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Effect of phloretin on the malignant progression of HPV positive cervical cancer cells by regulating the
YAP/TAZ signaling pathway

JU Xiaoyu, WEI Xixue, WANG Lan (Shengjing Hospital Affiliated to China Medical University , Shenyang »
Liaoning 110022 .,China)

Objective To investigate the impact of phloretin on the malignant progression of HPV positive cervical
cancer cells by regulating the Yes-associated protein/transcriptional coactivator with PDZ-binding motif (YAP/TAZ)
signaling pathway. Methods HPV16 positive cervical cancer SiHa cells were cultured in vitro and separated intoa low-
dose phloretin group (40 pg/mlL),a medium-dose phloretin group (80 pg/mL),a high-dose phloretin group (160 pg/
mL) .an activator group [ 160 pg/mL phloretin+ YAP activator (PY-60) 10 pmol/L],and an inhibitor group [ 160 pg/mL
Phloretin+ YAP inhibitor ( VTPF) 5 pmol/L] and a control group. CCK-8 experiment was applied to detect cell
proliferation. Flow cytometry was applied to detect cell apoptosis. Scratch test was applied to detect cell migration.
Invasion was detected by Transwell. The expression of YAP/TAZ signaling pathway and apoptotic proteins in cells were
detected by Western blot. Results Compared with the control group,the A,;, value,number of cell invasions, scratch
healing rate,the expression of YAP,TAZ.and B cell lymphocyte tumor 2 (Bcl-2) were increased in the low-dose, medium-
dose,and high-dose phloretin groups,the cell apoptosis rate and the expression of Bcl-2 associated X protein (Bax) were
increased, and there were significant differences among each dose group (P <C0. 05). Compared with the high-dose
phloretin group,the A, value, number of cell invasions, scratch healing rate, the expression of YAP, TAZ,and Bcl-2 in
the activator group were obviously increased, the cell apoptosis rate and the expression of Bax were reduced (P <C0.05),
the level of the above indicators in the inhibitor group was opposite.  Conclusion Phloretin can inhibit the migration,
invasion andproliferation of HPV positive cervical cancer cells,and its mechanism may be related to the down-regulation of
YAP/TAZ signaling pathway.
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Fig. 1 Flow cytometry detection of SiHa cell apoptosis in each group
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Fig. 3 Transwell detection of SiHa cell invasion in each group
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Fig. 4 YAP/TAZ pathway and expression of apoptotic proteins
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