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(Abstract] Objective To evaluate the effect of Shuyu Pills on the expression of HIF-la and p53 in tumor microenvironment
and mitochondrial damage, and therapeutic effect on treating hepatocellular carcinoma (HCC). Methods The subcutaneously
transplanted tumor model of human hepatocellular carcinoma in nude mice was prepared. Male BALB/c nude mice (n=24, 5 weeks
old) were randomly divided into 4 groups with 6 mice in each group: model group (administered normal saline, 02 ml/d),
SYP group (04 g/d Shuyu Pills), SYP+DDP group (04 g/d Shuyu Pills + weekly intraperitoneal dose of 5 mgkg cisplatin), DDP group
(weekly intraperitoneal dose of 5 mg/kg cisplatin). Each mouse was taken 0.2 mL drug via gavage every day. The tumor volume and
body weight of mouse were measured every 2 days. After continuous intervention for 14 days, all the mice were sacrificed by neck
removal and subcutaneous graft tumor was removed; the structure and quantity of mitochondria in tumor tissues were observed by
electron microscopy; the protein and mRNA expression levels of HIF-la and p53 of tumor were detected by Western blot and RT-
qPCR. Results Compared with model group, SYP group inhibited the growth of subcutaneous transplanted tumor of HCC
in nude mice, inhibited the mRNA and protein expression of HIF-la (P<0.05), upregulated the mRNA and protein expression of
tumor suppressor gene p53 (P<0.05), and improved the mitochondrial structure damage; compared with SYP group or DDP group,
SYP+DDP group improved the expression of HIF-la and p53 genes and mitochondrial structure significantly (P<0.05). Conclusion
Shuyu Pills could inhibit the growth of subcutaneously transplanted human HCC in nude mice, which might inactivate HIF-1a and
activate p53, to improve mitochondrial structural damage, combined with cisplatin, Shuyu Pills has synergistic effect.

(Keywords) hepatocellular carcinoma; tumor microenvironment; Shuyu Pills; mitochondrial damage; HIF-1a; p353
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