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Abstract

Objective  To dissect the effect of missense mutation in SEMA3C/SEMA3D gene detected in Hirschsprung disease

(HSCR) patients on Semaphorin 3 protein expression. Methods We used transient transfections of wild — type and mutant AP — SE-
MA3C/3D fusion protein constructs into HEK293T cells to measure concentrations of the secreted and expressed Sema ligands using colori-
metric assays. Results Four (SEMA3C. V337M; SEMA3D. H424Q, V4571, P615T) out of five HSCR variants showed marked reduc-

tions in protein expression and secretion. Conclusion As classical axon guidance cues, Semaphorin 3 family members may participate in

manipulating the development of the enteric nervous system, and exert pathological roles in predisposing people to HSCR.
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Fisher Scientific /A # ; L. — Homoarginine hydrochloride \BSA i [
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VB 1 AR5 BRI PBS, A 25 BI04 lysis buffer,
FH— R MR B AR R IR 2 1. 5ml Ep BN, vk L
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Chr7: 80430074 SEMA3C $329G SEMA - 4.73 2 2 (K% SEMA3F) tolerated

Chr7:80427530  SEMA3C V337M SEMA 1s1527482 5.72 A J& (% SEMA3E) damaging

Chr7; 84651849  SEMA3D H4240 SEMA rs141893504 0.09 = = damaging

Chr7; 84651752  SEMA3D V4571 SEMA 15142496795 5.67 B B2 damaging

Chr7:84636183  SEMA3D P615T Ig rs117730916 6.01 J& (B4 zebrafish) = damaging
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