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Experimental study of miR-939 regulating the phenotypic features of ENCCs by targeting SOX4 in
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[ Abstract] Objective To detect the expression levels of miR-939 and SOX4 in Hirschsprung’s disease
(HSCR) , evaluate the role of miR-939 in SOX4 regulating enteric neural crest cells (ENCCs) and explore the
potential value of miR-939/S0X4 in the intervention of HSCR. Methods Reverse transcription-polymerase
chain reaction (RT-PCR) and Western blot were employed for measuring the expression levels of miR-939 and
SOX4 in intestinal tissues of HSCR children with intussusception. ENCCs from pregnant Sprague Dawley (SD)
rats were routinely cultured and identified by Nestin/GFAP immunofluorescent staining. And miR-939 mimics
and SOX4 siRNA were applied to ENCCs and cellular proliferation, apoptosis and migration detected by CCKS8,
flow cytometry and Transwell chamber assay. Results As compared with intussusception group, the expression
level of miR-939 significantly increased in HSCR group while the expression level of SOX4 markedly declined.
And miR-939 mimics significantly inhibited the expression of SOX4 in ENCCs. The up-regulation of miR-939
and the down-regulation of SOX4 significantly reduced the proliferation and migration of ENCCs, and promoted
apoptosis of ENCCs.  Conclusion Conclusion The expression of miR-939/5S0X4 is abnormal in HSCR chil-

dren. A negative regulation of the proliferation, apoptosis and migration of ENCCs may be involved in the patho-
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genesis of HSCR. Targeted intervention of miR-939/S0X4 signaling pathway provides potential therapeutic tar-

gets for subsequent intervention of HSCR.
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Fig. 1 Observation of light microscopy and Nestin/GFAP immunofluorescence staining of ENCCs neurosphere ( x200)
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Fig.2 miR-939/S0X4 expression in intestinal tissues of patients with Hirschsprung’s disease and intussusception
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Fig.3 Effect of up-regulated miR-939 expression on the proliferation, apoptosis and migration of enteric neural crest stem cells
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Fig.4 Up-regulated miR-939 regulated SOX4 expression in enteric neural crest stem cells
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Fig.5  Effect of down-regulation of SOX4 expression on proliferation, apoptosis and migration of enteric neural crest stem cells
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