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Grepafloxacin (GPFX) @ Staphylococcus aureus, methicillin-resistant Staphylococcus aureus,
coagulase-negative staphylococci, Streptococcus pyogenes, [3-streptococci, Streptococcus pneumoniae,
Enterococcus faecalis, Enterococcus faecium, Escherichia coli CS2 (+), Klebsiella pnewmoniae, Proteus
mirabilis, Proteus vulgaris, Morganella morganii, Enterobacter cloacae, Serratia marcescens, Pseudo-
monas aeruginosa, Pseudomonas cepacia, Xanthomonas maltophilia, Acinetobacter calcoaceticus, ampi-
cillin (ABPC) -resistant Haemophilus influenzaed & UF Bacteroides fragilis? 14~ 50 PR 53 BE#R 12
4 B MICeold, #NFh, 0.1, 0.2, 0.2, 0.39, 0.39, 0.39, 0.78, 6.25, 0.78, 0.1, 0.39, 0.78,
1.56, 12.5, 6.25, 1.56, 3.13, 12.5, 1.56, 0.78, 6.25, <0.01338 & U76.25ug/mlTH > 72,

GPFX® 7 7 LB IZx§ HHE H 13, ciprofloxacin (CPFX), ofloxacin (OFLX) 3 & O°
norfloxacin (NFLX) & b % 34 < tosufloxacin (TFLX) X FRETH o7z, 77 ABHEIIWF LT
I2OFLX L RRBE TH o 7245, P aeruginosalZ &t L Ti, OFLXX W EAL T/, £72K
preumoniae, X. maltophilia, A. calcoaceticus3 & ONABPC-resistant H. influenzaelZ3xF LTI HOBIE
ik bERL TV,

M - Wk E OB HERIZEE TR o725, ¥ 7 AKEMS &L OB IEMIZGPFX 1/8
MICLA L DFEFE T TE. coli NIHJ JC-20 £ Mfa % & { ABEIL L7z, CHO-KI, HeLa$ & U'IMR32
MBS A MBI ZCPFX X 0 38 <, GPFX 10pg/mI CHMAEIEL50%HIHI L7z, L

7L, IMR324HALICGPFX 5ug/ml% RN L T ZOMERE I IHEE G A RD 27
Key words : grepafloxacin, MIC, ¥ 17 7—3, fladEM, MiERE

Grepafloxacin (GPFX) {& 1 {2 cyclopropyleZk, 5f71Z
methyl 2, 7£7 |Z 3-methyl-piperazinyl % % #§ 2 4-quino-
loneTH 5, AAOMEFMORELF L7720, RRE
AE S, M - fAEB XU~ 7 AEEEMS L O
EHER, SR TsMlaElBs LR b
neuroblastoma D #FEZEAE 123§ B HEIZ DOV THRET L
720

I. BMEBLVHE

1. fERZEH

GPFXi¥, KBEREIOLMELH G SNz, HEEL
L Tofloxacin (OFLX : #—#43) norfloxacin (NFLX :
ZAHRBUFE) | ciprofloxacin (CPFX : N4 ZVER) B LT
tosufloxacin (TFLX : B{t%) oK 2 H L 72,

2. BREHE

MICOHIE (AR ERFHBIRE P RREES L U
HEHEAMETTREPRREZEDP L5 5 SN72238
FE14~50R o BERRE R L2, oME#HABIV
<7 AM¢ & OB IR BEER ORRETIZIE Escherichia coli
NIH] JC-2%fEH L7z,

3. B/MEEHILRE (MIC) DRI%E

A AR LR A E (CER S 5 EARARE T
770 T b BLIRMRE % L-broth? F C—RKIREITE
MR IZ100M512, 7T AREMERIZ100045 (A
FRELICfu/mERERLLTIZIB ST VI -
RISUERT) TAR Y MNEREL 72, 37TC—REER:
B DA EDPSHMICERD 72, 7272 L, Strept
pyogenes\, Ri¥EE \ZHI-broth (Difco) %, MICHIZE I
3 B 5 e I 78O0 Hl-agar % f£ B L 72, Strept
preumoniaeld, 5% FEIMBPEERFR LIII7TC—K:
-EEH»E LY, L-brothil 10°%fu/mliZiEidE L 72
AR CEBERERL L, MICHIEICIZ5% ¥ MR
WA EH L7 Haemophilus influenzaeld, 5% Filc
richment (Difco) AN HI-broth % i X% & |2, 5% Fild
richmentfjlHI-agar % MICHI %€ |Z V> 72, Bacteroide
lisi¥, RIS GAM7 A3 v (BK) %, MICH
GAMEX 2R L, # A/%v 7 (BBL) THA:
720

*T113 REH X AR2-1-1
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4. MW - WEB L U~ ABEEM¢ £ GPFX & DI
R EER :

E. coli%* L-broth 5mlfA T37C—WIREIERE L 720 #
fEL-broth T1000fFICAHIML, 4ERDRERE (Z5mIT 0%
EL, IRBIIExEBE LT, B &L-brothZZIFMA,
2RBICRCOROHEICKEYE X L VRFHGE
(0.5units/ml) & 20 % JEM@{b e b IMiEZ MR 72, 3AB I
BERMBROERBARERENS50% & & 5 GPFX
(IDs0:0. 03pg/ml) N Z, A& B I3HifK, & MMiES
X UIDsoMGPFX % RN L7z 37T TIREHERE % FElT 7
#60,1,3,5 BLU24BHMEOEREKEZNE L

Mg i, 5HMDICRI < AJHIE%8ml D 10% fetal
calf serumNF1 2854 (B K) THE> TERILL, FEH#TI
] P 4 T BT ] B L PR 12 10%cells/mINE 72 B & 9 11l L
2o FD0.1mZMIH /N—=R ) v 7% ik 72CORNING
multi dish (24 well) ICBERIL, EHSDHET20% L-
CM (conditioned medium L929) # Nz TifMAL L7z, E.
coli NIH] JC-2D — IR BE M % ML, MgD50M% &
(5X10°%fu/ml) Z R L 720 —ERD well IZIZGPFX%Z 1~
1/16 MICIZ & A#%I2IN X THE L 72, 37C, 5%CO%F
T 4RSS, H/XN—21) v 7Y 72 LSaline G
TRBEHRAY /- VEEL, GiemsaftfsZi7%2 0

Table 1. In vitro activity of grepafloxacin against gram-positive clinical isolates

Organism Antibiotic MIC Gug/m
(No. tested) range MICs, MIC,,
Staphylococcus aureus grepafloxacin 0.025~0.39 0.1 0.1
49) ofloxacin 0.39~0.78 0.39 0.78
norfloxacin 0.78~12.5 1.56 0.2
ciprofloxacin 0.2~1.56 0.39 1.56
tosufloxacin 0.05~1.56 0.2 0.2
Methicillin-resistant grepafloxacin 0.05~0.39 0.1 0.2
Staphylococcus aureus ofloxacin 0.05~1.56 0.78 1.56
@7 norfloxacin 0.39~50 3.13 25
ciprofloxacin 0.39~3.13 0.78 3.13
tosufloxacin 0.05~0.39 0.05 0.39
Coagulase-negative grepafloxacin 0.025~0.39 0.1 0.2
staphylococci ofloxacin 0.2~3.13 0.78 1.56
41) norfloxacin 0.05~6.25 0.78 1.56
ciprofloxacin 0.2~1.56 0.39 0.39
tosufloxacin <0.013~1.56 0.1 0.2
Streptococcus pyogenes grepafloxacin 0.1~0.39 0.39 0.39
48) ofloxacin 0.2~3.13 1.56 1.56
norfloxacin 0.39~6.25 3.13 3.13
ciprofloxacin 0.2~1.56 0.78 0.78
tosufloxacin
B-streptococci grepafloxacin 0.1~0.39 0.2 0.39
14) ofloxacin 0.78~3.13 1.56 3.13
norfloxacin 0.2~1.56 0.39 0.78
ciprofloxacin 0.39~1.56 0.78 1.56
tosufloxacin 0.39~0.78 0.78 0.78
Streptococcus pneumoniae grepafloxacin 0.2~0.78 0.39 0.39
(20) ofloxacin 0.78~3.13 1.56 3.13
norfloxacin 1.56~6.25 1.56 3.13
ciprofloxacin 0.39~1.56 0.78 1.56
tosufloxacin
Enterococcus faecalis grepafloxacin 0.1~0.78 0.39 0.78
37 ofloxacin 0.78~3.13 3.13 3.13
norfloxacin 1.56 ~50 6.25 6.25
ciprofloxacin 0.39~1.56 1.56 1.56
tosufloxacin 0.2~6.25 0.78 1.56
Enterococcus faecium grepafloxacin 0.39~12.5 3.13 6.25
42) ofloxacin 1.56~12.5 6.25 6.25
norfloxacin 1.56~25 6.25 6.25
ciprofloxacin 0.25~12.5 3.13 6.25
tosufloxacin 1.56~12.5 6.25 12.5
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5. GPFXDEhYHERLHEFEENHIVE A DR

HERIEOCHO-K14fE, HeLafifzds & U IMR3 24
% CORNING multi dish{Z1 X 10 cells/well T DHFE L
77 HifEE10% fetal calf serumfNF12E:# % & well 12 1ml
FoMmz, 37C, 5%COFHET4HMBEELZ, —&
DwelllZIZGPFX#0.1, 1, 10, 5038 £ UF100ug/mliZ % %
ECIRMUTHERE L2, BER TR, FHEMRBLRE,
Tripsin/EDTAMME THEMBEZ HHS L, KERLTED
722 ISOTONYE 2 %38 L Ccoulter counter CHIfE =
HE L7z,

6. GPFX®DIMR-32F LML OMFEZRE 23§ 5 %
HOME

EEHEOLORETHRE L7z, $72bLIKEE25em* D
CORNINGH;#E 7 7 A 21210% fetal calf serumfll F12%%

A, 1X10°%ells/5mliz% b & 5 8EfL 72, 37T,
5%COfFE T C3HMEEL, FiEMEEKRV%
1mM @ dibutyryladenosin-3’, 5’-cyclic monophosphate
(DBcAMP) % & T 5ml @ Ffif fetal calf serum fNF1 255
MR 720 37C, 5%COFHETTHEELHIIT7THBI
B zc i L 721% & 5123 H BIDBcAMPAEAE T CHEE % it
J7z, BIHEME CHERES T IHEL TSI LR
DO 71k, BREEPTIZED 2 R AL A ZB S SRR R
B TR 72, BEKIBESug/mlZ% 5 &9 ICGPFX %
Iz eI A ICF CBEEMOBMRERE LTV, &
RITINAETR 2 BT S s R OB 2 e L7z,
I. B |

1. GPFX & T B BRI 5Bk 23§ 5 MIC

Staphylococcus aureus 49 K 73 BERR \Z 4+ 3 5 GPFX D
MICgold, Table 1 T & < 0.1xg/ml CTFLX & V) 1%,

Table 2-1. In vitro activity of grepafloxacin against gram-negative clinical isolates

Organism e . MIC (ug/ml)
(No. tested) Antibiotic

: range MIC;, MICy,
Escherichia coli CS2 (R+) grepafloxacin 0.1~0.78 0.39 0.78
(50 ofloxacin 0.2~0.78 0.39 0.78
norfloxacin 0.2~0.78 0.39 0.78

ciprofloxacin 0.05~0.39 0.2 0.2
tosufloxacin 0.1~0.78 0.2 0.39

Klebsiella pneumoniae grepafloxacin 0.025~1.56 0.05 0.1
47 ofloxacin 0.05~12.5 0.1 1.56
norfloxacin 0.05~0.25 0.1 1.56
ciprofloxacin 0.025~6.25 0.1 0.39
Proteus mirabilis grepafloxacin 0.05~0.78 0.2 0.39
(48) ofloxacin 0.05~0.78 0.2 0.39
norfloxacin 0.025~0.78 0.1 0.2

ciprofloxacin 0.025~0.39 0.05 0.1
Proteus vulgaris grepafloxacin 0.05~12.5 0.2 0.78
35 ofloxacin 0.05~0.39 0.1 0.39
norfloxacin 0.025~0.2 0.05 0.1

ciprofloxacin <0.013~0.1 0.025 0.1
Morganella morganii grepafloxacin 0.05~6.25 0.2 1.56
(50) ofloxacin 0.05~6.25 0.1 0.78
norfloxacin 0.1~6.25 0.2 1.56

ciprofloxacin <0.013~1.56 0.025 0.2

Providencia retigeri grepafloxacin 0.1~12.5 3.13 12.5
@27 ofloxacin 0.1~6.25 3.13 6.25

norfloxacin 0.05~50 12.5 50

ciprofloxacin <0.013~12.5 1.56 12.5
Citrobacter freundii grepafloxacin 0.05~12.5 0.39 6.25
(50) ofloxacin 0.1~12.5 0.39 3.13
norfloxacin 0.2~12.5 0.39 6.25
ciprofloxacin 0.025~6.25 0.2 3.13
Enterobacter cloacae grepafloxacin 0.05~50 0.1 1.56
(50) ofloxacin 0.05~25 0.39 6.25
norfloxacin 0.05~25 0.39 12.5
ciprofloxacin <0.013~12.5 0.1 3.13




VOL. 43 S-T

Grepafloxacin® Z B B MET 15

OFLX & 1) 3%, CPFXX 4%, NFLXX )5%&Eh, #
DPLE S (S B TER &% b #0745 72, Methicillin-resis-
tant S. aureus(MRSA) 47ERERSTME#RICxT L T & GPFX®
B30 LD b5 { £ DMICootd 0.2 4g/ ml T,

TFLX & ) 1%, OFLX& ) 3%, CPFX& h4Eilid o7,
Coagulase-negative staphylococci (CNS) 41 [ 3R 43~ Bk 4% (=
*F4 A GPFXDMICg0!30.24g/ml TCPFX & ) 14, OFLX
L D3EML, TFLXLFERBETH o 7=, Streptococcus
pyogenes 4A8ERIR 7T BERR (XS T B GPFXDMICgold, 0.39
pg/ml T, CPFX X D 2%iEid o7z, S. pyogenesLAHL D p-
streptococci IZ Xt 9~ 5 GPFX @ MICqg &, 0.39 ug/ ml T
NFLX$3 L O'TFLX & ) 1%, CPFX& 2%, OFLX& D
3EMD o 72, Streptococcus pneumoniae 20 i R4 BERR 12
xt9 % GPFXDMICoold, 0.39ug/mlTCPFX & 1) 2%,

OFLX 3 L I'NFLX & ) 358> o 7=, Enterococcus faeca-
lis 37BER 5 BERR XS § A GPFX D MICg0 13 0.78g/ml T
CPFXB X U'TFLX & W 1%, OFLX X ) 2%, NFLX& D
3E WD o 720 Enterococcus faecium 4 2FER D BERR AT $

A GPFXDMICo01d6.25,g/ml'C, TFLX & ) 1% <,
oD L 3K & M4 Tdh o 720 Escherichia coli CS2H I
fl 4 DR plasmid % BA 5% L 72 E. coli CS2 (R+) 504k
(23t 3 A GPFXDMICo0i40.78,g/ml T, TFLX & 0 1%,
CPFX & 0 2§D o 72 M D JLIL K L R4 T - 70
Klebsiella pnewmoniae 47 i R 53 W A% (2 33 4 5 GPFX D
MICoo i, 0.1pg/mlT, CPFX & h 2%, OFLXB L V¥
NFLX & D 4 iA o7 LA L, Proteus mirabilis 48
PR WERR 123§ 5 GPFX D MICo0 4 0.39ug/ml T, NFLX
BLUCPFX &L D§5<, OFLXL A% TdH o7,

Proteus vulgaris 35EmK 53 MEBR 12 XF§ 5 GPFXDMICgo
120.78ug/ml T, CPFX B &£ U'NFLX £ 0 3%55 <,
OFLX & 0 1§52 o /2o Morganella morganii 50 B R 53
BERR X9 A GPFXDMICgot31.56ug/ml G, CPFXX 13
&, OFLX L D 1E§55 <, NFLXL % T&d > /= Pro
videncia rettgeri 27ERIR 73 REMRIZXF§ 5 GPFXDMICqo i
12.54g/mlT, OFLX X 0 1E§§A o 72ASNFLX & V) 204
, CPFXL[E%Td o 72, Citrobacter freundii 50 [ R

Table 2-2. In vitro activity of grepafloxacin against gram-negative clinical isolates

Organism Antibiotic MIC (ug/ml)
(No. tested) range MICs, MIC,,
Serratia marcescens grepafloxacin 0.2~25 0.78 3.13
(50) ofloxacin 0.1~12.5 0.39 6.25
norfloxacin 0.1~50 0.2 12.5
ciprofloxacin <0.013~6.25 0.05 0.78
Pseudomonas aeruginosa grepafloxacin 0.2~50 0.78 12.5
(50) ofloxacin 0.78~100 3.13 25
norfloxacin 0.39~50 1.56 12.5
ciprofloxacin 0.1~25 0.39 3.13
Pseudomonas cepacia grepafloxacin 0.39~3.13 1.56 1.56
33) ofloxacin 1.56~6.25 3.13 3.13
norfloxacin 1.56~12.5 6.25 6.25
ciprofloxacin 0.78~1.56 0.78 1.56
Xanthomonas maltophilia grepafloxacin 0.05~3.13 0.39 3.13
47) ofloxacin 0.2~3.13 1.56 3.13
norfloxacin 0.78~25 6.25 12.5
ciprofloxacin 0.2~25 1.56 6.25
Acinetobacter calcoaceticus grepafloxacin <0.013~6.25 0.05 6.25
@27 ofloxacin 0.1~50 0.2 50
norfloxacin 0.1~>100 1.56 >100
ciprofloxacin 0.05~50 0.2 50
tosufloxacin
Ampicillin-resistant grepafloxacin <0.013~ <0.013 <0.013 <0.013
Haemophilus influenzae ofloxacin 0.05~0.1 0.05 0.05
1) norfloxacin 0.05~0.1 0.05 0.1
ciprofloxacin <0.013~0.025 <0.013 0.025
Bacterotides fragilis grepafloxacin 1.56~12.5 1.56 6.25
(38) ofloxacin 1.56~25 3.13 6.25
norfloxacin 12.5~100 25 50
ciprofloxacin 3.13~25 6.25 25
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S BERRIZ AT 5 GPFXDMICo0136.25.g/ml T, OFLX3
L UCPFX & ) 1%§5<, NFLXE[F%TH -7z, Entero-
bacter cloacae 50 [ IR 73 BERR IZxF 97 5 MICg0 13 1.564g/ml
T, CPFX X 1) 1%, OFLX X V) 2%, NFLXX b 3%5h)
2 72 Serratia marcescens 50FfH IR 53 BEAR 12 X3 5 GPFX
DMICo0!E3.13ug/ml'C, CPFX& V) 2%§5<{, OFLXXL Y
1%, NFLX & 0 28584 > 72, Pseudomonas aeruginosa
505K 53 BERR 12X 5 5 GPFX D MICo0 13 12.54¢/ml T,
CPFX & 1) 24555 <, NFLXX[A% T, OFLX & V) 1% 5@H
2 72 Pseudomonas cepacia 33FRIR 57 #EMR 24§ 5 GPFX
DMICoold 1.56pg/mlC, OFLX & 0 1%, NFLXX ) 2%
i <, CPFX. [E% T o 72. Xanthomonas maltophilia
47ERIR 53 BERR | X3 5 GPFX D MICy0130.784g/mlI T,
g R i b 580> o 72, Acinetobacter calcoaceticus 27
BT BERR (28 L C b GPFXIE, HEEH PR D <,
Z D MICy¢ 3 6.25 g/ ml Td - 72, ampicillin (ABPC) -
resistant Haemophilus influenzae 21 FRIR 53 BERR X %
GPFXDHW 135 <, &% <0.013ug/mITHZ 72,
% 5 T O Bacteroides fragilis 38R 73 BERR 12373 5
GPFXDMICg01$6.25ug/ml T, CPFX & V) 2%, NFLX &
D3&EH<, OFLX:F&%Th o7,

2. GPFX & MiEHifRE L UV~ AR EMS & O 1HY
HEEH

IDsoEDGPFX & BN TII I ICEE 2 52 ZhVWiRE

\

@ : Grepafloxacin (0.03 pg/ml)
+ complement (0.5 U/ml)
+ 20 % human serum

O : Grepafloxacin (0.03 pg/ml)
in L-broth

A : Complement (0.5 U/ml)
+ 20 % human serum

A : L-broth

Test strain : E. coli NIHJ JC-2

\
T T T 1

1 3 5 24

Viable cells (Logio CFU/ml)

Incubation time (h)

Fig. 1. Influence of IDsoof grepafloxacin (0.025 pg/ml) on the
bactericidal effect of the serum complement on

Escherichia coli NIHJ JC-2.

BEOMMARL #HFE XD LFig 10T L K3 3%,
D5 DGPFX & MiERIA L HRML 72 d O 0 EE K, 3
ROADLED LN H1/AREOKT LARO5NT, §E
EThhol,

WHHAL SN 7-Méid, E coli NIHJ JC-2% X < BBHT 5
A, FHIIEFAAET CTldFig 2an T & < MR CHIGE L
WM 2 BEIE L Tl L 72o 1~1/4 MICOGPFXAS
HAET A LFig 2b~dD T . 7145 A MEL K
BT ARLPITHEIL SN, HLROKE R AR g EM
D55 < % o 2 HARDFED b7z, 1/8 MICHEFE T TlEM
¢ DI ) & W OYESEA - TH - 72 (Fig. 2e),

3. GPFXD )Wy sE#IHI /e

f 4 O DGPFX, OFLX3 & U'CPFXDAE1E F CTHE
YMAE % 4 H R 3 L 70O A MR 3 D 25 8h % Fig. 3~5
R L7z, M, ERFEFET TOAEMABEA100% &
L =B OAHAHE % /R L 72 CHO-K1# M 12 351F 5 CPFX
$ L FOFLXIE, 10pug/ml T THEMHENIZIZEAERS
Y, 50ug/mlTIZEELE DHPHAY, 100pg/mlITIZHI50%
REOHEHEI AR SN/, L2 L, GPFXiZ10ug/ml T
TIZ#50 % FEE O AH S, 100pg/mlTOAHHE
£135.8% T - 72, HeLafifglZ B> T HGPFXIZ10ug/
ml THI50% FEREEIESEINGIATH & 17z IMR32HAAIC 35
WY, 1pg/mlEA T O TIEGPFX & ) CPFX D 78
BIEINEI AR < R 5N 7225, 10ug/mITIEGPFXD F A%
CPFX & D i<, #50% R DEIEIHIAFLD S 7z,

4. P01t L 72 IMR32H B O f AR 282 124 3 5 GPFX
DEE

ImMDBcAMPAAE F C10 B B ZE % HF, +012ff
£ L7ZIMR32E LML O MLk IIFig. 6D LB D5
pg/mIDGPFX 2 /N L T b ML= D MM % & DMl
HHICHET 2 2BIIFIRO SN h o7,

o * %

GPFX®DMRSA, CNSB & U'S. pneumoniaee &t 75
LRI A 4UH J11E, CPFX, OFLX3 X U'NFLX
L0 bui{, TFLXIZILHT 2V ItE &R L7z, 7
T LABEMR I L CIZOFLX E RAREOHRE 2R L,
K. pneumoniae, X. maltophiliads X OFA. calcoaceticusiZxt L
TIZCPFX B L FOFLX & D W HLH 71 2 7R L 72,
ABPC-resistant H. influenzaelZxt$ AHE 113 b5 <,
ZFk% <0.013ug/mITHIR 72,

MG L DWHIIERIE, BEETE o705, <
AM¢ & O HERIZ1/8 MICE T X < AEMHILL 72,

By MR (20 B SASEINHIE R L, AH10ug/ml T
CHO-K1, HeLa & UFIMR32ifa % #750 % FEEEHNHI L 72,
C OHETEINHNI X $ 5 BB LB AR o 7275, AR
FADMFEZE 3T 2 LBIIFIRO O N o7z, Z
i, MRS I § 5 B O ERE 5ug/ml TIT %% -
Rl lEZOND, MIEEICET 5 EBIIEARE
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Test strain : E. coli NIHJ JC2

¢ : Grepafloxacin M

S PR

e e ol

e: Grebaﬂ;)acin 1/8 MIC

b Grepafloxacin MIC (0025 ug/ml)

d : Grepafloxacin 1/4 MIC

Fig. 2. Phagocytosis of Escherichia coli NIHJ JC-2 by mouse cultured macrophage in the presence of subMIC of grepafloxacin.

50 A
@ : Grepafloxacin
O : Ofloxacin

A : Ciprofloxacin

T 1
0.1 1 10 100 (ug/ml)

Fig. 3. [Influence of grepafloxacin, ofloxacin, and ciprofloxacin
on the growth of CHO-K1 cells.

50 A
® : Grepafloxacin
O : Ofloxacin

A : Ciprofloxacin

I I T

1
0.1 1 10 100 (ug/ml)

Fig. 4. Influence of grepafloxacin, ofloxacin, and ciprofloxacin
on the growth of HeLa cells.
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50

O : Ofloxacin
A : Ciprofloxacin

@ : Grepafloxacin

0.1

10 100 (pg/ml)

Fig. 5. Influence of grepafloxacin, ofloxacin, and ciprofloxacin
on the growth of IMR32 cells.

before

after

Fig. 6. The axon dendrites of redifferentiated human neuroblastoma IMR32 cells with 1 mM DB CAMP before (none) and

3 h after the addition of grepafloxacin.

258 <AKFF L, GPFX 10pg/mlTIEMRER I T 5 &
BOBNLURESHEN NS, @EHE TORHKORK
R R X 2ug/mMIL T THAEDT, HEEB LV
B HECTTEERTIERA)L, Bhzza—-F/ 0
VEELDLTHA),
X 79
1) BHRLFREFS | BB HEHILRE (MIC) HlE
B ET I D W T, Chemotherapy 29: 76 ~ 79,
1981
2) Lennox EG: Transduction of linked genetic char-
acters of the host by bacteriophage P1. Virologyl:

3)

4)

190~206::1955

HH f, FHETF, SHABT : Cefotiam hex-
etilDNR= V) VREEEBIT T 24BN S
I AgE#EY IO T 77— OB A
W BZEIEHIZ DWW T, Chemotheray 36 (S-6) :
37~45, 1988 )
Yokota T and Kanda K: Influence of new quino-
lones on the extention of nerve fibers in rediffe-
rentiated human neuroblastoma IMR32cells. The -
Reviews of Infectious Diseases vol. 11 (S-5) :
1399~1400, 1989
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In vitro activity of grepafloxacin, a new 4-quinolone

Kyoko Kuwahara-Arai, Kayoko Kanda and Takeshi Yokota”
Department of Bacteriology, School of Medicine, Juntendo University
2-1-1 Hongo, Bunkyo-ku, Tokyo 113, Japan
(* Present: Juntendo Medical College of Nursing)

Grepafloxacin (GPFX) is a 4-quinolone possessing cyclopropyl, methyl and 3-methyl-piperazinyl
moieties at the 1, 5 and 7 positions, respectively. The MICgo of GPFX for 14~50 clinical isolates of
Staphylococcus aureus, methicillin-resistant Staphylococcus aureus (MRSA), coagulase-negative staphylo-
cocci (CNS), Streptococcus pyogenes, B-streptococci, Streptococcus pnewmoniae, Enterococcus faecalis, Entero-
coccus faecium, Escherichia coli CS2 (R +), Klebsiella pnewmoniae, Proteus wmirabilis, Proteus vulgaris,
Morganella morganii, Providencia vettgeri, Citvobacter freundii, Entevobacter cloacae, Serratia marcescens,
Pseudomonas aeruginosa, Pseudomonas cepacia, Xanthomonas maltophilia, Acinetobacter calcoaceticus, ampi-
cillin (ABPC)-resistant Haemophilus influenzae and Bacteroides fragilis were 0.1, 0.2, 0.2, 0.39, 0.39,
0.39, 0.78,6.25,0.78, 0.1, 0.39, 0.78, 1.56, 12.5, 6.25, 1.56, 3.13,12.5, 1.56, 0.78, 6.25, <0.013 and
6.25ug/ml, respectively. GPFX possesses almost the same strong activity against gram-positive bacteria
as tosufloxacin, and against gram-negative bacteria as ofloxacin (OFLX) except for P. aeruginosa, A.
calcoaceticus and ABPC-resistant H. influenzae. GPFX is more effective than ciprofloxacin and OFLX.

GPFX at 10xg/ml inhibited 50% of the growth of cultured CHO-KI, HeLa and IMR32 cells, but it had no
influence on the axon dendrites of IMR32 neuroblastoma cells. No synergy in bactericidal effect was
found between GPFX and serum complement. However, the cells of E. coli NIHJ JC-2 were well engulfed
and rapidly digested by mouse macrophages in the presence of higher than 1/8 MIC of GPFX.



