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Mechanism of DHXY in Regulating Proliferation and Apoptosis of Leukemia Cells. @~ HUANG Nanfang, SONG Yang, GUO Juan, et al.
Department of Hematology, Shanghai Sixth People's Hospital Affiliated to Shanghai Jiao Tong University School of Medicine, Shanghai
200233 ,China

Abstract Objective To investigate the expression level of DHX9 in patients with leukemia, and the effect and mechanism on the
proliferation and apoptosis of leukemia cells. Methods The expression of DHX9gene between leukemia and control samples in GEO data-
base was analyzed to explore the difference in expression. Human leukemia cell line K562 was infected with lentivirus to construct DHX9
knockdown cell line. CCK -8 assay was used to detect cell proliferation and Annexin V — PI flow cytometry was used to detect cell apopto-
sis. Gene expression profiles were used to screen potential DHX9 targeting pathways. Real — time quantitative polymerase chain reaction
(RT - qPCR) and Western blot were used to verify the mechanism of DHX9 regulation. Results The MILE study ( GSE13159) in GEO
database was analyzed. The gene expression profiles of AML, MDS, CML and normal controls were included in this study, and the results
showed that the expression level of DHX9gene in AML patients was significantly higher than that in the control group (P =0.007). In ad-
dition, the expression level of DHX9 in AML patients was significantly higher than that in MDS group and CML group (all P <0.001).
The expression level of DHX9 in CML group was significantly lower than that in AML group, MDS group and control group (all P <
0.001). This study constructed leukemia cell line K562 with DHX9 knockdown (the relative expression of DHX9 was 0.48 £0.06, P <
0.01). Compared with the control cells, K562 cells with DHX9 knockdown showed significantly higher self — apoptosis rate (P <0.001) ,
and the apoptosis sensitivity of antitumor drug 5 — azacytidine ( AZA) was also significantly increased (P <0.05). CCK -8 proliferation
assay showed that the proliferation ability of DHX9 knockdown cells was reduced (P <0.001). 2264differentially expressed genes were
obtained by gene expression profiles analysis. Bioinformatics analysis showed that differentially expressed genes were mainly enriched in
the cancer pathway, apoptosis and p53 pathway (all P <0.001). Western blot analysis showed that DHX9 knockdown increased the ex-

pression of apoptosis — related proteins caspase -9, and decreased the expression of Bel —2. Conclusion  From normal control to MDS

LW H HE A RRFIE BT E (81770122)
3 B 200233 19 2258 K 2% R 2 BE B 55 7S N IR I8 g 1l v P9 B
WASAERT AP0 B FAT BRI Bt A R (548 : xvfeng3619@ 163. com
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and then to AML, the gradual increased expression of DHX9 indicated a higher risk of tumor proliferation and leukemia transformation.

DHX9may promote the proliferation of leukemia cells by inhibiting p53 — mediated apoptosis.

Key words DHX9; Acute myeloid leukemia; P53; Cell apoptosis
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