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Develﬂpment of Novel Therapies for Refractory Leukemia Based on Mechanistic
Insights

Kurokawa, Mineo
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We conducted a detailed anaIKsis of the significance of the CCND1 and IFN-y
pathways in a mouse model of difficult-to-treat leukemia with high expression of EVI1. We found
that inhibition of CCND1 suppresses proliferation in EVI1-high leukemia, with a more pronounced
effect observed in vivo compared to in vitro. Inhibition of CCND1 led to decreased expression of
genes involved in chemokine production and interferon response, as well as decreased expression of
PD-L1 in EVI1-high leukemia cells. Mice with EVI1-high leukemia treated with inhibitors of CCND1,
interferon-gamma receptor, and the downstream signaling hub molecule STAT1 showed delayed onset of
the disease. Infiltrating T cells in the spleens of these mice showed reduced exhaustion markers.
Combined with the detailed analysis on the related chemokine, our observation indicate that the
CCND1-IFN-y -STAT1 axis contributes to the refractory nature of EVI1-high leukemia via T cell
exhaustion.
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Blood Adv. 2023 Apr 25;7(8):1577-1593. Yosuke Masamoto, et al.
EVI1 exerts distinct roles in AML via ERG and cyclin D1 promoting a chemoresistant and
immune-suppressive environment.
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