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7 I N BRI GYE (2 X3 5 grepafloxacin D # A 21T

it OV ER PR B9AR 72
MEEHEY - T O - RIE=HR - EHME - FHARE - =% -
X F3F MR -+ LLIEHTH
LHURBEER AR Ik B K S R A R A 33 & UL
REEZ - #OBKT - ©E—A - FEGAZ « REZA - LT EHE
Thlsem TR LR R AR
RRLFEMREER AR
KB - 40 &
Rk MK FRELE - E)IHIN - RIS K BREEHRBE AR A
E R
BERIK S EE R BERE AR A B 35 & DA Al 1) BXHES

BO=2—%/ 0 RHEEgrepafloxacin (GPFX, OPC-17116) O E 7 A F}FEI80% 42 4E |2 3
THRRWAERAE L SEBMEB LU FOMESMER DEOMRIC X AR L L THRETL
72o T72, HOETEFORBABITHICOVTORE L7,

1) MEBABITORE

F#]200mgd 5\ 13300mgfE O 5 H DO MiEF 2 & I B RAESSHEMAIRE % HE L7,
FESRIMS B & OHERMILF OBEIZIZIZ—HL, ZOREBRE (ug/ml) 135 %4~ 58
2B 5N, 200megik5C0.61, 300mgik5T1.25TH o7z, —F, SHEBAICIIERSHB4~
SEEf 2 E— 7 IClP L D D BVIBER RO, TORBIRE (ug/g) ¥, 300mgik5 TFENA
[£6.44, FEMHE4.21, FEHIM3.42, FEIEIM2.60, JIR5.22, JIE363TH o7z, FHMk
AREREOMFEEHIRE T 52 BTIIZ21~528Th o 72,

2) ERAREIRET

FERRLE, FEMBEESERRE NV M) VRBE, FEEERBIUVIABRREDBELWRIC,
A#|200mgd 5\ 13300mgx 1 H1[E]l, 3~14HEKRS L7z, BIXGERIL628ITH - 72,

(1)  BRERZHF

9Bl % B4} L 7-BRAT X RS 3B DERIRFI R X, FEX3BI - HXh476 - EE3FITH D, £0F
#FE1350/53(94.3%) ThH o /2o RBFOEHFIIFEARKLET26/27(96.3%), FEMNESE
RKT6/7, 7SV Y VIRBET12/13(92.3%) % TH o7z,

(2) HMEFRIZHFE

MIEFERNR % HE LB -0 EBE RG220 & HEERE21FIDFH436ITH Y, Z0DiH
%KH1340/43(93.0%) Th o7z F72, 43P L N FRES N ERTTHRDE R FEIZT73/77
(94.8%) TH o7z,

(3) =&tk

BIVER 12448 5-6261F 161 (1.6 %) ICIERATRED b7z, FRRRZEE BE 13 SRt 5584 &
EFIED bl orz,

(4) HEH%

AT R54ABI DA R, FEEICHRE 36 - WE47H - LH 5 L bWV W16 - N34
ThHb, FOAERREIZ50/54(92.6%) Th o7,

DEDOBESL Y, AFIERARRISREECTH 5 FERRYE, FEMBRL, VM) v
fRigE, FEEERBLUIREFIIN LT, BROICEAROEVERTHL LELZ LN,
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Grepafloxacin (GPFX) I3 KFMIEMAKH TR S I
Za=% /0 ROAEMERET, £OLFHER S
N CBRROIGIICY a7 ¥)vE, SALICAFIVE,
TRIZ3-AFNWERG I VEEET S, FHI, 7T
LEEHE, 77 LABRMEB L ORI L TIRA W
PR AR MV ERII LHBETEME R R L, 4512 Strepto-
coccus pnewmoniae® & 7T LR I IXEEFED = 2 —
F/OCEIDVBEEELET S, T2, EF,
P 0m A BF R I8 C M B8 JE (sexually transmitted disease,
STD) E LTEDEIEMERE I NTWAEW S 5 ITT -
kZ 3= 7 4 A (Chlamydia trachomatis) \=3F L ThH, &
FIIENZHE N EZRTY, 2615, BRBRTHERL
OITHEBANOBITHICEN TV S Z L b ERF O T
S, BTy MICIZmAPREDMEL E% L wik
BT HTHI ENRERINTVAY,

RENOEERE—MRER T, MR ARKENIC
ERL, #OXEHIIHI2EMEEL, PEicBELT
35 R T28M E TR, S RE{KE LTL0~12%
RERENE, T2, REKRSHOEREIIFEDOLNT
Wi ne

PEIG NRHEI D BRGYED O B S N A ME LS T LB
HHE, 77 LBHE, BEEE»5273V7 - b7
T4 AETTCEBIIRAN, FFT IS 0MEE &
CBAVHEAR FIA2FLTVAI L, LT
B CORTEE L B MIBWTH RIFRERA
BIT#RTIENTFRENL I LD S, ERARSEBR
P AE |23 5 BRIRIYA B EIRE S 7z,

4, FERRYE, FEMBIERK, NVh)VRE-
NV MY VERIRE, FEEER, RREEZHRELL
BRlR&E —MRBEY ER L 70O T, ABABITHORET
BEEHITHET S,

I. & B /& &

KARERITEE KB L N DORIE3 MR D EHIMERR 12
BT, FRAFIADHLFHRAFEIOA IZEmSI N7,

1. HMBARITORE

FEHESFICLIBEMTFESHFMEET, AIEOE
O NTHER % X RITHRET L 720

#FETICGPFX200mg ¥ 7213300mg % HEIZR O 5L,
MO FEBIRE T ICFEERMB L ORERIRIM % 3R
WL, 72, BHER»LOFENE, FEHR, TE
fEEh, FESEL, NE, HED) LILENREELEbh
BSOS RIL TMWOREL BT S 7-04K
TEHIREL, MBI VSBELMFEE &b ICERIRE
BERE T—20C TICHMERE L7z, ERRE KK
SHEFWLY — ¥ — ZVIZBWTHPLCEIZ & Y flE
L7

2. BRIRE9IREY

1) XWBREERL L FICHRIES

MRHEBIE, AW TENBRE - FERVRHR (FE
PRI T ENRR - BB - BETE ARG - Bk
- TEERELZ Y, FEMRERIIIPER - PEDR
N - OB - ORAEONSEIRIE 72 &), BEE @ SRR (%
VY TRRSE  NV B) VIRIEE), oM FERY
% (27 IV T, WEM) - ILREZEL L,

(1) *BEF

JRR & L T16/E LA E8OMKi Dt

ABE - SARIE D2,

HBIE 72\ L ERIE O IRIEFEB

M B & U TR, PR OBRMEZAER,

(2) Bhrkik

ABB L UBHICOWTIITEROSMELE L HIT/-,
ABE . FEANBRE - FEMRER

BENOBZ S 5 VIIEHOMEIC L 5 EFDIID),
MBI & ) FEBED 5 VIEFEMNBIEHLEAICHS
MICEFEAL, HIR3TCULE, HH5VIZHMEKEK
8000/mm*LL L, @ B\ ZCRP(+) LL EDFES),

BEE . SRR

Bk, BEIR, EBEETHER. /S VREEIC
DWTIEIIRITASEERR L1% 5 fEFI,

B, FEHEERIIODVWTRFEESE LYV /537
b L IEMEDS R SN ER R R L L,

F7:, TRICEHUTHERILH O D LOMED LB
ThHZELELT,

O FTTIMBFNTEESETH VREIFTELVE
Bl

@ BELIT, BHREEELHETLEN.

@ RROMEEICHLTTLLF—DBERLETS
FEBY o

@ FEEGENAMOEREREIC L Y ERIEELD
2 5 fEB,

® HRF7IIEE L TV A RSO S B EA B L U
FL DEBH,

® Zofth, KEFEUEMAAEY &R L 7ER,

2) BEORE

REROEMIZH 72> TiE, BEIEARBROATE T4
HEBALABRSMOREYE.

3) HEBREHB I UKRS5HE

(1) ERFEH) : GPFX; #sEH & L C100mgB L U
150mga BB THTANLIT—F 14 v FEEBV,

(2) BE&E-BHE:EAE L T1E200mgd 5 WV id
300mg#% 1 H1MEEOHE L7z,

(3) #HEHIM : ERIE LT 7THMERKS & L,
%8B, BROZOFNLEOHRGHARE L M S s
EdHBVIIFFOFEITD S NFHFICEET A58
Th, RESHAMIRKZRESTAILEL, BRETHI4HE
EREE L7,

®eee
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4) BERRHB L ULE

OTIERE, BIBEEA 704 FRIOGRAITEIEL,
$7-ERlE LTHEATOA FRIERA, HEABEEH, W
TR, FIBH % ERF OEBR IS L RIZTE
HOBADEIE Lz, & O IHAES MM ITEMD
DO MBI AEI L E LNV M) VIRRE
15T A HERIER ).

5) BE - REHEEB L UHH

(1) ERERAEIR

TEBEEBCOWTHRZBRVERIRFTAIZ L L
L72As, A & b5 BsEl, &k538%, 7HER (D
AV ERTHR) ICRILTRFTLEILE L, 2B,
FED B ICEMATRRZBSIIIENE LTHE ICERK
TazkE L7,

AR FERRYE - FERRSER
iR« ERIE
THLHE : @D, R4EL, 2L
B O DER MYy, §§\v, 2L
WZIC L B FEEER - HEEFMAESR @ WA, PEE,
g, L

BE : Al iEErEkg
kiR © ERME
Bf:dHY, L
Bik:aYh, &L
KE.HY, 2L
K% % :3emklE, 3~2cm, 2~1cm, lem&ii
BHOSV ) VBBEDR) - HD, L

Z0Mh :

ENEES
iR E§ME
Bi by, L
EE.dY, 2L
BFR-WEOKRXE : Tembl Lk, 7~4cem, 4emKif, 2L
HR:HD, 2L

FEEEX
BEOVULA - B HY, L
TUHE S\, v, 2L
TR - B,
W& :Hy, &L

(2) BRERBRAE

HiEk$, CRP, mmit (1EFMEME) 1CDWTIX, &5 H
1A, k530, TEHR(BDEVIERERTHR) LT
i o SN B R B Al

Rk, MEzE, ~~<brU vy ME BHIRSHE,
M/ME%%, S-GOT, S-GPT, Al-P, ¥V V¥ ¥ (EE, ),
BUN,S— 2 L7 =7, iEEHE (Na, K, Cl), JREH,
R vovy) ) =4y, REEZEIIOVWTIE, &5
BRI E L OB SR THRICTRZRIBETHZ L L L

7o

RB, RESBBHRICERELHIRD SN HEIE, F
FEDOERBK LT CHBRDY, E5HERHY, B
Bdsrnd Lhnzwy, BEZVS LV, BFHEZLOEK
) 1DV TEBRIE LR AR A E L 720

(3) MOMZFERYIRE

RSBAMEET, TR TRICTFENRY, BHETLY,
7 & DBBIE U7 58Y) 2 AR ARZEAT B 2 BRI L,
FREDMEAEE BV TERL 2 IR =1L
E—y—TVCBHEL, ARV THEDOSHE - FE
B L UEH 2 6 U B FEH (norfloxacin, ofloxacin,
enoxacin, ciprofloxacin) D MIC % B & LMk &K/
SEE RH 1L B (MIC) I AR M ISRV R EYICTIE L
AR

T/, BHRICBVWTHOWEELR ) AEOSHE - FE
¥EMTLIILE L, RBFEHEERIIOWVWTE, 7
FIVTLWPICKEOREL BB TERTHI L L
L7

6) FEMEREIR

FEAERER DRI L 723541213, Z0ER, B2E (R R
HLEMORIWTIC & 0, PEE, EFEICHH), BH
H, H%H, FHOKS ik, #mE, Fi1b), LEB X
URRBIZDWTEESR L, 72, FH L ORFEREREB
SRR Y, EEERH Y, BRHE2D LW,
BBz WS Ly, BFRE LOSER) ICOWTREREY
RO RE % BERE L7,

7) H&5HIE

EELHEEERS L CBRREERE, TEROH
B CTHREMBREVEETH S LEHBTSNIZ5E, €0
MR ERIE L ER AR S5-I DL ERX RO 153Kk E5 %
HIkdAZ & Liz, 727210, &5PIERICTTRERRRD
B2 - RELXITV, ZORRTHET A L & L7,

8) ¥HIE

HE IR ERT % (x5 IEE) (ICRERE Y EM O E
WL DERLZ,

(1) HMEZENEIFR

HEREAFOHEEICLD, OHE, OB T/ EIHS
Bk, OFE, OERMR, OHEREDOSEETHEL
VAR

(2) ERRZHR

BRERS L UREFRROEB L b L ICOEH, OF
%, @OE%N, QHEREDIERETHE L.

(3) &&hk

BIVER : MBAEERDRBH L7254, FF L oRREBR
rOHL2ICEED Y, @ZFHRHH, OGRS S5
bLhev, OFBEZVWS LY, OFFBEZLEHAEL,
O~-®%EIER L LTz,

RRREERE | BRREERELHFROLNIE
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B, FH L ORFEMBEEOBES » RS ), OFHH
RdHh, OMFED AN Ly, @BFEZVS LW,
OB LENEL, O~O% RRMREMBYE L L7,

(4) HHR%

BRIRZDR L BIVER B & URRRREMRE A MEL T,
OFFIHE, QME, QLbb & bR Ly, @RI,
OFF I, @HIEREED B THIE L7,

9) EFIDEER

FEBIAUR \ DRE ICH L TORMBESEIZOWTIE, 3
ERARIE R AR AT (2 U CBBRIE 4 R T 1 AR AT % K
B, TOMBERL S LICRE L7,

I. 8 B B %,

1. MEABITORE

R E G 07231601, S ENICIZ200meH 576 &
300mg¥ 5245, MRAFRIE M LS5 % 1B 005 ~5
BRIS0 Th o 720 EFIDIMIFE B & OV 4L P
2GS ENICFig LWR L7, 72, REERREHEOF
¥R (PRENESR % IR E ISR ) K4 DFH L RD
7z) %Table 1WI/R L7z, %8, IREGEMIIAHKIFE S BH
STRFEBRERETTE L, FYREOEHIZEL
TIZBERRF LT (ND: <0.10ug/g) DFEIZ0E L 72,

FEEMRIL & BERARID A DR IZIZIZ—F L 72 fEE R
L, #OE— 27 3%k 5%4~5B BN, FEB
ARILAF O K FigE X, 200mgtk 5 T0.61ug/ml (#5144
~5BEM; n=1), 300mg#k5 T1.254g/ml (#x5-7%4 ~ 58
f; n=5) T o 72,

—7%, MEPBEELPREL VS GERL, g
BE L ARG B4~ TP LI 22860
720 300mgIx 5 IZ BT AEEIRE L, TEMNEG6.44ug/g
(#5144 ~58; n=5), FEMB4.21ug/g (x5 %4~
5B¥R; n=5), FEHELR3.42ug/g (K5 %4~ 508, n=5),
FEREER2.60ug/g 3x 5 %3~ 4B5R; n=10), HREE5.22
ug/g (¥ 5% 4~58M; n=5), BNE3.63ug/g (54~
5EER]; n=5) TH o 72, 300mgfk 5128 5 BHEBRS
BEOMBIEE T A BT, 2.1 (FEIEE) ~5.2
(FEWE) & L BIF L MEABITENZD b,

2. ERRBVRE

1) R RAES]

BEATAT B FEB D AIER % Table 2127R . AAERDBAE
Bi36261T, BRIRZNF L6 % Brot L 725360 % Tt 5
L L7ze BANEBHOMNFRIL, MHRIES (BREREL) 1
) & FRGTEARASHFES B Td - 72 (Table 3) o

BIVER 3626 B 2 BT R E L, BERREERY
B ERTE E D ICERRRENER S N /-586 % BT
gL,

BRI, FRARRD R AT x5 5360 12 ER R 50 R B 4151
D LEWER ORI Z RO 7216 % 1 £ 72545 % AT
Ll

2) BRETFOME

FRIR Bl RAF AT 33 R 6536 D& K F % Table 412K L
720

BB ORI TFE RBY (28 8 MWIER) H 2746
(509%), FEMEIBFRGNER 66 - INHEL1H) 557
Bl(13.2%), SEaemag (250 + ) v IREE) 413
Bl (24.5%), FERER (VT IV T7HH - KE+ 2
5 IVTHLB) A3 (5.7%), FLIRZHT1H (1.9%),
F O (RIZERIRE - XIERB IS BILIRE 161) He24)
(3.8%) T, BRI ABEDS3465)(64.2%), BEEAS135]
(245%) Th o7z $LKEBOEERE IIEEILH
(58.5%), HEE2261(41.5%) Tdh -7z,

ABE - SR FNCIE ARBE3BI(5.7%), §43#50651(94.3%)
ENRBENBETH -7,

EWOTAILISEMN GE7TH T, D b0 HT24%
(45.3%) LB D F RWT30EMAA1451(26.4%) % 5
&, FIHERIIZLIRTH o7,

HREEE - SHEICDOWTIE, A561(9.4%), 48
51(90.6%) TH o7,

BEEROMBELFBEEIIOVTIZTHEIB(17.0%),
#4261(79.2%), FBH261(3.8%) Th -7z,

AHD1H S E(E200mg 2841 (52.8%), 300mg 25
B1(47.2%) TH Y, K5 BHII3~14BHT, 7THEL
HAs4261(79.2%), THREZEZ 5 b DIX1141(20.8%)
Thotle THBAEICONTIIHLHE (3.8%), %S5
51(96.2%) Tdh - 72,

3) ERREIE

(1) FEERIBRKRRE

e BRI R AR % Table 5127R L 720

FEREBELE27FIZ DWW TIEER36 - ARN236) - £5)
1B THRZERIL26/27(96.3%), FEMBRLTHIZE
xhefl - EANLBITHIEGE/7, NIV VIREE136)
IIFERL26] - BB THEFE12/13(92.3%), TEH
ERIGIB LUK - REBRE - KBREERESRIL
BEIGIIETHEYNTH -7,

DL, 2f0FEIIERIG - A5h476) - EXH3H
TH%HEI250/53(94.3%) TH -7,

(2) EEEJEBERDE

HIEE BIEERINE % Table 6127R L 720

BEIE3L1BIIT AR 2961 - XY 26 THRFEIF29/31
(935%), HEE226ITERD 36 - HxH18%) - EF 1
BITHEIZ21/22(955%) L IZIZA%E TH o712, KA
BAICATOAB TRBIELON B X UHhEEIFINE
WMFRIZE493.8%,94.4% L KEREVERD Lo,

(3) RRHFIEERRE

HE AT B B PR 53R % Table 7127R L 72,

FH RS ERERE 245 E LB 7203 B E RS2
Bl L BB R L21 B DEH43BI Th o 77, HBHEELIC



VOL. 43 S-1 IR ABHRYENT " % grepafloxacin DARBAI AT & FRAR AR 485
10 1 Uterine artery blood (n=31) 10 7 Cubital vein blood (n=31)
~ 0 200 mg - 0 200 mg
g 87 ® 300 mg g 8 ® 300 mg
g 44 E 4.
g g 4
8 8
g s , o
O 21 ° ° O 27 °
° o, 0% ° o V%
o PAE o° - e e ® 0%,
0 4’ (117 ° <l’ T T ﬁl 0 , 9. Ll ? T T 1
0 1 2 3 4 5 6 (h) 0 1 2 3 4 5 6 (h)
10 7 Endometrium (n=30) 10 Myometrium (n=31)
] © 200 mg 0 200 mg
%8 ® 300 mg B 81 ® 300 mg
I ° 5
g ° - £ ¢ °
K| 1 <
5 L B
g 4 . o0 @ ° g 47 ° y ) Y
g o0 g b
g o) o g e o .
O 2] o O ° . 2o )
(o] Y (e] o o
o oe fe) Oe [ ] d
0 , T T T T 1 0 ’ T L T T 1
0 1 2 3 4 5 6 (h) 0 1 2 3 4 5 6 (h)
12 1 Cervix uteri (n=31) 107 Portio vaginalis (n=31)
10 4 0 200 mg 0 200 mg
% ® 300 mg % 8 . ® 300 mg
S 81 =z
g = 6
5 7 (] ©
% 4 1 ° ) 0.. g . o Y Qe
o, o®® B o O 24 o\.o » s°®
(J ®
o ° o ° o o
e o ®C ® O % e O °® °
0 T T T T T 1 0 T T T T 1
0 1 2 3 4 5 6 (h) 0 1 2 3 4 5 6 (h)
107 Ovary n=29) 10 7 Oviduct (n=29)
0 200 mg 0 200 mg
@ 87 @ 300 mg = 81 ® 300 mg
2 . 2
§ 9] oo g °
g ° ° s °
g 4- @ g 4 o °®
2 e © : 3 [ ] ° ]
o L4 Py [ ] O. g ® ° ’. ..
O 94 L ) O 24 ° g °
° o o o ® o
(
oo
0 T 1 T T T 1 0 T T T T T 1
0 1 2 3 4 5 6 (h) 0 1 2 3 4 5 6 (h)

Time after administration

Time after administration

Fig. 1. Serum and tissue concentrations of grepafloxacin after a single 200 mg or 300 mg administration.
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PWTIIERLIE - HXH2060 - 716 THREIZ21/
22(95.5%), BIBHE YIS SOV TIZER) 260 - HXHLT7
Bl - WX 2B THYKIZ19/21(905%) Th - 720 )
T & o 72 BRI 34 165013 Corymebacterium sp. , 3
BB T 7 LG HR+ 75 ARUR B LUV T L&
PR+ BEAMRIC & A BRIBITH - 72,

4) HMEFEARE

(2) ERRERIWHEEK

i ST UK S 38 % Table 912k L 72,

KR G430 & ) B ENAENRTTHRO B 0
43 % Table 9IZ/R L 720

Table 3. Reason for exclusion and dropped out from

evaluation
(1) 2R E UM 2805 SR <
RSB AMB FO R & Table 8ICR L 72, Reason il
EBMBR22601 0V TIRIHK196) - BIR3HITH disease not included in protocol 1
R¥1322/22(100%), BIBBEMB2 12DV TIEHK Exclusion | symptoms did not satisfy the diagnostic
1550 « #4145 35 - WA AL 360 T 4 de g 18/ 21 criteria
(85.7%) T > 720 Total
Table 1. Serum and tissue concentrations (mean * SD) of grepafloxacin after
a single oral administration of 200 mg or 300 mg
Serum (ug/ml) Tissue (ug/g)
Does  Sampling - No. of Uterine Peripheral Cervix  Portio
e (hr) cases artery blood  vein blood Endometrium Myometrium teri vaginalis Ovary  Oviduct
200 mg 1~2 1 0.05 0.04 ND ND ND ND ND ND
2~3 1 0.22 0.19 0.53 0.52 0.47 0.30 0.45 0.44
3~4 2 0.58 0.54 2.17 1.59 1.49 1.49 1.60 1.13
4~5 1 0.61 0.62 4.43 2.36 0.81 1.50 2.98 0.99
5~6 2 0.57 0.55 2.46 1.32 1.55 1.15 — —
300 mg 1~2 3 0.42 0.40 1.33 1.12 0.59 0.70 0.65 0.81
+0.34 +0.32 +1.29 +0.92 +0.54 +0.61 +0.59 *0.76
2.3 5 0.95 0.97 3.79 1.4 2.24 2.03 2.06 2.03
+0.65 +0.72 +2.79 +1.52 +1.74 *£150 +1.07 +1.34
34 10 1.07 1.16 4.34 3.12 2.40 2.60 3.65 2.55
+0.39 +0.38 +1.11 +1.30 +1.05 +165 +1.39 *0.86
4~5 5 1.25 1.23 6.44 4.21 3.42 2.58 5.22 3.63
+0.26 +0.26 +3.09 +1.43 +0.65 +0.69 +1.73 +0.97
5~6 1 0.90 0.97 445 2.32 1.19 0.62 4.69 1.89

ND: not detected (<0.10ug/g)

Total number of
patients
62

Table 2. Number of patients evaluated

Excluded and dropped out
from evaluation

No. of patients evaluated on

Clinical efficacy

53

Side effects

62

Abnormal changes in
laboratory findings

58

Utility

54
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ViV Aﬁ‘ﬁ?30ﬁ‘i7ﬁ%$28/30 (93.3%), 735 & Streptococcus agalactiae A ¥k 14k, Bacteroides fragilis 1
BB S6PRIATHIREE36/36 (100%), MMM SHILI  #eh 14k, Prevotella bivia 2B BT o 77
%#6/8, C. trachomatis 3&‘i‘?ﬁ5€$3/3'@, &K T73/ T/, KBENOWERIZIARI33/37(89.2%), BE

77(94.8%) TH o720 29/29(100%), 20O KEBIX11/11(100%) T -
BEBRAFB LIZHIL, Staphylococcus aureus 68k 14K, 7=,

Table 4. Background of patients

Group A Group B Others
Item Intrauterine Bartholin’ .
infoction Adnexitis i oS Cervicitis  Mastitis  Others* (")
Inpatiept 2 1 3(5.7
Outpatient 25 7 12 3 1 2 50 (94.3)
Age (y1) =19 4 4(17.6)
20~29 10 4 5 3 2 24 (45.3)
30~39 9 3 1 1 14 (26.4)
40~49 2 3 5(9.4)
50~59 2 4 6 (11.3)
40~ <50 9 4 4 1 18 (34.0)
Body 50~ <60 10 3 4 17 (32.1)
weight 60~ <70 1 2 3(5.7
(kg 70~ 1 1 2(3.8)
’ Unknown 7 2 1 13 (24.5)
. Mild 11 5 11 1 31 (58.5)
Severity Moderate | 16 2 2 2 22 (41.5)
Underlying disease Yes 4 1 5(9.4)
and/or complication No 23 7 13 3 1 1 48 (90.6)
Yes 6 1 2 9 (17.0)
Prorcamen Nl s w312 emd
Unknown 1 1 2 (3.8
. 200 mg 13 2 8 3 1 1 28 (52.8)
Daily dose 300 mg 14 5 5 1 25 (47.2)
3 8 2 1 11 (20.8)
Duration of g g % ; E ’;%
administration 6 )
(days) 71 12 5 6 1 24 (45.3)
8~14 3 2 2 3 1 11 (20.8)
. Yes 1 1 2(3.8
Concomitant drug No 26 6 13 3 1 2 51 (96.2)
Total 27 (50.9) 7 (13.2) 13 (24.5) 3.7 1Q1.9 2 (3.8) 53 (100)
*Others: inguinal abscess (1), wound purulence of perineal laceration (1)
Table 5. Clinical efficacy classified by diagnosis
' ) Clinical effect Efficacy rate*
Diagnosis Total Excellent Good Poor (%)
Group A Intrauterine infection 27 3 23 1 26/27 (96.3)
Adnexitis 7 6 1 6/7
Group B Bartholin’s abscess 13 12 1 12/13 (92.3)
Others  Cervicitis 3 3 3/3
Mastitis 1 1 11
Others** 2 2 2/2
Total 53 3 47 3 50/53 (94.3)

*Efficacy rate: excellent + good/total
**QOthers: inguinal abscess (1), wound purulence of perineal laceration (1)
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(3) EAWMICHM B L VO E

R E 77RO 9 £ MICHIE (10°CFU/ml) % %t L 7=
604K 123§ A GPFX 35 & UF M i 38 ) norfloxacin, oflo-
xacin, enoxacin, ciprofloxacin ®MIC43 i % Fig, 2125% L
726 GPFX®MICI£0.012~ 12.5pg/mliZ 4345 L, MICsq

B L UMICo0130.1g/ml B & UF1.56ug/ ml T LLBHH|h
bokbBENAMENLRLI,

F 1z, BGHAFH L 728 AGPFXOMICIES, ay-
reus 0.05.g/ml, S. agalactiae 0.2ug/ml, P. bivia 3.13,g/
ml T - 7z (Table 10),

Table 6. Clinical efficacy classified by severity

Severity Total Clinical effect Efficacy rate*
Excellent Good Poor (%)

Group A mild 16 15 1 15/16 (93.8)

moderate 18 3 14 1 17/18 (94.4)

Group B mild 11 10 1 10/11 (90.9)
moderate 2 2 2/2
Others mild 4 4 4/4
moderate 2 2 2/2

Total mild 31 29 2 29/31 (93.5)

moderate 22 3 18 1 21/22 (95.5)

*Efficacy rate: excellent + good/total

Table 7. Clinical efficacy classified according to causative bacteria

Causative bacteria Total Clinical effect Efficacy rate*
Excellent Good Poor %)
G(+)
S. aureus 2 2 2/2
S. epidermidis 2 2 2/2
CNS 1 1 11
S. agalactiae 1 1 1/1
Mono- Streptococcus spp. 3 3 3/3
microbial Corynebacterium sp. 1 1 0/1
infection G(-)
E. coli 9 1 8 9/9
A. xylosoxidans 1 1 1/1
C. trachomatis 2 2 2/2
sub-total 22 1 20 1 21/22 (95.5)
2-strains
G(+)+G(+) 1 1 11
G(+)+G(-) 4 1 2 1 3/4
G(+) +anaerobe 2 2 2/2
G(=)+G(-) 1 1 1/1
G(—) +anaerobe 1 1 0/1
Anaerobe + anaerobe 1 1 171
C. trachomatis + N. gonorrhoeae 1 1 11
Poly- 3-strains
icrobial -
v G(+)+G(+)+G(~) 2 1 1 212
G(+)+G(=)+G(-) 3 3 3/3
G(+) +anaerobe + anaerobe 1 1 11
G(-)+G(~-) +anaerobe 1 1 1
4-strains
G(+)+G(+)+G(=)+G(-) 1 1 11
G(+)+G(=)+G(-)+G(-) 2 2 2/2
sub-total 21 2 17 19/21 (90.5)
Total 43 3 37 40/43 (93.0)

*Efficacy rate: excellent + good/total
CNS: coagulase-negative Staphylococcus
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5) BIERASB L UBRREHERY

BRI 36281161 (1.6%) ICREL, BRTH o 7=
(Table 11)o FBID1AHZS EIZ200mgTH 1), 20k
RIEBEE AR & 0 BB L 2B TH 0 7 B M ke
ERNLBRICERER L, 7, BRREMERE I,
58BI B FRD SN h o 72 (Table 12),

6) HAM

A B % Table 13178 L7,

AT R54ABIDE M IIIEE ISR 3IB - WR476 -
ELHEBVREVIF - NE3BITH Y, HHEKIL50/
54(92.6%) TH o7,

7o, REGOFARIZIFENELEA26/28(92.9%),
FERBBREDIG6/T7, NV MY VIREEA12/13
(923%)%FThH o7,

7) RS EFIBK

BEEFOBRKRHR, MEENHEBIOCERESE
Table 141278 L 720

200mgd & U'300mefk 5-HENE 4 DRMKIX, BRKREE
(%) 5992.9%, 96.0%, MEFEHIBF (HHELE)H
935%, 96.8%, HRM (FH®)H89.7%, 96.0%Th
D, MBEICKELZEZIZVIDODDLETHFMEET
300mg#k 5-HMEE > T 7z,

o % %

BO=2—% /0y RINERCGPFX D E R AT H g%
PJE 3§ A ERIREVE B 2 RETT 5 BT, —iRERR
HER7% & CICHBABITHEORE + £E 6 72 5 U0
FORMERRR ORI L LTERL 720

MBEABITHEORET ICBWTIZ, BIWIC & 2 X8R
APOHREINI LB Y OENBBABITEI TR S
N7z T bbb, GPFXD300mgH E#HE5EIZB VT,
FEHIRM O ZEEED1.25ug/mTdH > 72DIH L,
BT OREBREITFENK T644ug/g, FTEBHRET
4.21ug/g, TEEET3.42ug/s, FEELT2.60ug/g,
O T5.22ug/g, JNET3.63ug/g NDEALIZB VT

Table 8. Bacteriological efficacy classified according to causative bacteria

No. of Bacteriological effect Eradicati .
Causative bacteria 0.0 ] Partiall radication rate
patients | Eradicated er: diéa tg 4 | Unchanged | Replaced (%)
G(+)
S. aureus 2 2 2/2
S. epidermidis 2 2 2/2
CNS 1 1 1/1
S. agalactiae 1 1 1/1
Mono- Streptococcus spp. 3 2 1 3/3
miicrobial Corynebacterium sp. 1 1 1/1
infection | G(-)
E. coli 9 9 9/9
A. xylosoxidans 1 1 1/1
C. trachomatis 2 2 2/2
sub-total 22 19 0 0 3 22/22 (100)
2-strains
G(+)+G(+) 1 1 0/1
G(+)+G(-) 4 3 1 4/4
G(+) +anaerobe 2 1 1 1/2
G(=)+G(-) 1 1 1/1
G(-) +anaerobe 1 1 0/1
Anaerobe + anaerobe 1 1 1/1
C. trachomatis + N. gonorrhoeae 1 1/1
Poly- 3ot
microbial | 9-Strams
infecti(:n G(+)+G(+)+G(-) 2 2 2/2
G(+)+G(-)+G(-) 3 2 1 3/3
G(+) +anaerobe + anaerobe 1 1 11
G(-)+G(-)+anaerobe 1 1 1/1
4-strains
G(+)+G(+)+G(-)+G(-) 1 1 11
G(+)+G(=)+G(-)+G(-) 2 2 2/2
sub-total 21 15 3 18/21 (85.7)
Total 43 34 3 0 6 40/43 (93.0)

*Eradication rate: eradicated + replaced/total
CNS: coagulase-negative Staphylococcus
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IR S LR TRV MEAYE & Ltz B L P L
39 AN DBITHIZ2.1~5.2(5T, D=2 —F
O VRDOME" L B L THEN AP RIT M2 R
THRRTHo 7, .

HSEAIIE, 300mgll tb_200meg#k 5 DIEFIA %
CHAREZR HLBUE 2 LB 2 WA, B RKFIEMIZIR0 5
N7z, BRRMIRES THBE S 722 KRR 60RRIZATT 5 2
A DMICoo1d1.56pug/mlTH B Z LA 5, 300mgks M
b 55 A200megRERFICBWTHIT L A LOMEET
MICoofE % L B iRENE LN TWE Z LRI SN

VAR

T/, AHEORKRRE T, AH| O MA B
12 & BV ENH1IALENREG & Lz, MRERIL,
FEARRES L UFERREFRE SV M) VIRBE S
HO#IH L L, ARV REORTHALIZ LrbE
BEIE MR AT B R WEE 72 © IS EIEDEFI M EETH -
YA

N GE3IBIHT HERREIR L, EX3B - HHh4a7
Bl - ERIFITHIEIL94.3% Th o7z, EBUIIAT
HANDEBIIBVWTHBHVADERLRL, EEEIC

Table 9. Bacteriological response classified according to causative bacteria

c tive bacteri No. of Eradication rate* (%)
ausative bacteria strains Group A Group B Others Total
G(+)
S. aureus 6 3/4 1/1 11 5/6
S. epidermidis 7 4/4 3/3 717
CNS 3 2/2 1/1 3/3
S. prneumoniae 1 11 1
S. agalactiae 4 1/2 2/2 3/4
Streptococcus spp. 4 4/4 4/4
E. faecalis 2 11 11 2/2
E. faecium 1 1/1 11
Corynebacterium spp. 2 2/2 2/2
Sub-total 30 17/19 8/8 3/3 28/30
(89.5) (93.3)
G(-)
E. coli 16 717 9/9 16/16 (100)
C. freundii 2 1/1 11 2/2
K. pneumoniae 4 2/2 11 11 4/4
S. marcescens 1 1/1 11
H. influenzae 1 11 1/1
A. xylosoxidans 1 11 11
GNF-GNR 3 1/1 2/2 3/3
P. mirabilis 1 1/1 11
Pseudomonas sp. 1 1/1 11
X. maltophilia 1 1/1 11
F. meningosepticum 2 111 111 2/2
Flavobacterium spp. 2 1/1 1/1 2/2
N. gonorrhoeae 1 1/1 1n
Sub-total 36 15/15 18/18 3/3 36/36
(100) (100) (100)
Anaerobe
Propionibacterium sp. 1 11 11
Actinomyces sp. 1 1/1 11
B. fragilis 1 0/1 0/1
Bacteroides sp. 1 11 11
P. bivia 2 01 11 1/2
Prevotella sp. 1 1/1 11
F. varium 1 11 11
Sub-total 8 1/3 3/3 2/2 6/8
C. trachomatis 3 3/3 3/3
Total 77 33/37 29/29 11/11 73177
(89.2) (100) (100) (94.8)

*Eradication rate: eradicated/total
CNS: coagulase-negative Staphylococcus
GNF-GNR: glucose non-fermenting gram-negative rod
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YBIER & PEEFIOFRRICKE R EEA SN ho
fo T2, 77 3ITVTHTFEEELGHDIEIIMKE S
IS LTY, 2617 7 I TOBEEMNELNTEY
THY, FEICHTI2HERAEIRFEEN,

BERICERBENE LB 0R4361T, 5 bHH
B h 220, MEBEBRLA216) & 2B FORASm
EENLS VDN EIL o7z, T, RRBROAZ S
OREFTHORBRLEM TS h, EF/ARESRIEDH
MUERTRBE VR DA, RENGEKERYE, SN

W OBEREIIOWT AL E, VI LABEERIBFEI0
¥R, 77 LBETER13MAE364E, MR 7RIS 2 5
W2 C. trachomatis 3¥EDEF7THICHT L, &6 T94.8%
DEERTH o7z, FHLI-DIL, S aureus 15k, S.
agalactiae 18k, B. fragilis 1#k3B X U°P. bivia 1R T 7
LRI Ao 2o FRERBVRER) Tdh o 723611220\
THIB 2B ICRET T 5 &, IR 221601 Corynebacterium
sp. 75S. aureus\ZH R, FEHNIERLIBIEE coli, B
fragilisHSERST1E 5k (B. fragilistEfi), 7SV b U RIEE1

BEOFMNIIT L TOIH VKRR LR L7, B IL E coli, S. agalactiae?SS. epidermidis, P. bivia, P.
100 .
90 +
80
SR
E 60
g
o 507 .
2 Grepafloxacin
g 40 Norfloxacin
g --------- Ofloxacin
O 304 - — — — Enoxacin
20 - - — - — Ciprofloxacin
10
| 1 1
MIC (ug/ml) . 25 50 2100| ND |MICso|MICo
Grepafloxacin 4 3 17 8 8 8 5 1 17 | 0.1 1.56
Norfloxacin 2 3 10 6 10 3 8 6 6 1 17 | 039 |125
Ofloxacin 1 4 10 7 11 4 1 1 17 | 039 | 1.56
Enoxacin 2 1 15 6 7 6 6 4 6 17 | 0.78 |12.5
Ciprofloxacin 4 7 7 6 10 5 12 4 1 17 | 02 1.56

ND : not done

Fig. 2. In vitro antibacterial activities against all clinical isolates.

Table 10. Bacteriological response classified according to MIC

MIC (ug/ml)
. . Total
Causative bacteria 1o 10,05 ] 0.1 [ 0.2 0.390.78 | 1.56 |3.13|6.25 | 12.5] 25 | 50 [L00=| ND
eradicated 1 8 4 4 3 1 5 28
Gram(+) persisted 10 12 2
eradicated | 4 2 8 4 2 2 1 8 36
Gram(—) persisted 0
eradicated 1 3 1 6
Anaerobes persisted 1% 1 2
. | eradicated 3 3
C. trachomatis persisted 0
Total eradicated | 4 3 16 8 7 5 1 4 1 16 | 73
° persisted 1 1 1 1 4
ND: not done Y S. aureus 2 S. agalactiae  P. bivia
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Table 11. Adverse reactions

Table 14. Clinical summary classified according to daily dose

No. of patients with adverse reactions

Daily dose

Item Total
No. of patients evaluated 62 200 mg | 300 mg (%)
Incidence of adverse reactions (%) 1.6 Clinical efficacy* 2:2/298 2;6/205 50/53
Symptoms nausea 1 92.9) (%.9 (94.3)
Bacteriological efficacy** ?933/456; (3:6/381) (79:1/787)
Table 12. Abnormal changes in laboratory findings .
Utiity** 26/29 | 24/25 | 50/54
No. of patients with abnormalities 0 (89.7) | (96.0) | (92.6)
No. of patients evaluated 58 *Efficacy rate: excellent + good/total
Inci — **Eradication rate: eradicated/total (strain)
ncidence of abnormalities (%) 0 ***Utility rate: markedly satisfactory + satisfactory/total

Table 13. Utility classified according to diagnosis

Usefulness Ut X
. . tility rate
Diagnosis Total | Markedly . . . Markedly
satisfactory Satisfactory | Intermediate | Unsatisfactory unsatisfactory (%)

Group A Intrauterine infection | 28 3 23 1 1 26/28 (92.9)
Adnexitis 7 6 1 6/7

Group B Bartholin’s abscess 13 12 1 12/13 (92.3)
Others  Cervicitis 3 3 3/3
Mastitis 1 1 1/1
Others** 2 2 212

Total 54 3 47 1 3 0 50/54 (92.6)

*Utility rate: markedly satisfactory + satisfactory/total

**Qthers: inguinal abscess (1), wound purulence of perineal laceration (1)

anaerobius\CEAXARK L TB Y BERE KM T LERT
Hot,

REMIZDOWTIE, BIEBIEZ62BIF16](1.6%) IZIE
ADBROONTD, RO —F/uyEIZHRLN
TWAHELEHERTH ) BRRIICHFICRIBEE 25 DT
3% <, FBERREEREII8HIIBVTEDLLN
Bhol, SHELIRFTEERTVLEITSH 575,
BAhZESHICBHEERVwbDLEZ LN,

U ERBEE 2 BT R54FI0OF BMIE, FEFICHE
R3F - ERATH - EEH LBV RVIF - RiF3fT
HHEIZ926% Th o7z,

Fiz, INLORBEERGENICHEBEREFT S &,
200mgHB X U300mgtk 5B D& 4 DREEL, BRIRZIE (5
) £592.9%, 96.0%, MHEFEHZE (FHELR) D
93.5%, 96.8%, HHM (FHE)H89.7%, 96.0%Th
D, MEICKELZEZEZZVDODOELETOEMER T
300mgiE 58 o TV 7z, T HICEER OMBEABITED
HRABET S L, A#200mg 1H1EHRS THHEBN%
HROLENE OO, LVHELHRELAFETLIHEIE
300mgAS@E L L Bbhiz,

D EDBEERERICEHMET 5 &, FANILHH R A
N7 PVERWHEEN L &b ICRIFRABEABITTE

AETAHILH,SH, 1H1E200mg~300mgNIHE 52 &b
ERARREEBO 7 7 IV 72 ECEEREECHLTE
WERRERESHETEL2ERTH L LD,
X 3
1) Neu H C, Fang W, Gu J and Chin N :
activity of OPC-17116. Antimicrob Agents Che-
mother 36: 1310~1315, 1992
2) Imada T, Miyazaki S, Nishida M, Yamaguchi K
and Goto S :
activities of new quinolone, OPC-17116. Antimic-
rob Agents Chemother 36: 573~579, 1992
3) MHE#E  ERARESBRRE )RREOR
o (LFRIEDHEIR: 13~20, 1993
4) MEEE . BEBTEEOKRYESE, PID-C tracho-
matis R B HE & R & L To 1HHE 72: 2235~
2240, 1990
5) JKILUFEHE, FREMEE . Grepafloxacin ?Chlamidia
trachomatis |23+ % in vitrodT B 1, BHILESEE
43(S-1): 70~73, 1995
6) FEtEk, BIBAIE : $410 A RMLFEREFR
BAHAZIRE, HED VKRI T 4, Grepaflo-
xacin (OPC-17116), #&=, 1993

In vitro

In vitro and in vivo antibacterial
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Penetration into genital tissues and clinical study of grepafloxacin
in obstetric and gynecological infections

Seiji Matsuda, Kinki Oh, Saburo Ando and Chizuko Kawamata
Department of Obstetrics and Gynecology, Koto Hospital

6-8-5 Ojima, Koto-ku, Tokyo 136, Japan

Yoshihiko Takeda, Tomiko Iguchi, Kazuto Ando and Miki Kudo
Department of Obstetrics and Gynecology, Tokyo Women's Medical College

Nankun Cho, Yukimasa Notake, Zenjiro Miyagawa and Katsuaki Kunii
Department of Obstetrics and Gynecology, School of Medicine, Showa University and Affiliated Hospitals

Teruhiko Tamaya, Kunihiko Ito, Hiroshige Mikamo, Koji [zumi and Yoshitaka Yamada
Department of Obstetrics and Gynecology, School of Medicine, Gifu University and Affiliated Hospital

Hiroji Okada, Jinsuke Yasuda and Takao Yamamoto
Department of Obstetrics and Gynecology, Kyoto Prefectural University of Medicine

Yukio Ogita and Motoharu Imanaka
Department of Obstetrics and Gynecology, Osaka City University Medical School

We performed a clinical study on grepafloxacin (GPFX), a new oral quinolone antimicrobial agent, to
evaluate its clinical efficacy, safety and utility in obstetrical and gynecological infections. Its penetration
into genital tissues was also examined.

1) After oral administration of 200 or 300 mg of GPFX, the concentration was measured in serum
and intrapelvic genital tissues. The serum concentrations in the uterine artery blood and peripheral vein
blood were almost equal, and the maximum levels of GPFX were 0.61 xg/ml (200 mg dose) and 1.25 ug/
ml (300 mg dose) within 4~5 hours after administration.

The maximum levels of the 300 mg dose were 6.44 xg/g in endometrium, 4.21 pg/g in cervix uteri,
2.60 pg/g in portio vaginalis, 5.22 pg/g in ovary and 3.63 xg/g in oviduct. The ratio of maximum levels
for Cmax were 2.1~5.2 times in each tissue.

2) GPFX at 200 mg or 300 mg was administered to 62 patients with intrauterine infection, adnexitis,
Bartholin's abscess, cervicitis and mastitis once a day for 3~ 14 days.

(1) Clinical effect: Among 62 cases treated with GPFX, 53 qualified for efficacy evaluation and 9
were excluded. The clinical effects were segregated in 3 cases for excellent, in 47 for good and in 3 for
poor. The efficacy rate was 93.5% (50/53).

(2) Bacteriological effect: The bacteriological effects were evaluated in 43 cases, revealing an
eradication rate of 93.0% (40/43). The eradication rate against 77 strains isolated from 43 cases was
94.8% (73/77).

(3) Safety: The adverse reaction was observed: nausea in 1 (1.6%) of 62 cases, and no abnormal
laboratory findings were noted in 58 cases evaluated.

(4) Utility: The utility for 54 cases evaluated were segregated in 3 cases for markedly satisfactory,
in 47 for satisfactory, in 1 for intermediate, in 3 for unsatisfactory. The utility rate was 92.6% (50/54).

The results of this study indicated that GPFX was clinically useful against obstetric and gynecological
infections such as intrauterine infection, adnexitis, Bartholin’s abscess, cervicitis and mastitis.



