VTP-50469 is a novel, orally-available Menin-
MLL1 inhibitor effective against MLL-rearranged
and NPM1c* leukemia

Andrei V. Krivtsov'!, Gerard M. McGeehan? and Scott A. Armstrong’

1 Department of Pediatric Oncology and Center for Pediatric Cancer Therapeutics, Dana-
Farber Cancer Institute, Boston, MA

2 Syndax Pharmaceuticals, Inc., Waltham, MA

& HARVARD

4*—"? MEDICAL SCHOOL

S y N d aX °Z> P9 DANA-FARBER (£ Boston Childrens
AV
Y

CANCER AND BLOOD DISORDERS CENTER




Introduction:

« MLL-rearrangements are found approximately 5-10% of AML and B-
ALL cases, also >70% of infant leukemias (Krivisov and Armstrong
2007). NPM1c* mutations are found in about 30% of all adult AML
(Ley T et al., 2013).
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 First generation MLL:MEN inhibitors show that targeting of the f
MEN:MLL1 interaction inhibits cell proliferation in MLL-rearranged VTP-50489 S
and NPM1c* AML. (Yokoyama et al 2005; Borkin et al., 2015; Kuhn
et al., 2015)
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« Currently available MEN:MLL interaction inhibitors have modest
drug like properties. Therefore, VTP-50469 was developed as a
novel orally available MEN:MLL1 inhibitor.
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VTP-50469 selectively inhibits proliferation of cell lines
with MLL-rearrangements and NPM1c* mutations
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VTP-50469 dissociates MEN from nuclear complexes

Glycerol gradient (10%-20%) fractionation of nuclear extracts, 300mM NaCl
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VTP-50469 treatment leads to MEN loss from TSS
in MLL-rearranged cell lines
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VTP-50469 treatment evicts DOT1L from Chromatin
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VTP-50469 treatment evicts DOT1L from MLL-fusion target genes
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Treatment with VTP-50469 suppresses MLL-fusion
target and DOT1L inhibitor sensitive genes
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*VTP-50469 treatment changes expression of MLL-target and DOTLL inhibitor sensitive genes faster as compared to EPZ4777
*May be in part due to eviction of DOT1L from chromatin as opposed to enzyme inhibition Slide 6



VTP-50469 treatment reduces leukemia burden in PDX
models of MLL-r and NPM1 mutant leukemia
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Combined DOT1L and Menin Inhibitors are Active Against
MLL-Rearranged NPM1 Mutant AML Cells
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Conclusions:

» VTP-50469 specifically inhibits proliferation of cell lines carrying
MLL-rearrangements or NPM1c* mutations with an 1C;,<40 nM.
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« VTP-50469 facilitates dissociation of MEN from high molecular
weight complexes and leads to eviction of MEN, MLL-fusions (at

some loci) and DOT1L from chromatin and reverses MLL-fusion l
driven gene expression.
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. Treatment of MLL-r and NPM1¢* PDX models with VTP-50469 .
leads to differentiation, significant reduction of leukemia burden ook
and prolonged survival.
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