IR &3k 3346 2 %5 1 137~151 (2007)

Cervical Intraepithelial Neoplasia Grade 1 (CIN1) DfE®H|
BEFFZE —&Y X~ 2 Human Papillomavirus 2 H KR & #FRE22H)
F OB —

/N FEF]

FEEHF ARG, THBFEOEMEENLPTIFEICSVRREZ>TL S, Cervical
Intraepithelial Neoplasia (CIN) I FEBHFADRPAREELE SN THY, TOHEED
S MiH & CIN Grade]1 (CIN1), Grade?2 (CIN2), Grade3 (CIN3) (48 &h, Zh
FhBEERVE, PEEEVR, SERERSIUCLERBCHICL TWS. CINDOF
HEHERMUFENE LT, CINITIEBEERE, LYUEEL CINITRRETREBMNELL
SEHYARE (FSEYIEE, FEHHS) FHERSh TV, &HTH CINIE, —BNEE
1JZX2 44 70OHPV (HR-HPV) BREICLIMPETLLEENETOEBERBRT S L
ZZ5hTVW3H, BRI 35— BV,

19954 4 B 520054 3 A % TOM, $&EFHYIC CINI &3228 & h/-2435|D2663%32,
1631ED HPV BEA# MR E LT, HRZERELEEV X778 E Q- V(L AR
@ (HR-HPV) OBHKREDBEEICODVWTHEFTSEZEMNE L EE—RERTOE
FLEMRRTH 5.

[Bry) BEEMICH TS CINIOBRSES HPV BEOFHEK, /(3 HPV-DNA 4 1
TORMKRICE>TREZHPEIHFHETH L. [FHiE] 19955 4 B 520055 3 B
DORIC CIN1 EZ2H AN 23B0BEDEMHRTH 5. EBERMAF, BFEIC CIN (Cxd
THREEEELEVSEUTOEREL, B2 TCINITH > THMIREZT Ib 218
BWahEHP [MRZESE (2EUEHEY THRZOREEZER/LAVES)] 258
H3Z e BN 125 BRBTH - -HDIBBRM L. BEBBII3I AT EEL,
HBE2ELUCaNERI-THRELBOERK. HPVEE (E6-E7, PCRX) LD\ T
(2, THPV B&141E (2 B ESHUG THPYV 2RELAVWESR)] 23X TRBERER
L7. #BhoEgLIcoVTIE, MBEZ2EAEINRIAI-THRETERIEIEDhEZV
BRYERL T L. SEHEFITE U [#RREZIERE] THPV BME]ICOWT, AT 5> -
AT —&%EAV, Log-rank BEE1T-o 7. BBKEERSBKRAE L L [BR] B
MR OhREE, 33.258 (6-128TE#TS) THorf. 23BIOBEDS 5, 1436IT
HPV 2 & hi- (HPV [B4E). 1300BEDS 5, 1095 TRALCEORHE O
HPV DiFFmmE%EH - 109FICEVWTHRSH S (#RH & h /- HPV-DNA B(3528T (n
=41, Persistent 7 JL— 7 D37.6%), 16& (n=30, 27.5%), 588! (n=30, 27.5%)
HThicEW/. [HPV [B148 ] ICH (1 2 RMRZER{EE324 » B1%85.2%, 361 A
#98.4% TH-7-. ThERKL [HPY B4 KH U3 BRMARZERLCERIFARIC
BELE (65.1% &74.6%, ThTh.) #, A—421 7OFRBEOFETRELEL

NIRSBEREAF: el NBHF Department  of Obstetrics and  Gynecology. Kawasaki
T701-0192 TR ESS77 Medical School : 577 Matsushima, Kurashiki, Okayama,
c-mail address © odataka@med kawasaki-m.ac.jp 701-0192 Japan
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ZA, [FEEmmBes] & [HPV BN COMICEREERHSh o7/ [#HER]

AR TEEEICRE I N 168, 528, 5883, HREAMFICS{(EBOHO L. BRERK
RS OET, CINUZET A[FERFRBEA I THPY a3 | CRABICERARED A
ELTRYUB-THLWETHEREB L. 5%, R—241 7 OFHEELE D CINIEE
BT AARMNLBORBISFES PICEShEThiEES K, (EHC184E10 H 25 H 250

A Case Control Study of CINI1
— Investigation of The High-Risk HPV Detection Status and Outcome of
Cytodiagnosis —

TAKASHI ODA

Aims : To determine if the natural history of CIN1 differs with the infection status of HPV
and/or HPV-DNA typing in Japanese women. Methods : The 243 patients who were diagnosed
as CIN1 between April 1995 and March 2005 were prospectively followed up. Excluded were
those who were under follow-up of less than 12 months without progression. The patients were
required 1o visit every three months unless there was “cytological regression”. Pap-smear, HPV-
DNA typing, and colposcopy without biopsy were performed during every visit and a biopsy was
done when progression was suspected cytologically or colposcopically. Cytological prognosis and
HPV disappearance were analyzed by the Kaplan-Meier method and the Log-rank test was
performed. Results : The median follow-up was 33.2 months (range 6-128). Among the 243
patients, 143 were positive for HPV. Among the 143 patients, persistent infection of the same type
was detected in 109. Among those 109 patients, 22 progressed to CIN3. The most predominant
HPV-DNA type was x52 (n =41, 37.6% in the Persistent group) followed by x16 (n =30,
27.5%), x58 (n =30, 27.5%). and others. The cytological regression rates for patients without
HPV infection were 85.2% and 98.4% at 24 and 36 months, respectively. Although the
regression rates in patients with HPV infections were extremely low (65.1%, and 74.6%,
respectively), those rates in patients without persistent infection did not differ from those without
HPYV infection. Conclusions : Cytological regression rates in CIN1 without persistent infection of
the same type were the same as those without HPV infection. The role of surgical interventions
must be clarified in CIN1 patients with persistent infection of the same types for a long term.
(Accepted on October 25, 2006) Kawasaki Medical Journal 33(2) . 137 — 151, 2007

Key Words (1) Dysplasia  (2) CIN] (3) Cohortstudy (1) HPV

(5) Natural history

MEhTwad, HPV MO H 5 LT
EHEL SRS D BB TIA N ADDE
DLEZLNTBY, HLEOHLLMD50
FEFAADIERIITERCHC L - TRET 5 %~80%A IR THEINTHEYZ,
Human Papillomavirus (HPV) T& % 2 & #51#% Z < Ok TIEHBRIE S, B Ao 5 ~

2
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10%h ke i o L, @IEMPRAWE~E
ITFHMERPEHVEEZSNTVBRYY,
WHO (IARC) %2004 4 |2 HPV-DNA §& f& @
L7-6F Ay PI2DWTREZT-o72%D
T, HPV 7 A M FHEHEFAOFLIZR TS
LRI AT 5 2 ETTHEINRAZHMA LD
BLigFkLY.

LA L, AMoBKE LT HPV-DNA B it
PERERIZBOTHFICRELTWA LIEH
WA W L E L SNAMAETIED - TH,
WSO A DL IR SN D T
EoTHHT, BAMIZHELI R P
BiihdhoTLEILL—~HLTWAERD
na.

INFTICRA L, FEHESOMEENY %
X 7o L7- ¥ 25 1F 5 HR-HPV D B ki %
WAL, BROAIELREEEHIHEERLTE
. AFZETIE, BN TH -7
CINTIZ DWW T Z Ol % 4 LMl Z 7 ki
DWTHER T 7.

0] =~

Table 1.

=} :g)

HR-HPV Mk 4> & CIN1D FH I A~D 5
WAL, FBMSETIVwET S CINIO
DIz oWTHES A2k

METHA >

ask— MIFZE, CPREERNIR 41 5 )]

WRBELVTE

(BT xF % (Table 1))

19954F 4 H A 520044E 120 £ CToOR], 1-F#
IR AWV ES [ IE R o iee ey (o |1 51V
FER IR b % 255 L 7275 BA F O Ltk 5
L, TWKERAT—T FOERIC X 2 HEEETT
[CIN1] L 3Wrsh (372(), Eofki124 H
ML AT ah o 1o B] (2281) £ 721312
HkilTho-ThEFNT TICHLZOIERLx
B 4ER (1561) THEFFIZCINIZNT S

L s

B 1995548 H 5200553 A Ol NIBERNAE[T RmAbte 22 L-28
A2 CTRELREROREFERIN-2D

- ¥IEEE D FHEEREZ M AICINT
I EERATSEHUT

B EICCINE(ZH T BABMEAEL

B2 VAVt 1u Ly L% Tk 28 || I J il &7 2 81|

- FERESIRAMRE (M)
*HR-HPV#2 % (HPV-DNADFEE)
ONARRIA—TRE

LR RO—FT FICE#& (FE&EE2)

T
BEMME -EARIF3yACE

BEREB
LR ARO—TRE

HR-HPVRRED I

THIRSS ES b 1B LUTHPVIEM L 1 (Z6~125 A T
THBEZ EEEINBEH SN THHR-HPVIBE ARG T 5158330 AL
-FEIEEDRAMDE (Miai)
‘HR-HPV#£Z (HPV-DNAD EIE)

JTHIBZER L I1ZRORESFICIHPVIRE(E I TH-1=15E

HRRE P, OVRRI—TREICLSBIELRBOHOMGVDRYITHEL
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TR RO e 2430 % X G & L 7.

AWF2ET® [CIN1] ki, 6 ik n
Az (LUTFHINRES 2 i597) A%H BESF KD Class
MF/AEMa »2oMEEZAHCINILLTOL O
LR L. BHEMEOMNLE T, Class b L
F, @M EAM, IaTh-TDARE
%C CIN2LL I & 2 o ol BRAk L 7.

(WIEEHEDILD )

(1) ARk E: L2z S w2
JHvs, BT L — g BB (SCl
squamous-columnar junction) % 10 |2 -5 H1
Jae i A A % 5 L SUBAIR A BRI, Che o
AW (ATAFHTA) I EmIEL,
HICT M — V. FE SRR &
L THBLE~E . (2) Wnsc, [-—-Hidkz
PBS i N IZ#E: L Far otk L 7o b i s R AF
& L, HPV-DNA fEAE(CHEM,. (3) fswnT3
WEZ =T &M FESIETEOBSE 1T
P, MEMEINLGAER (3 Z%REMETE) = HhEL
WA, AT ER, L
KA I—T TPz L Bbh b &z v
Ak ir-7-.

(HPV-DNA e 4E)

HPV-DNA K 4 (£ PCR ¢ % $% Jll L 7. PBS
WP ARAE S N2 SAT 2 7 7 Bkl B i i £
TUroifpfr e L, ffolifs, sl 05 (2500004,
547 Firokob LML/ %2 L.
Sodium dodecy! sulfate-phenol {12 & ) DNA %
fih M L 7= #, HPV E6-E7 i 3 @ consensus
primer (forward primer : pU-1ML ! 5’ - (Biotin)
- TGTCAAAAACCGTTGTGTCCAGAAGAAAA
-3’, reverse primer : pU-2R, pU-2RN !5 -GA
GCTGTCACTTAATTGCTC-3', 5 - TCTGAGT
CGCTTAATTGCTC-3") % Hlv»"CTPCR (94T,
30sec., 55°C, 60sec., 72, 60sec., 354 4
ZN) BiTW, TEY»a—P96R7L— L
THY TR VFFFTR—TNATY ¥ A
¥— 3 3 ¥ %175 ELISA #: % Hl v HPV O £
HERELOW, Tk X vz TMBG (2

(§533% 452%  2007)

LRESIET L — M) — ¥ —I|2T 0D 450
nm il €. OD450=0.50L L2tk & WwE L
7. 2 5ICEMEO G, HR-HPVI16HK!, 18%,
31, 33%!, 35U, 3944, 45K, 5181, 52%),
5671, 58%4, 67%l, 68%, T0ElDZFhThOR
12 45 % 1Y 7 Type-specific oligonucreotide probe
#JIWVHPV-DNA DY L € ¥ 7 &{f o7z,

2 0] @ Mt @ % A T v 72 HR-HPV (3,
Munoz N & D43z fE- 7217,

(#11481%% (Table 2))

ZWits, A EICTCIN OB BMIER, D
WS 2 &R, [CIN1] k2 sh
1B HO S b GRS AR T LB E %
Mg L. BEMNE r HEEIEAL L,
Mot oMMREHAT 2 BELL FHElT T Class T
FE0 CRUMETIE TR s &psg
L7z) T, #2 HR-HPV ®Hifliz b A (K
WFgETid THPV BaPEAL] L33 Wih, Lk
DB 6 » ] ~127 H gk L HPV Kt
Rrul L. THIlRZIERIL] %89 55,
[HPV [EfEAL] Z o ViEfl Tldyl ZH &
34 i}‘@ﬁu&"?’&?j o7 72, TR R
{b) THPV Bafqb] &5 L7z, PHEMIIES

L ATl HALIIERI T IE HPV feAE & TEBH L
3 o Higo®igiz fiM L7z,

Mk ToRGEBIZIZIE, MRZLaIVEA
a—7REZEARSEL L THPV EEH] T
X HPV B #t (HPV-DNA # 4 ¥ > 7)) %t
L7z %, #WNoOmEENZH ok, Mg
BroanvERa—TmETE/SEDbILE W
PR ARSI L 2 Ao 72

e o5, ML I & R S el
Fe&omld Lz H & Bigihokes e L, [Hl
KB IERAL] Lo 7=0f, We@iZClass T %
7RI EaR SNz B % £ TR TMIE IEHRAL]
IZELAWIM & LT, THPY BEtkiE] (&9
WT AR LA 70, g 5124
HULEARM L 22BN o 2B id, T
EHOBENT [BgEofIbn ] Lz 4
[ O T, FMbTdH - TH 200646 }30
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Table 2. 87 Jiik:

BT HE EEEFEE-LI-ED
127 AU EOEARBRNMEE TS
ELI27ABARTH-TEH, (B OEELIEHEFZ-LEEOIREHD
WM - 1995548 A 5200656 5308
W< BTomUROEDER
=THR-HPV] (7' R EIHPV) &L LI FOHPV-DNAZ AT 4)
HPV16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 67, 68, 70
TR ERE IS 2EL LT THREBAISR £-FNTH =120
«THPVE& L | &1k 2 LI E &1+ THR-HPVRE A S Th-1-3 0
-THBREPREOBRILIMTHMBEZSESE I BUERBREMNIBBEN:LO

-THPVERHE 1 2B - —EETHR-HPVRRE | AR I G LED
-THPVER{E 1 &iE, BB I —ETEHR-HPVA Bt Tho1-1 D

THPVRE B R 1 £ 13 2E LL E T TRI— 24 T OHR-HPVA R H Sh 340
erPVﬁ%EJ fHPVﬁﬁ%ﬁéJ+THPVﬁﬁﬁ%J

wﬂawﬁmﬁ‘ﬁﬁénfhﬂéiﬂﬁmﬂﬂﬁﬁ'é

THBBEREILE-1-18E . BYICHA ISR FILE--BEFEE{EAETS
THPVEEEE | &5 01185 . ﬁ%}]l:HR-HPV&ib‘E&ﬁ'&&ctE?@B%EE‘H’:E&?’%
ERIEFEFTONBE=THRZOERE{LB I-THEMEES)

Mt ETOBM=THPVIEHEIL B -TE=BAE A

BROTEYY
-BR22A

REMEASI125 AU ERBLE-OLARICES-1BS . BEAIOBREBRE{TLYYHE LTS
W T RERERZ ERIL = T RIRHPVETE(L F | [EKaplan-Meier;&% AL \Log-Ranki2 £ & & 7=
HKEBKEFIS %X

#AY TN -EXCEL EREF#HEV 7 State Mate Il (ATMS)

[ FTOEBE Bl liL L. L, HEAMIZCIN sz By
#6654 T, Z DO MNRIZ CINT 3724, CIN2 102
(s BRAF B AE) %, CIN3 191%4Th 7. Wik 2 H®

PRI L 7oL A L TR R A B S8 RIS BRI 3 L7z HR-HPV RS &: de i 5,
BAICIES S, BHOBBEMEIZL 5T HR-HPV R (3 2 1 2 4158.3%, 86.6%,
#mﬁi'rﬁiﬂk TR B L B T b, Ml 91.1% T& b (Table 3, Table 4), CIN2, 3

AL MEETSH 5. A 51X CINT (2L L 55612 HR-HPV 23R 1} 5
7z (P<0.001). CIN1 & ZBWizNn-37240
(L it AT ) 9 B124 H R L EIEHHETDH - 7 0E 22284,

KRB E R AL, HPV BEPE b0 B2y HRThH - T [HIRZIEH
fif BT 12 |3 Kaplan-Meier i % ] v» Log-rank ¥t {b] &BWi SN fEMIZISHH D, Th 5243
AT 7o, AAMAKTER S %A & L. Y (PIBWEFIAERE = 40 = 14. 1%, 1] yefitiss,
16-75) ASARWFREDX R E o7z, 24351281
IRKRL B HBENB O34 5227.44 H, el
335 1 (6-128), &%MEIL 11159/,
— KM O IE R AL WYE 1010 (3-33), @ <2663 % T, HR-
HPV B¢ 13 2346, 7 + 4. 8[0], vpJLqili 5 (1] (2-30)
& 2 D631 Tdh - 7=,
(HR-HPV Hthkind)
(e ) kI > HR-HPV # {1 K% (2, HR-HPV %:
19956 4 Hd 520044 F 12 BN HBEx 915 Bt L e s o 2dEpi1126] (46.1%), il % i
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Table 3. 55EM
[ BRFHHR-HPV | EATFHR-HPV_[ HR-HPV i)
| BBt | B EE A | B

Fham <20 2 5 3 4 1 2 7

20-24 24 9 26 7 7 19 33

25-29 27 4 27 4 6 21 31

30-34 16 9 17 8 4 13 25

35-39 17 15 17 15 2 15 32

40-44 15 9 16 8 3 13 24

45-49 8 16 9 15 3 6 24

50-54 6 23 8 21 4 4 29

55-59 8 6 i 5 1 8 14

60-64 4 8 5 7 2 3 12

65-69 1 3 1 3 0 1 4

70< 3 5 5 3 1 4 8

131 112 143 100 34 109 243
|RGML N
(BHEE 243
PR E| 100
EBtEEE] 143
PRE® N
EEREE] 243
BB E| 100
143
HR-HPV N
243
BEfEmE| 100
FRiEBE| 143

DI EWI31H (53.9%) Tdh -7z, LaLl,
FOHOFEMIZBVWTI2HE (4.9%) |2 HR-
HPV 2%t 2z, g i — £ S HR-
HPV % Kefli LZe v THPV BEHERE] &, Wb s
N7 THPV BEPERE] (28I L 7-&5%:, THPV B&
PERE] 1000, THPV ByPERE] 143610 (58.8%)
Thoi.

THPV B tERE] (BT 2 MM %m L TH
X 7z HR-HPV O NFUZERO A & & b
= (Table 5) |Z75%. HR-HPV OH LT
b % M EN/% 4 FTIEHPV 528 A% <
(4645 ), CIN14{A18.9%, BtElED A Tit
32.2%), 2WTH8M (364EH, 14.8%/4 CIN
1, 25.2%/IPE0E), 167 (324EM), 13.2%/4
CIN1, 22.4%/BPERE), 5198 (224iEH)), 3178

(144EH) DNiTH - 7-.
(HR-HPV J&Hn 47 fik & flfd iz ER L)
et s (Mg Ewik] oo hbET
(— XKML Z IEHAL) oBg Ik & AR 2
I HAL 3 O W AR 12D v T Kaplan-Meier i: & H
v» (Fig. 1), Log-Rank #i g # 17 - 7z. [HPV
Bathde ] oBEUEREEIE 1 F£69.1%, 24
#%85.2%, 3EHIBA%TH-o7DITHL
[HPV [Pk | Tld50.3%. 65.1%, 74.6% &
ENTBY, oW EEEOLNR
7= (P<0.001).
(HR-HPV Hthikin & M2 4Ly
KAz, [HPV [ ¢k # ] % HR-HPV @ B 4K
s o N—FIZaH L W—%47
@ HR-HPV 7% 2 [ L) Ll THRIS b 60
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Table 4. F5#HFIZ31T 5 CIN 47081 & HR-HPV BetHARiE (1995, 4~2005. 3)

HSIL BHE
HPV-DNAZ4A 7| #8| CIN2 CIN3 .18 CIN1
_ 102 191 293 372
BRI | case |GES) case | GE&) |_case |(E&)
HPV 168 22 7 77 19 99 46 13
HPV 18% 5 0 7 3 12 16 4
HPV 318 10 2 16 3 26 13 5
HPV 33% 1 0 7 0 8 4 1
HPV 35&! 3 0 3 1 6 5 2
HPV 39! 1 0 3 2 4 17 4
HPV 45% 0 0 0 0 0 0 0
HPV 51 & 9 1 8 1 17 | 25 3
HPV 52& 8 0 36 13 44 53 16
HPV 56 % 2 0 3 0 5 9 0
HPV 58& 20 6 38 3 58 40 8
HPV 618 0 0 0 0 0 0 0
HPV 678 2 0 2 1 4 5 0
HPV 68&! 1 0 1 0 2 2 0
HPV 708 0 0 0 0 0 1 0
% 11 0 4 0 15 13 0
HPV! 88 174 262 217
BHPVAA TR 79 149 190
WBHPVE R 9 25 27
HP V& {4 £ 14 17 31 155  41.7
HR-HPVIR{EE (%) 86.3 91.1 89.4 58.3
Patients Rate of positive for HPV type16 or 52 or 58
N n_ ﬁ&N %/positive

CIN1 127 19.1 26.5

CIN2 45 44 1 51.1

CIN3 136 71.2 78.2

HSIL : Higrade squamous intraepithelial Lesion (=CIN2+3 CIN : Cervical Intracpithelial Lesion
HPV : Human Papillomavirus (%) @ 82 88O HPV & felll L7246

i~ g& i o GEkE HPV B¢ 1 FiRio) &

HPV [VERER] @ #0GE0E - 2 [0 H OFEEHFIZ HR-HPV 25 4 @

HPV EEHEAE ] @ 9020 - 2 [l [ o PRSI V3741 h HR-HPV % Bl L 7 W iEf]
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Table 5. HPV itk (HPV FitE (1438))
, -34 35-49 50- |l o
DNA%AT ﬁ)ﬂ case (multi)| case (mult)| case (mutti] & £#% | BIE%
HPV 168 16 12 9 4 i 2 32 13.2 224
HPV 18& 3 1 3 3 3 0 9 3.7 6.3
HPV 31& 7 4 6 3 1 0 || 14 5.8 9.8
HPV 33%¢ 2 1 0 0 2 1 4 1.6 2.8
HPV 35&¢ 1 0 0 0 0 0 1 0.4 0.7
HPV 39%Y 7 4 3 2 0 0 10 4.1 7.0
HPV 45%Y 0 0 0 0 0 0 0 0.0 0.0
HPV 51%! 9 5 9 3 4 3 22 9.1 15.4
HPV 528! 29 14 12 5 5 2 46 18.9 32.2
HPV 56&! 4 2 3 1 4 2 11 4.5 1.7
HPV 58&! 22 13 8 4 6 0 36 | 148 252
HPV 61H! 0 0 1 1 0 0 1 0.4 0.7
HPV 678! 4 2 2 1 1 1 7 2.9 4.9
HPV 68%Y 1 0 3 1 0 0 4 1.6 2.8
HPV 70&! 0 0 0 0 0 0 0 0.0 0.0
BEFEE 2 2 0 0 1 1 3 | 1.2 2.1
B 25 11 5 41 16.9 28.7
438 3 1 0 4
3fE 3 3 1 7
2f& 19 7 4 30
B — 48 31 23 102 | 420 | 71.3
AKk% L EHT G (24300) (SO BHIG BE% L HR-HPV Btk (14360) (25w a2 WG

BiEOE S #5D Io 8o HPV-DNA # 8B L2 d @ (muli)
il ife o 2@ HPV-DNA BilliA% 1 BiflicE & 540
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(%) ‘Cumulative Rate of Cytological Regression
100 e EEeS ] S Sl e o A S A e ke ke =
90 -
80 1
70 -
60 - '
Log-Rank#E P<0. 001
50 A 1 , !
40 -
30 4 — HR-HPV B&f% (N=100)
20 — HR-HPV Bt (N=143)
10 +
0 s ; SrE——m =13 T - i . . .
0 12 45 36 48 60 72 84 9 108 120
3 ' Follow-Up Time (Months)
Fig. 1. HR-HPV @47\ & 5 —kAileis Eh L

Z [Tt ], £ Cchvboz [
et L LTHRM2ITo 2o, [t
1210960 -C, el %417 HR-HPV @ NRIL
WA & & B2 (Table 6-1) (233, [FifE
R | 130T A AUV 13528 (4181, 16.9
%/%x CIN1, 37.6%/Fieikidt) 2d %<
KT16% (306, 12.3%/CIN1, 27.5%/F§
bel e ), 5871 (301, 12.3%/CIN1, 27.5
%/ FER R OMTHY, DI FATO
WA AR S s SEGNE 109018314 (76. 1
%) T NdTwi, ), [JERbe&RdE] <
OB X512 % {, DWW TH6H, 58%!,
52M T dy o 7oA, [ieikdedt] T% Huih
XN BMICE-TR2HDATH- 2
(Table 6-2). /)i, Bl S iz 7HBE
THhol:PBEPIZPOTHRELIZLES S, [#
B | TYRIZMRE LT DA EH TS 0
oz,

[Frpenset |, [JERpRaRgtt] o [HZ
EHAL] CowTHHZITo 2825, Wik

ORMIEFEARICEAZEENBDLNT
(P<0.001) @Iz L, THPV EEYERE] & [JF
et | L o BEOER LR SUIER L T
Bh, AEsi@oonidror (P=0.27)

(Fig. 2).

(HR-HPV F&PE1L)

% 5|2, HPV BafE{L & HPV Bl R & @
Wiz owT bR %o/ T 5, (Fig 3)
R &9, THEs&get | otk i, [F
PRt | ORI ERE (S RAER
Lo THIELTED (P<0.001), 50% Dk
L% 5012525 Addh otz

Z =

AT L fE o H S LIS B v T Human
Papillomavirus (HPV) J&%siz, [ HAAR
WHEARIETH D -+ HU LRz WS (CIN :
Cervical Intraepithelial Neoplasia) # %2 %9 &
TlRLRELV AT T2 y—LEZLRLTY
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Table 6-1. HPV Kelliikin (HPV FEReRSYEM (1096))
3 -34 35-49 50- | A
DNAg‘fj ﬂ%ﬂ case (multi) case (multi)| case (muilti) LU Q{*% ﬂ&%
HPV 163&Y 16 12 8 4 6 2 30 12.3 27.5
HPV 18%Y 1 1 3 3 2 0 6 25 5.5
HPV 318! 7 4 6 3 0 0 13 5.3 11.9
HPV 33%Y 2 1 0 0 1 1 3 1.2 2.8
HPV 35& 0 0 0 0 0 0 0 0.0 0.0
HPV 39& 5 4 3 2 0 0 8 3.3 18
HPV 45&¢ 0 0 0 0 0 0 0 0.0 0.0
HPV 51&! 5 4 4 1 3 2 || 12 49 11.0
HPV 528 95 13- 11 4 5 2 || 41 16.9 37.6
HPV 56& 2 2 2 0 1 1 5 2.1 4.6
HPV 58 18 11 6 4 6 0 || 30 | 12.3 2715
HPV 613& 0 0 0 0 0 0 0 0.0 0.0
HPV 67&¢ 4 2 2 1 1 1 7 29 6.4
HPV 68&Y 1 0 3 1 0 0 4 1.6 3.7
HPV 70&¢ 0 0 0 0 0 0 0 0.0 0.0
1 1 0 0 0 0 1 0.4 0.9
TS 23 9 4 | 36 14.8 33.0
433 3 1 0 4
3iF 3 3 1 7
2f8 17 5 3l 24
Hi—mRap 32 25 16 )| 73 | 300 | 67.0
% | Wb ge (24300) (2B ET BYE% L HR-HPY BEYE (1098 1250 585G

Bl L FM P ZHIE O HPV-DNA 28 L7224 @ (mult)
e - Falh @) HPV-DNA fiilid* 1 Hillilc: Y2540
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Table 6-2. HPV Hullidkin (HPV Jefskciath (340))
-3 -34 35-49 50- | A
DNAZAT _w case (mult)| case (mult)| case (multiff Bkt | 2% | BiE%

HPV 163! 0 0 1 0 i 0 2 0.8 5.9
HPV 18%&! 2 0 0 0 1 0 3 1.4 8.8
HPV 318 0 0 0 0 1 0 1 0.4 2.9
HPV 33&! 0 0 0 0 1 0 1 0.4 2.9
HPV 35&! 1 0 0 0 0 0 1 0.4 2.9
HPV 39%& 2 0 0 0 0 0 2 0.8 5.9
HPV 45& 0 0 0 0 0 0 0 0.0 0.0
HPV 518 4 1 5 2 1 1 10 4.1 29.4
HPV 528 4 1 1 1 0 0 5 2.1 14.7
HPV 56&¢ 2 0 1 1 3 1 6 2.5 17.6
HPV 58&¢ 4 2 2 0 0 0 6 2.5 17.6
HPV 618 0 0 1 1 0 0 1 0.4 2.9
HPV 678 0 0 0 0 0 0 0 0.0 0.0
HPV 68&Y 0 0 0 0 0 0 0 0.0 0.0
HPV 708! 0 0 0 0 0 0 0 0.0 0.0
1 1 0 0 1 1 2 0.8 5.9
S 2 2 1]l 5 2.1 14.7

438 0 0 o“ 0

3ig 0 0 0 0

253 2 2 1 5
B 16 6 7 1l 29 | 119 | 853

iK% ¢ FRETRE G (24310 (2w AEG BYE%  HR-HPV BPE (3400) 12 501G

BIBO& Sy ¢ #R o8 8o HPV-DNA L7z d @ (muli)
ikl &M o) HPV-DNA Bt 1 lifflcE 2224 @
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Cumulative Rate of Cytological Regression
(96)

P<0.001 .

— HPVE&HE (N=100)
— HPVIERHHREER (N=34)
— HPVI#SIEEH (N=109)

0 L ¥ L U T ¥ |l Ll ¥ T 1

0 12 24 36 48 60 72 84 96 108 120
Follow-Up Time (Months)

Fig. 2. HR-HPV Hi!likin & filleisEw ik

(%) Cumulative Rate of HR-HPV clearance
T g RIS TR e i St S iR

| 4

P<0.001
P<0.001 f

L1 |
T'_'J IP:a.uu
4 1 L - |

—— HR-HPV FES8EEE (N=34)
— HR-HPV BB (N=109)
—— HR-HPV BBt (N=143)

04 T T T T T T ¥ T T
0 12 24 36 48 60 32 84 96 108 120
Follow-Up Time (Months)

Fig. 3. HPV EEPE(LIEEI & HPV Hifikin
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W19 HPV (BT A REN RKEO D
rolchlagayvu—<ihb, IhErilE
-4 L ShbHPV-DNA ¥ { 7 X HPV 6
B, NMLEPMONTWAYNEMNLTLI L
MIFLALENLDEKY A2 RIHPV (LR-
HPV) ¢ LTHHishTwa, —h, HELR
CIN R T HEMNAD M S S HPV IZ, &
1) A # % (HR-HPV) Z 7z (3Bf#i1k HPV & 47
HMEhTWwa?,

CIN O fEHER 2 L D v & LT, CINITE
FOBBIEE, X0 R CINSTIRABEWEREEZH
By & LSRG hME (PISEYIRR, FrEdiiiss)
P S hCwab, CINIO HELRFFEIR S h
FTIZH WL 2o ENHAENDLD, iEdt
PHOLONEEAETHS. L L, ThbH
DN I IE ML 22 (L% HR-HPV &R %
EERIMEL, ##lZow TN MR Lol
R SN, CINLE B 7% HPV i
kBN L sh, L Db DONHKRGE
FTHLEZLNTVWAS ), WRTAr—2d
PRl BwOLHEETH S, F 7 HR-HPV &
PelzonTl, WhiEEMoLy 7 A54 70
WEABHTAZEIZTER V. BEREICE
W HNT-HPV-DNA % £ 7R D & {4 T~
BELTVEr—AbE 0w, ThITO

s d D s (WK KE o HPY-DNA
A4 TEFITTOMFIICREEMASAT A
(confounding bias) # M- TLEF-TWVAZ

ELEHETER Y, SHOMKRHTIZCINIEZ
[ % 7= HE B % B #F L, HR-HPV @ i AKikR
PO EFDOTFHRIZOVWTHEET- 7.
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4%, HPV-DNA # 4 7yl 2 fa il ki = &
Bl, WKIZEWE XD HPVISH (4 %),
30%E (1.7%~5.9%) O OBEIZ LM
A7 <, Inoue '8 & DL [ Bk 12 HPV16% & 50
Fe (5181, 52E1, 58%Y) A% Rl S i,
B o i h - 72 HPV16R, 52K, 58% o
WENRAA B A 22 W T CIN RIS
Wit 4 % &, CIN1 34.1%, CIN2 44.1 %,
CIN3 71.2%T& ) 7 L — F®O EF IR ik
AR LTV, —F, ERMIC3FHICS
Ve XNAGRICHRS TIEAN 1 Fl L HT SR
TnhEWI LRI REZETHY, RN
y— PRI TOHNI SO L IR L5
Tz,

FHmE s hz243mo [HilRZERk] &
THPV [EME L OBz W TG L& 2 5,
A5 S 35 £ OF HR-HPV K3 1 # AL W
LLGSf”FﬁIJc?)') L HPV {l§ A5l Rs LAk
JefT 3 DAEMIE26.5% T, % < (LA (44.1%)
Th o T RS ERALD R (29.4%)
LTw7: (Table 7). Z @#i4(%, Nobbenhuis
AEM 5 OHIEICH T B THo2217%% Ml
MO LA TOMEEH L0 TE
I £ %322 LI3TERWA, HAGBET
HAr—ATIZHPV & L HIlZ oW b A
EHALTBr—A0% OO EZER
% &, [HR-HPV [atE{b] TCIND & % F
MTErEEZLNIL.

HR-HPV @ & e {k i A & F& 7= B 47 T UL,
HPV @ [fideikdfe | A2 O k(L Z ik
XEgLHTFTHDHLETHINE TOHNE 2

Table 7. HPV BatEAl & #IlLE LR (Lo g ]
HPVE 1L
HY L
HMRZEREL HY 68 42
2B 3 30
HRaES IE ¥ A DHPVIE L SE ] (N=68) % _;_F_ﬁ_ﬁ %/ 34[ F8% % /109
R EE N KT 20 29.4 324 | 19 174
- R B 30 44 1 9 265 || 11 101
-HPVEETHE AN AT 18 26.5 13 382 || 5 4.6
33 971 35 321
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FPEMTHREREZHDLIENTEL., LAL

CHETOHNTIE, 168 F 7-12 1881250 &
nr-rgE, FEA 2T —xXEH W
DI HPV @A TH Y, #TIZ HPV-DNA
¥ 4 7 % il sE UK L 72 BRFZE 124 1l A5 6 2
TTharERbhD., SEON 5, [HPV
OFFpEER ] XD b5 —BEEARAATE [H—%
4 TOFwe Y | AEERN T CThH L EE
WETdH Y, HPV-DNA ¥ 4 THEH T 5 r —
A%l [IEFEhe&dedt] &, W—%4 70
HPV-DNA 23l 25 [Fhbe el & 5
Y, [HPV EEYERE] FRRICHR-Th Lwve T
LHREtEASE AR, SO LD SRS T
Fwek Ehd CINITIE, MZEaLER
I—THAOE,ERKN A [HPV-DNA] @
FAE I BIUEOWHNRHESLETHE L
BEbhi:.

— i, THEREMelt | TR 35 AR 474
HIBED 2L THBRINENE r—ADE R
o Hedty 7 A54 70RBTHS
CEDBTRENDD, FROWETIZT T4
> — O MR Eh O GER 2 YT ASAS 5T
BHotoZ b, FIIERED AL h o ook
FTHIEETELRY. L2L, A=} F+—0OF
P PE v &S L 72 HPV & HEBR L A5 72 vkl
A, FEEIRR R E X AN IR o TWA
HEMEIXTRETE 2w,

BAE, BAZzrul& LT, HPVIGH, 187,
681, NMWEF—7 v PLATZF HHES
NEIRGBROERICH L LMoz £ TH
D, GHOMBICHELIVEIATUED L.
REDOHG T, HRMIZ3, 4FHIZZWE
S5 HPVIIE, 458D ¥ £ 723 % Fhi
DEAHE SN TEYY, HRICBIT S FHE
DADRHOFI80% P IIHIBTE L MErd L 72
LENTWA. LiL, SROMH»SH R
R B 7 SN TIZD D &, KHICBLT

X

(55338 W2 2007)

BAFHRI B FE DA DA DMK & ] BRIz
WETEZ a0 GMICO>VWTIZERMTLH S, 52
B, 8B vl T ITIE KIS 7 4
TAOMIE S GHBRHTREHREE Bbhi.

CIN1OFRIZBWT, [[6-—~® HR-HPV % A
TAHARMMBEN SWD 2 51F, 728 ZMaEh
Whded S Class T, MaTadh-THHMMIS
LR E TV, BB SIENFHERE T 5
IERFFELwEEZ SR MRS, LD
% CINZBWT, BIHEO Fi %l z164,
5201, S8MITIE ¥ 4 ¥ > 7IC & Bkl
s & X0, RWiglTosFH GO
E2WTHEICHHTALENDH .

Ld, AWEOEFIL, G560 H A RE G A FE
ERMTEITZ (20049 4 H, D), 571
H A eI NFL 22tk 2 (20054F 4 J1, 56
f6) . HES7 Il o [E] U [ £ ) e O e A
(200445 9 J, FEES), A58l [l £ s b J
b s (200545114, ILED), Society of
Gynecologic Oncology (SGO : 2006 4 3 H,
Palm-Springs), #3558 [0] [| 4 o B N 4 5 4
i Al il 25 (20064 4 H, H{i#E), International
Gynecologic Cancer Society (IGCS-11 : 20064
10H, Los-Angels) Tig£lL 7.

# &

AWFFELL, 199655 BE [1 ASRE A7 > (78 £ I UL S 56 47
PRI g, NIMFEE RN A7 0 2 = 7 B IFYEY-307,
10-507, 11-506, 12-407, 13-403, 14-403, 15-414B,
16-412F, 17-410K (2 X -7z, MiZ#z 2 2hizh, &
% Tl & F LARE % (B K g
[RFR AR, B PR Gl pE s AR SR S
¥, TR HLm L LT, Wk, A
RIS TS v F LS MERE, NIREH A
B BEas TR 045 bk, 2 OB HHE RIS
WELAMEOEELICL o E MY i L kg
.
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