- 852 - PR TR A28 5 2016 4E 6 H 45 37555 6] Chin J Epidemiol, June 2016, Vol.37,No.6

- S FEAIF ST -

Hi% 5 HPV16 E6/E7 mRNA ik
A E B AR T S BAEH

B TH XNFEEF OFHE OXBE KT Zem
030001 A /&, ¥ EAF K 503k T A 2 I8 RAT R 5 5 E
WBAEAEH . 244k, Email: wangjt59@163.com
DOI:10.3760/cma.j.issn.0254-6450.2016.06.022

(=] B8 HitHm5 AFLEREE 16 81 (HPV16)E6/E7 mRNA FIATE B #ifn A8 Hp A8
HAEM . Ak IR ILEI2 S SR 4N (SCC) g 64 6] IG5 5 81 1 iz PRl e AR
(CINT) £ 55 ] | 2 BB 300 1 Bz IR REZE (CIN2+ ) H 55 B ILIE 3 2 3L (NC ) 2 80 B4 M AIFSE XF
G o SR FHALAE W32 I A 1003 TR AL 41 S 52 7K S, 197 FH real-time PCR 7 &l HPV16 E6/E7
mRNA % ik K FIH] SPSS 16.0 1 {4 #F 47 A OC %R 19 x 7 K 56 | 77 25 43 1 . Welch £ 55
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[Abstract] Objective To explore the interaction between folate and the expression of
HPV16 E6/E7 mRNA in the progression of cervix carcinogenesis. Methods Subjects were selected
from the participants who were diagnosed pathologically, including 64 patients with cervical squamous
cell carcinoma (SCC), 55 patients with low-grade cervical intraepithelial neoplasm (CIN1), 55 patients
with high-grade cervical intraepithelial neoplasm (CIN2 + ) and 80 with normal cervix (NC). The
levels of serum folate and RBC folate were detected by microbiological assay, and the expression
levels of HPV16 E6/E7 mRNA were measured, using the real-time polymerase chain reaction
(real-time PCR). Data was analyzed by methods as chi-square test, analysis of variance (ANOVA),
Welch test, Kruskal-Wallis H test and ordinal logistic regression. Spearman correlation was tested
using the SPSS statistical software (version 16.0) while the interaction effects were evaluated by
additive model. Results There was a positive correlation seen between the serum folate and RBC
folate (r=0.41, P<<0.001). The levels of serum folate and RBC folate decreased gradually along with
the severity of cervical lesions (y*=32.71, P<<0.001; y*=16.32, P<<0.001). The expression levels of
HPV16 E6/E7 mRNA increased gradually with the severity of cervical lesions (y*=30.11, P<<0.001; x*=
38.99, P<<0.001). There was a negative correlation between the levels of RBC folate, expression
levels of HPV16 E6 (E6: r=-0.14, P=0.009) and HPV16 E7 mRNA (E7: r=-0.21, P=0.001),
respectively. Both RBC folate deficiency and HPV16 E6/E7 mRNA high expression showed additive
interaction in CIN1,CIN2+ and SCC. Conclusion Folate deficiency and high expression of HPV16
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E6/E7 mRNA might increase the risk of cervical cancer and cervix precancerous lesions, and having a

synergistic action in the progression of cervix carcinogenesis.

[Key words] Cervix carcinogenesis ; Folate; Human papillomavirus 16 E6/E7 mRNA
Fund programs: National Natural Science Foundation of China (30872166, 81273157, 81473060);

Natural Science Foundation of Shanxi Province (2008011075-1)

B A AR T A B R UL R R
MR LA 4ERF DNA FFELAIRZS | 4000 by 200 it H g
PRI 238, DT BELIBT I8 AE & A2 AN R R B T BE . ARBIFSE
D6 2 5 7 3008 G R AT 1) Meta 4 T 45 R 3R
B, ARG I 2 7K ST T e 14 B 3000 1) & g XU R
e fa A N FL % 5 16 AL (HPV16) & 5 Sl &
A FEER N2 HPV E6 Hl E7 2 B0 5 M 40 i 3
 H G A 1 2 11 AT 4 S50 3 ok A0 o 4109 55 P p53 A
O A J5-EJ: 41 L 98 28 11 (pRb ) i 49 SR 4 174) 240 b TG PR 1
B R A B . A WE5E R B HPV16 E6/E7
mRNA 5215 5 5 80E 0 & A A X iRk =]
Hafi HPV 244 T4 2 DNA B XUE, ELIF % FLAT 4
FE DNA B AbCR S DT 490 1] Ao &4t v s 5 P
IRAVE L, S A 2 R R 3 o 52 HPV 16 E6/
E7 mRNA Y3 3A X% 8 S0 A8 7 A5 0, H A A UL
FHRARIE o AR E B AR oA M TEIY R
152 F1 HPV16 E6/E7 mRNA 253k 5 5 8195 722 1)
KR J W AR B SR TR A HAE R, b S
U IRALE I S LR 2

MR E5FE

1. BFFE T4 BEH 2009 4F 9 H 2= 2010412 A 7E
LLI PG48 IR B 5 . LL P8 R R R A3 B e KT 4]
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ﬂ?(kf NC# CIN14] CIN2+4] Scc4 ;;{i I;{OEOZ SrE AT NC 201 CINT 2 5 2T 40 i iR & 5
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3-4 30(37.5) 17(30.9) 15(27.3) 21(32.8) o N
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Btk 66(82.5) 32(58.2) 24(43.6) 23(35.9)

B TR (x°=30.11, P<0.001; y’=

T BARAT R 5 155 AN o A, 55 B A I L (%)

0 WA R R R 7 S A DT T A AT L, 25
TegiiteEE X (P>0.05).

2. MR 55 B SR AR 1 0GR < I R B i RIAL
YR A N JE IE A 0, 48 Kruskal-Wallis H
o 56, A [7) 2005 78 20 00 995 21 200 L v e 1) A
oA 22 55 G245 L (H=59.08,P<<0.001; H=
43.68, P<<0.001) . 4# Ky %K e =0.008 3 (e =
0.05/H B R %0 =0.05/6) , % ] Bonferroni 32 17 %
WA SR, LT R % S AE NC 4 5 CIN2+ 41 f
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R3 ALIBIFEXS G R AL G B BR KV 5 B S0 AR 1 OC R

gl QIR Ly LM R
K- ORTE(95%CI) aOR{E(95%CI) AR ORTE(95%CI) aOR{H(95%CI)
NC 80 41(51.3) 1.00 1.00 40(50.0) 1.00 1.00
CIN1 55 33(60.0) 1.43(0.71 ~ 2.86) 1.440.63 ~3.31) 34(61.8) 1.62(0.81 ~ 3.26) 1.74(0.78 ~ 3.89)
CIN2+ 55  44(80.0) 3.81(1.72 ~ 8.41) 5.09(1.84 ~ 14.08) 39(70.9) 2.44(1.18 ~ 5.05) 2.82(1.12 ~ 7.08)
scc 64 59(92.2) 11.22(4.08 ~ 30.90) 32.72(8.02 ~ 133.45) 52(81.2) 4.33(2.02 ~9.32) 9.22(3.06 ~ 27.78)
R L X'=32.71,P<0.001 X=16.32,P<0.001

T 0 SN B, 455 B AR (%) s TR PRI B AR I SO TP B Bbi s N T 0 DRI DRI AT

JRTE Y I SV K HPV 16

R4 AHWFEXS HPV16 E6/ET7 mRNA Fik it (x £ s)

I L
41 % flE  HPVI16 E6 mRNA HPV16 E7 mRNA
NC 80 2.0043.95 1.4942.92°
CINI 55 3.8545.75% 3.3245.56"
CIN2+ 55 3.97+5.56° 3.71£5.80°
scc 64 6.37+6.04 6.36+5.83¢
R F=8.72,P<0.001 F=13.53,P<0.001
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OO S A AR R S A SRR AR (R g
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PE S AL DL I K R R B S B 0 B Ak e
HPV16 E6/E7 mRNA 1 ks 29 2 K] 2R 38 1) v ] 7
Yy, 33k 5 H T e 20 40k A R R A
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TPV IGPE™ HARk K5 9 748 1) = AR
AH G AR GRS AN ) A Y 0 A8 R 1Y
HPV16 E6/E7 mRNA ik /K-, BBl & & i A
TR () N 8 HPV16 E6/E7 mRNA 2% 3k 7K - 3% i T

)

R5 AHBFRNTS HPV16 E6/E7 mRNA 15 55 HiRAs 1 C £

. HPV16 E6 mRNA HPV16 E7 mRNA
aou B —— -
(eSS ORTH(95%CI) aOR{H(95%CI)" Ak OR1H(95%CI) aOR{H(95%CI)"

NC 80  29(36.3) 1.00 1.00 27(33.8) 1.00 1.00
CIN1 55 30(54.5) 2.11(1.00 ~ 54.25) 1.85(0.83 ~ 4.12) 30(54.5) 2.36(1.16 ~ 4.77) 1.64(0.73 ~ 3.70)
CIN2+ 55 35(63.6) 3.08(1.51 ~ 6.28) 3.78(1.54 ~ 9.28) 39(70.9) 479(2.27 ~ 10.07) 5.08(2.02 ~ 12.81)
scc 64  52(81.3) 7.62(3.51 ~ 16.55) 9.88(3.35 ~ 29.18) 53(82.8) 9.46(4.26 ~ 21.00) 8.65(2.96 ~ 25.27)
AR X'=30.11,P<0.001 X'=38.99,P<<0.001
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i, H SCCZH W] ity T HAh & 2H . #2758 HPV16 E6/
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ATAE A B 200 1 012 Wb ik O A Tt o 1 4 11t
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X TR ik = 5B SR OC R I BF R A5 AR — 3L,
SR IEIA R I TR ke = ] 14 0 098 2 A R U
SR BT I A e B 5 [ ) S AR
FERTIY & B, I35 AR A K - 5 8 SR 19 % A A T
SR DRI ARSI B S A0 B N R, Y T R
20 %) 15 B P S SRR TR R A S ) 2000 4
Hf AR ARG B, B B AR L O E | I
T8 PR RN ZT 248 i R AP 341 i B AT, HL CIN2 +-2
FSCC 2H 1 1ML 77 PR %+t W AT NC 41 /1 CINL

20, SCC 4 21 4 a1 7 & PH AR LA A5 4, B
YR 7N I 37 P R RN 2T 240 R I B e = 57 mT 348 o 3508
R T I AE e A 0 ARG, e 7 I i o 1 7 9006 A8
BAEENE S AR B AR Bt
PR KV B0, ML IR e = s BILZE B B0 A8 1 b 5
1, PRI B 200 8 R R KT, T A S AT
fli e i R 2%

HPV 515 E 40 i DNA %5 2 80w 2 19 22
B2 R PR (T3 T B ) | B Ik £ R U
i nT i 3k DNA H AR A4 SE PR A A S , DA 49
FEDR A RIR 0 i ek g A e e SE D s A, AT
Y R IR G = 5 HPV YL 78 8 8 A0 o F2 Hh A7
FEVMEIME I, B6 F1 E7 1E 4 HPV (80U & A 45
S R R B = n] GBS T HPV E6 M E7 %Kik -
RT3 e B Y & AR AU, (H H AT R DL AR OC )
16, ASZH AT A ARSI 2E 5T R, Bl R T
OOV S 1 B E #5909 40 il v HPV16 E6/E7 mRNA
(1) 22k 4 R e, U HPV16 E7 mRNA 3
IRAE BRI ARBIFGE RIS 09 £ B X 2120

F6 REHEAAL NN (RBC-F)/KF5 HPV16 E6 mRNA ik i9s2 HAE M
RBC-F  HPVIGE " ERI AP SI
a4 (ng/cml) m\;g A6 OR{E(95%CT) aOR {8.(95%CI) (R; 51; (f% ©3 %%) ©5 fm
CINl  >27542 >2.00 1.00 1.00
>275.42 <2.00 1.89(0.69 ~ 5.16) 1.33(0.30 ~ 4.69) 0.88 0.28 1.68
<275.42 >2.00 2.44(0.82 ~7.21) 1.96(0.53 ~ 5.87) (-3.14~5.76)  (-0.30~1.51) (0.78 ~6.52)
<275.42 <2.00 3.92(1.34 ~ 11.52) 3.17(0.55 ~ 8.66)
CIN2+  >275.42 >2.00 1.00 1.00
>275.42 <2.00 8.00(1.70 ~ 38.08) 5.08(0.61 ~ 42.66) 23.76 0.75 4.48
<275.42 >2.00 4.50(10.81 ~ 25.15) 3.74(3.06 ~ 12.90) (-5.62~59.30)  (0.49~1.38) (1.96~7.43)
<275.42 <2.00 26.77(5.49 ~ 130.43) 31.58(4.61 ~ 274.94)
SCC  >27542 >2.00 1.00 1.00
>275.42 <2.00 1.78(14.77 ~ 469.93) 1.57(10.18 ~ 394.09) 22.60 0.81 6.24
<275.42 >2.00 3.00(1.84 ~ 45.88) 4.74(0.95 ~ 89.53) (0.89~52.43)  (0.44~2.10) (6.83~33.67)
<275.42 <2.00 20.31(59.29 ~ 3280.25)  27.91(63.49 ~ 3968.14)
RT AFESUEA LM R (RBC-F) /K5 HPV16 E7 mRNA £k 1938 HAE A
RBC-F  HPVIGE ERI AP SI
Al il (ng?ml) mRI\61A7 ORFH(O5%CI) aOR{H(95%CI) 25{3/02’% (95%1%1) (95”71561)
CINI  >27542 >1.49 1.00 1.00
>275.42 <1.49 3.29(1.13 ~ 9.53) 2.40(0.71 ~ 8.49) 0.41 0.07 1.09
<275.42 >1.49 5.19(1.64 ~ 16.47) 4.36(0.73 ~ 11.87) (-3.12~8.79) (0.03~1.21)  (0.79 ~2.44)
<275.42 <1.49 4.82(1.53 ~ 15.17) 6.17(3.51 ~ 19.66)
CIN2+  >275.42 >1.49 1.00 1.00
>275.42 <1.49 8.00(1.50 ~ 35.18) 6.16(0.61 ~ 29.25) 16.68 0.60 2.68
<275.42 >1.49 6.23(1.10 ~ 35.20) 5.74(0.56 ~ 32.70) (-1252~59.33)  (0.31~1.56)  (1.96~7.43)
<275.42 <1.49 31.82(6.64 ~ 152.44) 27.58(4.66 ~ 114.38)
SCC  >275.42 >1.49 1.00 1.00
>275.42 <1.49 1.78(0.66 ~ 11.60) 1.57(1.63 ~ 13.59) 26.39 0.83 6.85
<275.42 >1.49 6.23(1.44 ~ 26.93) 4.94(0.82 ~ 24.73) (0.11 ~ 59.63) (0.59~2.64)  (4.30~23.87)
<275.42 <1.49 28.29(7.43 ~ 107.61) 31.90(9.49 ~ 168.34)
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