26

CHEMOTHERAPY

Fleroxacin D REBRENME 1, ik, v v xgEgE~vsu77—-Y (M4 )& D
W IRIREIEH, BRI 3 5 EREIGIEA
B L ORI 55

BE - SABRT - FHRTF - AEERT
TERERFEFHAEFHE"

FLw=2—F /0 H, fleroxacin?®Staphylococcus aureus, methicillin-resistant S. aureus(MRSA),
coagulase-negative staphylococci (CNS), Streptococcus pyogenes, Streptococcus pneuwmoniae, Enterococcus
faecalis, Enterococcus faecium, Escherichia coli CS2(R*), Klebsiella pneumoniae, Proteus mirabilis, Proteus
vulgaris, Morganella morganii, Providencia rettgeri, Citrobacter freundii, Enterobacter cloacae, Serratia mar-
cescens, Pseudomonas aeruginosa, Pseudomonas cepacia, Xanthomonas maltophilia, Acinetobacter calcoaceti-
cus, ampicillin-resistant Haemophilus influenzae 3 X U‘Bactermdes fragilis?® 20~ SZEGEE?}%H*‘ #Y 5
MICoold Z N ZN10%fu/mIERNL AR v PEREIZX 61t#§z£f 0.78, 3.13, 0.78, 6.25, 12.5, 12.5,
12.5, 1.56, 0.2, 0.39, 0.2, 0.39, 1.56, 0.39, 1.56, 3.13, 3.13, 12.5, 1.56, 0.78, 0.053 & U"6.25 pg/ml
Tofloxacin (OFLX) ICE WL B /1 & L 72 CHO-K14iKs, HeLa#ifig 35 & UF & | neuroblastoma
IMR-3242449 550 % 0 B (IDso) 12, 100 pg/miEh £ COFLXFARKIE V- MfaHEH TH o 7o Flero-
xacinDHtk & D NEIREIER 30D Sz b o 7285, AL OBATERIERIFT, F#1/8MIC
BLUVMICHEET TL 7 REEM ¢ 12, E. colid X USS. preumoniace DEMM  Zh TN &  HH,
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(ﬁﬂ: L7

Key words : Fleroxacin, ¥, MlaHEM, MEERIIHTLHE, Mg LOEN

Fleroxacinix, Fr7-ICRAE SN/ =2 —F /0T,
BORPHAE L, FRPAVPRVESEbA TV KA
OMEN, BREMB L CEEAE ¥ EBEMNICRET T
AHE22MBEOBKRS BRI T 5 REEATE S £ MIC
ELTHES 5 L3I, BIWREEMAZ, Hela, CHO-K1
B LUIMR-3212 § HMFEIFIER R L7, 72,
BRI DECRIRICER T AMERME L cd <) A8E
<707 7—Y(M¢)EDBHHREIER DM b AN
72 €512, BHL L7z ¥ b neuroblastoma IMR-32%
MEEREIITAEELBER L,

I. BEBLVHZE

1. fERB%

Staphylococcus aureus50#k, methicillin-resistant S. au-
reus (MRSA) 45 #k,
(CNS) 43%k, Streptococcus pyogenes 27 ¥k, Streptococcus
pmeumoniae 20k, Enterococcus faecalis 37#k, Enterococ-
cus faecium 418k, Escherichia coli CS2(R*)52%k, Kleb-
siella pneumoniae S0¥K, Proteus mirabilis 508k, Proteus
vulgaris 46 ¥k, Morganella morganii 51 ¥k, Providencia
rettgeri 36 ¥k, Citrobacter freundii 48 ¥k, Enterobacter

cloacae 44 ¥k, Serratia marcescens 49 ¥k, Pseudomonas

coagulase-negative staphylococci

aeruginosa SO¥K, Pseudomonas cepacia 41%¥K, Xanthomo-

nas maltophilia 46 %K, Acinetobacter calcoaceticus 41%E,
ampicillin-resistant Haemophilus influenzae 24 8 X O
Bacteroides fragilis 50%k13, SEERME 26083
72 b DEBREXFMHBRITFRREZ B L UVRRAZE
E#ER T BREFRREZ,O05 S iz, RE
FARAE. colitd, E. coli CS2IIIMER EREAT R R R
BREZDOBRKTERDY 186 N51EEORET ¥ 48
ZETRATELLLDTH 5,

2. EREHA

Fleroxacin & norfloxacin (NFLX) i3, AHEEH#RRS
5 5, lomefloxacin (LFLX) ik Jt B B E 4Rk X & 4,
tosufloxacin tosilate (TFLX) 3, Bt T EHA 44
A6, ciprofloxacin HCI(CPFX) X, /¥4 T VEL#H%R
SH2 655 S, CPRXUADHEHRE L, 0.1N
NaOH# & AV Tlmg/mIEB A ER L, ThisETH
ML THHEM L, CPFX HCliE, BEKTHEM L. 8
WIS T HMIRaEM S, BEREINTARERH
ET HBITIE, 10%fetal calf serum NNF125%#T100
pg/mIOFEREEHARL, FEBLTHLICFRLC, B
FMRLITINR 720

3. B/REMHIERE(MIC)DHIEE

AARLFREFRE L D TFRAERECHE L

* T113 ERESIAXAS2-1-1
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BB X L-broth 7 C, 1IRERER Lz, 77 LHBH
Wik, BMEEBRAEKTIOONZ, 77 L2BHEIE,
1000f5ICAIRL, HEEWE Lz, 72721, S. pyogenes
{XHeart infusion(HI)broth G, H. influenzae (3HI brothiZ
Fildes Extract(Oxid) % 5% MZ 7z b O THIEEL, T/
B. fragilis 1GAM broth THEFIEE L /2o S. pneumoniae
OBEEHETL, 1HMBEERETEEL/-EEZEr &L
), HI broth (2B JEEE0.80D(600nm) 2% HHRICHRE L,
1005 AL THE - 720

2fE B P A5 IR IR E O H H| % & 0 Muellar HintonE X
(Difco) iz, BHERWEI I O0 TSI ¥ — (EAMBYE
) TAKRy MEHEL, 37CCIAEEL CHEEBOAR
D OMICE KDz, 72721, Streptococcus/® DHE I &
TM#HEER%, H. influenzaelIFildes ExtractIHIER %
ERLT37TCTLIREEEL, B. fragilisiZid, GAMER
AL, #Z/%y 7 iE(BBL)T37CIRBAIERE L7,

4. & - HRBIVI AR 7 7LD
AR AR DIRET

E. coli NIH] JC-2% 10mlI®L-broth T37°C 1 iR MBI
L7z0 #EEL-broth TL0000EICAML, sSmIFOHR
BEWCHELZ3ATIME L, 14KIZ20% & bIE@MLm
HECDHDEIEIZEBES I R VREBREDEILE »
F 44K (0.75units/ml) AN R, MOIAIZSHFHEIEDER
BAS0% 2% B (50% K H IR © IDso) Dfleroxacin
%, BODOIRIZHIK L fleroxacin D 5 % Iz 72,
JTCTIREBIEE LT 2 O KRB, 1.3, 58 &
U248 BICENZEN D 1ERZ BRI L FAGE CHER K
e L7z,

Mg iE, 6GBEDICRS V7 ADMEE% 10mlD10%fe-
tal calf serumIIF1255# (HK) THWERE L7z, oh
AHSGADHIN—R) 5 TEik&DTCorneTIVF 7 2V
T4y (24R) HTE5%CO FTTHEL, &5
20% DLCMEE Y & N2 CTIEM L L7z, EELDOHEY
TM ¢ D505 E DE. coli NIH] JC-2 % 7-14%, S. pneumo-
nige 4DEHIRL N2 5 & FIEEIC—EBD welllZ fleroxacin
TREDREII D L HIME, SHIT5KFM37TC 5%
CO:TCHEERBIT Iz HN—2Y v 7HEY H Lbuf-
fered saline &L, 2 ¥ /- VEEDHRF LAY §E
L7z THERFZEEMBTHEL, fleroxacinEM ¢ &
DHNBEE, REEA LA,

5. BEEBWMAL I3 T A fleroxacin 14 5E FH 1F 7E A
DIRES

HERF OCHO-K1 M3, HeLaMifia, L Ok b
neuroblastoma IMR-32#lif % 10 % fetal calf serum/IF12
KT, 5%CO4FFET 7 H M Cornne S ZHR P THEE L
/2o 0.5mM EDTAM0.05% b ) 72 VT, 37C10%

FALER L, Mfa% Rl S8, ELTBICLY MY T
CHE B E, 10%fetal calf serumMMF1235H# 121 X
10%cells/mlZ 72 BERICTHAE L, 24RCorning T IV F 77 =
WF 4 v ¥ 2 DEwelliZCHO-KI, HeLa, ¥ 7z 1ZIMR-32
rECEEMBFEER Y Iml T OBE L2 Zwellll
ImlDFEEREH B 5\ 2%, 0.2~200 pg/mlDfleroxacin F
7oid, OFLX% U REHImZAHmML, 5%COHFET
T37TC4HMEEL KT 720 KwelliZ0.5mIDEDTAN k
VT VBB EMAMBERES Y, £D04ml%
3.6ml ISOTON [l #F#& 2 HN X, Coulter counter THHME £
* BEhHIE L7, ERIERMFEOMEEE100E LEHA
AYIETDRER I oF ik & L oY AN

6. 45t L 7-IMR-32neuroblastomaififi O fikE 2242
HEIZHT BileroxacinDERE

IMR-32 4 §a % Cornine 35 2 H#R % £ F§ L 10 % fetal calf
serumIF 1255 b C2 BT E L 72, % IETICO
buffered saline 2mIC, W% (Z8hH Lk % iFiE &
72, 25cm?? Cornine 35 ZEHE 12 1 X 10%cells/ml O 1238 X
5miEMZ, 37C 5%COAFET, 48BERSEE L/, &
U RAREE ImMIZ 72 A% (Zdibutyryl cyclic AMP(DB-
cAMP) & MNZ, S HIZCOFET TI7TCI4AMEEER:
Tl TORMBEEIBE L/ L EE,ID/E, H
AR CEE T ALY, K704 FTHEESERE
B L, EEEMICENEZ DT/, Fleroxacin ¥ & EES
pg/mll 72 AERICIN 2, 3BFRIRTER, HICENE DI/
BESMOBEEYHRY, EREMAIHZOFEY L
7’:6'0

I. B ®

1. Fleroxacin®DRERERNINE S

Fleroxacin ®MIC range, MICso, MICso% Table 1{Z7~
L 725 FleroxaciniiS. aureus 50823+ LOFLX & FFERE
DEZHRARETELRL, €DMIC0130.78 4g/mlT
H o7z THUE, NFLXRLFLX & b 585, TFLX®
CPFXIZHX45 5720 MRSA 458kIC1d, S. aureus & 0 Wt
AV DORbTHICEDLN, Z£DMICoid3.13
18/mlIT&H - 725 CNS 43#RIZIEMIC04%0.78 pg/mITS.
aureus\ZXF T B D EFEHFOMBEM LR L7z, S. pyogenes 27
R i fleroxacin ®MICsotd, 6.25 pg/mlC, LFLX & [d
BETHHYZOMD=2—F /0 Y X NIREHHNE» -
7o S. preumoniae 2081 1XMIC0%512.5 pg/ml TLFLX
DRV S ODOME L W IME NS 5 72 E. faecalis
378k B £ OE. faecium 418123 LTI, fleroxacin®
MICo0id, W §'1$12.5 4g/mITLFLX & RIA2RE THEA X
Nb% 57 REFERAT HE. coli CS2 52T
% fleroxacin ®MICs0t3, 1.56 4g/ml T3 Y, LFLX L b
ETH S DOMANIIE 5720 K. preumoniae 50812
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4 BAFOMIC0IZ0.2 g/mIT, CPFXRTFLX& h 4
LSV b DDORYLIEN TH - 720 KH X Proteus
group  JIX R 23U N % 5 L72o % o HP. mirabilis
S0BRIZIZCPFX & D 55V b O DHl & MR DHE H %
i~ L, P orulgans 16481213MICs07%, 0.2 .g/mlTCPFX
Lo B85 L O ST DA D 5 726 M. morganu 51%k
(233 B ARFOMIC i, 0.39 g/mITTTFLX & D8 <,

CPFXIZ1345 5720 P. rettgen 36¥kiZxt 4 5 ARH| DMICso
{21.56 pg/ml T, CPFXENFLX L D EFHFHL o7 C

Sreundii 48BRIZIL A H] DMIC90130.39 pg/ml THEA] & K
ED D o720 E. cloacae 44¥k1Z12, fleroxacin? MICso
131.56 g/ml T, CPFXETFLXUSNDIEBEL hiiEH
DD 572 LA LS. marcescens 49%k1Z1x, % DMICso
123.13 pg/mITHH & ) EFF45 5720 P. aeruginosa 508k
W2aF LT, A H O MICw i3 3.13 pg/ml T, OFLX,
LFLX & F#2E Td ) CPFX, TFLX, B & U'NFLXIZi3%
2726 P.cepacia 418kIZ3F L THFDMICo0i312.5 pg/ml
Thh, NFLXL D 35TV S ODCPFXRLTFLXIZ X

Table 1-1. Antibacterial activity of fleroxacin and other quinolones
Organism MIC . . . . . . tosufloxacin
(no. of strains) (ug/m) fleroxacin norfloxacin ofloxacin ciprofloxacin | lomefloxacin tosilate
Stabhyl " range | 0.2~3.13 0.39~12.5 0.2~0.78 0.1~0.39 0.39~1.56 | 0.025~0.2
Phy "“"igg)"“ ous 50% 0.39 1.56 0.39 0.2 0.78 0.05
90% 0.78 1.56 0.78 0.78 1.56 0.1
Methicillin-resistant range | 0.39~3.13 0.39~25 0.05~1.56 0.39~3.13 0.39~3.13 | 0.05~0.39
Staphylococcus aureus 50% 0.78 1.56 0.78 0.78 0.78 0.05
45) 90% 3.13 12.5 1.56 3.13 3.13 0.39
Coagulase-negative range 0.1~6.25 | 0.1~>100 | 0.2~ >100 | 0.2~>100 | 0.2~>100 [ =0.013~25
staphylococci 50% 0.78 1.56 0.78 0.39 1.56 0.1
43) 90% 0.78 3.13 1.56 0.78 3.13 0.2
Strebtococcus pyogene. range | 1.56~12.5 | 1.56~12.5 | 0.78~3.13 [=0.013~1.56| 3.13~25 0.2~0.78
P "(Z%y genes 50% 6.25 3.13 1.56 0.39 6.25 0.39
90% 6.25 12.5 3.13 1.56 25 0.78
Strebtococcus bmeumoniae range | 3.13~12.5 | 3.13~12.5 | 1.56~3.13 1.56~3.13 6.25~12.5 0.2~0.78
P (2(;" 50% 6.25 6.25 313 1.56 12.5 0.39
90% 12.5 12.5 3.13 3.13 12.5 0.78
Enterococcus faecalis range | 1.56~12.5 1.56 ~50 0.78~3.13 0.39-~1.56 1.56~12.5 0.2~6.25
(';7) 50% 6.25 6.25 3.13 1.56 6.25 0.78
90% 12.5 6.25 3.13 1.56 6.25 1.56
Enterococcus faecium range 6.25~25 1.56~25 1.56~12.5 0.78~12.5 6.25~50 0.78~6.25
@) 50% 6.25 6.25 6.25 3.13 6.25 3.13
90% 12.5 6.25 6.25 6.25 12.5 3.13
Escherichia coli range | 0.39~1.56 0.2~0.78 0.2~0.78 0.05~0.39 0.39~1.56 | 0.025~0.78
CS2 (R*) ©2) 50% 0.78 0.39 0.39 0.2 1.56 0.39
90% 1.56 0.78 0.78 0.39 1.56 0.39
Klebsiella pneumoniae range | 0.05~1.56 [=0.013~1.56| 0.05~1.56 [=0.013~0.78| 0.05~3.13 [=0.013~0.78
0) 50% 0.1 0.1 0.1 0.05 0.2 0.05
90% 0.2 0.2 0.39 0.05 0.2 0.2
Proteus mirabilis range | 0.1~1.56 0.05~0.78 0.1~1.56 0.05~0.78 0.1~3.13 0.1~1.56
oteus (50) 50% 0.2 0.1 0.2 0.05 0.39 0.2
90% 0.39 0.39 0.39 0.1 0.78 0.39
Proteus vulgaris range | 0.05~1.56 | 0.39~1.56 0.1~1.56 |=0.013~0.78| 0.2~1.56 0.1~0.78
546) 50% 0.1 0.78 0.2 0.05 0.39 0.39
90% 0.2 0.78 0.39 0.1 0.78 0.39
Moreanella moreanii range | 0.05~3.13 | 0.05~1.56 | 0.05~6.25 |=0.013~1.56| 0.05~3.13 0.2~6.25
g s gan 50% 0.1 0.1 0.1 0.025 0.1 0.78
90% 0.39 0.39 0.39 0.1 0.39 0.78
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45 5720 Fleroxacin®X. maltophilia 468123 HHE N
ZBIFTH o720 MICsold, 1.56 pg/ml T Y TFLXIZIE
$B5LDDNFLX R E L DA% Difid o 7. A. calcoace-
ticus 41BRIZXE 5 AR H DOMIC0130.78 4g/mlTH D,
TFLX & 9 §§<, NFLX & b %% ) 564 - 7z ABPCHiftE
H. influenzae 24#R(123t L TAHNI20.05 pg/mlDMICoo &
RL, thFFEHERE A ED - 72, BRREEB. fragilis
50812254 B AH DOMICwo id, 6.25 4g/mlThH Y,
TFLX®OFLX & W §§<, NFLXX ) 5dih -7,

2. Fleroxacin & MiFEHE T /1d~w 7 AM ¢ LD
HIFEAER

E. coli NIHJ JC-21Z %+ L IDso® fleroxacin & 0.75units/
mDENVEy MEKERFSE DL, Fig 10O&Y ZN
FREMTHRMUZEL ) RBEERIET L,

BB L DHBAER L ERABROBRIZEZHET A1
FTEHANLWEELDIX, EHRBEOHIEHTS
b, vy REEFE<w s 07 77— (M¢ )IZE. coli NIHJ JC-2
% 7213S. pneumoniae 4% G S ¥ 5 EFig. 28 L UFig. 3
DL, BYSHERZIZIE, Mg IBICEVBEES N
7o THUCH LFig. 4~7D T & {, fleroxacinA¥1 7% \»
L1/8MICHET B &, E colil3ERIOEETET 7 1
A MEL, Lob L AR, HItEhbE» BN
720 S. preumoniaelZxf L CId, fleroxacin& M ¢ & DA
VERIIZE. colilZdf ¥ 512 E58 {1372\ A%, Fig 88 L U9
D Z & < fleroxacin®1/2MICEHFT £ TH L A % HE
):: R o X% (AN

3. Fleroxacin DB EMIIZ3T$ 5%

AR OK & 2458 BY IS BRI B B AEED IR

Table 1-2. Antibacterial activity of fleroxacin and other quinolones

Organism MIC fleroxacin norfloxacin ofloxacin ciprofloxacin | lomefloxacin tosufloxacin
(no. of strains) (g/ml) ' p tosilate
Providencia velieert range | 0.05~3.13 | 0.05~12.5 | 0.05~6.25 |=0.013~3.13| 0.05~12.5 |0.025~3.13
rout e”””(a’g) gern 50% 0.39 0.1 0.39 0.05 0.2 0.2
90% 1.56 1.56 3.13 0.78 3.13 3.13
Citrobacter freundsi range | 0.05~6.25 | 0.025~6.25 | 0.025~6.25 | =0.013~3.13| 0.05~12.5 |<0.013~3.13
o ’(:g’)‘” " 50% 0.1 0.1 0.1 0.05 0.1 0.05
90% 0.39 0.39 0.39 0.2 0.39 0.39
Enterobactor cloaca range | 0.05~3.13 | 0.2~3.13 | 0.1~1.56 |=0.013~0.78| 0.2~1.56 |<0.013~1.56
nierooac e(4i)"”c ¢ 50% 0.1 0.78 0.2 0.05 0.39 0.05
90% 1.56 0.78 0.78 0.1 1.56 0.2
Servatia marcescens range | 0.1~12.5 | 0.1~6.25 | 0.1~6.25 | 0.025~3.13 | 0.1~6.25 | 0.05~12.5
(4‘9) 50% 0.39 0.2 0.39 0.1 0.39 0.39
90% 3.13 3.13 1.56 0.78 3.13 3.13
Peondomonas . range | 0.78~12.5 | 0.39~6.25 | 0.78~6.25 | 0.1~1.56 | 0.78~12.5 | 0.2~1.56
udom (50;’””"”""3" 50% 1.56 0.78 1.56 0.2 1.56 0.39
90% 3.13 3.13 3.13 0.78 6.25 1.56
Peondomonas cebacia range | 6.25~12.5 | 3.13~25 | 3.13~12.5 | 1.56~3.13 | 1.56~12.5 | 0.39~6.25
. 4 50% 6.25 12.5 6.25 1.56 6.25 3.13
90% 12.5 12.5 6.25 3.13 6.25 3.13
.. |range | 0.1~3.13 | 0.78~25 | 0.2~3.13 0.2~25 0.2~6.25 | 0.05~1.56
X""”“’m”"ﬁ&’”"”"”’”‘“ 50% 0.78 6.25 1.56 1.56 0.78 0.39
90% 1.56 12.5 3.13 . 313 3.13 0.78
Acinetobacter calconcetions | T8M€€ | 0-1=313 | 0.1-12.5 [0.025~1.56 | 0.1~313 | 0.05~3.13 |<0.013~0.78
) 50% 0.39 1.56 0.39 0.39 0.39 0.05
90% 0.78 6.25 0.39 0.78 0.78 0.1
Ampicillin-resistant range | =0.013~0.1| 0.05~0.1 0.05~0.1 |=0.013~0.025 0.05~0.1 |=0.013~0.05
Haemophilus influenzae 50% 0.05 0.1 0.05 =0.013 0.05 =0.013
(24) 90% 0.05 0.1 0.05 0.025 0.1 0.025
Bacteroides fragilis range | 3.13~12.5 | 25~100 | 0.78~6.25 | 0.39~12.5 | 6.25~25 | 0.39~1.56
(50)gz 50% 6.25 25 3.13 3.13 12.5 0.78
90% 6.25 100 3.13 12.5 12.5 0.78
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O : fleroxacin
@ : fleroxacin + 20% human serum
44 + complement (0.750 U/ml)
A : control
A : 20% human serum
+ complement (0.750 U/ml)
31 E. coli NIHJ JC-2
1 3 5 24

Incubation time (h)

Fig. 1. Influence of ID;, fleroxacin (0.0562 pg/ml) on the bactericidal effect
of serum complement on Escherichia coli NIH] JC-2.

: @ o B

%
, ; L 4
Fig. 2. Death of mouse macrophages phagocytizing Fig. 3. Death of mouse macrophages phagocytizing
normal cells of Escherichia coli NIHJ JC-2 grown normal cells of Streptococcus pneumoniae 4 grown

without drug, at 5 h after infection. without drug, at 5 h after infection.
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\

Fig. 4. Mouse macrophages phagocytizing filamentous
cells of Escherichia coli NIH] JC-2 grown with 1
MIC of fleroxacin, at 5 h after infection.

Fig. 5. Mouse macrophages phagocytizing filamentous
cells of Escherichia coli NIH]J JC-2 grown with
1/2 MIC of fleroxacin, at 5 h after infection.

Fig. 6. Mouse macrophages phagocytizing filamentous
cells of Escherichia coli NIH] JC-2 grown with
1/4 MIC of fleroxacin, at 5 h after infection.

»

-
Fig. 7. Mouse macrophages phagocytizing filamentous
cells of Escherichia coli NIHJ JC-2 grown with
1/8 MIC of fleroxacin, at 5 h after infection.

°
A

%
o

Fig. 8. Mouse macrophages phagocytizing filamentous
cells of Streptococcus preumoniae 4 grown with 1
MIC of fleroxacin, at 5 h after infection.

"

Fig. 9. Mouse macrophages phagocytizing filamentous
cells of Streptococcus pnewmoniae 4 grown with
1/2 MIC of fleroxacin, at 5 h after infection.
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RATGVEICH B, Fig 1042773 CHO-K141H8 T & Fig.

115" T HeLaMiBL T, Fig. 1212783 ¥ bneuroblasto-

ma IMR-32Mf2C%, BEI THRERORLIH VI
LA LN TV BOFLX X ) HETHMMAIEER NS <,
ZDIDsoid W TFRDBGE 100 pg/mizBR 72,

4. BHLL7-IMR-32MIR DREREIIN T Hile-
roxacin D%

DB- cAMPIEMTHSLL, MERELMITL L
IMR-32#if21Z, fleroxacin 5 Lg/mliRINT 5 &, KM

®—@ Fleroxacin

@) '+ 0—0 Ofloxacin

100 -¢

50

Rate of living cells

T T T

0.1 1 10 100
Concentration of drug (ug/ml)

Fig. 10. Influence of fleroxacin and ofloxacin on the
growth of CHO-K1 cells.

®—@® Fleroxacin

O—0 Ofloxacin
(%)

100 4

Rate of living cells
o
S
1

0.1 1 10 100
Concentration of drug (zg/ml)

Fig. 11. Influence of fleroxacin and ofloxacin on the
growth of HeLa cells.

BICREITR LS Ok geiess, B 6 A IcEN L7
(Fig. 13), = DAuEZRIZMS 5581, NFLX, CPFX
LFABEDMS TH -T2,
o % =

Fleroxacin® RERENME NI, \EIFOFLXICIEE ¥
%o WEH DA TIHCPFXRTFLXIZRIER VY, B
BRI x T B RE IR R A5, TFLXRCPFX LD
PEOE, LidoT, AFOGHBEFERLTVR
13, % ORISR A LR & LU e

®—® Fleroxacin

0—o0 Ofloxacin
(%)

100

50 1

Rate of living cells

0.1 1 10 100
Concentration of drug (ug/ml)

Fig. 12. Influence of fleroxacin and ofloxacin on the
growth of IMR-32 cells.

o e Ay ,-///Y"
}:enuqf \ I AMB33. 57
Fig. 13. Influence of fleroxacin on the formation
of axon-dendrites by redifferentiated
human neuroblastoma IMR-32 cells.
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Hhb, HAOMETIE, BRI 2 ETEEIHIE)
RlinvitolI B A B REAMHR LS, LTLGE

EEBHETIZDW T, Chemotherapy 29 : 76 ~
79, 1981

T, MBEHEREIERL, MREEEZRTBRELD 3) Lewnvox E S : Transduction of linked genetic chara-
P NEVEITEI A2 EXHLNIIE 57z, MERHE cters of the host by bacteriophage P1. Virology 1
EBHEGRLBRTAONDLAIR, HE, HIVFEDN= : 190~206, 1955
=X /0 EAEDORER EDOBBIIEZHLATRZY 4) Nozawz R T, Yokora T : Inhibition by glucocorti-
B, MERHEEEHRIOADE, L L b5 ug/ml coids and choleragen of the conditional growth of
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FLEROXACIN, ITS IN VITRO ANTIBACTERIAL ACTIVITY, SYNERGY OF
BACTERICIDAL EFFECT WITH SERUM COMPLEMENT OR MOUSE CULTURED
MACROPHAGES (M¢), CYTOSTATIC ACTIVITY IN MAMMALIAN CELLS, AND
INFLUENCE ON EXTENSION OF AXON DENDRITES OF REDIFFERENTIATED

HUMAN NEUROBLASTOMA IMR-32 CELLS

T akesu Yokota, Eiko Suzuki, Kyoko Arat and Kavoko Kanpa
Department of Bacteriology, School of Medicine, Juntendo University,
2-1-1, Hongo, Bunkyo-ku, Tokyo, 113, Japan

The MIC90s of fleroxacin, a new quinolone, against 20 to 52 clinical isolates of Staphylococcus aureus, methicillin-resistant
S. aureus (MRSA), coagulase-negative staphylococci (CNS), Streptococcus pyogenes. Streptococcus pneumoniae, Enterococcus
faecalis, Enterococcus faecium, Escherichia coli CS2(R*), Klebsiella pneumoniae, Proteus mirabilis, Proteus vulgaris, Morganella
morganii, Providencia rettgeri, Citrobacter freundii, Enterobacter cloacae, Serratia marcescens, Pseudomonas aeruginosa, Pseudomo-
nas cepacia, Xanthomonas maltophilia, Acinetobacter calcoaceticus, ampicillin-resistant Haemophilus influenzae and Bacteroides
fragilis were 0.78, 3.13,0.78,6.25,12.5,12.5,12.5,1.56,0.2,0.39,0.2,0.39, 1.56,0.39,1.56, 3.13,3.13,12.5, 1.56, 0.78,
0.05, and 6.25 pg/ml, respectively. The antibacterial activity of fleroxacin was similar to that of ofloxacin (OFLX).

Fleroxacin proved to have an IDso of more than 100 ,.g/ml against CHO-KI, HeLa and human neuroblastoma IMR-32 cells,
namely, a low cytotoxicity as compared to OFLX.

Synergy of bactericidal effect between fleroxacin and serum complement was not confirmed, although cells of E. coli NIH]
JC-2 and S. pneumoniae 4 were engulfed and well digested by mouse cultured macrophages in the presence of 1/8 MIC and 1/2
MIC of fleroxacin.

Some parts of axon dendrites of redifferentiated human neuroblastoma IMR-32 cells were withdrawn within 3 h by the

addition of 5 pg/ml of fleroxacin.



