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PRIRYWE (X3 B R ARET 247 2 72,

1. EREE9MET: Norfloxacin, ofloxacin (OFLX), ciprofloxacin% 3t H83E & L TMethicillin-sensi-
tive Staphylococcus aureus (MSSA), Methicillin-resistant S. aureus (MRSA), Staphylococcus
epidermidis, Enterococcus faecalis, Escherichia coli, Citrobacter freundii, Klebsiella pneumoniae, En-
terobacter cloacae, Pseudomonas aeruginosalZ3t 5 AMICZE L7z WTFNOBEMITH L THHf
HEE L &, L 0 EN7-MICT# o7, Minocycline(MINO) & OFLX % %83 & L T Ureaplas-
ma urealyticum|=xF$ ZMIC % IS L 720 GPFX Dfinal MICIZ0.39g/ml T, MINO, OFLX & b
BENRTW, 72, AH200~300mgHEIF5 2~ 200 % (CHRAL L 72 B132RR, #H, #EL
KOMERAIBRE I ZNFN021~6.70, 2.18~6.24, 1.54~6.27ug/g T MiFRELLIZ0.2~
9.3,28~79,26~70TH o7,

2. BaPREOMRET : A EMMERERE 55, MR BRYE200, BYERTIIAR 2260, RE
K45), FEE EARKIPICARS0~300mg% 1HIE3~14AMKS L, FRAKERE LA &
P B R R 2 AE B V2 B\ CUTIEERD SR 2612 X 2 B R ETHEAES L 261 T H 1) £HIEZD
Tdolmo BHRBEGIEIC BV CUTIEEMFHER L L 2 HRHENV TR TH > 130T
XEGBI, HR AFITHRABIEIZI00% Th o 12, BHALIRKE2E, HELAERIFIIK
IZAEDT, RELTIIZMIE, EHLEITHo72, BIERL LT, 1BIICEEOHRZAD:
BERETH o7, BFRBREMERY & L CIF#EEkEE, GOTLR, GPTLER % 161§ DD,
BETH -7 AANITREHRME, U wealticum\ZENIZIES, B 2MHEBITZTRL,
FRIEHS R I LA TRELER EZ 2 LN,
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Grepafloxacin (GPFX) 1, KFHEEMHRKZ AT
BOWTH LA EN Lz 2—-F /U RABEETH
D, 77 LBHEEKE, 7T ARMREICH LIBLRVITHE
ARY FTLAEBVIIENEET 5o ARNEAF LY~
&R T FYRE, Yvy~4 Y Uity o LR
B, 2520 Y 2y ABMES 7 LABREERR L, Wi
B LT ENZRTLVIRFHERELTY
BV, —F, AFIHVIMABRE L RBHBITEERL T
B FREBREE IO TAFRAESERESN, T2
BE L V) REVEYFLEERI 2 ET 52 LR SN
TWA?Z EHs, BRI IBEEES LIRS H
EVEENTVA, 40, REEEHROMES &
OREZ%, FIVREAORERE & L TOWREIEH I
T\ % Ureaplasma urealyticum” (2335 A AKIOHE S &,

PR - BIMESSAOBITERET Lo T 2 REBHSRRIE
2339 B ERARAY A M RE L 72
I. ¥RELVFHE

1. MEFRIRE

WA RN, REBBAEREE L L THBShHE
AEWEBRDLNARRIIOVT, HEERBERERE
5 DERR 5 BEkk T & 5 Methicillin-sensitive Staphylococ-
cus aureus (MSSA) 19#k, Methicillin-resistant S. aureus
(MRSA) 258k, Staphylococcus epidermidis 25%k, Entero-
coccus faecalis 30#%k, Escherichia coli 42#%k, Citrobacter
freundii 368k, Klebsiella pnewmoniae 32¥g, Enterobacter
cloacae 16%k, B X U Pseudomonas aeruginosa 29FRD 9
#E254#k2 D\ TGPFX, norfloxacin (NFLX, ZH¥E#R),
ofloxacin (OFLX, % — $135), ciprofloxacin (CPFX, /31

*T500 IEEMRAT40
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VD) DASER| O R/NFEE R LB (MIC) 2 JllE L
o MICOBIE 1 B B FMIEFE XARERE 1210 72
WEREKOHIHEHE 2 1 Mueller-Hinton broth (BBL) %, %&
KA IC (2 Mueller-Hinton II agar (BBL) & Fi\», BEFliny
£1310°CFU/ml THIE L 2o 7% 35, MSSA, MRSA %
methicillin (ODMPPC) {Zxf ¥ A MICTH|%E L, 12.54g/ml
LLE#MRSAE L7z,

$7:, U urealyticum 23%R\Z3+ 3 % & H| & minocycline
(MINO, H& L ¥ —), OFLX®DMIC#% T broth% fj\ 7z
tube dilutionE T, EHEEEIX10°CCU/mITHIE L7,

2. MBBITHORE

BIIRIES CHAE T AT ARYIBRAT & L < ISR IRE RO AT

TROBEKETFELESAS, REDNESN/15ES
PRI~ OBITERE Lo, 72, AR
BECHHRENRTFELERD, AENEBLN6
ERERRIER, BRLENOBITERFT L.
NOMER D EHEEE, ISR E IR, BRFER LR
HEELE LTV RP o7z, el HMAIRKETGPFX
200~300mg# EOF5 L, 2~ 208 (JHEM %
L, FIBRICHRIL L 720 #RPREBIRTLAR I BRATHEATHI Tl
R T 2 ERBEOLE L TRERR ) HER ¥ 5729
I2, FRBBES IR LABRERY, TRAMERIC
T L7 MG MEOFELZR) B E, mMiTRm%E
EbLICMESHEL & D ICHEICHT 5 X TOR—40T
THEERE L7 BRAETORERIE X, HPLCEIZTHT
o720 T DLIMEIIHRAE2mIIZ0.1MY ¥ EERE K
(pH7.0) 0.4ml &, 10pl0 PAZHEME B A ML 720
EHIZ7 0 ak )V ASmlZRINZL0 EiRE Ll L7z
%, 3000r.p.m. CLOS R LOH L, 361, 70
OV ASmlx WL, METICEEL, T0RE%
40mMY) VB - 7 b= M) IVDTIDRATICERL,
HPLCHIE it L 7z, M&RIE, BREDOHIEEED0.1IM
) VB (pH7.0) 2N Z, KRETICHRESFA XL,
TOBRBELTHELCHEL-EFELTRIBL, ZOLFE
0.2mlICHTBDME % L THPLCHIE 12t L 72,

3. ERRRYMET

19904E7 A 7* 5199243 A D IZIK B KZEEFEH B
W2, BT RRREUREE 2 %2 L2k E
£D9) L, AHESMOREDE S N/ REESRBIE
2B HIT, REDOBERHE L BEEOREFT 1T -
1o REOWF IS M AR /55, MM R
2000 (IBU RS ZERLG, BHEHEEBERA
1961), BMRISARZ20), HEHE ARG, WEMERE
RIBI, FEMEHRELIGITH 5,

R OREE -5 H L, S EmEERRICT LT
iX1E50~100mg# 1 H 1E/R A%, 2~3HEHES L7,
B R B R e i 123 L T2 1[E 100, 2003 L < i
300mg% 1 H1EAA%, KAl L C5HMEOHKS L,

BRI LIRR (LT3 1@ 200meg % 1 H 1B R, 7
HM B L 14 A WG Uiz, iKEMRER I L TiEL
[E1200mg% 1 H 1EBR%, 7AMKSE L, IFHREER
BRI LTRIAIERAY, THMB L U14HBHS
L7zo BN LA%Tii200mg 1B 1 @7 B M#ES L
2o BRRBIRIZ, BMEERCRIFROMEB L BFEL L
FHREICLBHE L, BHZGMHOLMEETR T UTI
R DM & i@/ L7z b DIZonTIE, FHE
HIZEBHEDHDLETITo, TLEHKSHEDOE
MERRIER OB ESR, BEFROBRKRREBOLEIC
DWTHIRE L7,
I. # £

1. HEFERRET

PR B B SR BRER 4 BiERR 23t LT, K HFESE DOMIC range,
MICs0, MICgo?D —%& % Table 11Z/x L7,

MSSA 19#kIZ 33 2 A H| DMIC range i <0.05~0.2
pg/ml, MICs0, MICgoid # N F10.1, 0.2ug/mlTdH o7z,
ZNiZxt L TMRSA 25% TiIMIC range, MICso, MICgo
(¥0.1~100, 12.5, 50 L ¥R A S A HNT2H, Rk
WRET LMD EOFER L) b ENIHE NI TH o 72,

S. epidermidis 258k |23t L TIEMICso T3 3T HEFE I 1t
LTIEWDDTHo72h%, MICy TIZCPFX, OFLX L Y
EFAHRIICE D, £ DOMIC rangeldi { 57 LTV 72,

E. faecalis 30RRIZHT L TEFNIMICso TIZEN T W72
7%, MICgoo TIINFLX & % C, CPFX, OFLX & V) {418
IZ&F > Tz,

E. coli 428R 12X+ 3 A A& H) DOMIC rangetd, 0.05ug/ml
UTF2550ug/mlE TOLRVERIZA LA, MICe
120.39g/mlITH 1), KEHDOHRIT E H O TEVMICE
WA A LN, IEBEDS ERDOSM TH o 7275, FH|
X DERIIENZRLZ,

C. freundii 36RRIZ3T§ 5 AF|DOMIC rangeld, LV ME
2L, FOOMITEELIZIZEALT, 45 OFTIE
CPFXH B bBEN/- S E R L7,

K. pnewmoniae 328233 A ARE|DOMIC rangeld, JEv»
#EIC5A LCPFX L ASOMENERL, EbOTHE
N7=bDTHo7,

E. cloacae 16 RIZxF 5 5 AHF DMIC rangeld R R T4
LDThor75, Bt L-EHFRIENRL TV,

P. aeruginosa 294k (2 5+ 5 5 A F| DMIC rangeld 0.2~
>100 g/ ml & & £, MICso {3 1.56 #g/ ml, MICg 1Z
>100pg/mlTdH o7, THIICPFXEIZIZFFEDORHERT
Hol,

DEDER T SR AS L, KANIMOITIRE L FH
B2, 77 LBHERECRBRR RO 7 ABRMEE
EREICENTMENERL, TOMICOSAIE, CPFX
L 13I2E& TNFLX, OFLX L W fENR Tz,

¥ 72 U. urealyticum 23¥RIZXTT 5, 24BFRHEERE Din-
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itial MICOMICsoid 4#lI, MINO, OFLXMJI§120.39, 0.1,
0.78 ug/ml, 721 ] 5 2 1% @ final MIC ) MICs0 13 % 4
0.39, 0.78, 0.78ug/mlTd » 7z, Initial MIC T A H 13
MINO & 1) ® %45 5 T\ 72 4%, final MIC T {3 MINO,
OFLX & ) N Tv 7= (Table 2),

2. HMBIT

1)  RUIMBRN D847 (Table 3)

FHI300mg D 4% G- 25 B THRIN L 72 il 37 AR A A itk
BEIX0.28ug/g, IMiKMAEIZ1.28ug/mIThH o7z, &5
4BF R TR L 22 BILIR7TRE D 9 H 200mg#e 5- 13 24K
&, 300 mgHE 13 5METH D, HMPIREIEEL
3.67, 1.57ug/gTH 1, MiHMED0.64, 0.68ug/mliZtL
LTEWHDTdH o7, 300 megfk5.1%5. 30 TR L

JULY 1995

TARME T IXRT L IRALRPIIRE 30,218/ 6T H Y, Mikig
BE130.60ug/mITdHh > 72, 300mg#k5-% 68EM CHRE L
IRAEIE ARRIET, ZDOMMAIREIZ4.27u8/8T, ik
MO0 75ug/ml & B L THFI95. 7 Th o720 300mght
5-1% SHFM, 208 M TIRALL 72 % LR LM A 1k
#4240, 1.73ug/gTH ), MiKiME1L01, 0.364g/mli
HLTHVIREZ MR L TV i,

2) FH¥ - W EBE~OBIT (Table 4)

FHE, WRLEICHMTIREFICBYT, 200mgitsa
MR ICHRIR L - DB 1RIE, 200mgik 5 48R %40
PRELL 7= DABIEFISIRAE, 300metk 5 4B 1% IR L
7o DA 10K, 300mg# 5 2088 #% ICEREX L 72 4¢1
EBI2HRED D, BIGESI THMKOME, HE LAokk

Table 1. Antimicrobial activity of grepafloxacin and other drugs against clinical isolates

Organism MIC (ug/ml)
(No. of strains) Drugs MIC
. range 50 MIC,,
grepafloxacin =0.05~0.2 0.1 0.2
Methicillin-sensitive norfloxacin 0.78~3.13 1.56 3.13
S. aureus ofloxacin 0.2~3.13 0.39 1.56
n=19) ciprofloxacin 0.39~0.78 0.78 0.78
methicillin 3.13~6.25 3.13 6.25
grepafloxacin 0.1~100 12.5 50
Methicillin-resistant norfloxacin 3.13~>100 >100 >100
S. aureus ofloxacin 0.39~>100 50 100
(n=25) ciprofloxacin 0.78~>100 100 >100
methicillin 12.5~>100 >100 >100
grepafloxacin =0.05~>100 0.1 100
S. epidermidis norfloxacin =0.05~ >100 1.56 >100
(n=25) ofloxacin 0.1~50 0.39 25
ciprofloxacin 0.1~50 0.39 50
grepafloxacin 0.2~>100 0.39 100
E. faecalis norfloxacin 1.56 ~ >100 6.25 >100
n=30) ofloxacin 1.56~ >100 6.25 50
ciprofloxacin 0.39~100 1.56 50
grepafloxacin =0.05~50 0.1 0.39
E. coli norfloxacin =0.05~100 0.1 3.13
(n=42) ofloxacin =0.05~100 0.1 6.25
ciprofloxacin =0.05~25 =0.05 1.56
grepafloxacin =0.05~>100 3.13 >100
C. freundii norfloxacin =0.05~>100 12.5 100
(n=36) ofloxacin =0.05~100 12.5 50
ciprofloxacin =0.05~50 3.13 50
grepafloxacin =0.05~6.25 =0.05 6.25
K. pneumoniae norfloxacin =0.05~50 0.2 25
(n=32) ofloxacin =0.05~25 0.2 12.5
ciprofloxacin =0.05~6.25 =0.05 6.25
grepafloxacin =0.05~25 =0.05 25
E. cloacae norfloxacin =0.05~>100 0.2 50
(n=16) ofloxacin =0.05~25 0.1 25
ciprofloxacin =0.05~50 =0.05 25
grepafloxacin 0.2~>100 1.56 >100
P. aeruginosa norfloxacin 0.39~>100 3.13 >100
(n=29) ofloxacin 0.78~>100 12.5 >100
ciprofloxacin 0.1~ >100 1.56 100
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oW THRE L7z, FERICMERELNE LBADIZ8  TEYE3, 495 THh o7, k5 &, HSHOZEMEM
BETH o720 RORGBEA SN > 72013200metk 5% b, RETLBAIRD ICB W THREE X WK L4
ABETIRIMLZbOTH ), R, WELEOMMA  PRESIMHERECERELTHEVLDTHo 1,

R 113.80, 3.56g/gT, MLIEMEEO0.72ug/mliC il L

Table 2. Antimicrobial activity of grepafloxacin and other drugs against Ureaplasma urealyticum

Organism Drugs MIC (ug/ml)
(No. of strains) range MIC;, MIC,,
U. urealyticum* grepafloxacin 0.2~0.78 0.39 0.78
(n=23) ofloxacin 0.39~1.56 0.78 1.56
minocycline =0.05~12.5 0.1 0.2
U. urealyticum™* grepafloxacin 0.2~6.25 0.39 1.56
(n=23) ofloxacin 0.39~6.25 0.78 1.56
minocycline 0.2~25 0.78 25

*: 24 h after inoculation  **: 72 h after inoculation

Table 3. Penetration of grepafloxacin into prostate

No Dose Sampling Serum Prostate P/S
: (mg) time (h) (ug/ml) (ug/g)

1 300 2 1.28 0.28 0.2
2 200 4 0.70 4.96 7.1
3 200 4 0.58 2.38 4.1
Mean 0.64 3.67 5.7

4 300 4 0.51 0.21 04
5 300 4 0.57 5.32 9.3
6 300 4 1.13 0.79 0.7
7 300 4 0.32 1.09 34
8 300 4 0.88 0.43 0.5
Mean 0.68 1.57 2.3

9 300 5.3 0.60 0.21 0.4
10 300 6 0.65 3.03 4.7
11 300 6 0.69 3.97 5.8
12 300 6 0.80 3.36 4.2
13 300 6 0.85 6.70 7.9
Mean 0.75 4.27 5.7

14 300 8 1.01 2.40 2.4
15 300 20 0.36 1.73 4.8

Table 4. Penetration of grepafloxacin into testis and epididymis

No Dose Sampling Concentration of drug (ug/ml) or (ug/g)
' (mg) time (h) serum testis T/S epididymis E/S

1 200 3 — 6.24 — 4.67
2 200 4 0.82 (R)5.93 7.2 (R)4.95 6.0
(L)5.38 6.6 (L)4.18 5.1
200 4 0.78 L)2.18 2.8 @L)2.03 2.6
200 4 0.57 R)2.34 4.1 R)4.01 7.0
L3.19 5.6 L)2.62 4.6
300 4 1.13 3.61 3.2 6.27 5.5
6 300 20 0.36 R)2.85 7.9 R)1.54 4.2
@L)2.41 6.7 L)1.68 4.7
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3. ERERRORRET

1) SRS 25 (Table 5)
SEIDBRIRIEEREHETIE, TXRTEHTHo
7o UTIZERNFFMli M & A HIEDTTHETdH o /2261 T
&, BEERIEEEEK, BRIEESFIERL, MR
EBIRMEILL, REMKRMEIEFENTH -7,
MR A RIRD R, HERTICHBE S NLIZE. coli 5FET X
THHRGHIEER L7,

2)  BUHIIR SR GLAE (Table 6)

EB—¥E % Table 617/~ L7z, BHEBEBERIGIL
TIZ1H1E300mg# 5 H M# 5 L7zo @185 41950
1H1[E100mg 5 A M#% 54561, 1H 1[E200meg# 541
%I, 1H1E300mg 2 H M4 545161, 5HM#%596), 7
ARG 16 TH o 720 BPEREBEAIESIT1H 1E200mg
1B M#%5, 181E300mg 2B M#&S, 1H1E300mg 1
B M#& 52 ENENLBITOF ) (EB6, 16, 18), Zh

Table 5. Clinical summary of uncomplicated UTI cases treated with grepafloxacin

. Treatment Bacteriuria* Evaluation** )
Patient|Age Di . - * [ Pyuria* Side
no. |Sex 1agnosis dose |duration|Symptoms* Pyuria species | count | MIC | e | [ leffets
(mg x /day)| (days) P (CFU/ml)| (ug/ml) :
77 e H E. coli 107
1 AUC 50x1 3 excellent| -
F ~ - | =
73 + + | E. coli 107 0.012
2 AUC 50x1 3 excellent| -
F - - | =
66 + + E. coli 107
3 F AUC 50 x1 3 - excellent|excellent| -
40 + # |E.coli| 107 0.05
4 F AUC 100x 1 2 = excellent| -
63 + # [ E.coli| 105 |=0.006
5 F AUC 100x 1 3 = excellent|excellent| -
before treatment UTI: criteria proposed by the Japanese UTI Committee =~ AUC: acute uncomplicated cystitis
* — *
after treatment Dr.: doctor’s evaluation
Table 6-1. Clinical summary of complicated UTI cases treated with grepafloxacin
) ) ) Treatment Bacteriuria* Evaluation** .
Patient (Age|  Diagnosis Catheter UTI — Pyuria* Side
no. |Sex| Underlying condition group| dose |duration n species count MIC UTI Dr. | effects
(mg x /day) | (days) (CFU/ml) | (ug/ml)
7 CCp ++ E. coli 107 0.024
1 | - G-3 | 300x1 5 excellent| good |- -
F | right hydronephrosis - (=)
A. calcoaceticus 107
2 | ™ = 66 | 100w1 | 5 || Paemoblicus deralte| fair
. -— - t -
M urtflﬂ(lir;l strtlcture X + | Pseudomonas sp. |  10° 625 [
adder stone S. simulans
cce E. j.'aecalt:s . 107 0.2
3 | P — | - |G#6]| 100x1 5 + | S epidermidis 0.05 |excellent |excellent| -
F 1" neurogenic bladder _ o)
54 Cccc + E. coli 107 0.024
4 _ | - G4 | 100x1 5 excellent |excellent] -
F urethral stricture - (=)
49 ccc E. faecalis 10¢ 0.39
5 _ | - G-4 | 100x1 5 moderate|excellent| -
F 1 left ureter stenotic + (=)

. before treatment
after treatment Dr.: doctor’s evaluation
CCP: chronic complicated pyelonephritis

x UTT: criteria proposed by the Japanese UTI Committee

CCC: chronic complicated cystitis
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LIRBEFEC L 2MBEHILBITHREGHORIT I 2 S h
TBLTHRHENARTRETH o 7o, FIERINTERS
W L AREFIEFITH 5, AEFIL3, 15, 16, 19134
SHORMERERNEE E LIIHBAR TH o 724803,
BEEEIC X BREFIEBIIBIZ V72176100 TE
BEHEIC X BBRRIRHE L REWORIT 21TV, &

NHOD ) HLUTIEHERRIRYEHEIZEBL 21381122
TIZUTISERDEH 1 12 & B4 E b L TIT o 720 1760
DEREHIE IS & BERREIR X, ELHL3BI, FRh26,
RRHEWBITHY, EX - FHEEDELAHNE
88% Tdh~ 72, EFINE, BREHBICL VRFEZPIEL
727, 2HMRSE CTIRIR, MBEROMEEED, £PH

Table 6-2. Clinical summary of complicated UTI cases treated with grepafloxacin

paient A Diagnosis UTH Treatment Bacteriuria* Evaluation** "
e .
e:]:n ng Underlying condition Catheter group| ~dose |duration Pyuria* species comt | MIC |y Dr eﬁlecets
(mg x /day) | (days) (CFU/ml) | (ug/ml) '
54 cee * E. coli 107 0.024
6 F |uterine cancer postop.| ~ 200x 1 1 - i - unknown |unknown
neurogenic bladder ND
il cce + E. faecalss 107 0.39
7 _— | - G4 | 100x1 5 excellent |excellent| -
M prostatic hypertrophy - (=)
78 CCC + E. coli 105 | =0.006
8 _— - G4 | 200x1 5 excellent | excellent -
M prostatic hypertrophy - (=)
g 41 ccC _ 200x1 ) + E. coli 107 0.024 G eruption
F neurogenic bladder - (=) Eosino 1
M. morganii 107 0.2
CccC .
10 7; _ | - G-6 | 300x1 5 ** E. faecalis 0.39 |eycellent |excellent| -
bladder cancer _ (=)
75 ccc +# S. agalactiae 107 0.2
11 _ | - G4 | 300x1 5 moderate| good -
F 1" neurogenic bladder * (-)
7% CCcC + E. coli 107 0.012
12 _ | - G-4 | 300x1 5 excellent [excellent| -
M ' prostatic cancer - (=)
67 CcCC + | Alcaligenes sp. 10 0.2
13 Y 300x1 5 excellent| -
F ' neurogenic bladder - (=)
57 CccC t K. pneumoniae 107
14 _ | - G4 | 300x1 7 excellent |excellent| -
F | neurogenic bladder - (=)
CeC Corynebacterium | 103 0.024
15 ’ﬁ _ | - 300x1 5 + Sp- excellent| -
bladder tumor _ (-)
55 CccC + (=)
16 - | - 300x1 2 unknown | unknown
F | neurogenic bladder + ND
CccC + E. coli 107
17 il I AN B G4 | 300x1 5 moderate|excellent| -
F | neurogenic bladder * (=)
+ E. coli 107
i |66 C | 300x1 | 1 unknown |unknown
F 1" neurogenic bladder ND
cce Corynebacterium | 10
19 % | ——— + sp.
M | prostatic hypertrophy |  _ 300x1 5 excellent| -
bladder cancer - (-)
cce + | K. pneumoniae 107
20 65 O — - G4 | 300x1 5 ’ excellent [excellent| -
neurogenic bladder - (=)

, before treatment

after treatment Dr.: doctor’s evaluation

UTI: criteria proposed by the Japanese UTI Committee

CCC: chronic complicated cystitis
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Rh &R L 7z

UTI R AT M A1 X 2 EASTTHETH - 721361 T
&, IRIR KT BB R IZEREILLIOB (77%), W26
(15%), RELIBI(B%) TH b, MERICHTT2EHRIE
B 126l (92%), BWARR1BI(8%) Tholz, LA
2T, WEMRRIFIIERIBI(69%), Fxh4a%(31%),
HEFZEIZ100% TdH o 72 (Table 7). LTI
REST A&, SEIWTIFIT 1B, 45 TOBIH6FIERD,
IPIFRTH Y, HERETIFIF2HIER, 1HIFRTH -
7z (Table 8),

MATH 280 %h S (Table 9) 13, x5S S h /-8
16D RTHEL L, HERIZI00%THo72, E72,
5 HHFAME X136 FRE S 7— 7 VIERBHT
100mg 5 ARG D16 (8%) |2 A 5, Pseudomonas
spp., Staphylococcus simulansH 5B & 17z, M FEE9%D
R EMICE DR % Table 101278 L7z, £HRIES L7248,
MIC% flIE L 72 BRRIZTXT0.39g/mlLFTH b, #%
B % BB ERD 9 & Pseudomonas sp. 1£6.25ug/mlTH -
AL

3) IBMERTIZARZ (Table 11)
2B Y, AH|200mg#x 1H1EI7HMB & 14 A s

5. L7z FREHETIIER 20ITH 72,

4) JRiE % (Table 12)
R A W AR B swab & 1) TR & L7z EEBIAS36 %
D, KEMHRERLE, ChlamydialkRIEI2BITH -1,

Table 9. Bacteriological response to grepafloxacin in
complicated UTI

Isolate No. of strains Eradicated Persisted*
S. epidermidis 1 1
S. haemolyticus 1 1
E. faecalis 4 4
S. agalactiae 1 1
E. coli 5 5
K. pneumoniae 2 2
M. morganii 1 1
A. calcoaceticus 1 1
Total 16 16

Persisted*: regardless of bacterial count

Table 7. Overall clinical efficacy of grepafloxacin in complicated UTI

Bacteriuria Fyuria Cleared Decreased Unchanged Eﬁf:gyugg
Eliminated [ 9 1 12 (92%)
Decreased ( %)
Replaced 1 1( 8%)
Unchanged ( %)
Efficacy on pyuria 10 (77%) 2 (15%) 1 (8%) paﬁe’llg total

[ Excellent 9 (69%)

Overall efficacy rate

[:] Moderate 4 (31%) 13/13 (100%)

l | Poor (including failure) ( %)

Table 8. Overall clinical efficacy of grepafloxacin
No. of patients Overall
Group (percent of total) Excellent | Moderate | Poor efficacy rate
group 1 (indwelling catheter) ( %) %
. . group 2 (post-prostatectomy) ( %) %
Mo;&::gng'al group 3 (upper UTT) 1( 8%) 1 100%
group 4 (lower UTI) 9 ( 69%) 6 100%
sub-total 10 ( 77%) 100%
L group 5 (indwelling catheter) ( %) %
Poilrylffr(r;:;}'g:ml group 6 (no indwelling catheter) 3 ( 23%) 1 100%
sub-total 3 ( 23%) 1 100%
Total 13 (100%) 4 100%
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FEMEMDP TR Z OMWDRERA1HIS ) BH4%11
A EHG Lo &5 H13200~300mg% 1 H1E7H

mp L C14B RS Lz, MEBEM D FEE S NE
FITRHEGEHERESINTEY, EBEHE TER L HW

Lize ZOMDRERIPIIEREROKZERED, A

5)

F 3 _E1k% (Table 13)

1B BN R Bk 7214 #)200mg % 1 A 1[E]7 B B #%
B L7, RE®EDB L UREswabd b BRI E & 729/
FAEW 3R {, RREBDLOATH 7205, 5%
FEEENER 2 EOBEEROYEL & b, RRHLE

LT L 7o L, EREHETHE L HMT L7,
Table 10. Relation between MIC and bacteriological response in complicated UTI
eolat MIC (ug/ml) 108 CFU/ml Not Total
soiate <0.006  0.012  0.024 0.05 010 0.20 0.39 | done | (eradication rate*, %)
S. epidermidis 11 11
S. haemolyticus 1/1 11
E. faecalis 11 3/3 4/4
S. agalactiae 1/1 1/1
E. coli 11 1/1 2/2 1/1 5/5
K. pneumoniae 2/2 2/2
M. morganii 1/1 1/1
A. calcoaceticus 11 1/1
Total 11 11 2/2 11 3/3 3/3 5/5 16/16 (100)

* No. of strains eradicated/no. of strains isolated

Table 11. Clinical summary of chronic prostatitis patients treated with grepafloxacin

Treatment WBC* Bacteria®* Evaluation**
Patient Side
Age - (Symptoms VB VB EPS VB
m. [**] dose routt]dmmn PO VB, VB, | EPS | VB, |——— h , 3 UTI | D, | efects
(g /day)| | (days) Species count| Species |count| Species [count|MIC| Species [count|MIC
S. simulans 10
+  |10-15]  [20-30{20-30{a-Streptococcus| 103 S. saprophyticus o-Streptococcus| 103
L[] 02xl [po| U |—— [—]- [=]= — — S |— —|—| |god 5-GOT?
- - 34 - S. haemolyticus 10¢ -
S. saprophyticus
+ | 5623 E.cli {107 E. coli E. coli |10
2 |12]02x1|po.| 7 |— |— |- |—|— — — —|— —|— good |S-GPT?
« before treatment ., UTL: criteria proposed by the Japanese UTI Committee
after treatment Dr. : doctor’s evaluation
Table 12. Clinical summary of urethritis patients treated with grepafloxacin
) Treatment WBC N. gonorrhoeae i Evaluation* )
Patient Ace | Diagmosi — Day of Symptoms Urethral C. trachomatis Side
no, | 8¢|VIABNOSIS) dose | . |duration | gpeeryation [*VPYOMS | diccharge | mear VB, | %™ culture [MIC |(chramydiazyme) | UTI | Dr. |effects
(mg x /day) (days) strain
0 + + + + /
1 126) GU | 200x1 |po.| 7 7 - _ _ excellent|E¥celent| —
0 + + + + /
2 18| CU | 200x1 [po.| 7 7 N N - N excellent|€¥cclent| —
0 + + + + /
3 (23| CU 300x1 [po.| 14 7 - - - - excellent|excellent| —
14 - - - - excellent
4 |23|NGNCU| 200x1 |po.| 7 ] A R - good | —

« UTL: criteria proposed by the Japanese UTI Committee
Dr. : doctor’s evaluation

5U: gonococcal urethritis

CU: chlamydial urethritis

NGNCU: non-gonococcal non-chlamydial urethritis
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FEE G & AMERBIER & LTid300 mg 1 H 1[E
ZHMBG LRI & RO EBI AT 1B H o 727,
BEHIEIC L DB L7, 3262660t L
TR GBI MBI EOMRE % 14T o 7208, BHIES
PHRELZEBEDbNZ BEEBIIIF(115%)H D,
300mg 1B 1[E2 A M#% 56 TOIFREEKE %, 200mg 1
H1ME14 A %5 THGOT LS, 200mg 1H 1E7H M
BZE5BITCGPTLER 2RO 7275, WTFRIBRETH o /-
(Table 14),

m % 5

) R AR BRRITEH 1219624 LESHER & (2
& o Tnalidixic acid2’BR LN DHHKMTH Y, 77
LPEMREICOARMEEEE R L2720, EELT
RBEISEIFERESNTE, LAL, BEEY FUA
VR VEBRBEOLIZT v, THICERT V= VERE
ATHHLVBEEK, wWb®bsoa—F /0 RIiEE
M4 ERBINTELY, BE, EBERELZCHN
LN TwaADiE, SHEABEL L THE L 7ZNFLX,
OFLX, CPFX%# &®11FICB L &5, WTFh itk h K
FRIEDER DM TH o727 T LR IIK T AI0H
EHIEEER AN, 51275 ABMEREICHT LT OIEL
WHEERE AL TS, ZOENHEEEE, M8
O DNABRIZES T HBFEDDNAY v 4 L — A 237
LENHEAE LENIIEEAEISERT2EEZ S
nTway,

KIFHECHBEH I N/2GPFXDin vitnTDHLE T
MO =—2—F ) OV RREEICH L TERLZIDTH
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5o MRSA% & & 72 R M B3R DERIK 7T BEB O #2541k
ERIZLTHRADRET LAERIZBVYTY, oz
PIERE T & 7o, & <12, MRSAIZXM L TN =2 —=
/0 YRIER L ) ENE S 2R USREICET 3,
¥R ERE R, WILRER EOFBBEMED E L TikR
ENT 5 U wrealyticum|Z3t 3 % final MICHE, FRi&%,
BISLIRRIAFRIC BV THBEEA L L THERAShEZ Lo
% \VMINO, OFLX & ) b N/ D TH o7,

RISZAR, HHHE, MM A0SR - BIES I LTHs
BITHERE L2 25, BIMBRICBWTIIETFHLY
ITHCIE D & R B2, B BIF 2 MM B1T 2 20,
B REWEAL TORVHEBNIREL#FELTor,
¥ 7z, Fox HifleroxacinDIFH - HHE EABITIIOonT
MREF L7odE R L B LT b BRI R M3 - W3 Mg
xR L TW iz, HREREYICARET LIB/-RIBR%, M4 L
iz FNEN2E, 16l ELBTIEH o720, 0%
RiIENR TV, BIEGIZERTHLEIRD A, i
FREFEHEBIC BT 5 ERIMEFRIAE TH LRI, #
B EhR ENOFRAUFRE S NI,

HLIFH V) RUEMENEBB LA TLI LY
5, BRRMENICHEE L CLEEERS L v ) %5 HENE
fFeh, BEZIOZS CTRE£21To 72, B%RERE
FEIEV S T % CBUEMEMREEEEICT LT,
FlEEHE, UTIEMRHEEEL b ICEN-ADE
Thh, EHE, ZEHRICLAEITALN DT,
AHOBERIITIES L, HEEBAINICRE S
BB MR RYE, SHRMMIRBEREEL DTN
THREEN, 72770, SERE SN/ -EEOEAI

Table 13. Clinical summary of epididymitis cases treated with grepafloxacin

A Diagnosis Treatment Bacteriuria* Sid
i . . ide
Pantcl)ent Sg: Underlvi i dose |duration|Symptoms* [Pyuria* species count | MIC |Evaluation®| qo o
. nderlying condition (mg x /day)| (days) P (CFU/ml) |(ug/ml)
epididymitis ++ + -
1|5 Py 200x1 | 7 ) good | -
— + - (=)
before treatment  **Evaluation: doctor’s evaluation
after treatment
Table 14. Laboratory adverse reactions
. Sex Items and changes in .
Patient no. Age (y1) Dosage abnormal values Relation to the drug
female 300 mgx1 . . .
1 41 @ days) Eosinophil (3.8—10.4) definite
male 200 mgx 1 .
2 57 (14 days) S-GOT (27—46) possible
3 male 200 mgx1 S-GPT (21-40) possible

42 (7 days)
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Studies on the antimicrobial activity, penetration into male genital
organs and clinical efficacy of grepafloxacin in urogenital infection

Yoshito Takahashi, Shin'ichiroh Yamada, Hisao Komeda, Hideki Iwata, Satoshi Ishihara,
Manabu Okano, Akihiro Saitoh, Yasuhisa Itoh, Minoru Kanematsu, Manabu Kuriyama,
Yoshihito Ban and Yukimichi Kawada
Department of Urology, Gifu University School of Medicine
40 Tsukasa-machi, Gifu 500, Japan

Shin’ichi Itoh and Tatsuroh Doi
Department of Urology, Gifu Municipal Hospital

The in vitro antimicrobial activity of grepafloxacin (GPFX), a new oral quinolone, against bacteria from
urinary tract infection was compared with that of the other quinolones. The in vitro anti- Ureaplasma
urealyticum activity of this drug was also studied. The antimicrobial activity of GPFX was similar to that
of ciprofoxacin, and superior to those of norfloxacin and ofloxacin (OFLX). The anti-U. urealyticum
activity of this drug, based upon the final MIC, was superior to those of minocycline and OFLX.

The penetration of GPFX into prostate, testis and epididymis when given preoperatively to patients
undergoing prostatectomy or bilateral orchiectomy was studied. The results indicated effective penetra-
tion of GPFX into these organs.

The clinical efficacy of GPFX for various urogenital infections was also investigated. Five patients with
acute uncomplicated cystitis and 20 patients with complicated urinary tract infection were treated with
GPFX at 50~ 100 mg/once a day for 3 days and 100, 200 or 300 mg/once a day for five days,
respectively. According to the criteria proposed by the Japanese UTI Committee, the overall efficacy rates
in acute uncomplicated cystitis and complicated urinary tract infection were 100% and 100%, respective-
ly. Furthermore, in two cases of chronic prostatitis, four of urethritis and one of acute epididymitis, 7
days or 14 days of treatment with GPFX showed excellent clinical efficacy. In conclusion, GPFX is useful
in the treatment of various infections.

An adverse reaction, skin eruption, was experienced in only one patient. Abnormal laboratory findings,
eosinophilia, elevation of GOT and elevation of GPT, were noted in three patients. Both clinical and
laboratory adverse reactions were mild and transient.

It is concluded that GPFX is useful and safe in the treatment of urogenital infection.



