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Research on Apoptosis of (-)-gossypol to Murine Cervical Cancer Xenograft and Its Mechanisms
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Abstract: Objective To investigate the role of (-)-gossypol on apoptosis of murine cervical cancer xeno-
graft induced by Cisplatin and its possible mechanisms. Method To establish sixty models of subcutaneous
xenograft of cervical cancer U14 cells on Kunming mice, then divide them into 4 groups randomly. which
were LGP group, LGP + DDP group,DDP group and model control group,respectively. The groups were
under continuous medication intervention for 8 days,then the mice were euthanasiaed after medication in-
tervention(2 day) , the xenograft was exfoliated,the tumors’ weight was weighed and the inhibition rate of
tumor was calculated;the apoptosis of tumor cells was detected by TUNEL and the apoptosis index (A
of each group was calculated;the apoptosis-related protein expression level(Bel-2,Bax) and resistance-as-
sociated protein expression level (P-gp) of tumor tissue in each group were detected by immunohistochem-
istry. Results The weight of tumor in model group were higher than that in other three groups, the
weight of tumor in LGP + DDP group was the lowest(P<C0. 01) ,and the lighter group was DDP group.
The AT in experimental group was higher than that in model group,and the AI in LGP + DDP group was
the highest (P<C0. 01) ;the expression of P-gp and Bcl-2 protein in LGP and LGP + DDP group was de-
creased (P<C0. 05),the expression of Bax protein and the rate of Bax/Bcl-2 were increased (P<C0. 05) ;
there was positive correlation between the expression of P-gp and Bel-2, as well as, negative correlation
between the expression of P-gp and Bax (P<C0. 01). Conclusion LGP could inhibit the growth of the
transplanting tumor of murine cervical carcinoma U14, and modality therapy was more efficiency when
combined with DDP; LGP can induce apoptosis by decreasing the expression of Bel-2 protein and increas-
ing the expression of Bax protein,and enhance the chemotherapy sensitivity by decreasing the expression
of P-gp protein.
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Table 1 The inhibition effect of murine cervical cancer xeno-
graft treated with LGP combind with DDP(x £ 5)

Groups n  Tumor weight (g) Inhibition rate (%)
DDP#* 15 0.70%0.48 34. 40
LGPA© 15 0.93£0. 48 12.25

LGP + DDP#©%* 15 0.47%0.39 55. 84

Model 15 1.06%0. 74 —

Note:DDP; cisplatin; LGP; ( = )-gossypol;” : compared with model
group, P<<0. 01;° ; compared with DDP group, P< 0. 05;* ; com-
pared with LGP group, P<{(. 05;DDP: cisplatin; LGP (-)-gossypol;

- :no calculated
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A:DDP group;B: LGP group; C: LGP + DDP group;D:Model control group
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Figure 1 The effect of apoptosis in murine cervical cancer xenograft treated with LGP combind with DDP
(TUNEL X 400)
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A :DDP group;B: LGP group;C.:LGP + DDP group;D:Model control group
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Figure 2 The expression of P-gp protein in murine cervical cancer xenograft(SP X 400)
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A:DDP group;B: LGP group; C: LGP+ DDP group;D:Model control group
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Figure 3 The expression of Bcl-2 protein in murine cervical cancer xenograft(SP X 400)
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A:DDP group;B: LGP group; C: LGP+ DDP group;D:Model control group
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Figure 4 The expression of Bax protein in murine cervical cancer xenograft treated with LGP combind with
DDP(SP X 400)
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Table 3 The expression of Bcl-2,Bax and P-gp protein in mu-
rine cervical cancer xenograft treated with LGP combind with
DDP(x £ 5)

Groups N  P-gp Bel-2 Bax Bax/Bcl-2
DDP# 15 5.3£0.9 5.9+0.2 3.7£2.3  0.72
LGP~A© 15 3.7£0.6 4.7£1.7 3.2%£2.7 0. 68
LGP+DDP~“% 15 4,1+1.2 55%£0.6 6.7%0.6 1.22
Model 15 3.9£0.9 5.8£0.3 1.2£1.8 0.21

Note: compared with model group,” : P<{0. 01; compared with DDP
group, © ; P<{0. 05; compared with LGP group,™ ; P<0. 05
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