THE CLINICAL MENIN INHIBITOR ZIFTOMENIB AND THE NUCLEAR EXPORT
INHIBITOR SELINEXOR SYNERGISTICALLY INHIBIT THE GROWTH OF MLL-R AML
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** Menin inhibitors that evict menin from this interaction have been
shown to be active against MLL-r and NPM1MT leukemia by
modulating the expression of the leukemogenic homeobox A9
(HOXA9) gene and its co-factor, MEIS1 (top and bottom panel).
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“ On the other hand, selective inhibitor of nuclear export (SINE) o combination compared to control

against XPO1/CRM1 has been shown to have robust anti-leukemia Figure 1: Menin and nuclear export (XPO1) inhibitors synergistically inhibit the growth of 4 ® nisreguiation from proteomic data analysis. [A]
activity via enrichment of tumor suppressor proteins in the nucleus MLL-r AML. [A-B] MV4;11 and MOLM13 cells were treated with varying concentrations of S — o Pathways that are significantly
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Figure 4: [A] Cell line derived xenografts (CDX) in NSG mice using
GFP/Luciferase expressing MV4;11 cells. About 2 million cells were injected
through the tail vein. Mice were randomized based on the luciferase
Intensity on bioluminescent imaging on Day 8 and received a fixed dose of
KO-539/Ziftomenib and different doses of selinexor. Survival of vehicle or
Inhibitors treated mice (upper panel). Body weight (lower panel) [B] Patient
derived xenografts (PDX) in NSG mice. 0.75 Million Primary MLL' cells were

_ _ Injected through the tail vein. Mice received 50 mg/kg dose of KO-
anemia pathway In cell cycle regulatory pathways.

SINE compound selinexor to simultaneously target menin-KMT2A colony formation of CD34+ MLL-r progenitor cells derived from primary patient samples. do 05 10 15 20 25 50 35 40 4 _539_/Z_|ftomen|b and_ 7.5 mg/kg dose of s_elmex_or. Survival of vehicle or
protein-protein interactions and nuclear export. Inhibitors treated mice (left panel). Body weight (right panel).
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» Stem-like progenitor cells were isolated using the StemSpan CD34+ The combination affected cell cycle pathway via the downregulation of | | - o | |
expansion kit (StemCell Tech). multiple proteins, including CDK4. Fiskus W, et al. Effective Menin inhibitor-based combinations against AML with MLL rearrangement or
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» Colony formation efficiency was determined using a Methocult . o _ o NPM1 mutation (NPM1c). Blood Can. J. (2022) 12:5;https://doi.org/10.1038/s41408-021-00603-3.
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+ Gene and protein expression and cell death were detected using for treating MLL-r AML. inhibitors. Blood (2023). Tracking no: BLD-2023-021359R1. https://doi.org/10.1182/blood.2023021359. r
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» Flow cytometric analysis was performed to detect cell death and Further studies on menin Inhibitor resistance cells and other xenograft Is. Blood (2071) 138.93 P P
cell cycle status studies are ongoing. cells. Blood ( ) 138:23.

» We performed whole transcriptomic analysis via RNA sequencing Aubrey_ B,_ eI:/ILell_I. IKAtROS Tm;l j MENIN cl\(l)otrdlnact:e theraz%ezuztlcglIgggcgigable leukemogenic gene CAN CER INSTITUTE
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