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Effect of BIRCS small hairpin RNA on sorafenib-induced apoptosis of hepatocellular carcinoma
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. [ Abstract] Objective To investigate the synergistic effect of BIRC5 gene therapy combined with sorafenib and the enhanced

efficacy of sorafenib-induced cell apoptosis of hepatocellular carcinoma (HCC). Methods Adenovirus expressing BIRCS small hairpin
RNA ( AJEGFP-shBIRC5) was constructed and used to infect HCC cell line Hep3B. The expression of BIRCS was determined by immu-
nocytochemistry in AdEGFP-shBIRCS infected cells. The effect of AdEGFP-shBIRCS combined with sorafenib on cell apoptosis and tumor
growth was observed in Hep3B xenografts in nude mice. TUNEL assay was used to label cancer cell apoptosis. Results The adenovirus-
mediated expression of BIRC5-shRNA could obviously silence BIRC5 expression. BIRC5 expression rate was (78.8 £12.6) % in AEG-
FP-shCtrl group and (20.6 £8.2)% in AdEGFP-shBIRC5 group (P <0.01). Five weeks after treatment of Hep3B xenografts in nude
mice, the inhibitory rates of tumor growth were 61. 78% (P =0.0032), 42.36% (P =0.0059) and 29.20% (P =0.0169) in groups of
AdEGFP-shBIRCS combined with sorafenib, AdEGFP-shBIRC5 and sorafenib respectively. Accordingly, compared with sorafenib group,
the expression of BIRCS was inhibited (P =0.0364), and the cell apoptosis was increased (P =0.0296). Conclusion Gene therapy
targeting BIRC5 can enhance the sensitivity of HCC cells to sorafenib and induce more cancer cell apoptosis.
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