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Abstract

AIM: To investigate the killing effect of cytosine deami-
nase/5-fluorocytosine on colorectal carcinoma when com-
bined with gastrin receptor antagonist.

METHODS: Plasmid G1CEACDNa was transferred into the
LoVo cell line using liposomes method. The growth curve
of cells was observed when cultured with 5-FC (1 mmol/L)
or/and CI1-988 (1" 10®*mmol/L) in RPMI-1 640+100 ml/L
fatal bovine serum. The killing efficiency was measured
by MTT method. The submicroscopic structure of cells was
observed by electron microscope, apoptosis was verified
by a flow cytometer . CD*LoVo cells were were. inoculated
s.c. in athymic nude mice followed by 5-fluorocysine or/
and C1-988 treatment for 20 d. these nude mice were killed
with their tumor weight determined. Then tumor tissue
was stained with hematoxylin and eosin, the submicroscopic
structure of cells was observed by electron microscope.

RESULTS: After treated with 5-FC or C1-988,the inhibition
rate of CD* LoVo cells was 90 % and 50 %, respectively.
When c these two reagents were used in combination, the
inhibition rate was 40 % and 97 % on 3 d and 6 d, respectively.
By MTT method, combination of CD/5-FC and CI-988 possessed
superior killing effect in comparison to single therapy (0.53+0.05
vs 0.49+0.02, 0.38+0.06, F =29.5536, n =5, P <0.01). Elec-
tron microscope and flow cytometer verified that cells were
apoptosized after exposed to 5-FC (1 mmol/L) and CI-988
(1" 108 mmol/L) 72 h. Significant anti-tumor effect was
observed in nude mice bearing CD* LoVo cells followed

with 5-FC(500mg/kg body weight i.p. injection per day) or
C1-988 (10 mg/kg per day orally), the inhibition rate were
69.4% and 49.5%,respectively. When these two reagents
were used in combination, the inhibition rate was 81.5 %
that was higher compared to single therapy (0.42+0.12 vs
0.6940.11, 1.22+0.22, F =33.1709, n =5, P <0.05).There
were apoptosis bodies in submicroscopic structure.

CONCLUSION: Gastrin receptor antagonist canelevate the
killing effect of CD/5-FC on colorectal carcinoma. Apoptosis
is possibly one of the reasons of the synergistic action.
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