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Studies for the COX-HDAC6 axis in extra-mammary Paget disease
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For the effective treatment in advanced extramammary Paget disease, we
analyzed HDAC6-COX2-related molecules and studied their role in invasion and metastasis. Activation
of HDAC6-COX2-PGE2 was examined in co-culture systems as well as by immunostaining in human tumors.
HDAC6-COX2 may play an important role in the microenvironment formed by tumor cells and surrounding
cancer-related fibroblasts (CAFs). Immunostaining revealed that HDAC6 was overexpressed in
extramammary Paget"s disease in the advanced stage, and many fibroblasts that appeared to be a
SMA-positive CAF were found around it. These HDAC6-positive cells formed agglomerates and showed the

dynamics of collective cell invasion. It was suggested that the secretion of PGE in extramammary
Paget"s disease is involved in the induction of overexpression of HDAC6 and may be involved in the
acquisition of infiltration / metastatic ability.
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