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Study of a Selective Cyclooxygenase —2 Inhibitor NS398 in Suppressing the Growth of Human Lung Tumor Xenografts in Nude Mice. Chen
Jian,Bi Yanli,Qiu Rong et al. Zhejiang Medical College ,Zhejiang 310053 , China

Abstract Objective To investigate the inhibitory effect and mechanism of a selective cyclooxygenase —2 inhibitor NS398 in sup-
pressing the growth of human lung tumor xenografts in nude mice. Methods A human lung tumor xenografts model was established by
subcutaneously injecting human lung tumor A549 cell into nude mice. Twenty nude mice was randomly assigned into four groups: control,
low — dose NS398 injection(1.5mg/kg) , middle — dose NS398 injection(3.0mg/kg) and high — dose NS398 injection(4.5mg/kg). Mice
in every groups were treated with corresponding dosage intraperitoneally for 3 times in each week and it lasted for 4 weeks. The volume of
tumor was measured in every week, the nude mice were sacrificed for quantifying the rate of tumor inhibition and the tumor was removed
for calculating tumor weight in the next day of last injection. The Apoptotic cells in tumor xenografts were detected by TUNEL method, and
the expression levels of survivin, XIAP and cleaved caspase — 3 were quantified by Western blot. Results The growth rate of tumor xeno-
grafts in NS398 injection groups with different dosages was slower than that in control group. The tumor weight in NS398 injection groups
with different dosages all significantly decreased when compared with control group(P <0.01, P =0.000). It showed a dose — dependent
manner. The rates of tumor inhibition in NS398 injection groups were 30.18% , 46.50% and 53.87% , respectively. It showed that the
apoptotic index of NS398 injection groups with different dosages was obviously increased in a dose — dependent manner when compared
with control group by TUNEL detection( P <0.01, P =0.000). Western blot showed that the expression levels of survivin and XIAP were
significantly decreased when compared with control group, however, the expression level of cleaved caspase — 3 was distinctly elevated
when compared with control group. It also was a dose — dependent manner( P =0.000). Conclusion The growth of human lung tumor
xenografts was inhibited and apoptosis in tumor tissue was induced by NS398 | which might be associated with decreased the expression of
survivin and XIAP and increased the expression of cleaved caspase — 3.
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