A novel T-cell engaging bispecific antibody, ABL103, shows potent anti-tumor effect
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RESULTS

ABL103 binds to B7-H4 and 4-1BB simultaneously in a
dose-dependent manner

INTRODUCTION

= B7-H4 (B7 homolog 4) is a single-pass type | transmembrane protein in the B7 family
and its ligation to T-cells inhibits T-cell growth, cytokine secretion, and cytotoxicity.

ABL103-mediated 4-1BB activation depends on B7-H4
expression

ABL103 shows comparable binding affinities to human
and monkey targets (B7-H4 and 4-1BB)
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To test the in vivo efficacy of ABL103, 4-1BB TG mice were injected to right flank with MC38-hB7-H4 tumor cells (1x10°, 5.C.)

= ABL103 strongly inhibits tumor growth and induces prolonged
anti-tumor effect with immunological memory

Fig.3. Identification of B7-H4 binding domain by FACS analysis
To determined B7-H4 binding domain by ABL103, plasmid vectors for whole B7-H4, construct 1 (IgV domain of B7-H4 and
19C domain of CD33) or construct 2 (IgV domain of CD33 and IgC domain of B7-H4) were constructed. After transfection
to HEK293 cells, ABL103 was incubated with each cell and then measured for cel binding activty by FACS analysis.
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Fig.6. PBMC based in vitro target cell lysis

PBMCs were plated with SK-BR3 (E:T=1:3) and incubated with serially diluted antibodies for 72 hrs. The % of target cell
Iysis were measured by cell counting kit (CCB, CK04-20). ABL103 induced dose dependent target cell Iysis more efficiently
than Urelumab, agonistic anti-4-1BB mAb (Benchmark) or combination of a-87-H4 mAb and anti-4-1B8 mAb (ieft graph
[EC50s of each antibody produced from 8~9 different PBMC donors are displayed (right panel)

then enrolled into five groups when the tumor size reached ~103 mm3. All test articles were injected total 8 times (LV., Q3D,
upper graph). After 1 month from the final treatment, 22 cured mice in administrated groups and 5 naive mice were implanted
MC38-hB7-H4 tumor cells (1x10°, left flank) for re-challenge experiment. Overall, ABL103 showed strong in vivo efficacy and
more potent long-term memory protection than Urelumab.
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