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mm 3555 ML AR 3 1 A0 2 iy 39 7 10 1) e o 24 ) ¢
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sh-HCAR2-3# GGTGCAAATTTGTGCAGCA
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1.3 Zit=43 {6 H GraphPad Prism 8 {4k
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HCAR2 mediates hypoxia-promoted erythroid differentiation of K562 cells
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Abstract Objective  To explore the effect of hydroxy-carboxylic acid receptor 2 (HCAR2) on erythroid differen-
tiation of human chronic myeloid leukemia K562 cells under hypoxia. Methods The cells were cultured in medium
containing hemin to compare the ability of K562 cells to differentiate into erythroid cells under normoxia/hypoxia
conditions. Then the expression of HCAR2 was interfered with genetic methods to knockdown or overexpress it in
K562 cells, respectively. Benzidine staining, RT-qPCR, Western blot and flow cytometry were used to detect the
role of HCAR2 in the erythroid differentiation of K562 promoted by hypoxia. Results On day 1, 2, 3 after differ-
entiation, the expression level of HCAR2 and the erythroid differentiation ability of K562 cells increased gradually
with time, and hypoxia enhanced the above phenotypes compared with normoxia. In HCAR2-silenced K562 cells,
erythroid cells was reduced and the expression of erythroid differentiation markers CD235a and y-globin decreased.
Simultaneously, the proportion of double-positive cells expressing erythroid cell surface molecules CD71 and
CD235a was lower than that of the control group. On the contrary, the overexpression of HCAR2 in K562 cells in-
creased erythroid cells generation as well as elevated the expression levels of CD235a and +y-globin. In addition,
the proportion of CD71/CD235a double-positive cells also increased in HCAR2-overexpressed K562 cells. Conclu-
sion HCAR2 mediates hypoxia in promoting the erythroid differentiation of K562 cells.
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