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Preclinical and emerging Phase 1 study data indicates that novel deuterated MET kinase inhibitor DO-2 mitigates the side effects seen with current approved
MET kinase inhibitors : Preventing deleterious ‘de-hinging’ to improve tolerability
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Background: MET is a clinically validated drug target

Bulky substituents at critical 2 position of type 1 kinase inhibitors results in “de-hinging” and DO-2 is more active in vivo than DO-0, DO-5 or capmatinib Clinical exposures of DO-2 are significantly higher than seen with DO-0

loss of inhibitory activity

MNNG HOS transforming gene (MET) kinase inhibitors have demonstrated clinical activity in patients with non- Large Hs746T MET exon 14 skip gastric cancer xenograft DO-2 exposures from Protocol DO-2.02.001
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Dose dependent inhibition of MET exon14 skip and MET amplified xenograft tumours Clinical exposures of DO-2 are higher than seen with tepotinib at its RP2D
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Limitations of current MET kinase inhibitors
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DO-0, DO-2 and DO-5 have similar inhibitory potency to other competitors against MET related
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