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[ABSTRACT] Objective:To investigate the therapeutic efficacy of HSV-tk under the control of VEGF promoter against rat
hepatocarcinomas. Methods: Diethylnitrosamine (DEN) was used to develop hepatocarcinomas in 32 Wistar rats, which were
subsequently divided into 4 groups: AdVEGF-tk group,Ad group, AdCMV-tk group and saline group. Then selective adminis-
tration of recombinant adenovirus or saline via the intrahepatic artery was performed in all rats 120 d after the first DEN
dose. Ganciclovir (GCV) was given at a dose of 50 mg * kg™! » d7!(ip) started on the following day and lasted 10 d. All the
treated animals were anesthetized and laparotomized to evaluate tumor burden 10 d before and after the last GCV dose. The
survival was checked daily in the remaining animals. Results: After the treatment of DEN (120 d), typical liver tumors were
found in all laparotomized rats. The deaths were recorded continuously 5 d after GCV treatment in the animals treated with
AdCMV-tk/GCV, but not in other groups. Tumor score remained stable in rats treated with AdVEGF-tk/GCV [(2.25+
0.89) vs (2.254+0.76)], but increased in the rats treated with Ad/GCV [(2.0040. 93) vs (3. 89+0. 83)] or saline/GCV
[(2.134+0.83) vs (3.75+0.89), P<C0.01]. Furthermore, treatment with AdVEGF-tk/GCV increased the survival of tu-
mor-bearing animals for more than 90 d. Conclusion: The results display a pronounced tumor growth delay and a prolonged
survival time when AdVEGF-tk is injected by intrahepatic artery route followed by GCV administrations.
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Fig 1 Long-term survival of tumor-bearing rats after

treatment with recombinant adenovirus via IHA
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