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ABSTRACT Objective: To explore and study the correlation of Homo sapiens dapper,antagonist of beta-catenin (DACT)2 gene
promoter methylation and chemotherapy sensitivity of cervical cancer cells. Methods: The cisplatin-resistant human cervical cancer cell
line SIHA/DDP was divided into three groups according to the experimental purpose-control group, DACT 1 group and DACT 2 group.
Submethylation inhibitor-5-aza-dC were used for treatment. MTT method were used to detect cell proliferation index, loss cell method to
detect cell apoptosis index, PCR method to detect methylation level, flow cytometry to detect cell cycle, Western Blot The expression of
Wnt protein and TGF-B1 protein were detected. Results: At 24h and 36h after treatment, the relative levels of DACT2 gene promoter
methylation in DACT 1 and DACT 2 groups were lower than those in the control group (P<0.05), and the DACT 2 group were lower
than that in the DACT 1 group (P<0.05). The cell proliferation index in DACT 1 group and DACT 2 group were lower than that in the
control group (P<0.05), and the apoptosis index were higher than that in the control group (P<0.05). There were also statistical
significance compared between the DACT 2 group and the DACT 1 group (P<0.05). At 24h and 36h after treatment, the proportion of
cells in G2/M phase in DACT 1 group and DACT 2 group were higher than that in control group (P<0.05), and the proportion of cells in
GO0/G1 phase were lower than that in control group (P<0.05). There were also statistical significance compared between the DACT 2
group and the DACT 1 group(P<0.05). The relative expression levels of Wnt protein and TGF-g1 protein in DACT 1 group and DACT 2
group at 24h and 36h after treatment were lower than those in control group (P<0.05), and DACT 2 group were lower than DACT 1
group (P<0.05). Conclusion: Inhibition of DACT2 gene promoter methylation can inhibit the activation of Wnt/TGF-B1 signaling
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pathway in cervical cancer cells, regulate the balance of cervical cancer cell cycle, inhibit the proliferation of cisplatin-resistant cervical

cancer cells, and promote cell apoptosis, thereby increasing chemosensitivity. And within the setting range of this study, the higher the

dose, the more significant the effect.
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Table 1 Comparison of the relative promoter methylation levels of DACT2 gene promoters at different time points after treatment in the three groups

Groups n 24 h 36h
DACT 2 group 3 0.56+0.06°° 0.43+0.03°°
DACT 1 group 3 1.49+0.11° 1.11+0.09°
Control group 3 2.74+0.14 2.75+0.26

F 12.833 17.482
P <0.001 <0.001

Note: Compared with the control group, ° P<0.05; compared with the DACT 1 group, ® P<0.05. The same below.

&R 2 ZHIRT IR FE R iE S ISR S A T e HIX b (%)

Table 2 Comparison of cell proliferation and apoptosis index at different time points after treatment in three groups(%)

Cell proliferation index Apoptotic index
Groups n
24h 36 h 24 h 36h

DACT 2 group 3 22.99+3.12°¢ 28.44+2.67°° 18.09+3.11°°¢ 24.21+2.22°°
DACT 1 group 3 34.22+4.20° 43.90+4.44° 11.29+3.85° 17.02+1.01°
Control group 3 41.89+3.22 67.48+3.99 8.44+4.22 11.30+0.98

F 17.103 24.103 25.024 27.858

P <<0.001 <<0.001 <<0.001 <<0.001

R 3 ZERTT IR B R 18] S 2 B RV HA b R L (%)

Table 3 Comparison of cell cycle ratios at different time points after treatment for the three groups (%)

24 h 36h
Groups n
Phase G2/M Phase G0O/G1 Phase S Phase G2/M Phase G0/G1 Phase S

DACT 2 group 3 24.67+2.98°° 51.43+4.13°° 24.22+2.49 28.33+3.02°° 47.98+3.29°° 25.01+2.74
DACT 1 group 3 22.42+3.13° 62.00+3.87° 24.99+2.84 25.09+2.10° 60.20+2.48° 25.98+3.10
Control group 3 19.29+3.09 66.49+4.09 25.22+3.10 19.26+2.22 66.20+3.02 25.20+2.84

F 9.991 10.293 0.533 11.949 14.509 0.483

P <<0.001 <<0.001 0.510 <<0.001 <<0.001 0.615

24 Wnt B85 TGF-g1 EAMEXRIEKFEITLE 5 TGF-B1 & H AN IR AR F X 4 (P<0.05), DACT 2 41

iAITIE 24h 36 h 1) DACT 1 415 DACT 2 411" Wnt #51  {IKF DACT 1 41(P<0.05), U3k 4.

4 ZHBTTREAERE S Wit RE 5 TGF-B1 EE A RIEKTERTLL

Table 4 Comparison of the relative expression levels of Wnt protein and TGF-1 protein at different time points after treatment in the three groups

Wnt TGF-B1
Groups n
24h 36h 24h 36h
DACT 2 group 3 1.02+ 0.22°° 0.78+0.05°° 1.23+0.24°¢ 1.00+0.14° ¢
DACT 1 group 3 2.83% 0.21° 2.34+0.09° 3.10+0.32° 2.87+0.16°
Control group 3 4.29+ 0.22 4.27+0.13 5.10+0.17 5.09+0.22
F 28.193 32.488 29.993 35.052
P <0.001 <0.001 <0.001 <0.001
3 Wi 22 i Nk I L BB B0, H AT TR O B S R £ 20A
FP T, R SR A S B TR E T BT,

B LR R DGR IR, BERT WO AR B )R AT AT A BRI BGERER AR AR I,
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