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1) Antigen specificity and Heterogenity
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2) Trafficking / Penetration
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3) Tumor microenvironment
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Blood cancer
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(&7 & Tumor cell

T Targets on tumor cellS

A .A Metabolites

A .A Cytokines

“wv Collagen

Immediate CAR-T — J
. targetcellcontact

Cell packing ® Physical barriers
J density (Difficult to penetrate tumor structure)
Few known targets on
t r s Tumor Q ®

Many (un)known
_microenvironment _targets on tumor cells .
" -. (Tumor heterogeneity)

High cancer killing action | . .. . Insufficient cancer killing action



Muc1-CAR-T cell therapy
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Yazdanifar M. et al., Cells, 2019, 11;8(9).
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MSLN CAR-T

: Driving T Cells to Solid Tumors
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Springuel et al., BioDrug, 2019, Oct, 33: 515-537

Lung cancer (60-65%)

Clin. Cancer Res., 2004;10:3937-3942; PNAS. 1996;93:136-140;
Cancer Res. 2014;74:2907-2912; Cancer Discov., 2016;6:133-146



MSLN CAR-T_A

: High Specificity & Persistence
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MSLN CAR-T_B

: High Specificity & Persistence
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MSLN CAR-T

: High Efficacy & Persistence

Good Trafficking

)l CHet o1z 2ol

Hi.p.) ot BUZEA(iy.) BE BA &|2 0|5

- CAR-T celle] EXZEY| (%]

JEFTESN

High Efficacy

- Mesothelin 231 2% 2+ 235l (complete remission) 85

19| AR 2 80~90%, 23] FAF 2 100% F A AH

XX|O

—'——l—-l

=

510)

—

YH|L| CAR-T2| X|&4-4d

- CAR-T cell XIZZ0|AM 9FXIDIX] 2t 2t8H (complete remission) 2

olr

2

<> GCEM



MSLN CAR-T

. Therapy against Pancreatic cancer
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MSLN CAR-T

. Pipeline

T X = CHab @ R&D Non-clinical Clinical
Pancreas cancer
_ Mesothelin-CAR-T only :
CAR-101 (27 Gen. CAR) Mesothelioma
Ovary cancer
) Mesothelin-CAR-T + Anti-PD-1 ,
CAR-102 (27 Gen. CAR) Solid tumor
_ Mesothelin-CAR-T .
CAR-201 (37 or 4 Gen. CAR) Solid tumor
Ta g - nd
CAR-301 Mesothelin-CAR-T (27 Gen. CAR) Solid tumor

+ [Novel Ag]-CAR-T
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