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Cytatoxicity on PANGLCLDN1S.2 Luc Cells

CLDN18. LLuc Cudls

Cytotoxicity on PANCY

b}

g

2 & ¥ B °
AUICIOND MRS %

ue Cells

L

city on NUGC4.

Cytotox]

ST R

Cytotoxiity ou KATOHLLue Cells

194

AsKoymAn node %

2

FIG.

2/7



WO 2021/129765 PCT/CN2020/139143

b}
Cytotoricity on PANG1.CLDN18.2.Luc Calls Cytotoxicity on PANCH.GLON1S.1. Lue Celis
.é\m‘ ::;inn
§ 80 -% 8
3 B
2 60 = 8
2 & ]
& % (,%
& &

O >
< d
} Cytotoxicity on NUGC4 Lus Celts !
> ?Bﬁ} i . =
.% 8 2t ‘%
k s
88
& a0 S
& zo{ &
LN &
&
oN
W
FIG.3

3/7



WO 2021/129765

a)

Tumor volume {rom’}

=z

Tumor weight{t)

tean & BE

MeaniBHE

PCT/CN2020/139143

2080+
= LIG182508 CAR-T

O UIC182811 CAR-T -
ssgad  f UIGIB2513 CARY

F LIC182514 CAR-T

W 1750X CAR-Y
& CR19 CAR-T

-
2
@
&

530+

Days affer treatment

Endpoint tumor weight

ssed

.54

%

194

.54 e

0.8 S

4/7



WO 2021/129765 PCT/CN2020/139143
<}
VHH182513-higG1Fe VHH1B2513H1-higGiFe VHH182813HA-WgGIFe
- 154 ]
> CLONISA - CLDRI%S - - CLONTB.Y
sof w CLONIBT §0{ = CLONtEZ o 804 = CLDNB2 P
& ES R J
% & » g &3 ;f g 8¢ /
A8 3 k=l L
& 8" Va 89 v
n FLI 20 A
@ ‘P‘A iyl ol ionng 8 -‘«":' el b o o -—-‘"‘/‘ e
EL R KRR U AR O T AR T 102 400 1 80 10¢ 100 40° FEEIRT XA DR O ORI S T
Concerteation nij Concentration (nhf} Conceniration (M)
& e} e %
YHHI82513HT-higGiFe VHH132513H8-higG1Fc VHH1825 1308-higG1Fe
5 ~ TLDBRIBG R - CLONIAY 0 - TERNIRY »
o4 - QLDR18Z P 204 = CLONIR.2 -t R0 - DLONIR2 : 3
B = S
§ &0 )‘/ °§ 8 2 &0 /
‘ T w )
0 E - ) ¢
a1 sl 8 o
[1E2 . Fi R NN - ’ » a4 P
R TV R < L s L § S 1 R RIUE SR £ O T+ 1 (s K e 0% 0% 8¢ 10§07 10 40¢
Concentration () Concentation (nK Conventration (nM}
i i
o VHH182513H10-higG1Fe } VHH182811-higGtFe } VHH182511H8-higG1Fe
0 o 50
-+ CLONB.Y ot -~ CLBNIE et . CLON1G.4 et
 80iw clonie2 / e cwme/.V L ~ cionez X
: Pl tal
g &
& 48 / E /‘ z
@ I's g8 g " /'/
n ' 2 20 )
- 4
O ,H 1 - o4 alge”
109 185 100 1B 107 10 f0¢ 102 49t A0t @ 107 4B B R O ST
Concentration () Concentration (nhi Concaration (1)
i H
B VHH1BZ511HS-higGiFe ki VHH182511H9-hgG1Fc ) TTS0X-higGiFe
100+ CLONASS 100 '
- CLONEZ PRS- ™ e cLowE
g 30 ¢ 504 % CLONTS2
® / & N &
8 B & 60
g / £ £
£ 49 ‘f £ 4 Z 40
B ) &
20 '/./ 0 20
a4 oi¥ - : g
kT £ R £ S (A L L RREE LRI | L R T 460 409 ¢ AT 0¥ 48 48¢

Concentration {rtd}

1} higGiFe

%01 cLowisa
504 = CLONIB2

Biewfing %
¥ & 3

o
kDA 1 S £ £+ L £ £ A S
Concentration )

Concentiagion {nki}

FIG.5

57

Congentration fnkd}



PCT/CN2020/139143

WO 2021/129765

a)

Cytotoxicity on PANGT. huCLDNB. 2 Luc Cefls

19E TR L]

g€ 8 3 ¥ R °

Annxoynhio siposds %

by

Cytotoxicity on PANCLAhuCLENIB L.Lus Celis

o -

s e

o @ @

@
& @ e % N
-

ApgixoolAs syrsedy %

Cytotoxicity on NUGC4.Luc Cells

FIG.6

6/7



PCT/CN2020/139143

WO 2021/129765

Co-culture with PANCE HhuCLDN18.2.Luc Cells

tyurBd) A

Co-culture with PANCL.huCLDN1E. 1 . Luc Cells

8 5 8 &

{pusBd} iy

Co-culture with NUGC4.Lue Cells

W

g 8 8 *®

yuB} ANt

Spontancous Release

{payBd} i

FI1G.7

711



