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Abstract Characterization of the menin-MLL KO-382 demonstrates robust efficacy in vivo in MLL-r Correlation between efficacy and PD biomarkers in
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In aggressive acute myeloid and lymphoid leukemias that are resistant to standard
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KO-382 is a potent inhibitor of menin-MLL interaction that binds to menin with a Kd of e T TR ; e 31X t ITeAW/GAPDH
~30 nM. It potently inhibits the proliferation of MLL-AF9 transformed leukemic cells ToTme YL MBM1 is a high affinity motif = -
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specificity of the interaction. KO-382 displays a greater than 50-fold reduction in
potency in non-MLL-fusion leukemia cell lines and induces regression in a MV4:11
mouse xenograft model while KO-381 displays limited activity in the same settings.
The anti-tumor activity of KO-382 correlates with target engagement in the tumors. KO-
382 demonstrates potent efficacy in an aggressive disseminated leukemia model as
measured by significant extension of survival, inhibition of HOXA9 and MEIS1 gene
expression and induction of differentiation, as measured by CD11b expression.
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Figure C: Quantitation of tumor response induced by KO-382
measured by luminescence

 Significant efficacy at well-tolerated doses for KO-382 (oral dosing) C:
* Regression at 200 mg/kg BID
« Similar efficacy with QD (200 mg/kg) vs. BID (100 mg/kg/dose = 200mg/kg/day)

.+ KO-382 displays greater activity than the less active enantiomer KO-381 " * KO-382 inhibits expression of MLL fusion target genes HOXA9
- Demonstrates that the antitumor activity is result of target inhibition , and MEIS1
« KO-381 and KO-382 have similar in vivo exposure " treated (day) « KO-382 induces expression of ITGAM (CD11b), a marker of
differentiation
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KO-382 is a highly potent and selective inhibitor of the menin-MLL interaction with Grembecka et al, J. Biol, Chem. 2010; Shi et al, Blood, 2012
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Background KO-382 is a potent inhibitor of menin-MLL ‘binding and : » KO-382 is a potent and selective inhibitor of the menin-MLL interaction.
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