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Abstract: Objective To investivage the role of HER4 in malignant proliferation and stemness features of osteosarcoma MG-63 cells. Methods Knockdown of
HER4 in osteosarcoma cell lines was performed using sh RNA- HER4 (sh-HER4).Reverse transcription-polymerase chain reaction(Qrt-PCR) and
Western blotting were employed to defect shRNA interferen efficiency. The clone formation assay and MTT assay were used to investiage the
proliferation of osteosarcoma MG-63 cells. The flow cytometry analysis was used to detect the ratio of CD133 positive cells. Mammosphere-
formation analysis was used to determine self-renewal ability. Apoptosis and stemness-related pmteins were detected by western blotting.
Results HER4 is highly expressed in osteosarcoma cell lines (P<0.05). Sh-HER4 blocked clone formation, cell viability, invasive cell numbers and
wound healing. Sh-HER4 also downregulated spheroids numbers, CD133 positive cell ratios and downregulated Nanog,Sox-2,0ct3/4 levels.
(P<0.05). Conclusion These results suggest a novel role of HER4 in osteosarcoma progression indicating its potential as a therapeutic target for this
disease.
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