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S TR ATy, 22 LmUdt’C’A’E'& I
L HSV L, & & & EPHL S AU S 2 {s - T
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WATINE 20 2 & 2 SPERMZPEI X402 HSV o =
DX YW PNE, WIRIIIE KD L) ekl 7, T
HHITL D 4 t, HSV O ¢kys - & - CTHehi
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L2 & - TWED L 7 b’én WivE i hhild {«/J!-As
GeDOF TO% WM TH L7 2 b it TV D AR
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NRLIEIZEDRRLOTENATEDL T abt, 8 ~14 BV LHELRVBEIL B L0 WAL, DIl
520 ¢t J&MM [t Tdh L%, Ak 3 Tl T Mllﬂm&)ﬁ\m\l'l0>/J\/J\JLca% WADTE L{BVIL
o AL L OV LBMECH L. DY, HUHSY f;uxf;wllrwfa*o L8, L &AL, o i
PR AAT LTS FICHSV-2 Mk de 3 2 (v kbt TEL 280D 5D

HSV-1 £ 7213 H HSV-2 % {] L T\ % A5 o> HSV 1 ﬁowlfﬂ%fk BB DL, LY ORTTRe LTI
XTI 12 1E HSV=-2 @ ETh L, MEONMBIE, JiZ2~3MEV) L ONn
WY 2D DRIl Ty, VL) HSV-2 O ) ﬂ%c: 1~2 lnl EVIARIEDLDFEFTHHA0DLD D,

WY LD AL L D EETH L™ DS 2 BEI & 2w id 1~2 L, AREE TR oD 3 f &
L. MBEAILNRZOBEFREIR SR SN AT I T2 S IEL S R [T e (/AN
WY P A D & I'jrli(/).; DD S AL D AV o
TP M IXBIT E T, AT PELTH 1M HWTH 20T, Kz iilad
; HED R 70> Ak fr NIV XA frJJ' Wi & AR RARIZ G CrkaLnwIELEVY, ZoOMOMADLYD A T
Lo TR - g R IS0 3 O o BRIA S ) LAEHHhondboTHhHhsr"
FCT &7 FOfNi % Table 112817727 PRSI oA & an’\Z) /NS L‘Mﬂ\ﬁ”lﬁ:d\
1. Ak L, IS EDH - 725 & THHMMMINEH T 15 L%
SOPERNE, HSV O pIEG 2 X D 560 L, didRA e A%
A2y e OGO B 233 dy -0 Tt 2~21 11 (3~7 3. WEIEM
A% ) ORI e 222k vhE G 2 6 - TIE: oML, JAPERLE L X 9 i U TR BLY

T2 A AL 2 i AR O 46 IR AV e & L% ko &2k L Tw s HSV 23 41
OISR Z D S 203 2 89 D &N i < La B Do AT 2 S0P BIEIRE LS 22 > 72 & Z TR TEL
PETIEPER R B p 8 & 70 ) ARi 2 J3li e < 2 4L% SNTIHE RIS 2, L7ah-> T, RO BLL Tw
YL B PEROSE DI ANETE F ATk if;LiL & XTI YU 2 S LT D SR ARTE
TP WA TH D UETIER B O AR 1, YU YR OV E v e SR O, P
HIE AT 72 AT BL L, 45 3~5 Wil tfi IHEAUTHY RO YRR R T, AT EC K > TH s I

P A % WARS ( AGIF UN ATl N AL T A R AT % HIV I&§e 7% AIDS M F CTLEIETEO AL NI flE-
WS TENI DL 563 4 BT 214, lllff Bomm £ ’C’\)I/’\" NI D AL LIS 2 2 AV S At Tw
TOPMETEILIER O 2 L h % s, k 2B e 2 Z, SRR O BEDSRL E A DL <, F2R DS
YLHhL LiELiEegnikE L C L’VU"““ i <

UV ) ‘/Hi'iﬁwu'rili )i x nf:n'rj%r)\..l IFOBIT D 5 IV. HSV O# & ERRRIEIR

A2 PRSP IREEEYECa O BN 20 % & By 1970 G, 7 A U B OFE L, TEERAN LR AL HSV

itz 2 AR R éll-,a.fLJJ-/#f/H.‘y’u;mwmsh 2k oTRMET DL EV) WM LT, £2T
SIL I EDDH L. O OEIIEO LN 2 Tl 1970 1 ’Mknu TS A B3 PRGNV R A LD )
UG, WS, R A AR & T 2 & L7 HSV O % i~ 7= & 2 7, 5AM %, HSV-1 723

THLH" #l (40%) bHdr - 72", Z’O)ff‘ NSRS F TR
NN RSTE SN (LY '1'!"-’) TR 7 &0 AR % f‘;'i‘%k TiAaTAZZH, RIE ) FoMnid4 ?b ST
FHEE AN B 2 2 & C Elsberg Wil & v it Tu . Table 2 (X, 603 #1O KVEVEGF AL ALY S8 L
2 2L, W LD HSV=2 12 L 5 gl % < A 7: HSV O L IR RO R A2 AR DTH S /|\ﬂ\<‘i
SY AR L Cl%, HSV-17%41.5%, HSV-2 #*58.5% T ")
2. e KD LAEPEGAN VR A SIE, e ) ORHILT HSV—
oM, mf) LT 2 HSV O IHGTELIC X D #D 1AL Z eIl 72,
WL MIET L 2 e T d L kit <1 [R R & DR % 2 D & W& AT K5 %) i 6 2 00

JUI:‘HU‘I)‘HZ‘(\M@'& L2 kA% Lavl, £&121310 371 Bl 9 £ 215 #(58.0%) S HSV-1 TH 1), HSV

Table 1. Criteria for clinical classification of female genital herpes

Appearance Degree Chance Immuno—

Clinical . . X .
. of of of suppressive
classification . .
symptoms sym ptf)ms infection state
Acute first time severe yes no
Recurrent recurrent slight no no

Provoked first time shght mild no yes
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Abll 2. C hm( W classification and HSV type

Clinical Type of IISV

. . Total

cl naiﬁ( 1tion HSV HSV -2 o

Acute 215 (58.0%) 156 (42.07%) 371

Recurrent 30 (15.77%) 161 184.37%,) 191

Provoked (12,27 36 (87.8% 1l

TULJ] 250 (41.5%) 303 (K857 603
oo ) o <100

2L DL LAHSV-1D 3% h -7z )5, g S HSV 2

BRI OWT AL &L 85% YHSV-2 Tdy-» 72 80
70

_0>2/)o>*fUt;c. WKL T b HSV o Ptk
CHENET DA%, WHEYEE D HSV O W o> )5 Al % I 2 tl

60
H0

Percent of patients with recurrence

ﬂ_\O)i NNZHSV=1 D )%z 2eb o3, G 10 HsvV
fbsdizz b oid, HSV-2 21 512 % e
SO EEMERHI L Tk, HSV-1 X ) HSV-2 0 b \

SRk LR 3 <, if NEGPE L S e 4 v o b & g

TS0 Iz T

LCTwa }:)”1)1]—7& Years after primary episodes (y)
I LR DR ESL, PGBz IFig. 1. Recurrence rates after genital primary
HSV-1 and [ISV-2 infection in female

e B M7z Fig, 1 IE P&z s L 72
MBOFGEAPRT LWL OTH L., HSV-2 (2
WEQL L 72B0ClE, TSI L 72 b 023 86% TH o ZORIELOLTE, AP YE D L
ST2OWZR L, HSV-1 12K L 72 DId 25% 12m X HW 2l W SV, q/)l (RSCH4 9 2 A3 HSV
T, AT HSV-2 |ZIEG L 72 b 0 LR 3 20 T DN AN AL AN CLEF & b v D) 27—
7o 2R LIRRE D K13 ) HSV-2 (&Y L 72l Jinsk b CAD, MR L 22 AL 20 LIS LT e s 4, & i&
AL T D7z, TOI EEYMEATY il X4t Tw VXA Z L7209 2 2050 4 ARG L i L

patients.

LWL, ST DY D O 7%, HSV-1 WA HSV I, A 5D OB L R TAL S A, I'J(J\f'l’
MR BT L VWY ETH D, Llu’l ST Feae FAPLCo AMEORIR NG, T B AU 4
W89 L W2 % 00 L 72 HSV-1 & & 72w HSV-1 T L703, WHZ A2 NS 4 2 b 2 < HSV 735
DR ONTHr (W AR % A‘/)f_;;7)$)7 WL
MANIE LR T W &R WL 72 MR Ze g o TTEHE, KK D HSV &0 ik L
V. BUELREED 5 A 1o BREEE TLED P IMEZ C ML CLEY»ZLETH D
HSV OIEGe D SPE NIV R ZAD3E3F L TR £ ¢ LU, BAEd D P HSV Hik, HSV o Wi 2 8 2 2
(D) R L T L HSV O PR L2 S 1156 E S 2T CTHIAL T b HSV 24142 2 21z
LT (HHGYE L) FToftiae 25 v 73z, X5 Sl R E 2P L 2k LT &ln Lo
IZENEND AT v TIZDOWT HSV OB & 4 oo CHWEINZ L 2 2k, WA N TCE LT
EBUS S A IHNEE PRI NI & 2 THaTz Wk f':’-||') UENE RS 2
HSV ICON&GS 2 L Z0hpli T3 2. Sz | CAERI D D I Z I Y s 1k, HSV RGN

PRI > > T D JEAE Y 7 S0IEATIN 2 DAY, ki L 7= IJ'J’v HSV 2 41E5 L -Cog 2 o0 g L2 ) < oo C s )J
HSV 3R BBIT 2005 12 B 4 CRIE M A0 12 A O 2L KUICHH D R gsa & LTl

O AT LRAAEMFEIHIC > T, SSTHRIL 72/, Wk W 7 F 2 A3 JERE Wy o0 i 960 & L Cld BRM
WYY 5, (H‘U\LTL\Z) HSV il' WAL S AT O (Biological Response Modifier) 734 2 54007 {5k
ToEE % M7 U/HY" THHIL, WAEZ KT L. il LT HSV IS 222 L v, # wﬂl”rc:

WY SN T 3~T TR A3 & 5 A3, POr AV 2N ) ) Cdy B ) COTE s L D PR L0 L
(.H}\!UJ(DJII)JI»“,JL::O); IR DH D TIE & & T2k IHCHL LA L, HSV O L Tu 2 filike
ZTWDh, SOIEHS »‘;L:bj;}\‘*&z) i 2 RIPE - ML, MHC class 1 5Uiojgmhsize <™, #Fa)9H 7.,

WO VE L2 2 2 (AP SolFNCIE HSV O GCIREE CLd i o i o 2 > CTdh % ICP O
R E 35 DT, }JL HSV 352341 %)) T HSV W& 4s o) i, @) antisense RNA o) tl'unk‘.crlpls' (LATS) L4ko) HSV
KEWRT 22 ENTEL. SOIHBIMNIEIL DNA OEBUE 4 <, L 22hs CHUPE O 56 BLE Zova
LAY & HSV!"k”“fIIHJf!’i) HSV % JiF L Tl v Do LA K CRIEN TN < = 2
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TEXRCDOTHDH 0L KAz HSV O l&ge i)
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VI. BN AIREFE (1 HSV E)

PEGEANIL AR L-CHRSIEC L - 2 BB v
SNLONPCHSV A CHh L Fiiz7 o 7 2Lk
ENLTFAXL T g, RV A
LA AL A (HSV) wmmmwuf SRR A~
/R AN GRS S PRI PEGEANIL XA D
Wty L7z Fig. 2| -ﬂde&bLHSVJ&WhMuﬂ

FEAXLTT VIR

1 7 7L (Aciclovir, ACV)

ACV 13 HSV D5 750 & B4 2 35 407CL 1977 41
(Z3g 4 XAV 0L 10 Elion (21E 7 — XLz ) 240C

W2 LR DN A A C B B LA HSV MG i L2 L
NG AILTn 24
ACV I TFAF 7y /o 7Frarchzl 74 F

ST ) Y o DNA O LA l‘l{xﬁl[l“ft) LAY, 2L

O 0

ST I

PEREAN LA A D (T8 593

AR 7 £V 2D DNA WY AF IS 121E, 3
DHALENTFAFLTT Y3 SIS DN
Hh. ACVIE7 4V AR ORE LIS L - TACV-3
JABIZRD, ST AXF L TrT /3 D
U ) 12 HSV-DNA {MIEOBIZIND AEF R TL 9.

FA Dk, HSV-DNA O M Al s C L £ 9

(Chain termination)., ACV ® HSV &4z 5152

A 2 mWMWNMwLuI$V®W%CioT
HSV Il koFIFr54—F ) DL il X

W u"%15l%wACVU:d%mﬁ%9§&:&ﬂ:i
Zo ZAUZH LA TTIE TR (305 < ACV DY »
ALY E &2 2ol il o) DNA BRI &
it/b_t; <y MMM NPED S D 2 &%
Lo o Pelk M 3 PR ) AL, MK Ko TK
ko TBEDL T/, ACV3 ) Y BIE7 1)L A0 DNA
RN AT—=XEPERLPRTLIELMHNT VS,

MO L2 ACV (& HSV KA $EPUW Il &, HSV

(NEEANY: 4

N N N 2 N
HO— -0 “()j/()\l HO O
HO,
HO OH
Deoxyguanosine Acyclovir Vidarabine
(a) Chemical structures of antiviral drugs
being used for genital herpes in Japan
comparced with deoxyguanosine
O
lIN/IN\> HN
ILNJ\N N i, NJ\
()YO O O 0
N o i
S |
\n/() ()——T—C 3Nat
(0)
(
’ (0]

Fameciclovir

J ll

(@) )
J\)Jj[\> 1IN
HoNTSN }LNJ\

HO

Penciclovir

(b Chemical structures of new antiviral drugs

for genital herpes

Fig. 2.

Valaciclovir

HO H()—l/()J

Acyclovir

Foscarnet

(¢) Used for acyclovir resistant
HSV infection

Drugs used for treatment of genital herpes.
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~DNA DR % i3 2 AN 2 48 5T dy 5 DOFLHIT 0 1970 G, BHIEANE L £ 0

L2 L, ACV (3 bioavailability 1t <, 15~21% L DHALZZL 721980 1CIZ, E L CACV Ay MiBL 2 i 4L
AT 2 S WS AU A S 2w, i oo T4y L XD -5 721990 ﬂi{tc:%n%n/r.'f;ﬁ <AL/ HSV
BIFMTH O, AN TOWPEM O M drig TIEN & B OFRIZOW TR ZYE 2 ML L7 Eofigs, Z4ue ok
W ZILH0MIT, HSV Ofl IAJT"@WW[M‘IIHIHJ % DINZIE ACV I Z Pz e F o 72 e S AL

Jf\'f"d"7 WML TR S hwv, 2o 7z (Table 3).
PUNTHRLBBRT L LD Zaff)rl,b\}‘)ﬁHSV A 1970 APACIZ S T2 HSV 2 X 2 1T 25 M 1 A
WNJ‘#‘)%L &7, fELCHh, F71990 AUZ A T X2 AL ACV 71"
ACVIIANVRZ T AN ZARED L TE 7 AV ATK  ibAUl L7z e S THIPEEWINL 22 23w 2 2
DFEERED DAL R A 4L Z 1K E 20 K V) D t'c‘“a’?)«)t‘ ZOWNETIE, ACV Oifi¥i% 1~3
WiNFARIHIIZ 7 A IV AN e hir AV 2 ER AT D D= AFr o oA INIE L 2o £ 4% 7 HSV oo iz

ACV D in vitro (2B % IDs i (50% KLILil)E) 14, WTHIINNZ L T s b o) b ACV DI Z )l & 1)
HSV-1 T 0.023~0.173 ug/mL, HSV-2 T 0.032~ 7oL 20, MZPEIE 1’7)‘i'}f:< SRRE/AY 5%/ N
0.445 ug/mL T, HSV-1 ® JiH X &2 VDS & COFEDTHAZ L D W ZVEOAL Fid v 2 & A8H) L
DT D, Tl SIERBTYERRANL XA L0 5L 72 T2 (Tabled). 7t i, ACV ﬂu‘;u‘l"laww IownT )w
HSV 220\ T ACV DTk % 722, 13 ) HSV- L2k 27, 20 90% L i TK KA TH 2

1D )iHHSV-2 & ) @& P& L7z, 72, 2o AVEIWIL 7.

1 TUd D5 AY 3.0 ug/mL (63 uM/L) Lh In % 541 ACV LW D 2o 0 T AT Ly 821 j- A3l 1 -C M ik i

HW D ACV I TEbRIZ e Stk o f_w T # A rbhAv e L E 2, hWiide - LTh
B, R SR e ST O TR 8RO ACV %0k L v 41T %

XS 2 Tk A AR A L T n“ i, ACV 2. Ly¥IL

Table 3. Susceptibility of HSV-1 and HSV-2 isolates and the frequency of ACV-resistant viruses in the 19705, 1980s, and 1990s”

ACV-resistant viruses

HSV-1 IC. (ng/ml) 1Cu (ug/ml.)
e He per 10' PRU
1970s (n=10) 0.12+0.05 0.49+0.16 0.50+ 0.50
1980s (n= 5) 0.15+0. 11 0.41+0.30 0.16+0.25
1990s (n= 4) 15+0.08 0.30 + 0. 43 0.29 1 0.39
Total (n=19) 0.13+0.07 0.44 1 0.20 0.37 4 0.44

ACV-resistant viruses

HSV-2 IC. (pg/mL) 1Cs (ug/ml) rosistant virses
per 10 PRU
1970s (n=10) 0.46+0.13 1,06+ 0.09 9.89 1 7.83
1980s (n= 3) 0.30+0.15 0.91+0.26 6.59+1.45
1990s (n= 6) 0.46+0.12 0.99+0.14 16.80 + 31,05
Total (n=19) 0.44+0. 14 1.02+0.14 11,551 7.71

ACV acyclovir, HSV: herpes slmplex virus, [Cx: 50% mhlbltory concentration for plaque formation, [C.: 90% inhibitory concentration for
plaque formation, PFU: plaque—forming units; IC, and IC., values were expressed as the mean * standard deviation of samples isolated
from naive to ACV treatment patients.

Table 4. Susceptibility to ACV and the frequency of ACV-resistant viruses ol
HSV-1 and HSV-2 isolates before and after ACV treatment”

ACV-resistant viruses

HSV-1 IC: (ng/mL) 1C., (ug/ml.)
HE HE per 10 PRU
Before ACV treatment 0.15+0.09 0.39+0.24 0.2210.33
After ACV treatment 0.13+0.08 0.39+0.19 0.20 £0.33
. ACV-resistant viruses
HSV-2 ICs (ug/mlL) 1Cy (g/ml) )
per 10" PFU
Before ACV treatment 0.41+0.14 0.93+0.24 13.38 + 25.09
After ACV treatment 0.39+0.15 0.91+0.20 5.92+ 3.52

“ACV: acyclovir, HSV: herpes simplex virus, ICx: 50% inhibitory concentration for pl aque formation, [C..: 907 inhibitory concentration for

plaque formation, PFU: plaque—forming units; IC:, and IC., values were expressed as the mean + stnadard deviation of samples.
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KNI TFAX LT )07 +HayThih. |'|'i| f/‘: 117
5O TRYL IO ) LA D FE L Z
WAV 3Y DN O, Wi M IS

3. B Lyl HSV

ACV O 5T &) A0 By AT WA & G4 < 2
DA INTC DL, wELL 7 u Ty 7T
yjtf_f/ VAR 20 2

1) 772 7util (Famciclovir, FCV)

CHETFAF T ST u TR 3D
ik A2 penciclovir (PCV) (2t 240, S ALD%G
PERLE 222 PCV X ACV DB HSV OO F 39 0 %
F—XIZLoTY LI, PCV=3 Y “EOMI
N ‘l‘-n.d‘clmu 2015 CTH 1) ACV-3 Y YD Z D1
B TH D OIZIL_TE L 2 lEv. 2o ki, 215
[N b 2 )L\J”ZMI}‘#J* EL 2kl h, FCVO YL 9O

YOOI, BAWINRO J v ETTACV DK E T
[BMiCd - 72 J%'ﬁ'l}xlll'kﬂﬁlvi wlllk LCW2™, 20

2 DOYFHIT X ) ARSI 15260 mg & 1 || 3 i3
AEE <, ACV2S T 5N L et duid e & % -
TR TIE D iR < e 72

2) /N7y rual)L (Valaciclovir, VaCV)

ACV O L—valyl ester T, ACVO7 0 Ny 7 Tdhb,
B A% T X ALz 5 ACV (2l S AL 2 WA 423
L CODPYFRITE M E WS T I ENTEDLEENT
RV

ACHELZ 2000 45 10 )2 AU E N D X9 2%
Y AT AT AR HHF(/)}' WA PN NIETE AR SRR IN I OF
B A4V ZKYZ X D 0PIRHIE 72T TH LAY, AL
HSV ez 4 %4 @:,1;73 OT, W ALER BN % D
ZEDINHERND

4. 7+ AA % v I (Foscarnet, PFA)

KB IO F+xF> 777 r7FurkiyzEo7
3t AN KE T HSY O B0 & B4 2., A4
HSV-DNA /&Y £ 7 —H AT L. ACV HHNTEL
LNLICETF IV FF LW Lhs, AdIEE
PR 7; Vo ACV I PEMIE LIF LIEHSV O F 33
/#% tWQvaw LOTBELNEDL ) Bk

T A mamxu T Y % 49 2 & A8 ACV RIS
)HU";)TL UL H O TR L
YWD D

SIS DPANL AT L)L AL, HSV OBl %

’H’s“ Zk cif\ L%, G LT % HSV & HEER

CHEETELRGZ LR OM) TH L., Phds~ b

A DN ])\'7)“|1»U“,f: A2, $CIZHSV L, g

zWge Lch ), ZhsodsliiI e diizd s

EIETELRVOTIHHHZ L U MARZATRLCTH, 5k

%’/(0)19/“: LS RN SIS A N RSP S ARVAL E S/ N
Lu

VII. M2 ANILARREEDERR
SO IHDL TS XDk i) 5

/0 77Nk Re 3% Y AT Y kT O iR A
W& Tl T %

1. #

15200mg OFEAAZ LI 5 M, 5 TIN5

FLLFIZ b2 ) 9 T2 200k, AL, ia’v
O, AL, sEEEEO 5 MR A L9 2R L

Lo 5 TN J-C AT ORI THO 50T L, LJ)'JI‘NH‘
Wl i, o AN 2o b A SN D,
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Table 5. Reu)mnnndod regimens for genital herpes by CDC, 1998

First Lllnl(, al episode

Acyc]m ir 400 mg orally three times a day for 7-10 days.
or
Acyclovir 200 mg orally five times a day for 7-10 days.
or
Famciclovir 250 mg orally three times a day for 7-10 days,
or
Valacyclovir 1 g orally twice a day for 7-10 days.

E pISOdlC recurrent infection

Acyclovir 400 mg orally three times a day for 5 days,
or
Acyclovir 200 mg orally five times a day for 5 days.
or
Acyclovir 800 mg orally twice a day for 5 days.
or
Famciclovir 125 mg orally twice a day for 5 days.
or
Valacyclovir 500 mg orally twice a day for 5 days.

Daily suppressive therapy

Acyclovir 400 mg orally twice a day.
or
Famciclovir 250 mg orally twice a day,
or
Valacyclovir 250 mg orally twice a day.
or
Valacyclovir 500 mg orally once a day,
or
Valacyclovir 1,000 mg orally once a day.




596

A e

i

voa

ocT. 2001

—&— ISV | Vulva

e ISV T Clervix
----0)--- HISV 2 Vulva

—x— ISV 2 Cervix

Per cent culture positive (7¢)

20
0 T T n!
1 2 3 4 b} 6 7 8
Days after initiation of treatment
Fig. 3. Culture positive rate after initiation of oral acyclovir

treatment by day of treatment.
ToRLTW2, B, Mh«wmzme Cobok 2R ZOBL ACY O L NIRTIE S 24 HEI] L)
b K& BIDYDINEIE 2 WS 22 Cd DA%, 1178 NG 2 S D4 nAitCvd., Leh - T, 4{|1
DOHVEITAFETT 250 2 HSV @ bl I T EEZD ARDI TPl 2l 42T 5 TEIEV O T, & oA L
T 2H0 T, flftiio HSV iﬁ‘rwb'«hkbl, Th&7 J PELTHW LA XTI S0 L9127
Vo D F D ACV O & JE K% T B K AR SELIrDILT L BN TYERTHW A A B
DOHSVZ L NP 3IED LT, Ltfﬁo”(l'l?’)'é /|JlJf11(/)fV) y 2 XV E W CHLHSY AN T % &

OHNEZ WS DL Z EAWITE XD PEGEAN L X Z O
JELZLE D - T & 72 Corey (& 10~14 | IO %
Vd—y)fb\ 100

MARDEN T I > 72 )
S R IN Z PE> Th D
/‘lﬂ’“m L,
’l\’HF(J WS 1% CHiRET

sl ) OWET - WU A & o)
EEITAREXET, i

2 O THR AN 0 TiE

o RS EINEL & ’CJMW)«”Q L AR f‘ﬂ' 5
Z L’s“@ MERZN GRS < o5 - BINTH 7
o AL T RHORBNIE ACV DR 1O BT L

T B 23, & EIMIIMIAL(Fan g o E) =75 &)
KB 2 2 ORI L wxzo

PN A0 < HEDR ASIAL i 750 i)\l’/L ST K 9

LE X, gk /J\“JU)JMm K L
EZTLEHITELH S )\[“ILT &7 l/‘}hjl/l\fi Tt i

T NAVTZWER O 70 ) THE /m“ DY L
a‘t’?lﬁc%&frlsb F 2 ERTH WP 2 M) 28 b b %
A5, BEA OB EOLENEL RV E T
W
2. g R
, BUGPETYISERIR b e 3% v S o
A%k XL, EHIE, B ACV KT E1E3% B Y
A aﬂ%mf?fofwxéo1113~5meImﬂf
Mllkn&ﬁﬁ ., CDC DO 1 F?’rVVﬂibb?f
ASEDFEN 12 ) fr’g"éa/)u\ , P NE 5 1
.".JUE 70 <

c o T b,
T, WEDUL <,
m%%&o DL REE

o> Twh,

PTEERIR D A Dot &9 2
AL ACV OFE 1)

LAV THACLE) ZEL SV izl

MREL & B Ol i KB Td 2 fdk e bl o)
PRI EE O AR 7 2T D, 30~50% OBIZ AL
AR
VIII. B % O F B

‘l'/IiH.'%f\wN'/\0)!:%.",;;1»}\‘ Loyt - &4 KERIEIL ST
2. MY IS PEIEE, A WARIED D) T A R
2L LD, )(;U)M R L, 1 ;uf/ﬂf*kzlr 79‘4\')1
THLH I ENSFE I b o v I

Balb S0y A R L Cu o 2 2000, "ifIE PS-K (7 L
ATy O R KNPz s, KT 'ﬁw’m';’-ﬁé
DOYWOLE % A AW 2 G 2L 2 L TE Y L
MDUARED RO COT L [ Eid vz en-or:
HLiX Lactoferrin 12 & O g0 %2 (AR T %

B, Rz d - & b ArbitTh 21158 b
&, ldaily suppressive therapy | (JHl13¢1J:) L’“‘T”Ci‘ﬂ,
YO HSY S 2 W4 2 JjiiTd 4. CDC o ffl 45
L )ik, 77 uEL 400 mg & 112 IS4
JNTHL, TONLEN L L6 MEL e 2 # D)
LT fl-Clid 757 L Fie & i S L, QOL % XL
2 2 EATCEDY WA 2 D5 6 I
'{fIlL S S R S NN T FTINE @A/ A R I M K3 (]
TN 2 E 2T )l LR e A L 2
t?ﬁ‘”é"fl OHALTW D WU IIERIENED D & i

L2 EN )I[b?fob*Z;f)‘b Z?)Z> PRE D 2l
LB WMNIET D X 2B L8, FORIEDMA LIS
LLELS D EVDHDILTWL™ Lo L, Hlle: %0l

TLHLE10N S 2%
END LN HL ) T =7 L u I

S BN HSV=2 28 i PEAL
. ACV %



- VOL.49 NO.10

LW - LCh HSV & 50 il d 2 2 ¢ & A

ZEDONL oz EWzh - T ACY frlJl N
34X ACV IZIYEO HSV 2519 2 O Cld e v &
PRI L LY/RY: 3P4 % /N M (435 Sl D B W AN N E O/ NS el

I (R
P, piEoRikIE A& < T4 HSV 235508 S
LIELH LT TIIMOENTHLNDT, 3 F—
A%JIJL\f:}J‘iﬁctw&bv‘) LE2bdH L
IX. HIRFPOMIEIAILNZDEBE

Il vo) HSV IR ML 2 > 5. & ik HSV
DIFPIEG X 2 FIEN O ETH Y, &9 O &l
RN O pE %R X 2 B/ AL XA D4 TH D, i
L FCICL ZORIEIE T ENTH Y, Yo ]y
Bl HECL 20 WML TH L., MEEH A TH
L WA X ZAL P HSV 3 s Sz Bl

20~307 A XA DN 2 & 5 K e (30T B 45l
B2l AL A A3 H‘-qux/gl,',m. PIEYTIZHY 50
Yol T O~B% AW/ E WAL X2 AT 2 &
WHILTW L EIT, ZO X Al riEe Ly e
TN XA CRRD S ke 2 [ 2 LA ALTL

%

I o) BEAR O L 2R OL X Z i 12 ACV & %
ZEWNTELNCH L., ACVIZHSV IS & 13w
A DNA {PIKHLESECdH 2 O T I G e v As Lé
CILLHE 2 AUC & 7o Wk, AT vo) HSV & Heor 7230
FEIRIZ ACV %2 7)- L 7R ATk L2 50 09712 ACV %
{2 L CLE O WDERT S AL ok, dra]
ACV Z 421 S0 7 F AL 2 000 9 1,00 %0 KW
Wi WL 2.8% (957 CI 2.3~6.87%) T, -#H:d i3I

FEMDE LA THR I S B <, X012 ey Jy
I/O)')lf U\Ci(} i’)f l/‘\_k. /\_é k ACV 0)“,[‘
GIBTEIEE L A LBk %7; BALD B b

L0 ACV cillrlxwl W LCd /A"” vk #
ZOAD XN h o KMo CDC oy Tid, 2
trf)cffar_—&xlllw{dmﬁ'llH:;«;w\u ACV O 1) % 1)
HTW DY
BEARLZHZ 34072 ACV I I BT L, oo i
7 1

CiUH DZFNEAZIFNE L DHILTW L JEEIE N
AR N AR AR A B & AN O QI E S
41.,</>m W Mu%ﬂ ZEabeh, ol ki

HSV O AP SA X 2 FRIE 00 1Bl Xe i e 02 A1 A1

AR S TETE L 5 2

I TL ACV Z NG S ENTELEE L CTLD
U/ NN SNSRI D ¥/ NSV S Wl '</>l<'lﬂ_'ni#flli’i*ﬂ‘
S TAMUZ MU 2 D 2 e i85 2 s d 7
9

A= IR ) R T I 1o U QB S N BT T
WTLLVOTIE L 2TV

PEGE ANV XD i 597

X 5% 0EZ

PUHSV R R KRS RIS Mg sz b om, Zh
Hiddh < FTH HSV ol WMII thT LDOTH- T,
WHRIEG LT 2 HSV 2R TE B2 L O Tld e v, %
KL T2 HSV I3 Hi#| J%ﬂi[‘?‘l"utéﬂﬁﬁﬁ%{uo Tk
SAZVET DA% k% T B R o Jy THI A B 2
TLEHZEIZEY, K ”‘#ﬁf*’d‘f‘bl Z T,
AN )50 D T E HHEHFNICIIRE R L Th
He THDZErbE L"C(u#’é‘r77'7‘/0)|;ﬁy‘75 ¥z
frbh v,

I, glycoprotein B & D % it i 1~ LAY,
INMEMFS9 L) 7Y any PEICERT LT 2
%‘/7)“1’1“ SR, BRRERD P b T2AY, 5eaehy s Kl

[Z#DH > TV D™, HSVIZIEG L T 70% (& Wi
Wb e vac;t, BES HIEDTITHAE %%Ilzm\
LEMDNDLDOT, FERIQIEIC L > THRIENZ DD
EDNIEDPIFNZ KA D 2 D TE BV E#E 2 T
%,

7L gB & gD e w77 o F A3 kWi -
TV 205, PR kbl 7 &, F 258U R & A
WRENTBY, L TEBMTIE RV, DNAT 2 F >~
bk o Ty, KERNES2TShThD

1: ?.r’\)l/’\Z@(nJ# IPHUHSV i & g5 Lo J*’*‘();O)il[li
sk I TS VO ZEIZE 5T LD TR TAHDTIE
&u»ﬁ\&!&‘«)fu%m

X ik

D BEARBINL AN, W bk HAICBT Bk

WY (STD) Wi tr7 o Jng i 4 )9 STD -
5 ff\ Voot —=xXq 5 7\?] 1'1 — 11 /f\‘l’[@(\'g\b;ﬂ
Pk 110 72~103, 2000

20 HIAYEREHE - Sk 21, HAYE R 23k 11 6
~7, 2000

3) Burke R L: Contemporary approaches to vaccina-
tion against herpes simplex virus. Curr Top Micro-
biol Immunol 179: 137~158, 1992

4) LeeF K, Coleman Rm, Pereira L, et al.: Detection
of herpes simplex virus type 2-specific antibody
with glycoprotein G. J Clin Microbiol 22: 641~
644, 1985

5) Nahmias A J, Roizman B: Infection with herpes
simplex virus 1 and 2. N Engl J Med 289: 719~
725, 1973

6) Kawana T, Yoshino K, Kasamatsu T: Estimation
of specific antibody to type 2 herpes simplex virus
among patients with carcinoma of the uterine
cervix. GANN 65: 435~445, 1974

7)  Mertz G J, Benedetti J, Ashley R, et al.: Risk factors
for the sexual transmission of genital herpes. Ann
Intern Med 116: 197~202, 1992

8) Reeves W C, Corey L, Adams H G, et al.: Risk of
recurrence after first episodes of genital herpes:
relation to HSV type and antibody response. N Engl
J Med 305: 315, 1981

9) Kawana T. Kawaguchi T, Sakamoto S: Clininical



598

1A ﬂ: IR

10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

20)

21)

22)

24)

25)

26)

and virological studies on genital herpes. Lancet
964, October 30, 1976

Corey L. Wald A: Genital herpes, in [Sexually
transmitted diseases | ed. by King H, et al. McGraw
Hil 285~312, 1999

Goldmeier D, Johnson A, Jeffries D, et al.:
Psychological aspects of recurrences of genital
herpes. J Psychosom Res 30: 601~608, 1986
Nahmias A J, Roizman B: Infection with herpes
simplex virus 1 and 2. N Engl J Med 289: 667, 1973
Benedetti J, Corey L, Ashley R: Recurrence rates
in genital herpes after symptomatic first-episode
infection. Ann Inter Med.121: 847~ 854, 1994
Umene K, Kawana T: Molecular epidemiology of
herpes simplex virus type 1 genital infection in
association with clinical manifestations. Arch Virol
145: 505~522, 2000

Wald A, ZehdJ, Selke S, etal: Virologic character-
istics of subclinical and symptomatic genital herpes
infections. N Engl J Med. 333: 770~775, 1995
Straus S, Wald A, Kost R G, et al.: Immunotherapy
of recurrent genital herpes with recombinant herpes
simplex type 2 glycoprotein D and B: results of a
placebo—controlled vaccine trial. J Infect Dis 176:
1129~1134, 1997

% e R & AN L X 2§ S PSK O &)
4. Chemotherapy 38: 827~831, 1990

Pereira R A, Tscharke D C, Simmons A: Upregula-
tion of class I major histocompatibility complex gene
expression in primary sensory neurous, satellite
cells, and Schwann cells of mice in response to acute
but not latent herpes simplex virus in fection in
vivo. J. Exp. Med. 180: 841~850. 1994

Roizman B, Sears A E: Herpes simplex viruses and
Their Replication, in Field’s Virology 3rd ed..
Volume 2, ed Fields BN, Knipe D M, Howley P M,
Philadelphia, Lippincott—Raven. p.2231~ 2295,
1996

Elion G B, Furman P A, Fyfe J A, et al.:
ity of action of an antiherpetic agent, 9-(2—
Hydoxyet-hoxymethyl) guanine. Proc Natl Acad Sci
USA 74: 5716, 1977

Whitley R J, GuinanndJ, Acyclovir: a decade later.
N Engl J Med 327: 782~789, 1992

Hashido M, Kawana T: In vitro Acyclovir sensitiv-
ity of herpes simplex viruses isolated from genital

Selectiv-

herpes in Japan. &G4 Mk 62: 141~146, 1988
Hasegawa T, Kawana T, Okuda T, etal.: Suscep-

tibility to Acyclovir of Herpes Simplex Virus Isolates
Obtained Between 1977 and 1996 in Japan. J Med
Virol 63: 57~63, 2001

Pue M A, Benet L Z: Pharmacokinetics of famici-
clovir in man. Antiviral Chem and Chemo 4 (S-1):
47~55, 1993

Soul-Lawton J: Absolute bioavailability and meta-
bolic disposition of valaciclovir, the L-Valester of
acyclovir, following oral administration to humans.
Antimicrobiol Agents and Chem 36: 2759 ~2764,
1995

Safrin S: Foscarnet therapy for aciclovir-resistant

/‘J‘,’:

27)

28)

29)

30)

31)

32)

33)

34)

36)

37)

38)

39)

40)

41)

42)

i?ﬂf e OCT. 2001
mucocutaneous herpes simplex virus infection in 26
AIDS patients: preliminary data. J Infect Dis 161:
1078 ~ 1084, 1990

Centers for Diseases Control, Sexually transmitted
diseases treatment guideline. MMWR 47 No.RR-1:
22~26, 1998

e g, f6)0
Acyclovir 5t ¢) ’UJ '4[
1988

Shiraki K. Andoh T, Imakita M, et al.: Caffeine
inhibits paresthesia induced by herpes simplex
virus through action on primary sensory neuron in
235~240, 1998

PEPE RN L XA
!3:45%; 7 HE b 26:

My Sie V4% T
313 ~321,

rats. Neuroseience Research 31:

i f’l l“J. /llll /\” .'i‘{//}"{f’(, J’k’h’)ﬂ M GENIL XA A
W At NFFO S 48: 1671 ~1677, 1999
MY Wy PEGEAN VX ZAZ NS5 5% 7 2 7 1 L b
YoYU Chemotherapy 40: 1460~ 1471, 1992

Reichman R C, Barger G J, Mertz G J et al.: Treat-
ment of recurrent genital herpes simplex infections

with oral acyclovir: a controlled trial. 251: 2103~

2107, 1984.
N4 mfqumm«w«/ 254 PSK O %)
Yo AL e 22k 380 827~ 831, 1990

Goldberg I. H, Kaufman R, KurtzT O, et al.: Long
—term suppression of recurrent genital herpes with
acyclovir. Arch Dermatol 129: 582 ~587, 1993

Fife K H, Crumpacker C S, Mertz G J, et al.

Recurrence patterns of herpes
simplex virus following cessation of >6 years of

and resistance
chronic suppression with acyclovir. J Infect Dis 169:
1338~ 1341, 1994

Carney O Ross E, lkkos G, et al.: The effect of
suppressive acyclovir on the psychological
morbidity associated with recurrent genital herpes.
Genitourin Med 69: 457 ~459, 1993

Wald A, Corey L, Cone R, etal.:
Herpes Simplex Virus 2 shedding in immunocompe-
tent women. Effect of Acyclovir Treatment. J Clin
Invest 99: 1092 ~ 1097, 1997

Scott 1. L., et al.: Acyclovir suppression to prevent
cesarean delivery after first—episode genital herpes.
Obstet Gynecol 87: 69 ~73, 1996

oral

Frequent Genital

e W WE e g haxoding = i % 4.
AL <Ay L A PR 2 i AFE 3 351~ 358,
1999

Corey L, Langenberg A G M, Ashley R, et al.:
Recombinant  Glycoprotein ~ Vaccine  for  the
Prevention of Genital HSV-2 Infection. Two
Randomized Controlled Trials JAMA 282: 331~

340, 1999

Kriesel J D, Spruance S L., Daynes R A, et al.:
Nucleic acid vaccine encoding gD 2 protects mice
from herpes simplex virus type 2 disease. J Infect
Dis 173: 536 ~541, 1996

Mc Clements W L., Armstrong M E, Keys R D, et
al.: The prophylactic effect of immunization with
DNA encoding herpes simplex virus glycoproteins
on HSV-induced discase in guinea pigs. Vaccine 15:
857~860, 1997



VOL.49 NO.10 i PEREAN VA Z O 599

Treatment of genital herpes

Takashi Kawana

Department of Obsterics & Gynecology Teikyo University Mizonokuchi Hospiotal,
3-8-3 Mizonokuchi, Takatsu-ku Kawasaki 213-8507, Japan

Genital herpes is the leading viral sexually transmitted disease in Japan and its treatment is a great
matter of concern. From the pathogenetical viewpoint, there are two types of infection, namely the primary
and the recurrent or provoked type, the latter being caused by reactivation of latently infected herpes
simplex virus (HSV). In women, 41.5% of genital herpes has been caused by HSV-1 and the remaining
58.57, by HSV-2. Fifty eight per cent of the acute type, mainly primary infection, was caused by HSV-1
and 42.0% by HSV-2. The recurrence rate within one year after primary infection was 86% for HSV-2 and
257, for HSV-1 patients. On the other hand 84.3% of the recurrent type and 87.8% of the provoked type
were caused by HSV-2. Although three nucleoside analogs (Acyclovir, Valacylovir, Famciclovir) have
been developed for treatment of herpes virus infection, and are currentoly being used in the USA and UK,
only acyclovir (ACV) is available for the systemic treatment of genital herpes in Japan. The regimen
permitted by social insurance for the treatment of genital herpes is ACV 200 mg orally five times a day for
five days. The duration of administration is shorter than that being used in the USA (7-14 days) and
seems to be too short because in several patients the HSV culture is still positive after 5 days of
administration of ACV. To prevent recurrence, suppressive therapy using ACV has been introduced but has
not yet been approved by social insurance. Biological response modifiers such as PS-K (a protein-bound
polysaccharide) or Lactoferrin are being tried to reduce the recurrence rate. The susceptibility of HSV
strains to ACV which had been isolated in 1970 s, 1980 s, and 1990 s was examined by a plaque assay which
elucidated an almost similar susceptibility among these isolates.



