285i1, Rl = CH3

HN—‘&,N

/\6/ \)/\H,Nve\ /)\)\UAN%N
/\ﬁN

291a-291z, 291a,-291i,

S—INI—Drug = 285a-285z, 285a,-285i, above

C1-291a ~C1-291z, C1-291a; ~C1-291iy;

- 0 0 H
HOW EA&O N

: 0 9 PG O /p,

HN OH

O o'la Q
HOWNA& \}/\H/N /j\)\ NH N

0 HO P1 O /p, | O o
i HNJ(HE;“\OH

297a-297z, 2972,-297i,
é—g-nmg = 2852-285z, 285a,-285i,

porp2=0-~24;q;=1~18

C1-297a ~C1-297z, C1-297a; ~C1-297iy;

Nﬁ(\f \){:fN\Drug
\yL ‘N——Drug
n

Nﬁ(\f Qﬁf ~Drug |
2 S
HN N"\]\N;j” ~ b
H H O /
N O, S
7T_\/N )
H
o %N\)%SS‘N——Drug In
H \0 /1sH

PCT/CN2020/097239

285b;, R, =H
28501, Rl OH
285d,, R; = OMe
285e1, Rl = CH3

§ = the site linked to

C(=0) of compound 285

S—

b’s/

[—mADb

v




WO 2021/212638 49/69 PCT/CN2020/097239

mAb

v

C1-305,

C1-306,

C1-397,



WO 2021/212638 50/69 PCT/CN2020/097239

_ 0
PSRN P
HOY o H:)(V %f OM
< © H N\<\/\ AN
HN

Ab

o
==
=)
s
Q
e
E/




WO 2021/212638 51/69 PCT/CN2020/097239

WWS’-mAb
o AL Y\m mwo%

€2-005 (X=NH), C3-005 (X=0);
ﬁ HN<~mAb

C2-008 (X=NH),
C3-008 (X=0),



WO 2021/212638 52/69 PCT/CN2020/097239

OH C2-021 (X=NH),

C2-035 (X=NH), C3-035 (X=0);



WO 2021/212638 53/69 PCT/CN2020/097239
COTOLL T
N\) N0 (0] H
| 0 H NahamAb
(0] x N S
7
N W/ o .

F O
HO

=0
C2-041 (X=NH), C3-041 (X=0);

C2-043 (X=NH), C3-043 (X=0);

mAb

C2-047 (X=NH),

C2-050 (X=NH), C3-050 (X=0);



WO 2021/212638 54/69 PCT/CN2020/097239

q W

O

“wmAb

HN«~mAb

O
\[O]/\/\N HNJJ,,mAb
O
N{\/O); S/\/\[X{ n

C2-070 (X=NH), C3-070 (X=0);



WO 2021/212638 55/69 PCT/CN2020/097239

/\/\[(N""‘ mAb

IsmmAD

anmADb

[ ‘éo/\%’NT(\ i
4 ;\:LS/\/\[rHN“"“mAb

- HO" =
C2-088 (X=NH), C3-088 (X=0);



WO 2021/212638 56/69 PCT/CN2020/097239

\“mADb

vmADb

mmAb

SN
/\/\[f ““mAb
0 X

C2-102 (X=NH), C3-102 (X=0);



WO 2021/212638 57/69 PCT/CN2020/097239

O -

Nf\/oa—- /\/1{ e

hwmAb

C2-113 (X=NH), C3-113 (X=0);

hmAb

C2-114 (X=NH), C3-114 (X=0);

mAb ™

lln

{} 8¢
mAbN

C2-119b (X=NH), C3-119b (X=0);




WO 2021/212638 58/69 PCT/CN2020/097239

4

mAb

rMmmADb

HN+~4~mAb
X
i n
/\/\',r shmADb
X
In
C2-137a (X=NH), C3-137a (X=0);
— N/_\+ -
N H 0]
I Tu N B
N N N O O
[ o N N 0}
O ES H ~hmAD
O O H N HN-
= LA MY
n
L HO O .

C2-137b (X=NH), C3-137b (X=0);



WO 2021/212638 59/69 PCT/CN2020/097239

C2-152 (X=NH), C3-152 (X=0);



WO 2021/212638 60/69 PCT/CN2020/097239

+AvmADb
X
dn
HNopmAb
X
dn
C2-157 (X=NH), C3-157 (X=0);
@ H
\\\
X 0 N(J\O
o o) 0] 8
= HNA H =j o
B 0 HN4~mAb
n
lvmAb
HN4~mAbDb

C2-159b (X=NH), C3-159 (X=0);



WO 2021/212638 61/69 PCT/CN2020/097239

C2-170b (X=NH), C3-170b (X=0);



WO 2021/212638 62/69 PCT/CN2020/097239

A

ImAb

mAb

n

(0] H
"WOVT AT A S
C2-188 (X:NH), C3-188 (X:O);
A S
/V\/ YI}N \\P\

s §</\/ S |mAb

Jv)m,)r .

C2-200 (X=NH), C3-200 (X=0);



PCT/CN2020/097239

63/69

WO 2021/212638

C2-208

mAb
IS

3
=)
g
v
E
=

C2-243 (X=NH), C3-243 (X=0);



WO 2021/212638 64/69 PCT/CN2020/097239

mAb

n

C2-262a (R;=H, X=NH); C2-262b (R;=OH, X=NH); C2-262c (R1 = OCH;, X=NH); C2-262d (R;
= CH;, X=NH), C3-262a (R;=H, X=0); C3-262b (R;=OH, X=0); C3-262¢ (R1 = OCH;, X=0);
C3-262d (R; = CHz, X=0);

~mAb

C2-266 (X=NH), C3-266 (X=0);

H O
0 Q NA&O\)/\rrg O N S /‘HN‘)JL —NH
1~5
A E LA VN BN
HN
H N N+mAb
n

Pporp;=0~24;q;,=1~18

Znm

C2-285a ~ C2-285z, X=NH; C2-285a;-C2-285i; X=NH; C3-285a ~ C3-285z, X=0;
(C3-2852;-C3-285i;, X=0;

H
—N-Drus = .
§—N-Drug 285a ~285z, 285a,-285i; shown as above



WO 2021/212638 65/69 PCT/CN2020/097239

HO /\(\/ WN o (J\f/ N}/I(\T \){‘:‘;N‘D"“g

HN S N‘M
i

ces AP U}\w ;swm

4

Sé—E-Drug =285a-285z, 285a,-285i; above

C2-291a ~ C2-291z, X=NH; C2-291a;-C2-2911; X=NH; C3-291a ~ C3-291z, X=0;
C3-291a;-C3-291i;, X=0;

—/(H,,u_ ;l, q’\/\rfN mAb
w Ny h M ) o
B + TOH N%NW‘N—Drug n

é—ﬂ—Drug = 285a-285z, 285a,-285i,

=)=
zllll
5 n-

E

C2-297a ~ C2-297z, X=NH; C2-297a,-C2-297i; X=NH; C3-297a ~ C3-297z, X=0;
C3—297a1—C3—297i1 X=0; p1, or pz =0~24;q1=1~18;
B (0]

N\

0]

T

mAb

C2-306 (X=NH), C3-306 (X=0);

mAb



WO 2021/212638 66/69 PCT/CN2020/097239

mAb

n

C2-362 (X=NH), C3-362 (X=0);

(0] H O
o M 2 B AR Pttt
/\(\/ /)\)( N 0
\m o N 3 +
H N N
o) o 0
”//NWOH
OH H 12
mADb)]
\INI—(\/\S

X

C2-397(X=NH), C3-397 (X=0);

C2-402 (X=NH), C3-402 (X=0);



WO 2021/212638 67/69 PCT/CN2020/097239

mAb

b,
mAb

PmAb

4

mAb

C2-419 (X=NH), C3-419 (X=0),



WO 2021/212638 68/69 PCT/CN2020/097239

(C2-424 (X=NH), C3-424

C2-428 (X=NH),
C3-428 (X=0),

wherein mAb is an antibody.
Fig. 33.
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Tumor Volume of BALB/c Nude Mice Bearing
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