.
¥

o

forg i

oM T,

* 3

= faf! HPV-DNA fif &5
B IR MR

ZHE ZFRE F4F EAAK

fEZEH1:450052 AHE . BHREF=HBERBRH
EREH % 4, E-mail ; xiaofuli@tom.com

[(RE] BE HiTHEB A LM% E DNA (high risk human papillomavirus DNA, hr—HPV -
DNAGH B SFEFRENMAXE, ik BB 2009 £ 1 A E 2010 F 10 ARL FREAR
MEHRASE R ETHEERN hr-HPV i85 6018 4, \ i sty 181 5 hr—HPV 8 145 £ % B
HINBE, FANTHEEEARERE. PEBTEHASATEREFEERE, R 181 f hr-
HPV-DNA B &+, MRPFER: KB EEARE 8 B (20.99%), JERBLR b 54K 87 5
(48.07%) , 1K FE B4R b B2 M K 29 41 (16.02%) , 7 FESEIR | B2 R 7E 27 61 (14.92%) , TE A R4 51 40 B3
MBFYUEAS hr—HPV-DNA fifif B £ R A G0 %8 X (= 25.833, P=0.000); AR XL R B EH
% 89 41 (49.17%) , ‘B 1t K P97 5% 7 (cervical intraepithelial neoplasia, CIN)I 41 ) (22.65%),CIN II
23 i (12.71%) ,CIN I11 23 51 (12.71%) , 858 5 4] (2.76%) , R[5 12 i B 4 S M 2 B0 A5 40 o he—HPV-
DNA A B ERA KT EEN (=19014, P=0.001); EFHARELHRERENALAEHRERES hr-
HPV-DNA R BAHE R B r 5514 0282 5 0213(P#<0.01), & hr-HPV-DNA i I E ol 88
RHFEFHREMEE LR, A h—HPV-DNA S fi @ F A BEN AN T TREERENER.
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The investigation of the relationship between high—risk human papillomavirus DNA load and cervical
lesion
LI Xiao~fu, LI Yan—qing, ZHI Yan—fang, et al. Department of Clinical Laboratory, the Third Affiliated Hospital
of Zhengzhou University, Zhengzhou 450052, China

[Abstract] Objective To explore the relationship between high-risk human papillomavirus DNA(hr-
HPV-DNA) load and different stage of cervical lesion. Methods The hybrid capture Il method was used to
detect the load of hr—HPV~DNA in 6018 women from January 2009 to October 2010 outpatients of gynelology.
181 women with hr—HPV positive were received examinations of liquid—based cytology, multi—focal directed
punch biopsies under colposcopy and pathology analysis at the same time. Results Among 181 patients with
hr-HPV positive, according to the cytologic diagnosis, 38(20.99%) cases were negative for intraepithelial lesion,
87(48.07%) cases were atypical squamous cells, 29(16.02%) cases were low—grade squamous intraepithelial le-
sion, 27(14.92%) cases were high—grade squamous intraepithelial lesion. The load of hr—HPV-DNA were differ-
ent in different grade of cellular pathology change groups and the difference had statistical significance (%=
25.833, P= 0.000). According to the pathological diagnosis, 89 (49.17%) cases were chronic cervicitis, 41
(22.65%) cases were cervical intraepithelial neoplasia I (CIN I), 23 (12.71%) cases were CIN II, 23 (12.71%)
cases were CIN Il and 5 (2.76%) cases were squamous cell carcinoma. The load of hr—HPV-~DNA were differ-
ent in different grade of histopathology change groups and the difference had statistical significancefy’= 19.014,
P=0.001). The correlativity between the load of hr—HPV-DNA and the degree of cervical celluar pathological
lesions, histologic lesions were 0.282 and 0.213 respectively(P all< 0.01). Conclusion High load of hr—HPV-
DNA may promote the happening and development of cervical leision, but can not be used as the predictor of
the severity.

[Key words] High risk human papillomavirus; Viral load; Cervical lesion
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( cervical intraepithelial neoplasia, CIN)fI'E B & 4
W EEREM, THRAZRZGBRY hr-HPV £ EH
BRETEIBREEEMNIEM. FoRAREMEK
#% (hybrid capture I, HC2) R 24 R (b HE— KB £
H& M52R8 EERIAE, B TFIER HPV & 811
KA FE, BAiA X h-HPV-DNA TR 5 E M
WEMERE ARV XRACHAAPHRRIE,
B REFEB RSN, &5 181 4] hr-HPV
PHHE B & A 2 R B W B H#HTT T B4
., HiT hr-HPV-DNA fifii B 55 JUR B H X
% AMEWT,

1 #H5FE

11 fERESR gL 200941 HE 20104 10 A
FREEARTT LS B E 6018 fil, KA HC2 ki
17 he~HPV #6:3 , M o 7 16t 181 4] he-HPV B
HEITREHEREPRE. HEETESLR
ERRHAREERBERNEERTON. TAEAL
MEBYEHEES , ETFEVRSE AT E, 4
BE T G0 8 0 o TR P S 4 o TR A 52

1.2 FE

1.2.1 hr-HPV il % FH HPV BUEESBIEAES
A0 et EF S RS S L 15 10 s R,
RIS E T REFB ISR SR kR, HC2 i
Kl he-HPV . i & 3 NPt A & 3 A FE AR A
M., HHEGEASHAMERE, XEBERR
BIGREE, el & L B AT AE . TR B R 16,
18.31.33.35.39.45.51.52.56.58.59.68 i 13 F
he-HPV WA, 45 5 LAAR 2 B % 5% % ) BE E (
relative light unit, RLU) 5 fH 4 € #5 5 {H (cut off, CO)
By b %78  RLU/CO= 1.0 HEA¥E, #X4TFinagkd
¥ 4 /) DNA fifif & = 1.0 pg/mL, R Z RLU/CO< 1.0
p ] 55k

122 E@fRERE EHREHEAESNIO, M
BHEF RGBT 4T %S S B, REEHARARETE
PV AH L, B BRI ZE IR AF P IR B 10 IR, K K
TR EI TS T, IR S R ER, B R AR
R B AL AR ) R B R R 4% 2001 48 TBS
SERHE, BIRESARERM LA RBENE
FEERRZ, B8R EFEAREERE - RHBE
OB 3F u B %R 4 M (atypical squamous cells,
ASC), & FE 881R | Bz 145 % (low—grade squamous in-
traepithelial lesion, ISIL), B E# R F KA ®RE
(high—grade squamous intraepithelial lesion, HSIL) .
123 EBEIHABRAYRE HBRE—BLRFE

ML REMEGHERETERVERLENS AER
3.6.9.12 HEHBM, BRAEHAE B
WET LW . BERES N BEEHR,CINIE,
CIN 1 % ,CIN I £ , 8% %% (squamous cell carcinoma,
SCC),
13 SiiteEsbs BT g Yk 4 SPSS 13.0 {417
Geit AT o 4 18] b R AR 5 BB oL 36 o 4 e
RAR iR ERE S hr—HPV-DNA i f & Z 7]
A6 Kt % H Spearman SR A X7, LKL P<0.05 %
ERAGHEEX,
2 £R
2.1 RRR B E B R B2 MU Y R A FE R hre-
HPV-DNA fifii & b8 181 # hr—HPV [H{E B &
1, R EEAKLE (negative for intraepithelial le-
sion, NILM) & 4 38 ffi], i 20.99%(38/181) , 4ii ffi %
KEMHMEE N 143 6, & 79.01%(143/181), He
ASC.LSIL X HSIL Ff &5 & H 5 43 5 & 48.07% (87/
181).16.02%(29/181) & 14.92%(27/181) i 1 7]
W, Z2ESERR L4 HPV-DNA i B £ RE
Gt E L (= 25.833,P=0.000) . ¥R EES
(ASC #1 .LSIL 4 .HSIL 41 ) ) hr—-HPV-DNA i fif &
¥R ERST NILM 4 (P ¥<0.05), HER R4
S% &+ LSIL 44 HPV-DNA B 8 & & T ASC
# 5 HSIL 4 (P ¥3< 0.05), 11 ASC 415 HSIL 4 [§]
hr-HPV-DNA A & 2 R X HH %8 X (P> 0.05),
hr-HPV-DNA i fif & & 4 i 5 875 2 12 BE b & if
Gid=: 0 <508

£1 RRAKHNEFHRKEEFBERNRER

& hr-HPV-DNA 1 %7 8 i Ho 8¢

HPV-DNA (pg/mL)

HH REE(%) e a—

NILM 4 20.99 10.17 1.03~2818.92
ASCH4 48.07 32428 1.26~2754.61
LSIL 16.02 966.46 1.97~2876.62
HSIL # 14.92 259.51 331~1545.24

E:OaEMES KRR, x'=25.833,P=0.000; ONILM 51 &
=AM P AP H<0.05; GLSIL 414 8/5 ASC.HSIL 4 k% ,P
$5<0.05;ASC £ 5 HSIL 4 tb 8, P> 0.05
22 AABEEESUALAREYEUENRERRA
t HPV-DNA A BE ML BFR2TR,181
%l he-HPV PHYE B # , A SURBFR N , K L8 1
B .CINI .CINIl .CINII & SCC FF & & b6 43
B K 49.17% (89/181) ,22.65%(41/181) ,12.71%(23/
181).12.71%(23/181) J 2.76%(5/181) , %4 |a] hr-
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HPV-DNA fifif & % R A KT E X (=19.014,P=
0.001), HEFAX¥REEFP CNIAM hr-
HPV-DNA fifi E & FHMHHAERHERIT¥E
X(P¥<0.05), KA AR ERH XL Z X (P
3> 0.05), hr—HPV-DNA 1 7 & 3 A B 5 5140 2 5%
R A RE R ME M B,
®2 FHBETHHMFREYATRERR
hr-HPV-DNA f i 8 #9 L 8¢

HPV-DNA (pg/mL)

A5 REH(%)

LR ¢ L E
BHEARA 49.17 86.04 1.03~2818.92
CINI#H 22.65 909.27 1.97~2876.62
CINI 4 12.71 320.86 1.26~1479.18
CINIIT 1271 282.78 10.00~1899.62
SCC # 2.76 640.68 42.05~1545.24

#:OFHEESHRR, ¥=19.014,P=0.001; QCIN [ 4 518 ¢
B4 CINIL.CIN I \SCC 4145 8k, P #41< 0.05: OB HEH 4
CIN 11 CIN 111 .SCC 41 (] % % ke %% , P 31> 0.05

23 HHFBAYREHASEHRTH he-HPV-
DNA A BRIt E AR R 181 f
MRS ARERTANARFEEREA (2
& ASC 4 \LSIL 4 \HSIL 41,SCC 41), %) hr-
HPV-DNA fifff B2 R HH ¥ H X (P<0.05), %
RWE 3,
%3 HHBELRENSRIRES
hr~HPV-DNA i %5 8 /9 8

HPV-DNA (pg/mL)

g ik o

{3 2]
R EH 38 10.17 1.03~2818.92
WAL REA 143 355.66 1.26~2876.62

I« P4 (8] Eo 3%, Z= -4.542, P= 0.000

24 HEBURBEERHHSREFTITRA he-HPV-
DNA fifif L8 RALUREEHRA 181 4
PR R S AT FTRAMHLREE R EH
(BfECINIT4H .CINIT 4 CINII 4 % SCC &), ®
#1Ja] hr—HPV-DNA fafif B 2R A F 2B X (P<
0.05), &RA*E 4.
F4 ALREERTASRHEERARA
hr-HPV-DNA i 7] & f L8

HPV-DNA (pg/mL)
LUk ¢ Fiek:¢]
erEIAH 89 86.04 1.03~2818.92
HEKAXRHA 92 494.08 1.26~2876.62

o« A Rl g, Z= ~3.712, P= 0.000

h I

25 EFRERES he—HPV-DNA i fif & A &t
ST R SN AR S RIS R
Y5 hr-HPV-DNA 7 fif & # 17 Spearman % 2% X 7
¥, MXZ%$ r=0.282 (P=0.000), £/ hr—-HPV-
DNA fifif & S4B E ¥ AR EREZEF—
MR, AHARERDE,

HEAALRMEERERESREES hre-
HPV-DNA 11 {if & i 47 Spearman HHH X747, H
HHM¥EEH r=0.213(P=0.002), 2 7R hr~HPV-DNA
R RSHLRBERLEEZRAEEMEE, B
HXBERRE,

3 iFig

BIEREM KBRS K BENE R
FRARBRITFRFERTREHR T LA, h-HPV
REEFEEFTEHLERE, BIERSFE,H
M, he-HPV gyl ok B Z BB, FENE SE
BN — T FERIR R EA %R,

#4998 BHIE 5C ,hr—-HPV-DNA 8 A 18 % ki LU
=M, BIAREELATE E YAk A a9 B ik
AWEER) SBERAALEAHEARERZ
ERGHEAGREHFE. MRESHEEROKES
BOANKN R E SR E R B H R — M EERE,
hr—HPV-DNA 7£ 5 3£ 41 i o 4 & 0 55 3 0 5 7T 6
EETBRETPREEER. #HIAN, hr-HPV-
DNA 7ZE R BB KRR TP U
RFTE, MBS R AREPE L SaE
NREENESTHEEHRERNA P,

HC2 B % FDA #t#E f i — v i F i & B 5
FER HPV KA 5, th 2 H AT 23R R & £ /9K
HPV-DNA fifii & k. HC2 2B BImERA
15 5 B SR, PR 0 7 % 99%"", {H HC2 3%
A ERRZL ,Z TR 13 # he-HPV W HI %
A=A BRI, 3X 13 # hr-HPV TR AE fi] —
MARIGIRLHERSNBEE., B, Z EREN
hr-HPV #4743 8, BPARAER T8 £ 8K 23—
hr-HPV W SR YL, W4, %5 3 BT I he—HPV-
DNA i i & 2 i B FUE A B AR S i 8, Bl i
GRFBRNAEAMEIERMAESEEREA
BEABRMED,

AR LE R B7 , he-HPV R 181 fl R E
O R E R 143 B (4 79.01%) 5T 5% & F
R4S RN PR B 38 B (5 20.99%) , 41 A
S EHNEFTHS P hr-HPV-DNA i B 1M B
EETRMAEREHP<0.05), X WiFE T hr-HPV
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H5ETHREIAFETNRERE, SHFEMN % hr-

HPV B i 181 HIBE R ALURBEEZE RN 118
HEFRAMHANFEFEH HE¥EREER 92§
(4 50.83%), L@ HEFRE 89 #i( L 49.17% )R
& AR REANETHR S h—HPV-DNA fi
BHhEERTEMHETRMA(P<0.05), TR, BEH
HREMALREERHERA, BEEREEM hr-
HPV-DNA A B EB ER TRUEREH  #/7R hr-
HPV-DNA i BRATRE(R # T B BB AT LK
B4 Z R, BF hr-HPV B4 H hr-HPV-DNA 12 5
BRERABIRBEATRZM AT BB K. Moberg
FURTTRKE 10 FERHRIANY, BRERAME
Hm he-HPV ¥ & B4 KL, Bk, B & he-HPV
TG B Ry I R Y XU B 38 , 3 55 A
XA RERBH

4% 4B Bk A8 BT % B B9 hr—-HPV-DNA i 7
BHBEPERA, RESRETREHMEH hr-
HPV-DNA i B F N BBV B FRUEKEE A
hr-HPV-DNA A M B H A E TR ERENIME
LT, %5 2% R LSIL i B, hr-HPV-
DNA R EER THESH(P<0.05); AR ¥R
ZR CINI &% ,hr-HPV-DNA AT B IR B ER
FHAMA(P<0.05),X—Z R 5 Flores!f #ft i —
B, RSB T HPV B—FARARENKE,
HPV MBS B LMARE RS X, LSIL 57#
ERANYEESEE X, SNMLaRTUER S
i% 1000 5% %, HSIL 516 E DNA WBAE X, 8
Mg P R —/ 85 HPV-DNA 578 £ 41/
BAEM, HHFERE,ECINIIE , RERER
HFHARSMESMRERK CINI A CINIT
D BRENERTEXNHRER. I, EFTR
FERES h-HPV-DNA AT B X RS EZLUT
HEgm OFEE .- ZELSILEEF 0FUE
2 hr-HPV BB B R ERH 30 LT & hr-
HPV & #6975 BK 3 ; O 1 77 3% . HC2 3 A BEHF hr—
HPV #7408, R A BEX A B A B AREMN
hr-HPV-DNA, Q@BHt £ F : B E R BIH A5 AL, B
BE%EERENZDE, WA SEARRREZEH
£, ORFER ARESASRERFARIRE,
M EEE® h—-HPV-DNA il B 5 E SR T2
BXRHAH:OEE . BEBRAESHEEWHE
HERWEE. By, #—SHARTY KEX
# 30K he~HPV-DNA #7535 , #:47 he-HPV 4
M ,X 4> hr-HPV-DNA I S HIB S BWHRE . BRH

B ERE S,

H5h, AXMREKETMMBREESALR
WA R E %595 he-HPV-DNA i 77 8 3
7 Sperman FRM K, WEMHXLRE r 25K
0.282 5 0.213(P #< 0.01), $# 7% hr—HPV-DNA fi
HREARKEY, A4RE¥EIRERES R
ZIHAE—EMHEE BHEXRAET, Eit, 558
§E¥ hr—HPV-DNA fi ff B{E N BN E R L™ &
BEMER, X5 Clavel™ & KRS —F.

£+ TR ,hr—-HPV-DNA A B 5 E Fip % 1
RERABUXRER, FEMEEAH R he-HPV BQ3f
BEREMEERRBE —EMRH#ER, A
hr-HPV-DNA A B H A ETRENERE
g, Eit, REEgaifeE h—-HPV-DNA fif7 &
KABETREMERE,

4 BEUH
1 Hemandez—Hernandez DM, Omelas—Bemal L, Guido-Jimenez M, et

al. Association between high -risk human papillomavirus DNA load
and precursor lesions of cervical cancer in Mexican women. Gynecol
Oncol ,2003,90:310-317.

2 Carcopino X, Bolger N, Henry M, et al. Evaluation of type —specific
HPV persistence and high-risk HPV viral load quantitation in HPV
positive women under 30 with normal cervical cytology. J Med Virol,
2011,83:637-643.

3 Einstein MH, Studentsov YY, Ho GY, et al. Combined human papillo-
mavirus DNA and human papillomavirus-like particle serologic assay
to identify women at risk for high~grade cervical intraepithelial neo-
plasia. Int ] Cancer,2007,120:55-59.

4 Lorincz AT, Castle PE, Sherman ME, et al. Viral load of human papil-
lomavirus and risk of CIN3 or cervical cancer. Lancet,2002,360:
228-229.

5 Dalstein V, Riethmuller D, Pretet JL, et al. Persistence and load of

of high—grade cervical

lesions: a longitudinal French cohort study. Int J Cancer,2003,106:

high-risk HPV are predictors for develor

396-403.
6 Lowe B, O'Neil D, Loeffert D, et al. Distribution of Human papillo-
mavirus load in clinical J Virol Methods,2011,173:150-
152.
7 Parkin DM, Bray F. Chapter 2: The burd

Vaccine,2006,24:S3/11-25.

of HPV —related

8 Zur Hausen H. Papillomaviruses and cancer: from basic studies to
clinical application. Nat Rev Cancer,2002,2:342-350.

9 Woodman CB, Collins SI, Young LS. The natural history of cervical
HPYV infection: unresolved issues. Nat Rev Cancer,2007,7:11-22.



B UfZe & 2011 4 3 3 1

10 Hopman AH, Smedts F, Dignef W, et al. Transition of high-grade cer-
vical intraepithelial neoplasia to micro-invasive carcinoma is eharac-
terized by integration of HPV16/18 and numerical chromosome abnor-
mallties. J Pathol ,2004,202:23-33.

11 Kulmala SM, Syrjnen S, Shabalova I, et al. Human Papillomavirus
Testing with the Hybrid Capture 2 Assay and PCR as Screening Tools.
J Clin Microbiol ,2004 ,42 ;2470-2475.

12 Swangyaree SS, Kongkaew P, Rugsuj P, et al. Prevalence of high-risk
human papillomavirus infection and cytologic results in Thailand.
Asian Pac J Cancer Prev,2010,11:1465-1468.

13 Moberg M, Gustavsson I, Gyllensten U. Real-time PCR—-based system
for simultaneous quantification of human papillomavirus types associ-
ated with high risk of cervical cancer. J Clin Microbiol,2003,41:
3221-3228.

14 Flores R, Papenfuss M, Klimecki WT, et al. Cross—sectional analysis of
oncogenic HPV viral load and cervical intraepithelial neoplasia. Int J
Cancer,2006,118:1187-1193.

Chinese Journal of Clinical Pathologist, March 2011,Vol.3, No.1 <17 -

15 Bigras G, de Marval F. The probability for a Pap test to be abnormal is
directly proportional to HPV viral load: results from a Swiss study
comparing HPV testing and liquid —based cytology to detect cervical
cancer precursors in 13 842 women. Br ] Cancer,2005,93:575-581.

16 Sherman ME, Wang SS, Wheeler CM, et al. Determinants of human pa-

fooi I~

pillomavirus load among women with hi ] cervical i pithe-

lial neoplasia 3: dominant impact of swrrounding low —grade lesions.
Cancer Epidemiol Biomarkers Prev,2003,12:1038-1044.

17 Tsai HT, Wu CH, Lai HL, et al. Association between quantitative
high-risk human papillomavirus DNA load and cervical intraepithelial
neoplasm risk. Cancer Epidemiol Biomarkers Prev,2005,14:2544 -
2549.

18 Clavel C, Masure M, Bory JP, et.al. Hybrid Capture II-based human
papillomavirus detection, a sensitive test to detect in routine high—
grade cervical lesions: a preliminary study on 1518 women. Br J Can-
cer,1999,80:1306-1311.

(U A% H #3:2011-01-18)
(FXHE BE)

BB R PR <%
= M= =0
‘{ LA I

PR T N

2011 2ERBREFBRELATENRERR MENF

B RFAE KA W &

DAL B AR 5 AR K B 5 5 M 0 4 5 B R TR
KFHEANFER GEBEMMNERREFHLEKE, &
FUAELUEATHREFEN UERIFE T AR IREY
EFLEANGFACERERBHNFZETES TR, Bit,
BATESCUHEARKFRABCHARZES PEARRK
ERER PEEFHTER O MELR K211 28
BBREZHREZTEATRINEERE MEYERRERE
Ri3EYI"H F 2011 £ 5 A 6 HZE 8 HENLK T AN

ARENEABERERBEZFRELGLRATRE
BEIRZER BHAERERXARNAE ERATRYLR
R BWKUTAR BRETEL I HEARIRER"Z AR
HEBE U BEEPEEREREREABEFAHZ(RR
EEXEHBYRINFTHER, A ERLER T, 7 FE,
PR AR X SRR B B AR BT R RO 3k L 3 ik A
ERFETEAURE FHTH S RETTENLR
TN, BLERKBERE | RRZEXHEFED6
4o
1 2WHPRMA

SWTFOINESA6A-SASAETHRARBRES

EREH.
2 BR25R
20114 4 A 10 H#j RMB 900 jt/A,20114 4 A 10 B
J& RMB 1000 Jt/ A, 230 % X EH RMB 1200 T/ A,
SFREOME - BMBERSW SRR 240%,
3 EHERER
HEAA:RBEXBE(ZER)
R TEM : 130 JO/K/K
Blim i : 150 Jo/ K/
4 LUHRABH
20114586 HRA,5SAT-8HFL, 5SAIHHME,
5 BERARBRAFTR
BAN KR XN
E-mail : cma_spd@126.com
Bt A 1% :010-85158456 13581739791
& & .010-85158454
BRIELUBARBRERBFHBRES
PTEARBHRELSER
PR E S FE R IR



