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Establishment of salivary gland regeneration method using salivary gland tissue-orig
inated spheroid (STOS)
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We demonstrated the regenerative capability of dissociated E13.5 embryonic submand
ibular gland (SMG) cells in vitro in collagen type I gels. The resulting structures were similar to native
salivary glands. Large cyst-like structures, probably due to swollen ducts, began to appear on day 7, an
d they enlarged and increased in number by day 14. Through the addition of fibronectin and an anti- integr
in antibody into the regenerate salivary glands, cyst formation and enlargement were clearly inhibited, an
d the expression and localization of AQP5 was concentrated on the lumen side with cell polarity similar to
native salivary glands. In contrast, anti- integrin antibodies induced cyst formation and enlargement.
Together, these data indicate that dissociated SMGs can regenerate salivary gland structure, and specific
interactions between integrins and extracellular matrices are essential for regenerate salivary gland diff
erentiation and development.
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