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New therapy for chronic otitis media or sinusitis by controlling mucous cell metapla
sia
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We demonstrated that Mathl, a critical transcription factor for the development of
mucous cells in the intestine, significantly increased the mucus-like cell numbers in the middle ear muco
sa of mice. Mathl, in the presence of pro-inflammatory cytokine (TNFa) and epithelial differentiation fact
or retinoic acid (RA), synergistically promoted the differentiation of mouse middle ear epithelial cells i
nto mucus-like cells via upregulation of mucins and their chaperones:trefoil factors (TFFs) in vitro. We a
Iso demonstrated that Mathl activation (translocation to nucleus) was inhibited by epidermal growth factor
receptor tyrosine kinase inhibitor, AG1478. In addition, mucous cell metaplasia induced by TNFa and RA wa
s abrogated by AG1478. These results suggested that regulation of Mathl could prevent mucous cell metaplas
ia in chronic otitis media.
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Math1, retinoic acid, and TNF-a
synergistically promote

the differentiation of mucous cells in
mouse middle ear epithelial cells in

vitro.
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