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Abstract
AIM: To establish the HSV1-tk/GCV tumor suicide sys-
tem by constructing a recombinant retroviral vector, and
to determine the inhibitory effect of this system on murine
transplanted hepetocarcinoma in vivo.

METHODS: The HSV-tk cDNA was orientationally cloned
into the retroviral vector plasmid (pLXSN) using DNA recom-
binant technique. The recombinant plasmid (pLXSN-tk) was
mixed with PolyFect Transfection reagent and was trans-
fected into the packaging cell line PT67. Then, a stable
virus-producing packaging cell lines was obtained by
G418 screening, and was transfected into murine
hepatocarcinomatous H22 cells. An anti-G418 clone
named H22/tk was obtained by G418 screening. H22/tk and
H22 wild type cells were mixed in a proportion of 1 4.
Then the mixed cells were inoculated subcutaneously into
Kunming mice. The tumor-bearing mice were randomly
divided into model control group and GCV treated group,

and the tumor inhibitory effect was observed by measur-
ing tumor sizes.

RESULTS: HSV1-tk was inserted into recombinant plas-
mid pLXSN-tk successfully. The anti-G418 positive cell
strain PT67/tk, which could excrete retrovirus recombinant,
was obtained. The titer of the virus was 4 107cfu/L. Af-
ter the infection of H22, the anti-G418 positive cell strain
H22/tk was also obtained. The sensibility to GCV showed
in H22/tk cells was much higher than that in H22. Nearly
all the cells lysed and became granule-like after treated
with GCV (1 000 mg/L) for 72 h. The tumor growth in the
GCV treated group was significantly inhibited as compared
with that in the control group. There was no significant
difference in tumor size between the two groups before
the mice were treated with GCV. But at the 8th, 10th, 12th,
14th day after treatment with GCV, the tumor sizes in the
GCV treated group were obviously decreased as com-
pared with those in the control group (231 155 mm3 vs
356 205 mm3, t = -2.25, P = 0.03; 413 252 mm3 vs
635 382 mm3, t = -2.14, P = 0.04; 592 420 mm3 vs
963 580 mm3, t = -2.38, P = 0.02; 939 847 mm3 vs
1 509 1 105 mm3, t = -1.92, P = 0.06),and the tumor
inhibitory rates were 35.0%, 35.0%, 38.5% and 37.8%,
respectively.

CONCLUSION: The recombinant retrovirus expressing
HSV1-tk is obtained successfully, and the HSV1-tk/GCV
suicide gene system shows marked inhibitory effect on
murine transplanted hepatocarcinoma.
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