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Abstract

AIM: To study the anti-tumor effects
of recombinant Canstatin protein plus
5-fluorouracil (5-FU) on pancreatic cancer in
order to develop a new treatment modality.

METHODS: Tumor xenografts were established
by subcutaneous inoculation of 1x10” SW1990
pancreatic cancer cells into the right flanks
of 32 BALB/c nude mice. When the tumors
reached 2-3 mm in diameter, mice were ran-
domly divided into 4 groups: phosphate buffer
solution (PBS) group were treated with PBS 0.3
mL per day for 3 weeks; Canstatin group were
treated with Canstatin 5 mg/kg per day for 3
weeks; 5-FU group were treated with 5-FU 12.5
mg/kg per day for 5 days; and combination
group were treated with 5-FU 12.5 mg/kg per
day for 5 days plus Canstatin 5 mg/kg per day
for 3 weeks. All the agents were injected intra-
peritoneally. During the treatment period, the
subcutaneous tumors were measured by com-
passes and caliper every 3 or 4 days. At the end
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of the experiment, all the tumors were resected,
and both routine pathological and immunohis-
tochemical examinations were performed to
observe the drug toxicity and intratumoral mi-
crovescular density (MVD).

RESULTS: The size of tumors treated with
Canstatin was significantly decreased in com-
parison with that of PBS group from the 10" day
after treatment (P < 0.01). In 5-FU group, the tu-
mor size was obviously smaller than that in PBS
group from the 7" day after treatment (P < 0.05),
and in combination group from the 3" day after
treatment (P < 0.05). At the end of the experi-
ment, the size of tumors in combination group
was the lowest (P < 0.05), with the highest tumor
suppression rate of 83.2%. During treatment, no
obvious toxicity was observed. The immunohis-
tochemical examination showed that the MVD
in Canstatin group (25.2 + 3.7) or combination
group (22.0 £ 4.8) was significantly lower than
that in PBS group (36.8 + 9.4) or 5-FU group (31.6
* 4.0)(P < 0.05). No significant difference was
found in MVD between 5-FU and PBS group.

CONCLUSION: Recombinant human Canstatin
protein effectively retards the growth of pancre-
atic cancer through inhibiting the angiogenesis
of tumors, without remarkable adverse ef-
fects. Synergic anti-tumor effect is achieved as
Canstatin is combined with cytotoxic drugs.
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