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Tissue-specific CD/5-FC system thermochemotherapy in treatment of a liver me-
tastasis model of colon cancer in nude mice: the safety

WANG Yu', ZHANG Bao-ming', LI Cheng-jin', WANG Lie' ", TU Xiao-huang', WANG Yang’( 1. Institute of General
Surgery, Fuzhou General Hospital, PLA Nanjing Military Area Command, Fuzhou 350025, China; 2. Department of
General Surgery, The Central Hospital of Xianyang, Xianyang 712000, Shaanxi, China )

[ Abstract ] Objective: To study the safety of tissue-specific cytosine deaminase /S-fluorocytosine ( CD/5-FC ) system
thermochemotherapy in treatment of a liver metastasis model of colon cancer in nude mice. Methods: Liver metastasis
model was established by intravenously injection of LOVO cell lines harboring tissue-specific CD gene in 30 nude mice.
The mice were then randomly divide into three groups, namely, a control group, a thermochemotherapy group, and a
chemotherapy group; the three groups were intraperitoneally injected with sodium saline, 43 “C pro-drug 5- FC or pro-drug
5-FC, respectively. After 21 days, the animals were sacrificed and the pathological changes of liver, stomach, lung, pan-
creas, small intestine, and large intestine were examined by H-E staining. RT-PCR was used to study the expression of
CD gene. Results: The growth of tumor cells in the control group grew actively, and the growth in the 43 °C pro-drug 5-
FC group was greatly inhibited compared with those in the pro-drug 5-FC and normal saline groups. The normal liver,
stomach, lung, pancreas, small intestine and large intestine tissues showed no pathological changes and no CD expres-
sion. RT-PCR examination revealed stable CD gene expression in the 3 groups. Conclusion: Tissue-specific CD/5-FC
system thermochemotherapy can improve the specificity of CD gene expression, and reduces the damages to the normal tis-
sues by the thermochemotherapy.
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Fig.1 Histological changes of liver metastasis tumor tissue treated by CD/5-FC thermochemotherapy( H-E, x 400 )

A: Tumor cells grew actively in the tumor tissues of liver metastisis; B: Tumor cells were denatured vacuously, mesoplasts crinkled,

cellular boundary disappered, only a small number of tumor cells remained, fibroblast were scattered, and tumor cells were invaded

by a lot of lympholeukocytes and eosinophilic granulocytes; C: Small amount of tumor cells were denatured vacuously,others were

infiltrated by lympholeukocytes, and the growth of tumor cells were surspressed

B2 CD/5-FC#UFriasr21d GRERKRETEREEETALANHISEL ( H-E, x400)
Fig. 2 Histological changes of different normal tissues treated by CD/5-FC thermochemotherapy for 21 d( H-E, x 400 )

A: Normal liver tissue; B: Normal lung tissue; C: Normal stomach tissue;

D: Normal pancreas tissue; E:Normal small intestine tissue; F: Normal large intestine tissue
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Fig.3 CD gene expression in different
tissue detected by RT-PCR
M: DNA Marker; 1: Liver metastasis tumor tissues of
control group,showing CD gene( 154 bp ); 2: Liver
melastasis tumor tissue of thermochemotherapy group;
3: Liver metastasis tumor tissue of chemotherapy group;
4: Normal liver tissue; 5: Normal lung tissue; 6: Normal
stomach tissue; 7: Normal pancreas tissue; 8: Normal

small intestine tissue; 9: Normal large intestine tissue
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