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Abstract

AIM: To investigate the inhibitory effects and
mechanisms of combined treatment of a special
COX-2 inhibitor (NS-398) and a special gastric
receptor antagonist (AG-041R) on gastric cancer
cell line MKN-45.

METHODS: The human gastric cancer cell line
MKN-45 was treated with NS398 and AG-041R,
respectively, or in combination. The growth of
MKN-45 cells was detected by MTT assay; the
cell apoptosis was detected by flow cytometry;
the expression of c-Myc mRNA was determined

by reverse transcription-polymerase chain reac-
tion (RT-PCR).

RESULTS: NS-398 and AG-041R inhibited the
growth of MKN-45 cells in a time- and dose-
dependent manner (12-72 h; NS-398: 1 x 10° - 1
x 10" mol/L; AG-041R: 1 x 10° - 1 x 10° mol/L).
AG-041R (1x10° mol/L) and NS-398 (1x10”
mol/L) inhibited the proliferation of MKN-45
cells at rates of 42.1% and 41.8%, respectively,
at 72 h. NS-398 and AG-041R in combination

resulted in a synergistic effect on inhibiting
growth, and the inhibition effect was enhanced
along with time. When NS-398 (1x10° mol/L)
or AG-041R (1x10° mol/L) or their combina-
tion was used, the rate of apoptosis was 9.57% *
0.60%, 10.25% + 0.68% and 20.83% = 1.90%, re-
spectively, which was significantly higher than
the rate in the controls (1.67% * 0.76%)(all P <
0.01), and the agents in combination induced a
higher apoptosis rate than either of them did (P
< 0.01). NS-398 and AG-041R down-regulated
the level of c-Myc mRNA, respectively, but their
combination down-regulated it more significant-
ly than either of the agents did.

CONCLUSION: Combined treatment of NS-398
and AG-041R synergistically inhibits the growth
of MKN-45 cells in a time- and dose-dependent
manner, induces the cell apoptosis and down-
regulates c-Myc mRNA expression in MKN-45
cells.
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IR )l B A I, VAN R S R S X107/L,
FERT96 LR TR P, K5 FR24 haH fi 40 I B
Jo, NS FWR EE R 2590 5y il Ri 97212, 24, 48,
72 h, SRIGREFLIIAS @/L MTTI20 pL, 4k4Lh;
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A F A0 26/ P9 B 25 T2 = By w/Eat(1-
E) X Eg, gfH>1.150), WA EEER. 455R: ¢
24 h=1.18,g48 h=121,¢72 h=128(H1, &1).
2.2 Aes R WA B IR NS-398(1 X
10° mol/L), AG-041R(1X 10 mol/L)F1 —# it
E A TMKN-4541 072 h)e, 4000 T35 55 5
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