Novel Antibody-Drug Conjugates Targeting ADAM9-expressing Solid Tumors

Demonstrate Potent Preclinical Activity
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Introduction ADAM9 is overexpressed in multiple solid tumor indications Anti-ADAM9 ADCs are highly active in ADAM9-expressing in vivo models
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» ADCs were generated based on a high affinity humanized anti-ADAM9 antibody
using two different linker/payloads
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Anti-ADAM9 Antibody-Drug Conjugates I ‘

Humanized anti-ADAMS9 antibody: AEX6003
Maytansine-derived microtubule disruptor (drug-to-antibody ratio of ~3.5) Microtubule disruptlon leads to + A number of tumor types demonstrated a high percentage of ADAM9 expression

Lysine-linked via cleavable sulfo-SPDB linker apoptosis and cell death

Anti-ADAMO(C442)-DGN549 : Conclusions
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H-score: 100 ADAM9-DGN549, 0.2mg Ab/kg 92% 0/6 0/6 H-score: 230 ADAM9-DGN549, 0.25mg Ab/kg 7% 8/8 4/8

ADAM9-DGN549, 0.4mg Ab/kg 41% 2/6 0/6 ADAM9-DGN549, 0.8mg Ab/kg 4% 8/8 5/8
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é(ﬁom Meo@r% Je s w8 e ua\.\%.i-%._;% ‘“*‘“"d':;;;hima S R panel of ADAM9-positive tumor cell lines ~ Anti-ADAM9 ADCs utilizing the microtubule disruptor, DM4, and the DNA
° ’ ER \ \ 5. N Y \ \ & | | | alkylating agent, DGN549, were successfully generated
Humanized anti-ADAM9 antibody: AEX6003(S442C) s s N . | N G el N B anti-ADAM9-DGNS549 is potent with IC50 values
Indolinobenzodiazepine DNA-alkylating monoimine (drug-to-antibody ratio of 2) h\: - \\N‘ .« ranging from 0.1 to 65 pM and was at least 2 logs Both anti-ADAM9 ADCs exhibit in vitro anti-tumor activity against a broad panel of
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ADAM9 expression levels as low as a few anti-tumor activity in xenograft models.
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targeted control |gG1 ADCs or anti-ADAM9 ADCs as indicated. log Ab concentration (M) log Ab concentration (M) log Ab concentration (V) log Ab concentration (M) log Ab concentration (M)
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