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MET

Anti-metastatic therapy that simultaneously leads to both loss of cancer

stem-like cell property and MET (mesenchymal to epithelial transition) in head
and neck cancer

Imanishi, Yorihisa
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i 1) In pharyngeal squamous cell carcinoma (PSCC) cells, selective inhibition
of Cox2 and its downstream EP2 (PGE2 receptor) showed antitumor effects by suppressing cell

proliferation and migration via MET-induction (EMT-reversal) through downregulation of various
EMT-TFs. Histopathological analysis of hypopharyngeal carcinoma specimens suggested a profound
involvement of EMT, characterized by decreased E-cadherin expression and increased Cox2 expression,
in cervical lymph node metastasis.

2) Selective Cox2 and EP2 inhibition of PSCC cells attenuates anchorage-independent cell
proliferative ability by down-regulating several CSC-related molecules such as Oct3/4 and Nanog,
thereby enhancing chemosensitivity to docetaxel. Immunohistochemical analysis of oro-hypopharyngeal
carcinoma specimens before and after induction chemotherapy displayed a significant inverse

correlation between pre-treatment Cox2 expression and the histological therapeutic effect of
induction chemotherapy.
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Fig.3: Effects of Cox2 and EP2 inhibition on CDH-1 and vimentin expression
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Fig.4: Restoration of intercellular E-cadherin expression and
epithelial cell morphology by Cox2 and EP2 inhibition
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Fig.7: Attenuation of chemoresistance by Cox2 inhibition
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