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P53 (P <0.05 ); B4 1 RIS B AH B.AE FH 2 81( coefficient of drug interaction, CDI )Y < 1, d B ¥ 2 ELAG Ph )4 5 rAd-P53
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Inhibitory effect of recombinant human adenovirus-P53 combined with paclitaxel
on human cervical cancer HeLa cells and its mechanism
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[ Abstract ] Objective: To evaluate the effect of recombinant human adenovirus-P53( rAd-P53 ) combined with paclita-
xel on proliferation, apoptosis and vascular endothelial growth factor ( VEGF ) expression of cervical cancer Hela cells.
Methods: The effects of paclitaxel, rAd-P53 alone or in combination on the proliferation of HeLa cells were evaluated by
MTT. The effects of paclitaxel, rAd-P53 alone or in combination on apoptosis of Hela cells at 48 h were evaluated by
DAPI stain. The effects of paclitaxel, rAd-P53 alone or in combination on VEGF expression in HelLa cells were examined
by Western blotting. Results: Paclitaxel, rAd-P53 alone or in combination inhibited HelLa cell proliferation significantly
at 24-72 h in dose-dependent and time-dependent manners. Furthermore, the inhibitory effect was more significant with
rAd-P53 combined with paclitaxel than with paclitaxel or rAd-P53 alone group ( P <0.05 ). The coefficients of drug inter-

action ( CDI ) of various doses of rAd-P53 combined with paclitaxel were less than 1, which indicated that there was a syn-
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ergism between them. At 48 h of treatment, rAd-P53 (5 x 10" VP/ml ) combined with paclitaxel (3 g/ ml ) showed
stronger cell inhibition than the two drugs treated alone ([54.0 £+ 0.921% vs[31.8 + 0.58 1% ,[27.2£0.55 %,
P <0.05 ). In addition, the combined group demonstrated more powerful ability in apoptosis induction than paclitaxel and
rAd-P53 alone( [ 83 £0.07 ]% vs [ 36 £0.04 1% ,[ 62 +0.05 ]% ,P <0.05 ), but the expression of VEGF in Hel.a
cells in the combined treatment group decreased more significantly than did the single drug groups ([ 81 = 0.08 1% wvs
[45+0.07 ]% ,[ 60 +0.06 ]% , P <0.05 ). Conclusion: rAd-P53 combined with paclitaxel shows more significant pro-

liferation inhibition and apoptosis induction effects than does paclitaxel or rAd-P53 alone. Its mechanism may be associat-

ed with down-regulation of VEGF expression.
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Tab.1 Effect of paclitaxel and rAd-P53 alone or

in combination on the proliferation of HeLa cells( % )

Group 24 h 48 h 72 h

Paclitaxel( p,/pg * ml™")

1.5 13.9+0.44 16.3£0.21 11.2£0.13
3 27.6+0.68 31.8+0.58 29.2+0.14
6 36.3+0.13 40.2+0.23 39.3 +0.36

rAd-P53( z/VP * ml ")
5x10° 10.4+0.27 15.00.77 19.5+0.45
5%x107 26.0+0.31 27.2+0.55 30.4+0.57
5%x10° 34.7+0.59 42.6+0.25 47.2+0.16

rAd-P53 + paclitaxel

5x10°+1.5 34.6+0.20° 43.2+0.72" 46.8 £0.51"
5x10" +3 47.8+0.10% 54.0+0.92* 62.4 +0.16°
5x10° +6 68.8 £0.43% 78.8 +0.25% 84.9 +0.28*

*P <0.05 vs paclitaxel or rAd-P53 group, “P <0.05 vs
paclitaxel or rAd-P53 group; ®P <0.05 vs paclitaxel or rAd-
P53 group
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1 #A2E2.rAd-P53 B AEEXS Y Hela A TAIRZMA( %200 )
Fig.1 Effect of paclitaxel and rAd-P53 alone or in combination on the apoptosis of HeLa cells( x200 )
A: Control; B: Paclitaxel; C: rAd-P53; D: rAd-P53 + paclitaxel
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B2 ¥4282.rAd-PS3 BANEE
%t HeLa 4Hfflsf VEGF Ri%AI% M
Fig.2 Effect of paclitaxel and rAd-P53 alone or in
combination on the expression of VEGF in HeLa cells
1: Vehicle; 2: Paclitaxel; 3: rAd-P53; 4: Ad-P53 + paclitaelr
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