The FAD-Directed LSD1-Specific Inhibitor INCB059872 Is a Promising Epigenetic Agent
for AML Therapy by Inducing Differentiation of Leukemic Stem/Progenitor Cells
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Numerous studies have elucidated that the most pivotal functions of lysine-specific demethylase-1 (LSD1) are associated
with regulating normal or malignant hematopoiesis by maintaining stem cell self-renewal and regulating myeloid A
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INCB059872 significantly inhibits cell proliferation in human primary AML cells both in vitro and in vivo

In primary AML ex vivo differentiation studies, INCB059872 significantly altered the hematopoietic differentiation
status of early progenitor cells

— LSCs (CD34* CD38") were increased and LPCs (CD34* CD38*) were decreased
— Monocytes and granulocytes were further differentiated along with an increase in CD11b* and CD86* cells

In contrast to the primary AML cells, the LPC (CD34* CD38*) fraction was induced by INCB059872 in 2 of 4 AML
systemic PDX models. This induction led to changes in the more differentiated and lineage-committed progenitors

— INCB059872 induced both monocytic and granulocytic differentiation through induction of CD64 and CD65
within both the blast and non-blast cell compartments of the PDX AML models

INCB059872 is a promising novel epigenetic agent for AML therapy; its mechanism of action lies in part in the
induction of differentiation of leukemic stem/progenitor cells to more committed hematopoietic lineages
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Terminal differentiation LPC, leukemic progenitor cell.

A. & B. Human AML cells were expanded for 7 days in the presence of stem cell factor, IL-3, IL-6, and 100 nM INCB059872.
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GP_MP, granulocytic-monocytic progenitor; MEP, megakaryocyte-erythrocyte progenitor; MPP, multipotent progenitor.
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A. & B. Bone marrow and whole blood were collected after 28 days of INCB059872 dosing and clinical observation and
analyzed by flow cytometry for human progenitor cells and differentiated myeloid cells. Progenitor cells are described as

AML, acute myeloid leukemia; CMP, common myeloid progenitor; GMP, granulocyte-macrophage progenitor; LSC, leukemic stem cell.

On day 4 (D4) and day 7 (D7), cells were stained with appropriate fluorescent conjugated antibodies and analyzed by flow
cytometry. The fold change was calculated relative to DMSO control for all 6 samples. Values are presented as mean +
standard error of the mean.

follows: LSC = CD34* CD38-, LPC = CD34* CD38*, MPP = LSC* CD45RA* CD133", MEP = LSC*CD45RA* CD133*, GP_MP
= LPC* CD45RA* CD133", CMP = LPC*CD45RA* CD133", and GMP = LPC* CD45RA* CD133*. Differentiated myeloid cells
are as described (n = 4 per group). Values are presented as mean * SD.
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