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[D. Cancer biology] D-28

Concerted action of melatonin and YAP inhibitor on the growth
and stemness of head and neck squamous cell carcinoma via
mitophagy regulation

Ye Young Shin'22, Yoojin Seo*, So Yeang Park' 23, Su-Jeong Oh',22, Ji-Su Ahn' 23, Min-hye Song", Min-
Jung Kang?, Eui-Suk Sung?, Hyung-Sik Kim',2,3*

"Department of Oral Biochemistry: Dental and Life Science Institute, School of Dentistry, Pusan National University,
Yangsan 50612, Korea, “Department of Life Science in Dentistry, Schaol of Dentistry, Pusan National University
Yangsan 50612, Kores, ducation and Research Tean for Life Science on Dentistry, Pusan National University,
Yangsan 50612, Korea, “Department of Qtorhinoiaryngology, Head and Neck Surgery, Pusan National University

Yangsan Hospital, Yangsan 50612, Korea

HNSCC ranks as the sixth most prevalent cancer worldwide and continues to rise for decades. However, resistance
to chemotherapeutic drugs and relapse remain major obstacles of clinical oncology to overcome successful
treatment. Therefore, we focus on analyzing HNSCE cancer stem cells (CSCs), which are involved in tumor initiation
and progression, and investigated the role of melatonin (Mel) and YAP inhibitor (verteporfin; VP) on SCC-25 cels
First, HNSCC CSCs were enriched in ROS-low condition ar suspensian state, Co-treatment of Mel and VP inhibited
cel viability and up-regulated apoptosis-related genes. Sphere-forming ability and CSC population were decreased
by the combined treatment. In addition, mitophagy markers were down-regulated in co-treated cells, Mel and VP
inactivated mitochondria by reducing mitochondrial membrane potential. Moreover, Mel and VP reduced the
expression of epithelial-mesenchymal transition and metastasis markers, The migration capacity of cells was
slgmﬂtamiv decreased by co-treatment. Taken together, these resuits indicate that co-treatment with Mel and VP

ction, resulting in the apoptosis of CSCs. Mel and VP could thus be further investigated
as pm—nml therapies for HNSCC through their action on CSCs.
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Korean Dental
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Bioceramics in
Endodontics
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