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In myeloid stem progenitor cells, the menin-KMT2A complex
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Figure 1: Menin and nuclear export (XPO1) inhibitors synergistically inhibit the growth of
MLL-r AML. [A] MV4;11 cells were treated with varying concentrations of ziftomenib or o b
selinexor for 72 hrs (upper panel). Cell titer glo assay was performed to determine the & & & 3 Annexin V-FITC
growth inhibition. Lower panel is the dose-response curve generated from GraphPad

In the present study, we hypothesized that inhibition of menin and Prism software, showing IC50 doses. [B] Synergistic combination of ziftomenib and
nuclear export would synergistically suppress AML cell selinexor. [C-D] The combination indexes (Cl) and [E] isobologram were generated using Figure 3: Apoptotic cell death with ziftomenib and selinexor in MV4;11 AML cells.

proliferation and survival. Calcusyn 2.1 software. [F] The combination of menin and XPOL1 inhibitors in the Apoptosis was determined by the flow cytometric detection of annexin-V and

suppression colony formation of CD34+ MLL-r progenitor cells derived from primary propidium iodide (Pl). [A] Early, late and total apoptotic cell deaths from
patient samples. [G] The effect of menin and XPO1 inhibitors on the growth of normal ziftomenib and selinexor treatment alone or in combination. [B] Representative
CD34+ human hematopoietic progenitor stem cells (HPSCs). flow cytometric image of different treated groups as shown in Fig. A. ***, p <.001.

Blocking XPO1l/CRM1 using a selective inhibitor of nuclear export
(SINE) compound selinexor has been shown to have robust anti-
leukemia activity.
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Figure 5: Xenografts in NSG mice using GFP/Luciferase expressing MV4;11
cells. About 2 million cells were injected through tail vein. Mice were
randomized based on the luciferase intensity on bioluminescent imaging on
Day 8 and received treatment from Day 9-22.

[A] Survival of vehicle or inhibitors treated mice. [B] Percentage of human
CD45 positive cells in the peripheral blood of mice groups two weeks post
last treatment (3 mice/group).

We have used the clinical-stage menin inhibitor ziftomenib and
selinexor to simultaneously target menin-KMT2A protein-protein
Interactions and nuclear export.
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To assess growth inhibition, an ATP-based cell proliferation assay
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Combination synergy was determined using CalcuSyn Version 2.0
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