Japanese Society of dinical Cytol ogy

J.Jpn. Soc. Clin. Cytol. 2008 ; 47(1) : 1~6. L

FESENAMRZIZE T 5 HPV BREDEA & 704 A

FHE OERELY &4 KERYY A KW I BB

FHOBEY AL /Y EM WY R R

SRFEMETEVARBIEY v — 7V, SRERE Y 5 —ERAH,
SRTIHEERARD, SRKFELHN B RER AR

BEY . FEEPARSICEROMBEZI HPV RELZEAT AL L OB RAEERE L2,

FiE I REAF VAT A (2001) TEEAHORART LEMEE ASC L4BLTwah. P 16~18 4
D 3 EMDERHEZ MR L TBROTFEESARBITB T, ASC (ASC-US & ASC-H) #licng 71 v
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B 3SEMOSIRTOFEERAMDS Z2E 375 3790 A ASC 12 1565 A (4.6%) T, ZDHH 221l

(14.1%) 2SHPV Bl TH o 72, 221 BlhEw%2

itk S hz, BEDPARIRD R o7,

Hi 169 B (76.5%) T, FD&pHh 5 CIN2 L EA 27
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FUROBMAA LN, 25~30 % TIEEE 15 ERICTE
SEER LIS A DOFERDS 10 UL LICHIML T 5. 2004
EIEARHE DR L LT, RBEBRERZIEED 30
O 20 RICERL, ElEKLZENE LTRE—AIC2
FIZ1IEE Lz, LeL, DPEICBITAZZHEMEL,
RAELICE 232005 EREE S L THEMELLTW A,
ZITRBORBREEREVPERING. &E, BVAZEOD
b pS¥T—<7 4 VA (human papillomavirus : HPV) @
BRSPS TEEROBENISAREOERTH Y, 20
BhPOFERAPAIETT HHBHAONDL Z EFDho
T&7 S5 MRz s HPV REMEREMICIITESH
LB NRZ  (cervical intraepithelial neoplasia : CIN) T
CIN3 DLEDOWENIZIZFEL VI & b o TE /2L,
XETRFEENARBICBNT, M2 L HPV Bt
ORAFHEREINT WSS, bHETIE, BRZES
FEEBADERE L LTHO HPV OH/EWBHMOE X 2 &
D7z, FZHPVREDOBEAZ—KRIEINTVERY, &
R Tl 2004 5 5 FEHPADITBRZOBEL LiT,
RAELZEP 20 HPV REZEALTWS, 20 3 R
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DMRBRERIZOVTHE L, EALROMKE L LBHET L,
¥:Z 2 HPV-DNA BEDEBAOEHZ 2 R L1,

II. ¥&sL0HE

2004, 2005 FIZEIRTAEH L 7213 30~60 DK
HEFHREL, M—AC1EC1IHE Lz, 2006 EEILE
A B8 DFREHIAE © T 20~60 MOBEER O LTEIC E
L7, MZoWNn% Fig. 1127k L7, HPV-DNA K& [H
BRBLAPL 2003 Y FVERRLE. 124 b
7533 L RYA Py 7 TTFEEROMBERRL,
AF A4 FATACEKL, 1007 V3 —VEERE, 73
—auvgal, ANERMESKEL S —TAZY—=
VRN 20D YA VARREH T T Y TR
%%, HPV-DNA 7R M HIOBREH X 714 7 AIAR
THHDS 2, ZEREL VY —T4CTHBESIL. E
MSMREL Y 7 —OMBRELCERD Y, H5VITER
B, HEREEEHE L BRI T X THRZEMESE
U7, BRFEF LB (atypical squamous cell © ASC)
DBWIRE R F ¥ A T 5 D monograph®~¥ IZHD W TIT o
7. ASCHHHICTIE, BHEAHODLD (ASCUS) LHER
HRFEERREZBRIATE RV D (ASC-H) D 22124
HENTWEY, SHOAETII2 D2 FLOTASCEL
7z. Photo. 1 IZR L7z & ) BBEOBERBALNTDH, 71
RF NS - PRERMR Y LEWRE (low grade squa-
mous intraepithelial neoplasia : LSIL) {7z 7% W RAI %,
BOBERALNTD, PEOMBICEONTWSHIR A
{LEEMRL, BOMK L7 AN, & ORER % ASC & ¥
Bl TN DEFOBREE ZEMEL V¥ —1TEEL
T, 13f8EOR~F ) A7 HPV-DNA 2435 F v b,
NATYy F¥y7Fv—2 (HC2) % T HPV-DNA
WA ZTo 72, HPV MAAREFI AL HZE L 72, ASC
T HPV [Efl B & CBRERBBRL L OREFHEE S iz
B, BZUCBRBRELEL OEKYITY, 2IVESTO
MR HAT o 72, HRRRIL 10280~y VEER, /85
T4 VAT 2 RERL, 4um OB SOYFEAT T
FUY VAT G U CRBEMENS L.
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1. 2001~2003 £ HPV-DNA BREE AR O 3 £/ &,
HPV-DNA B2 % E A L 72 2004~2006 £0 3 SR DM
KRB L7z (Table1). =ZF 3L HPV-DNA #&E Al
T 17.1%, BA%II 16.7% TENBD bNEh o7z, Bff
BEIZEAR T 3.2%, BABTIZ45%L LA L727,

Participants

Cytology negative | Cytology ASC } ’_C;tology = SIL

HPV-DNA test
/.4 L\
| HPV-DNA test (-) | | HPV-DNA test (+) |

y

| Biopsy if abnormal findings l

A 4

Routine screening

Fig.1 Cervical cancer screening protocol combining cervical
cytology and HPV-DNA testing

| Histological diagnosis—l

Z i HPV-DNA Falks 2 Efgik s Lz -0 LS h 5.

2. MKZ 0 RIE Table 2 1Z/8 L7z, ASC #ix HPV-
DNA BB AR 3.1%, BA 4.6% Th - 720%atBIICH
BEEEIFTD LN Do 7.

3. FE#PNICHT ASC HIO HPV BRI EEE I EZ
DEEFFNZ ERBD SN72 (Table3). ASC D¥IE L
HPV BE:C X W BRI N BEMRICL 2 hSn L
EEN5.

4. ASC T HPV B 61 0 4 iU AR IR DRGSR Tl 20
AT CIN1 2851.9%, CIN2 28 11.1%Cdh - 7=DIZH L 30
A TId CINT 7% 41.5%, CIN2 2% 22.0% & %412 CIN1
WL A SNz (Table 4).

5. WEZRE, BERRE L THEBREZITo 28010
LT CIN1 D EDEEZ BHNhEL T2 L, HPV A&
AHTE BT ENEN 61.8%, 59.8% TEEZEIIALNR
Moz, CIN2 L LOBEZBHNHELTH LEAREHE
TRENEFN 24.2%, 188% THEBEIZALNE D72
(Table 5).

LA L, ASC T HPV Bl 221 #1426 CIN1 2% 80 #1,
CIN2 7% 23 fi, CIN3 7% 4 ittt &7z (Table 6). TERD
MBZEMTRIBRERZLICEL LTLIo LY, HPVHE
EALIATIE ASC LHIE L C B A3 IR ERICHRE
LW, BREZITCuRWHD 2R ) Abh/z. ASC
BT HPV BB R EZITo T o, MIBRZOATIIR
RENTOEEZLEE L7z CIN2 Db 27 IR S
7.

Iv. # 3

HABBOBRIE, HAERERERLRMAERT) &
LCRARCR R T Liih A, FTEEFARDIRTE
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Photo. 1  Abnormalities classified as ASC
a) Kaliomegaly : nuclear enlargement without marked hyperchromasia (Pap. staining, X 40).
b) Kaliomegaly : a few intermediate cells with nuclear enlargement and marked hyperchromasia (Pap. staining, X 40).
¢) Dyskeratocytes : (Pap. staining, X 40).
d) Metaplastic squamous cells with enlarged nuclei (Pap. staining, X 40).

Table1 Cervical cancer screening results (2001~2006) Table2 Comparison of screening (2001~2006)
Year Year
Cytology
2001~2003 2004~2006 2001~2003 2004~2006

Target population 224,349 201,822 Negative 36,015 (93.6%) 30,932 (91.5%)
Number screened 38,461 33,790 ASC 1,193 (3.1%) 1,565 (4.6%)
Screening rate (%) 17.1 16.7 LSIL 1,064 (2.8%) 1,166 (3.5%)
Abnormal cytology 1,250 1,516 HSIL 167 (0.4%) 113 (0.3%)
Incidence of abnormal cytology (%) 3.2 45 Suspected ICC 22 (0.06%) 14 (0.04%)
Biopsies 1,023 1,279 Total 38,461 33,790
Biopsy rate (%) 81.8 844 ASC ! atypical squamous cells

Abnormal cytology : ASC with HPV infection and cytologi- LSIL : low-grade squamous intraepithelial lesion

cal diagnosis exceeding SIL HSIL : high-grade squamous intraepithelial lesion

ICC . invasive cervical squamous cell cancer

SIREBMIE Y EHRBEIRT 5 2L T, DADRLELTHIA

AIRE (B BB OMEICERTELI R0, Twh, LaLeds, EoRBED,SBEFERD ) OMRE
TBIERIC L 5 AT BARORENREZ 2 L TE L. BB OREPIINIZ e, PARTOBEEHEDN L

BEHED ZOEMEEZRD, MPHEORFHEZHEL D—REL {RDONSRRAICH 5.
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Table3 HPV infection and ASC incidence by age (2004~2006) Table4 Histological examination results of ASC with HPV
Age (years) ASC (%) HPV (+) (%) HPV (=) (%) infection by age (2006)
20~24 28 (100 16 (57.1) 2 (42.9) Age Cases Lol o G chizo CIN
25~29 4 (11.3) 2 (53.7) 9 (463) cervix (%) (%) %) (%)
30~34 256 (3.6) 7 (22.3) 1%(Wﬂ 20~29 27 10 (3700 14 (51.9) 3 (1.1) 0 (0)
35~39 298 (4.8) 2 (17.4) 246 (82.6) 30~39 41 4 (14.1) 7 (415 9 (2200 1 (24)
40~44 299 (5.0) 6 (12.0) 263 (88.0) 40~49 12 5417 5 17 2 (167 0 (0
45~49 269 (6.0) 6 (9.7) 243 (90.3) 50~59 5 4 (80.0) 0 (0 1 (2000 0 (0)
50~54 198 (4.8) 6 (3.0) 192 (97.0) Total 85 33 (388) 36 (423) 15 (176) 1 (1.2)
55~59 48 (3.3) 6 (4.1) 142 (95.9) Note - No ICC was seen
60~ 8 (3.4) 0 () 28 (100) CIN : cervical intraepithelial neoplasia
Total 1565 (4.6) 221 (14.1) 1,344 (85.9)
ASC ! atypical squamous cells
Table 5 Cervical cancer screening results (2001~2006)
L. Normal PPV PPV
Year Biopsies CIN1 CIN2 CIN3 ICC (2CIND)  (2CIN2)
2001~2003 1,023 390 384 151 87 9 61.8 24.2
2004~2006 1,279 514 526 171 63 6 59.8 18.8
CIN ! cervical intraepithelial neoplasia
ICC : invasive cervical squamous cell cancer
PPV ! positive predictive squamous cell
Table 6 Histological examination results (2004~2006)
N 1
Cytology Number b sies O™ ot cNe o TcC
screened
Negative 30,932 — — — — — —
ASCand HPV-DNA (~) 1,344 — — - - = =
ASC and HPV-DNA (+) 221 169 62 80 23 4 0
LSIL 1,166 1,003 433 426 123 19 1
HSIL 113 93 17 19 23 34 0
Suspected ICC 14 14 1 0 2 6 5

ASC ! atypical squamous cells

LSIL : low-grade squamous intraepithelial lesion
HSIL : high-grade squamous intraepithelial lesion

ICC ! invasive cervical squamous cell cancer

T, ERTABRZ CRBESHOBA, SRS
\Z HPV-DNA REDOPEH A7) 2 &ic L7z, BAKL-
TFmFALEL LT Inoue 51 2003 4E 10 A ~2004 4 5 A
DA 36 MU EDOANEDRE A 8156 2 DWRZHAE % M
Fa#Z 2z C HPV-DNARELZ ER L 72, ZO#EE, CIN3
? 45 133X T HPV-DNA I T o 720845 Bl ) HH
Fagid 6 IHEHTH o 72, 2004~2006 42T 72 3BHR A
ETHLRMEEMBSRELR LOXEY S 20l0RBTFES
HBRELEEPADERED 72, ThHDZ ol
OREETHEVEH TH LI EFERENT., MBS ORE
BHOBREMIIFCR TR SN, Mok o8
AT GANEPSONREAT VAT AIE L bz,

NERAF VAT AD ASC DBWHEIZI, HEENRBERIC
BIIZBMEIXENICA TSR, RPLEERARELR
?%ﬁ% SR ZIREN T B8, FEBIIZHE I E
BB LIEFLIEADNS., bbNWOSEOMREY AT A
T ASC & B & 7Bk 1565 Bl CREZMAEEERD 4.6% T
WK DEED L 1ZIZFA%ETH o 7. ASC D75 T HPV-DNA
FatE DB 221 61 (14.1%) Tho7z. EFEITIETEK
TOHED 30~50% I HERNFENEVWZ B, ZOEDK
R, HMFEZHEEDERND SV IIRBREOFERE DE
WHARBLLTWADTHA). bhbhOBRE I AT AT
O ASCHERTHEL I ZOHEENE W LIRS,
ASC @ 72 7%>@ HPV-DNA FFHE=RIZ, 20 AT Tid 60% &
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BETHo/2. ZOERRKTORELD L —F T LR
Thorz. ASC LB SN ERBIOREREDHERZ
ARBHLEFEITZCINLFS S ALNE Z LA L.
CIN1 {X HPV B&S:C & M b TH B, ASC 25K’
BTAERE LT, HEZTHPVRETHY, PHET
BFEBERN L REICLALDEHRETESL, Lo T,
HEED HPV BRI RARE TH A TRRENE VLW
25, BIZEHMORAETHEA LW ETIRD A4, Mg
% T ASC L2l S h, HPV-DNA MERMED Mok
T 633%% CINL DL EORETHo 2. T OFFIREK
DB L WARTHRLTHEL GV, RENEDDT
Bk ASC 25 20T THVTIVOIRIPLETDH
%, Zh il HPV-DNA REXEBA LT, BELRL
EHEEINRERINTHIEFTH . FIC CIN3 2% 4 Bl
EINTBYVRERZTHOHNT I EORREL TRKA 4 FH
%ﬁﬁ@hé’k*&b BERGERERSILIEHEE
. MR ERORKE - FEEICHT A MET1913% <
@5 FDFTRTIZBWT, HPV-DNA B L DB T
M EHREIREICBVWTHE o TVRAIENRINT
Wh., bbb OFHHFAAETD REISHIZ B HPV-
DNAREL V2 ZLARENT WS, K TOHERD
NhNOFETD HPV-DNA k& MlaB ROt H 5% b
BTV EHBTL TS, ASC LB S NEERES %
iF 7= 169 BIH 107 B (63%) 12 CIN1 LA L OJRE DI T
&7z, MIRZTTCTRBRILLZHTE 2EMICIE
HPV-DNA #ZE % BT 5 L ERIIE. [LEMBTERE
DHDOIEK, gL 7-MEIZHECERL, XtAFY R
7 5 @ monograph TiE ASC-H & LTW5A, ZhbHil
HPV A ZEM LT, BHAIHEBREZIT) 2 &I2Eo
T, CIN2 L EZBH T A2 ENTEL. HIRZEERLD
TR CIC HPV-DNA B2 FHT5Z L b —FThH 57,
BRMREEZZEZHLEEPD LAV, SRHTEALT
WA VAT A, MREECHBRRZ B 5% SIL PLEOR
L DOBWICE S %2\ ASC IEBINZ HPV-DNA BREZ1TH &
ZIZLTWw5, R 500 A HPV-DNAKRE % %7722
20, BED 300 THBEETHL. £20hH»T27H
O CIN2 LEDOREFFERTETEY, SBEAMEE TS
WENTWS w25, HPV-DNA DS &R AL
ELEITOHBICELTE S Dafx— MEENEL D
5202, % OFETIIMEGA S 3 E L TIERID AT
BREELTHREVPARZEBES LW ENDS, BRERTO
A RIA4 2 Tidfiiess, HPV OmBIBEETHIIL 3 E
SLOBRBAERRLTVED, BB THWENEEOZ I
BERZ THRERD 2V EHAS D, EEERAR
ZORZMEIMICE T A AEHOBEICHH S LI IC

B R RBHEBIZOWT
Zbihb,

fEme LT, FEPAMZICHIE I Z T HPV-DNA
BRELZEATHZ LI VEEL (RIPAREEZ A2 Y —
SV FBILATES:. HPV-DNA MERNERE 2 RS 2
XD NERBRED HACHRES .
SHRIIEROEOBROMED S, FEVAMBOREE
EHOMBFO LS ETITEEL L. 2O LD, A
BBLEELELE D01, BRBLOREIZO%DY,
PAFRCEZROTIENTELLEZONS.
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Abstract

Objectives . Human papillomavirus (HPV) DNA testing was done as an
adjunct to cervical cytology to evaluate its usefulness in cervical cancer
screening.

Study Design : Between May 2004 and March 2006, 33790 women liv-
ing in Kanazawa City were screened based on Bethesda cytological
classification. In cases with ASC (ASC-US and ASC-H), HPV DNA test-
ing was done using Hybrid Capture-II. Cytology-ASC-and HPV-positive
women underwent colposcopy to determine the histological diagnosis.

Results © Of these 33790, 1565 (4.6%) had ASC cytology. HPV DNA
was positive in 221 (14.1%) of the 1565. Of these 221, 169 (76.5%) under-
went biopsy. Of these 169, 27 had disease exceeding CIN 2.

Conclusions : HPV DNA testing, combined with cytology significantly

improved CIN screening efficacy and avoided unnecessary biopsies.
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