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Abstract Objective To investigate the effect of core genes mutation in planar cell polarity( PCP) pathway on the

pathogenesis of Hirschsprung disease( HSCR) . Methods

83 Chinese children with HSCR were recruited in this

study after obtaining informed consents and genomic DNA of all subjects was extracted from peripheral blood. The
suspected mutations of 8 core genes( CELSR3 FZD3 VANGL1 VANGL2 PRICKLE1 PRICKLE2 DVL1 DVI2) in

PCP pathway were verified by Sanger sequencing after the next generation sequencing. The raw data were analyzed

with the molecular biological websites and the GeneTool software. Results Heterozygous missense mutations were
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identified in 9 subjects with a detection rate of 10.8% ( 9/ 83). They were: CELSR3 gene c. 7724A > G
( H2575R)  c. 6613G > A( A2205T) c. 1961C > T( T654M) c. 2230G > A( V744M) and c. 8615C > G
( A2872G) ; PRICKLE1 gene c. 113C > T( P38L) and c. 797C > T( T2661) ; DVI2 gene c.319C > T( R107W)
and c. 1276G > T( V426L) and all of them had not been reported before. Bioinformatic analysis demonstrated that
all these mutations were deleterious and might be the risk factors for pathogenesis. Conclusion ~ Abnormal function
of PCP core genes may be possible risk factor for the pathogenesis of HSCR.
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