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Development of regenerative therapy for Hirschsprung®s disease by extracellular
matrix molecules activation and selective neural crest cell transplantation
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ENCCs were isolated from Sox10 Venus transgenic mouse gut on embryonic day

(E) 18.5 and neurospheres (NS) were generated. Then, NS were transplanted into aganglionic KO and
wildtype gut that had been transected just distal to the ENCC wavefront (KO-wf, WT), and into distal

KO gut transected at a site equivalent to WT (KO-d) on E12.5. ENCC differentiation was evaluated
using whole-mount immunohistochemistry with Tuj-1 and GFAP antibodies. The transplanted ENCCs
migrated to form the myenteric and submucosal plexus in all groups. The ratio of the area of Tuj-1
positive cells:GFAP-positive cells in migrated cells in recipient gut was significantly lower in
KO-d compared to KO-wf and WT, while there was no significant difference between KO-wf and WT. This
suggests that neuronal versus glial differentiation was decreased in KO-d compared to that in KO-wf
and WT. Our study showed the differences in ENCC differentiation depending on the site of

transplantation.
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