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Abstract:

Acute myeloid leukemia (AML) is a common hematological malignancy in adults, in which the
long—term survival rate remains low. Epigenetic changes are one of the important
pathogenesis of AML. In our previous study, we screened the differentially methylated
genes (DMG) involved in the development of leukemia through next—generation sequencing.
Further studies on one of DMGs (SLIT2) found that SLIT2 methylation regulated the
expression of SLIT2-IT1, an IncRNA gene embedded in the SLIT2 gene. In vivo and in vitro
studies revealed that SLIT2-IT1 played a role in inhibiting leukemia. Moreover, the
downstream target gene BCL2 modifier (BMF) was screened. Therefore, we speculate that
SLIT2-IT1 abnormality leads to apoptosis escape of leukemia cells by regulating apoptosis
pathway via BMF. Based on these preliminary results, we intend to further clarify: (1)
SLIT2-IT1 exerts anti—leukemia effect through BMF; (2) Whether the anti-leukemia effect
of SLIT2-IT1/BMF is through the classical apoptosis pathway? The corresponding molecular
mechanism is further explored; (3) Explore whether targeting SLIT2-IT1/BMF pathway can
enhance the anti-leukemia effect of hypomethylated agents and BH3 mimetics. The
completion of this study will reveal the new mechanism of leukemia occurrence and
development and provide new prognostic markers and therapeutic targets

XEHE (HSSDTF) . 2MEfE & Aifs; SLIT2-1T1; BMF; TS Y497
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