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Immunohistological Study on Malignant and Premalignant
Lesions of the Uterine Cervix Associated
with Herpes Simplex 'Virus
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Department of Obstetrics and Gynecology, Twate Medzcal Unwerszty, Morioka
(Director : Prof. Iwao Nishiya)

#E Herpes Simplex Virus 2% (LAF HSV-2E L83 23, cervical cancer DfFRD—o & LT
HEH XN T\ 5, cervical intraepithelial neoplasia D&k % HSV-28iik% H\C, Peroxidase-
antiperoxidase ¥EIC THEL, A D HSV HiIR OB OVCTHRE L7,

(1) control & o [ # 3% 13 10.3%, mild dysplasia®¥10.7%, moderate dysplasia®17.5%, severe
dysplasia #%25.5%, carcinoma in site (LIF CIS & B3 #£31.3%, cervical cancer B41.4%TH>
7z. cervical cancer FEDEMRIZL, control, mild dysplasia, moderate dysplasia, ¥ X U!severe
dysplasia Ficx L CTHBZEX#B® e (p<0.0D). CIS #DOBBMRIZ, control, 3 X U mild dysplasia B
XL T ﬁ%ﬁ%“zm&bt (p<0.05, p<0.01). severe dysplasia BEDE#HXRIZ, control ¥ X ¥ mild
dysplasia BizR L CEEZE® R D (p<0.05, p<0.01).

(2) 405&& D cervical cancer HDBBMRIZ, control 35 X V' mild dysplasia Bz LCHE (p<
0.01) =&ETH Y, moderate dysplasia ¥ X U* severe dysplasia FHIZxT L T HEEXRDL (p<
0.05).

508 & D cervical cancer BEDOE#KIX, control, moderate dysplasia £ ¥ X U mild dysplasia Bic
x LA (p<0.05,p<0.01) #5Bd%, 0FEOBUERISRE L v EBCHEMELR L% (p<0.05),

Synopsis Herpes Simplex Virus 2 (HSV-2) has become the object of public attention as an etiological cause
of cervical cancer. Uneven distribution of HSV antigen in tissue was examined dy dyeing tissue materials
of cervical intraepithelial neoplasia by the method called peroxidase-antiperoxidase using HSV-2 antibody.

(1) The positive rate in the control group was 10.3%, while it was 10.7% in the mild dysplasia group,
17.5% in the moderate dysplasia group, 25. 5% in the severe dysplasia group, 31.3% in the carcinoma in situ
(CIS) group and 41.4% in the cervical cancer group. The positive rate in the cervical cancer group showed
a significant difference from the control, mild displasia, moderate dysplasia and severe dysplasia groups (p <
0.01). The rate in the CIS group demonstrated a significant difference from the control and mild dysplasia
groups (p<0.05, p<0.01). The rate in the severe dysplasia group showed a significant difference from the
control and mild dysplasia groups (p<0.05, p<0.01).

(2) The positive rate in the cervical cancer group in patients 40~49 years of age was significantly higher
than that in the control and mild dysplasia groups (p<0.01). It also showed a significant difference from
the moderate dysplasia and severe dysplasia groups (p<0.05). "The rate in the cervical cancer group in
patients aged 50~59 years showed a significant difference from the control, moderate dysplasia and mild
dysplasia groups (p<0.05, p<0.01). The positive rate in patients aged 30~39 years was significantly
higher than that in patients aged 50~59 years (p<0.05).
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(HSV-2& L Bg3) WA —2& LTHEBE I 1
TWwb, #0BHmELTE, 1D FEELIRFELER
JEREME S O HSV-28ic 33 % ffife » Ik
HACEE L TEWome - 9y HSV.2RIEA ]
PEENE?, FEERSRFLERERENLRE L&
R RIGT 52919, 3) FEHEBREY LEER
# 1z DNA-DNA hybridizationic &k » 28 > 1
N A DNA @ fragment D & Y AZNH B &
REBRDTFORIA,

¥, M2 KT 5 A HSV BRER AR,
0.02%2:53.3%TH b, atk HSV BREMiaxH
T3 B%E% follow up L7ckER, FEETICHRS
HHC B LRSS ERE I h Y, L oBREN
»5. Lo, HSV-2E L FERNRFE LR &
OBfR%E, OB BRI > TREY s->CIl
B - MRENCRE LeR S, 35
1z HSV-228 & cervical intraepithelial neoplasia
(LLF CIN &B8T) 12\ T OREEBRLFE
Bz X HHBNE, BEAEHENR, LI T,
FEFPRFLEER X X OriERE & R
hTuwaRBR (dysplasia) ¥ W&, FEER
D # # 4 k & HSV-28 51 44 % B \» T Perox-
idase-antiperoxidase ¥ (LAF PAP £ & B8 3) 1T
IOoTHEL, HBHOEMA~LVRAY A LR
RORFECOWCTKRE LD THRET 5.

MRAEE & URREE

1. HSV & HimE

D #HELLY A4 LRE L OBEMR

HSV-1# X FH #% %, % 7= HSV-2& {3 UW-
268Fk & L 7.
MR, f FYYABEROMRMERTS S
Vero MilazfERA L7z,

2) PLmFE _

HSV-2EI (UW-268%k) @105’5TICD 50/0.1ml %
1EBIml FovsFOoRBIRCERL, Chi, &
8 1 EF06ET, 0 2 BRIKIC SR Z T
7z, M1#EX56°C, 304 I CIEEMEL, —20CLA T i
RELIC,

PAP a0 BN omF O DR E LT,
HSV-1EIEYx Vero #ifg, HSV-28RH Vero M
B3, FEREH Vero MIfa3s X U0V HSV-28I& G b b B

HERmiE38%E115

21 Biopsies and excised materials obtained from
various lesions of the cervix

group No.
control 58
mild dysplasia 215
moderate dysplasia 80
severe dysplasia 47
CIS 32
cervical cancer 58

= A (USA DAKO Corporation) # B\ 7z,
F7, PLMEE LTH HSV-28 v ¥ fiF (UW-
2688%) ¥ X O'HLHSV-2E v + ¥ M {F (USA
DAKO Corporation) #{#H L7,

2. ¥

s (EF1) &, BFERKERBEERA
Bl « BEFRUARRRERAR R L OEFRND
ABREBCTERRL . FERTERTH 2.
control Y, FEHWMIERTHSD Z L&D
DicHEEFOHHEFESFITS 5.
FEXFF 13, mild dysplasia #215%l, moderate
dysplasia #8041, severe dysplasia #47%l, CIS
3241, cervical cancer BES8FID 490 TH 5,
FEBETHESGE, FIECEBIRI0%EE AL <
VR (PH 7.2~7.4) TREIZEL, 7THHRAK <
74 VAL, 2~3um OFEGFTREFR LA, &

| nbof#ur, TROAET HSV-2B % AL

T PAP Yt % f7ot, Eic, £D—WiF, ~~< t
Fo ) vexF o v REKEBFIRBIM LK,

3. PAP%:f5 |

HERREA SR X OCWHSV-2R RS v+ B RER
2, gz vgEFroe—n, Tra—L2E
T Tris buffered saline iz X > CAE L7z, &
MR, B7 € vERRCAEYTOR, Th
ZhUTOREC I >THRAEL T,

(1) 3 %H,0.FRI0SHLE L, th¥sk 5 %IE
%7 & Mg % ER0ERIG S v e,

(2) 300 HSV-28 v v F Il % ZEiR| 3
REREISG &8, T30/ Y v ¥ IgG 7 %
iE % R 205 FHRIG €7,

(3) 200f% % &R PAP %% % iB205 KK G X
i,
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(4) AEC (3-amino-9-ethylcarbozole)-H,O,%&
BTl MHRBEL T,

(B) =4 ¥ — e ~=rFv ) VEKTSHHER
BLIECODRAKCTISHEESER 7 V) €Y —
WX OTHALR, ,
B

1. BESOKRE

37, REOHREYHRT D, HlFL
BEEMAE X CCHSV-2RI RS e + BN R E A
(DAKO) LD RIGH RICERIZ, EE1~60C
L THA., HSV- 2RI Vero Mg (UW-268
¥ EHLHSV- 28y v FiluE (UW-2688k) & o
FOtG, Vero filanMlaE A RBEIC Y <= v i
CERTHFTRIZBD LI, T, HSV-2RIRRG
Vero #il fa (UW-2688%) 3 & O HSV-1# & %
Verofifa (FH #%) & $t HSV-28 v & ¥ Ifl {F
(DAKO) & DRIz E T b FREDFT RAHE A
Dbt

UL, JERES Vero MR, ¥ HSV-28 w4

FME (DAKO) X hHEI o, HUE
DT Ehb, PLHSV-2R v FifiEDAKO) I,
HSV-28 D %72 53, HSV-1FIRRGMRa & KIS
THZERPEL I NI, EBER I, HSV-
2RRG e b ERER (DAKO) DA,
L HSV-2E v & ¥ i i (UW-268%%), $i HSV-2#!
v 4 ¥IiE (DAKO) =k b filaE Ry
<~ v - BRCRICEBE S h, WLEC X 336
HOEXZED LD, DEDOERID,
HSV-2&#l v v F1li#E (DAKO) %, #ERERICE
WTHIRRAOHIR O R ERKIGT 5 & L X HERL,

2059

% 2 Results of PAP staining on cervical
specimens for HSV-antigen

positive positive

No. cases rate (%)
control 58 6 .10.3
mild o
dysplasia 215 23 10.7
moderate
dysplasia 80 14 17.5
severe ' .
dysplasia 47 12 25.5
Cis 32 10 31.3
cervical
cancer 58 24 41.4

MlaEr e~ -BRRCBRETI2HE%
HSVHEBHEE LTI W EXHELDID
T, UTomaziTofk.

2. BREEREF O F# 5 AR

cervical cancer #iX, FEMRXCF/HBL T3
D, ZOMMOFEIAFEEBFLERDOTNWAS, L
L, FROMHMHANEBRZIRZ D200
(Kruskal-Wallis ® H-#2%&),

3. HSV iR PAP 2EBE4EFIR X OBHR

RN RFI O PAP BB HEFIHK S L OCBHER
#E2, BGEFMRYER T ~9K/RL, HEm
BEEWX yER A7z, cervical cancer X
CIS Bt L THEBEIIRD 2Ty, control
£, mild dysplasia #, moderate dysplasia # ¥
X ¥ severe dysplasia #fiext LEEZ (p<0.0D)
RH 7z, CIS FiX, moderate dysplasia Ff$ X
UF severe dysplasia FICX L CTHEEE X RD I h

% 3 Positive rate of PAP staining on cervical tissues for HSV-antigen

group mild modérate severe cervical
age control | Gueniasia | dysplasia | dysplasia CIS cancer Total
30~39 1/5 5/25 6/23 6/16 2/4 6/11 26/84
(20.0) (20.0) (26.1) (37.5) (50.0) | (54.5) (31.0)
40~49 5/40 13/91 8/39 4/21 6/22 8/16 44/229
2.5 (14.3) (20.5) 19.0) (27 %)) 50.0) 19.2)
— 0/10 3/75 0/12 1/8 1/4 6/18 11/127
059 | o) | (4 | o) | dzm | @B | 3633 | (8D
co6o | 03 2/24 0/6 1/2 1/2 4/13 | 8/50
co ) (8.3 o D (0.0) 0.0 30.8 (16.0)
Total 6/58 23/215 14/80 12/47 10/32 24/58 89/490
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D7 h3, control ¥ X 'mild dysplasia 2%t -

LTEhZhEE (p<0.05 p<0.0D) &EHD
7z. severe dysplasia #!%, moderate dysplasia
B L CHEBEZXR Dok, control B
%X 0'mild dysplasia et LT HFREREE
(p<0.05, p<0.01) & FA»>7%, —77, control B,
mild dysplasia #, s X U moderate dysplasia #
i, ThZThoRIEBEEZRDehol, 0O
X5, HEBERE, FEESRTELRRED
B ERCORTES D LW KRR 2k,
4, i - BRI 27 HSV $iJR PAP 3655
P
WS o R AIIC i PAP BB HRAYFE 31T
RUk. 30BAR X C60RAITE\ T, ARER
O HSV HIEBERICEREZ 2RO oo dy,
405X 5 T3, cervical cancer D HSV HUREM
%, control ¥ X ' mild dysplasia F(p<0.01),
% 7= moderate dysplasia 8 X U severe
dysplasia # (p<0.05) &HEL THERBICE»D
72, B0 BIC D\ T A B &, cervical cancer Ffi,
control 3 X 0" moderate dysplasia # (p<0.05),
% 7= mild dysplasia B (p<0.01) B L CHEE
wEhote, ERFI HSV HIRBHR A DB
THBLTAS L, 0RAEDBHERI, 50RED
BHRLVEE (p<0.05) TE»oT.
£ ¥
HSV ¢ FEET R LEE L OB D
T, FERBMRZ I v G199, MFE
FIRRRIC X G0 HSV-2RFHE B A1
FRIB T 2 EDDND, B B2, BEESILFER
BREBEL D BIcBRE T EX b5,
1. FEHEBARZERDORR
¥, FEFETMRZ R\ T, HSV BRER
H O N BRI ROED 5 b, BRE AL
DB INBHEIX0.02%5:53.3% 1B X AT
AV
Naib et al.’®iz X 1ui¥, HSV Bz &1L
3, 2MRio 7 BRI, FEFETH» S oM
EALRBEBTR EN—KLTWBH, Tk
BRI R R T 5 L IARTRRIC 7 B & i
LT3, bhbhOREREML, WihbEik

HEmEISH1LS

FHMBRFENC AR O R R lehore,
ZhE© HSV RRYESI % follow up L7812
Aiepy, Naib et al.®ic & uE, 1FEHOBRB
BEAYRENLIER, £%o0 dysplasia 2% R X
h, HSV RBHERy & CIN RAE#R & O lag
time 25 % & & 225 HSV @E$t & CIN 04H %
wELT\WB, —F, Ngetal.®ik, HSV BHL90
EFl% 1E0L 5 EMcbi h iz >T
follow up L7c#ER, 6.7%iz dysplasia #FR L
eld, ZOH2EDARCEFCE L E25
HSV Bt & CIN & ORI BER A In\ & 4
LT3, M2 X >TEE 0 HSV o RSE
%% &AM follow up L 7 & 137z < B2 HSV
B CIN DRE L OMBEXBELHEHRST S
T EiRTE R,

2. IMEFHIRE

—fiz, HSV BHe % 7213, HSV x5 Hik
R O MEFHZENICIEEFTELH VS h
%, HSV x4 5 fifkfiivy, HSV-1% & HSV-2
B EHORZX BRI AR DR 5% Rawls D
RicX b HSV2RRERAGLYEH T L0b
BET & T\ 5, 19684 Rawls et al'”?%, FE
BRRF ERERE MEF O HSV 2R HAFRE
MR, EEALHBELTEVC E2HE UTLBE,
HSV-2E1 & CIN & DB MBEFERNCKRE I
T¥7:, Rawls et al'®ix, EHIKEEAD
HSV- 28k RAERL, EHA2%, CIS 35%,
cervical cancer 78%TH» bH, IEH A& cervical
cancer H L ORICHRLEN DB L ¥ HEL
T35,

KLY, BEFRCKF S HSV-2RHARER
3, IE % A12.5%, CIS 20%, cervical cancer
39.5% & IE'# A & cervical cancer ORI EE
EXRBDB EXHALMZ LI, —7, Kawana
et al.'ic X huE, HSV- 2B HMAFRAERII, EEA
71%, cervical cancer 74% T b, HSV gl
FEBERRFLEE & ORICBEFRIIREMEL
T\ %, Kessler®i3, HSV-2BFARAERIZ O
T, ThETOREXHRE LAER, KBk
T, BABBAZ Y AHFHRERIEL, L
b, MOERIVBVEVWIBRYZTWA,
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BEH1 EHE?2
. (PAP %2 X400)

BER3 EH A4
(PAP %5 X 400) (PAP H:£8,X400)

BEH5
(PAP %f2 X 400)
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FH6 | FRT

EES8 EH9
(PAP %48 X 400) (PAP £ X 400D
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HEACKHTHHEETE, EEALTFERDR
FLEEEE L ORI EN L, HSV-2BIFiik
REX L FERTRFLEE L OB L2
Rtz bhTuwiny,

3. HSV-2RIHIE LR o#ka

19704F Tarro et al.'?i%, HSV-2BoEAT %
BAOPEEEY, FTERSRT SRS NS
LERRICRIET S & & R 8 L TLRE < R
T3, Aurelian et al %, #FHIEGHER
BERYBEBNMEESRICTRE LR,
control 0 %:514%, cervical atypia 35%, CIS
73%, cervical cancer 89%. & HIZFEE2ME, RIA
BETRELI L Z A, control 6%, CIS 16%, cer-
vical cancer 66%, & HSV-Z?‘AE@%’%&?E'E%‘E
LR L ORI EEBEE RS B L HEL
7z, ¥ HIC19814F Aurelian et al O, HEO®|E
PR LIER» D, FEBERRE LRSS
o HSV 2R HiEafARE R, EHAL
DEWEWIRER Y L. FEERRELEEL
HSV & oBfk% HSV-2RAIEBAHR L 45
&, BENRRBIZ bhighoT,

4, REEBILERER

7 AN ARRBPIEI BT B RREEABICEORE
2, BPBEORBEBTR LY AV AHREDOR
LRI B DIEBERELFRE K
%. 19774F Benjamin”i: HSV 1ci&%e L - FEH
AR BT HSV-18%s X 0° 2 B i & F v
EEERIAELICHE LR, Bt
A ETshy ot 3% L7z, Dreesman et al.?iZ,
MIEBRIIMAE CHRE L7 & 25, control 0%,
severe dysplasia 30%, CIS s X ¥ cervical can-
cer 40%, Cabral et al®i%, RIE&HibE R

s L7c& A, herpes cervicitis 100%, severe

dysplasia 31%, CIS 29% 3 X U8 cervical cancer

NXHBBETH O LBMEL T 5, HEF IS,
HERLTAE, MEBERAER I OPAP %
WX ODCTHSVRERESG S I OB EML A
HSV- 28 iE & it & ¢ kst U icks &, PAP
EOBRBRENEL, &K, wr<=Y vETEHE
BEARE I 2 HSVHREO REOBRHCE L T
WAHZEFBHALMZLTWS, FOBEIHRAID

2063

\»T, Dreesman et al.?i}, BEHEK L OHE
CRDILERELTHBD, bhbhOEFTH

MRERD bhi,

ZoZ Lix, HSV »filRERA, FiKL, K
H & h7c DNA BRI AD B A v X LR T
DNA 88352, FOBIBA & ILBEORK
TREACE T ed v 4 4 2HRIR, B
ALY, ZoWBRBEIhDIDEBbh3,

| REESUEHRISTIZ, HSV-1H% X 02 Bat

WERb R R RD - i, Benjamin” 2384 L,
bhbhoEFAIRRTHH, REEAZFO
HSV DR R - 2Hic AR cizd 54, HSV-1%,

PROKPNIELHETH S & L obrote, &
FHEBLFRBE X » HSV B% & CIN 0BI#
A RDLEREREL, FENERLLTSoh
T HSV RN b & &3, CIN REo—
DORFEEZDIRS,

PEE L DTH% &, MEFHRARICIT,
XEBAL, bhbhoBELEFRA L
L T, control, cervical cancer fEf & 3 HSV-2#!
TAERAERIEL K0T 54, REERILER
I, cervical cancer JEBIDBMR % B L T A4
6&,&&~ﬁbfbt.:@ﬁ$&bf@,ﬁ
HEOFBRMBERDOTWEZ ENDTOIS, A
Vi X g, baAETIR80% N2 v F—ad
FRALTWBDIHLT, KEDFRE, HEXE
W, CORBKE, & IKEAOBEICITER
oSN % L, MFEH HSV 2R HARERNE
K782 Tw% EBbh %, cervical cancer EFIC
B0 5 REEBILFEN TR X 5BHRIB L £
0BIZFELTWB DX, HSV 28, BERFO—D
ERROTWAARERE R LT\ 5, 0EERAD
PAP REBHENOREDO LR L D bFEV-DIZ,
PEAETEBRYS, #IM 75 sex partner 7t K ORIEE B
bh, RERACKT 5 EBOBRERIIFEE
HRDITD, 40FE - SOBRBIC/b L EEEY
DB X 5B DI, BHERD HSV BREN, F
BEERCFI OB R 38, £OB bicX
b CIN BREETH LD EHRAZRELN S,

Rak x5, R, HRMYECCES BH
RIS B LT, KREEOHIEY - AKRMA TR
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W ERED BB UL LEEERRLET L, #
PR RCICHEE I AREERCHBEERLE T,

for rapid diangnosis of mucocutaneous herpes
simplex virus infection. J. Clin. Microbiol., 6:

ABXDOEEFL, Fifth World Congress of Interna-

a marker of carcinogenicity. Cancer, 48 : 455,
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7. Benjamin, D.R.: Use of immunoperoxidase
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tional Federation ‘for Cervical Pathology and Colpos- C., Mercer, L. and Goplerud, D. : A herpesvir-
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