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Chimeric Abs binding to MKN45-CLDN18.2-medium
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Selectively binding to CLDN18.2 (Ab conc:10ug/ml)
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Epitope mapping using hCLDN18.2 mutants (Ab conc:10ug/ml)
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Epitope mapping using hCLDN18.2 mutants (Ab conc:10ug/ml)
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18B10 humanized Abs binding to HEK293-CLDN18.2

4000000~
-~ 18B10-HalLa
— 3000000- : = 18B10-HbLa
S -~ 18B10-Hcla
-
§ -~ 18B10-HbLb
= 1000000+ — 18B10-HclLb
-2 18B10-C
0- -4~ Isotype Control
0 0.01 0.1 1 10 100
Antibody conc. (ug/ml)
T8B10-HalLa | 18B10-HbLa | 18B10-HcLa | 18B10-HaLb
EC50 | 1.297 T.31 71,393 1272
T8B10-HbLD | 18B10-HCLD | 18B10-C
T.201 T216 1349
Figure 8A

11/45



WO 2021/032157 PCT/CN2020/110220

Humanized Abs binding to HEK293-mouse CLDN18.2
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18B10 humanized Abs binding to MKN45-CLDN18.2-medium
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ADCC reporter assay on MKN45-CLDN18.2-medium
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Humanized 18B10 binding to NUGC4
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Humanized 18B10 ADCC effect
(Effector cell: Jurkat-NFAT-luc-FcgRIIIA-V176, Target cell: NUGC4)
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NUGC4 ADCC assay using PBMC (Donor ID: A182017017)
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ADC cytotoxicity on HEK293-CLDN18.2
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ADC cytotoxicity on MKN45-CLDN18.2-high

100+
X -o- 18B10-HaLa-MMAE
*
» = |MAB362-MMAE
2 50-
§ =+ |sotype Control-MMAE
°
2
8

0
0 0.001  0.01 0.1 1 10
Antibody conc. (ug/ml)
Figure 14C
800+
”E 600+ -e— |sotype Control 0.3mpk
Y -+ |[MAB362 0.3mpk
E 400+ = 18B10-HalLa 0.3mpk
p
5 i
€ 2004
-
0 L] L] 1
0 10 20 30

Post dose (Day)

**: vs Isotype control p<0.01; ## vs IMAB362 p<0.01

Figure 15

18/45



WO 2021/032157 PCT/CN2020/110220

1200+

—~ -o—- Model Group (without PBMC)
mg 900- -= |sotype Control 10mpk
© —— 18B10-Hala 3mpk
S 600 -©- 18B10-HaLa 10mpk
S
g 300+ w%
2

0 . ) . ’I**##

10 15 20 25 30

Day (postdose)
**. vs Isotype control group p<0.01; ##: vs 3mpk 18B10-Hal.a group p<0.01.

Figure 16
8001
o -o- |[sotype Control
E 6004 -= 18B10-HalLa 0.1mpk
> =+~ 18B10-HalLa 0.3mpk
E - 18B10-HalLa 1mpk
3 400 -
2 ok
g  200-
5
[
0 T L] 1
0 5 10 15

Post dose (Day)

**: vs isotype control p<0.01

Figure 17

19/45



WO 2021/032157 PCT/CN2020/110220
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18B10-HalLa higG1 binding with hFcyRIIIA(V176)-his
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18B10-HaLa hlgG1 binding to Mouse FcyRI-his
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18B10-HalLa hlgG1 binding to Mouse FcyRIIB-his
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18B10-HalLa higG1 binding to Mouse FcyRIIIA-his
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18B10-HalLa hlgG1 binding to Mouse FcyRIV-his
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18B10-HaLa hlgG1 binding to huFcRn-biotin
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18B10-HaLa hlgG1 ADCC reporter assay on NUGC4
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MESF of CLDN18.2 expression on 8 cell lines

MESF

0 2.0<10% 4.0x10°% 6.0x10% 8.0x10% 1.0<10%7 1.2x10%7 1.4x10%7
T T T T T T 1

MKN45-CLDN18.2-high

HEK293-CLDN18.2

Figure 21

NUGC4 ADCC assay using PBMC (Donor ID:A19Z2028011)
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SNU-601 ADCC assay using PBMC (Donor ID:A19Z2028011)
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SNU-620 ADCC assay using PBMC (Donor ID:A19Z2028011)
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NUGC4 ADCC assay using PBMC (Donor ID:A19Z2045026)
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FACs binding to NUGC4
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ADCC reporter assay on NUGC4
(Effector:60000/well,Target:10000/well,incubate for 5h)
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ADCC reporter assay on SNU-601
(Effector:60000/well,Target:10000/well,incubate for 5h)
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Figure 25B

ADCC reporter assay on KATOIII
{Effector:60000/well,Target:10000/well,incubate for 5h)
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ADCC reporter assay on SNU-620
(Effector: ,Target:1 ,incubate for 5h)
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Figure 25D

ADCC reporter assay on OCUM-1
(Effector:60000/well, Target:10000/well,incubate for 5h)
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PBMC (A19Z2028011) mediated ADCC effect on NUGC4
10000 NUGC-4 cells, test different antibody from 40ug/ml, 5-fold 7pts, 2reps,
incubate 30min; 400000 effector cells: PBMC, incubate 5h; Kit: Promega, Cat#G1780
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Figure 26A

PBMC (A192028011) mediated ADCC effect on SNU-601
10000 SNU-601 cells, test different antibody from 40ug/ml, 5-fold 7pts, 2reps,
incubate 30min; 400000 effector cells: PBMC, incubate 5h; Kit: Promega, Cat#G1780
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Figure 26B

PBMC (A19Z2028011) mediated ADCC effect on SNU-620
10000 SNU-620 cells, test different antibody from 40ug/ml, 5-fold 7pts, 2reps,
incubate 30min; 400000 effector cells: PBMC, incubate 5h; Kit: Promega, Cat#G1780
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PBMC (A19Z2028011) mediated ADCC effect on KATOIII
10000 KATOIII cells, test different antibody from 40ug/ml, 5-fold 7pts, 2reps,
incubate 30min; 400000 effector cells: PBMC, incubate 5h; Kit: Promega, Cat#G1780
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Figure 26D

Optimized PBMC-mediated ADCC assay on NUGC-4
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Figure 27
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MKN45-CLDN18.2-high tumor model
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Individual Tumor Volume on Day 29
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Figure 31

18B10-Hala low fucose combined with Paclitaxel on PDX xenograft model
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FACS binding to MIA PaCa-2-CLDN18.2

10000001
800000+ ~¢~ 18B10-Hala low fucose
~g- IMAB362
600000 = [sotype Control
4000004
2000004
[V . & 2 5 : ,\\mr“\&
0 0.000010.0001 0.001 0.01 0.1 1 10
Antibody conc. (ug/ml)
18B10-HalLa low fucose | IMAB362
EC50 | 0.5282 0.6597
Figure 33A

FACS binding to BxPC-3-CLDN18.2
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ADCC reporter assay on MIA PaCa-2-CLDN18.2
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ADCC reporter assay on BxPC-3-CLDN18.2
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FACS binding to NCI-H146
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FACS binding to NCI-H460-CLDN18.2

1500000 ®
g - 18B10-HalLa low fucose
g
¢ 1000000+
=
(1
c
3 500000+
=
0 == 22 £ | T T 1
0 0.01 0.1 1 10 100

Antibody conc. (ug/ml)

18B10-HalLa low fucose
EC50 | 1.407

Figure 37B

42/45



WO 2021/032157 PCT/CN2020/110220

ADCC reporter assay on NCI-H146
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PBMC ADCC on lung cancer cells
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Individual Tumor Volume on Day 32
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FACS binding to SK-CO-1
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ADCC reporter assay on SK-CO-1
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