2014 2016

HPV

Molecular mechanism for the onset of cervical cancer by HPV virus
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To investigate function of Hippo for the onset of cervical epithelium, we
generated progesterone receptor-Cre, Moblafl/fl, Moblb-/- mice (cDKO). All of cDKO mice showed
cervical cancers 3 weeks after birth. cDKO cervical epithelial cells exhibited hyperproliferation,
impaired contact inhibition, enhanced progenitor self renewal, and increased centrosomes.
Examination of Hippo pathway signaling in cDKO cervical epithelial cells revealed that loss of
Mobla/b altered the activities of the downstream Hippo mediators LATS and YAP1. Similarly, YAP1l was
activated in human cervical carcinomas. And expression of HPV E6 and E7 in HPV non-infected
cervical epithelial cells shows activation of YAP. Taken together, our results indicate that HPV
causes cervical cancers by modulating Hippo signaling pathway.
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MOB1 deficiency in the uterus results in early onset of CIS
but maintain this CIS stage for a long period
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Tumorgenic characteristics of Mob1a/b-deficient cervical epithelium
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YAP1 activation is prominent from precancerous stage
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p53 activatis cervical CIS to invasive cancer
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E6/E7-induced YAP may be important for cervical tumor onset
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