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Detailed screening of REIC/Dkk-3 expression revealed that REIC/Dkk-3 was
localized in stem cells niche of skin and intestinal epithelium. REIC/Dkk-3 expression was also observed
in three-dimensional cultured Caco-2 spheroids. To identify factor(s) regulating REIC/Dkk-3 expression in
keratinocytes, we screened growth factors and cytokines that were reported to involved in keratinocyte
growth and differentiation. Only TNF-alpha could down-regulate REIC/Dkk-3 in normal skin keratinocytes
among seven factors we screened. The data suggest that expression balance of REIC/Dkk-3 and TNF-alpha
adjust the skin tissue (re)modeling by skin keratinocytes and endothelial cells.
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