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(cervical intraepithelial neoplasia, CIN)
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HPVDNAChip® (Biomedlab, Seoul, Korea)
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(human papillomavirus, HPV),
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(human papillomavirus, HPV) DNA

80 ;
(16, 18, 31, 33, 35, 39, 45, 51,
52, 56, 58, 59, 66, 68, 69) , (6, 11,
34, 40, 42, 43, 44) A2
(glandular opening), (crypt), (cleft)
25% , 61%
, 14% ,



1-3,6,21

early gene (E1-E7) late gene (L1-L2) E6,
E7 .4 E6
p53 p53 p53
E7 PRb
pRb
i 5-6

1,7,11,14

13,17



Hybrid capture 11°

(Digene Coporation, Beltsville, MD, USA)

Hybrid capture 11° PCR
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Figure 1. HPVDNAchip® format.

DNA Iml 1X PBS 10



12000rpm . 10 0.1 N
NaOH/2 M NaCl 95 10 90 TE
buffer (pH 8.0) DNA ; DNA

(HPV primer 1: 5°-TTT GTT ACT GTG GTA GAT
ACT AC-3", HPV primer 11: 5"-GAA AAA TAA ACT GTA AAT CAT ATT C-3-,
B -globin PC03: 5°-TGC ACC TGA CTC CTG AGG GAA GTC TGC CG-3", PB-
globin PCO4: 5"-CAA CTT CAT CCA CGT TCA CCT TCG CCC AC-3%)

HPV B-globin  DNA

(+) control

TaKaRa) 5

11, 25pmole/ 0.5

, 25nmol Cy5-dUTP 0.1

, 25 mM MgCl, 8

reaction

, Primer 1, 25pmole/ 0.5

10X PCR buffer (Mg* free,

, primer

, ANTP(2mM dATP,dTTP, dGTP,1.0mM dCTP) 1

, tag DNA polymerase(TaKaRa, 5 U/ ) 2U,

template 2 PCR 94

5 94 1 , 50 2,
72 30 5 94 1 , 50

2 , 12 30 5 94 1,
50 2 , 72 15 30

72 2 4 (hybridization)

DNA (HPV PCR product 10 +



beta-globin PCR product 5 + 25 ) 4 (1/10 vol.) DNA

(3 N NaOH) 5 . 1M Tris-
Hel (pH 7.2) 2 (1/20 vol.) DNA (3 N Hel) 4 (1710
vol.) 5 } HPVDNAChip®
40

3X SSPE buffer 2 s
1X SSPE buffer 2
DNA chip scanner (GSI Lumonics, Scanarray lite, Ottawa,

Canada) . , ,

probe

(Figure 2).

A. Negative sample B. HPV 16 + C. HPV 16,52,59 +

Figure 2. Results of HPVDNAchip® scanner.
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SPSS 10.0 paired T-test

0.05
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24-64 ( 446 ) , 1-6
( 22 ) . 1-17 ( 89 )
HPVDNAChip® 1-7 ( 3.7 )
74 10 (13.5%)
4  (5.4%) : 5
(6.7%) , 16  (21.6%)

(Table 1).

Table 1. Patient characteristics

Factors

Aae (vears) 44.6+11.1°
Parity 2.2+1.1"
Mean follow-up duration (months) 8.9+4.6"
Smoking? 10" (13.5%)
ocP 4™ (5.4%)
Immune suppression® 57 (6.7%)
STD! 16" (21.6%)

dcurrent smoker

®oral contraceptives

‘renal transplant recipients
dsexually transmitted disease

mean = S.D.
** number of patients

12



43 (58.1%)
, 31 (41.9%) I
CIN (cervical
intraepithelial neoplasia) 1 10  (13.5%), CIN 2 24 (32.4%)
, CIN 3 40  (54.1%) , CIN 3

7 (9.5%) . (Table 2).

Table 2. Histologic diagnosis after final surgical therapy

N (%)

Histologic diagnosis CIN? 1 10 (13.5)
CIN 2 24 (32.4)

CIN 3 40 (54.1)

dcervical intraepithelial neoplasia

2.
HPVDNAChip®
16 47 . 4% ,
other type 72.7%
5
(6.7%) . (Table 3).
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Table 3. Distribution of preoperative and postoperative HPV subtype

Preoperative Postoperative
Genotype N (%) N (%)
High risk HPV 16 37 (47.4) 6 (50)
18 4 (6.2) 1 (8.3)
31 0 0
33 4 (6.2) 1 (8.3)
35 4 (6.2) 0
39 2 (3.1) 0
45 0 1 (8.3)
51 2 (3.1) 0
52 4 (6.2) 1(8.3)
56 1(1.5) 0
58 8 (12.4) 2 (16.7)
59 2 (3.1) 0
68 1(1.5) 0
69 0 0
Low risk HPV 6 0 0]
11 0 1 (16.6)
34 0 0
40 1(9.1) 1 (16.6)
42 0 1 (16.6)
43 0 0
44 2 (18.2) 1 (16.6)
other type 8 (72.7) 2 (33.2)
74

14



13 (17.5%)

8 (12.9%), 74 13 (17.5%)

(Table 4).

Table 4. Persistent HPV infection after surgical therapy

Rates of persistent

Preop;\elrative Postopl\clarative HPV infection
N (%)
High risk HPV 62 8 8/62 (12.9)
Low risk HPV 12 5 5/12 (41.7)
Total 74 13 13/74 (17.5)
®statistical difference between preoperative and postoperative HPV infection
HPVDNAChip®
, 74 1
25 5 (20.0%), 3 24
4 (16.7T%), 5 18 3 (16.7%), 7
7 1 (14.2%)
3 , O . 7 1

(Figure 3).
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HPV + 100
(%) 90
80
70
60
50
40
30
20
10

5/25 4/24 3/18 1/7

1 3 5 7 (months)

preoperative time postoperative time

Figure 3. HPV positive patients according to postoperative time

43 7 (16.3%) , |
31
6  (19.4%)
(P = 0.452).
(Table 5).
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Table 5.Persistent HPV infection according to the type of surgical therapy

HPV + Rate of persistent
Surgical therapy Preoperative Postoperative HPV infection J=
N (%)
N N
LLETZ? 43 7 7/43 (16.3)
0.452
Type | EH® 31 6 6/31 (19.4)

®large loop excision of transformation zone
bType | extended hysterectomy
‘statistical difference between LLETZ and Type | extended hysterectomy

17



, 16, 18
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2,9,15-16
(24 cold
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2
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12.9%

HPVDNAChip® 2001 8

8.9+4.6

PCR, Southern blot hybridization, Hybrid capture 11°

T8 HPVDNAChip®

Hybrid capture® 11
95.6%, 50% ,
HPVDNAChip® 94.5%, 50% Hybrid
capture® 11

Hybrid capture® 11
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, HPVDNAChip®
(16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, 68,

69) 15 (6, 11, 34, 40, 42, 43, 44) 7

HPV DNA Chip
Hybrid capture

®
1

Hybrid captur 11°

15mm

11
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, HPV DNA chip

16, 58

Bekkers 16, 18, 31 , 18, 54
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(17.5%)
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Abstract

Impact of surgical therapy on the courses of
human papillomavirus infection
in cervical intraepithelial neoplasia

Jin Lae Roh

Department of Medicine
The Graduate School, Yonsei University

(Directed by Professor Jae Wook Kim)

Objective : To investigate whether human papillomavirus associated
with cervical intraepithelial neoplasia was successfully eliminated
after surgical therapy such as large loop excision of transformation
zone (LLETZ) or type 1 extended hystrectomy.

Methods : 74 women with human papillomavirus who were admitted for
LLETZ or type 1 extended hysterectomy for cervical intraepithelial
neoplasia were recruited into a prospective follow-up study of HPV
infection such as HPV DNA genotyping before, and after surgical
therapy. We confirmed HPV DNA genotype using HPVDNAChip® (Biomedlab,
Seoul, Korea).

Results : According to the assay used (HPVDNAChip®) at the
postoperative visit, 82.5% of treated patients were completely free
from infection with human papillomavirus. And there was no

statistical difference between LLETZ and type |1 hysterectomy (P

29



=0.477). However, persistent HPV infection was noted in 17.5% of
treated patients after final surgical therapy.

Conclusion : Human papillomavirus associated with cervical
intraepithelial neoplasia was effectively eliminated after LLETZ and
type 1 hysterectomy. However, there was persistent infection in
17.5% of treated patients. Therefore, these patients should be

followed up carefully.

Key words : human papillomavirus (HPV), cervical intraepithelial
neoplasia (CIN), HPV DNA genotyping, surgical therapy

30



	차례
	그림 차례
	표 차례
	국문요약
	I. 서론
	II. 재료 및 방법
	1. 연구 대상
	2. 연구 방법
	가.임상분석
	나. 인유두종 바이러스 DNA 유전형 검사
	다. 통계분석


	III. 결과
	1.연구집단의 특징
	2. 외과적 절제술 후 인유두종 바이러스 감염 추이

	IV. 고찰
	V. 결론
	참고 문헌
	Abstract

