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[Abstract] Objective To explore the effects of both folic acid, p16 protein expression and
their interaction on progression of cervical cancerization. Methods Participants were pathologically
diagnosed new cases, including 80 women with normal cervical (NC), 55 patients with low-grade
cervical intraepithelial neoplasia (CIN 1), 55 patients with high-grade cervical intraepithelial
neoplasia (CIN II/1l) and 64 patients with cervical squamous cell carcinoma (SCC). Serum folate
levels were detected by microbiological assay method while pl6 protein expression levels were
measured by Western-blot. In vitro, cervical cancer cell lines C33A (HPV negative) and Caski (HPV16
positive) were treated with different concentrations of folate. Proliferation and apoptosis of cells and
the levels of pl6 protein expression were measured in groups with different folic acid concentrations.
Results Results showed that the levels of serum folate were (5.96 +3.93) ng/ml, (5.08 £ 3.43) ng/ml,



- 1648 - BRI TR 20164 12 A28 374555 128]  Chin J Epidemiol, December 2016, Vol.37,No.12

(3.92 +2.59) ng/ml and (3.18 & 2.71) ng/ml, and the levels of p16 protein were 0.80 = 0.32, 1.33 =
0.52, 1.91 % 0.77, and 2.09 & 0.72 in the group of NC, CIN I, CIN I/l and SCC, respectively.
However, the levels of serum folate decreased (trend y*=32.71, P<<0.001) and p16 protein expression
increased (trend x*=356.06, P<<0.001) gradually along with the severity of cervix lesions. An additive
interaction was seen between serum folate deficiency and high expression of p16 protein in the CIN I,
CIN II/Il and SCC group. Results in vitro showed that, with the increase of folate concentration, the
inhibition rate of cell proliferation (C33A: r=0.928, P=0.003; Caski: r=0.962, P=0.001) and the
rate on cell apoptosis (C33A: r=0.984, P<<0.001; Caski: r=0.986, P<<0.001) all increased but the
levels of p16 protein expression (C33A: r=-0.817, P=0.025; Caski: r=-0.871, P=0.011) reduced.
The proliferation inhibition rate (C33A: r=-0.935, P=0.002; Caski: r=-0.963, P=0.001) and
apoptosis rate of cells (C33A: r=-0.844, P=0.017; Caski: r=-0.898, P=0.006) were negatively
correlated with the levels of p16 protein expression. Conclusions Our findings indicated that both
serum folate deficiency and high expression of p16 protein could increase the risk of cervical cancer
and cervix precancerous lesion, and there was an additive interaction between them. Our findings
suggested that folic acid supplementation could reverse the abnormal expression of pl6 protein, and

effectively promote apoptosis and inhibit proliferation in cervical carcinoma cells.
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