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By Frh VR BRHIEHA
BAY o 9867 (Ciprofloxacin) ® in vitro, in vivo PFLEA/ER

HEEST - /MIER - SFE—
EFRY - FREE
RHARFEFRHEEDFHE

HY) Ky ANEBRITER BAY o 9867 (Ciprofloxacin) @ in vitro, in vivo RE/ER 2 RERD
Ofloxacin, Norfloxacin, Pipemidic acid & lWBHRET L, ROKEREHF 0

BAY 0 9867 137 T ABEHE, 77 LBRMEOZEBIC L, & I E. coli, K. preumoniae, Pro-
teus J&, S.marcescens, E. cloacae, P. aeruginosa, P. maltophilia, A. calcoaceticus at LEWRED &R

L7

E. coli V2343 5 BB EM Tix, BAY o 9867 i3 Ofloxacin & [F]%, Norfloxacin, Pipemidic acid &

DIV EDRRD bR,

< AEBRMYIC 17 5 BAY o 9867 DEREFHHEIR L, S. aureus, E. coli, K. pneumoniae, S. mar-
cescens 3T Ofloxacin, Norfloxacin, Pipemidic acid & § ¥ Ch T 7,
2 ZEBRMRBELAEIC B\ T b BAY 0 9867 DIAHIRI E. coli, P. aeruginosa T Oflox-

acin, Norfloxacin, Pipemidic acid & ) B#f TH o 72,

BAY o 9867 (Ciprofloxacin) 2 LV ¥V F¥ AKX
VEBRRERT, £0ILFE SR % 1 —cyclopropyl- 6
_fluoro— 1, 4 —dihydro— 4 —oxo— 7 — (1 —piperazinyl)
— 3 —quinolinecarboxylic acid—hydrochloride—monohy-
drate £\, ZFOEER % Fig 1 ISR L7

BAY 0 9867 W77 ABEtEHE, BMEH LAEN %
L, LAbRENIERAT bR TwEY, 1
BORE SRR OMmApEHESIE 3 ~ 5 FHT, 248
B o B e E134940~50% TH 52,

£ BAY o 9867 O in vitro, in vivo UEAER IZ 2V
T, Ofloxacin, Norfloxacin, Pipemidic acid & fLBZL 72
B TH 5

1. KRHE S SURRT &
1. fEAEK

BERAERBIUBRME» o THLIY T 2BH
W, BEEOSBKEEER L.

2. HEBR¥EH

BAY 0 9867 (/¥4 Z)VFEfh)

Ofloxacin (OFLX, #—3¥)

Norfloxacin (NFLX, ZA#KBLIE)

Pipemidic acid (PPA, K HZAHI)

3. BEMHAEE

BALEREFSEREMCHERZRER MK, T
75728,

4. REER

E. coli C11 # % V>, Mueller Hinton broth (Difco) {2

AL, B 108%ells/ml i2% o7z L &, BAY o
9867 @ 1/4 MIC, 1/2 MIC, MIC, 2 MIC, 4 MIC &%
WINL, 37TCCIRBIERE L, Rk, 1, 2, 4, 7
BLUUBMBEOEEEEHIE L 2. RIS OFLX,
NFLX, PPA i22WT b EBREIT, L

Chemical structure of BAY o 9867
0

F COOH
/ \ | -HCI*H.0
HN N N

— A

Fig. 1

5. 2 AEBRBYIC B b REFHEHE

<2 AIXICR %, K, #E19+ 1 g%\ S. aureus
Smith, E. coli C11, K. pneumoniae 3K25, S. marcescens No.
2, P. aeruginosa E7 % R & L, L BERMESEH
TRy MRS, KEOL, AEOHERICEBRKENT
FRL, BRPAICEEL -, BE ] RMZICEORS
T BAY 0 9867, OFLX, NFLX, PPA ik 5 {6# %17
7m0 ERERIZRYeSE 5 AMITV, ¥ 7 ADAETEIZ L h EDso
fli% Van der Waerben method (2 & D B L7z,

6. EBIOETHRBER 7 2B

RRBHEZR

RS ET20RE A K Z 1k 72 ICR R~ X (4384,

thE19+ 1 g 1B6MC) *x— 7 VHEBL, BEREE
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CEHELBER S ¢/, THRSZLY /- VilERk, AR
EB¥0.02ml 2RV ITF Ly AT—F NV ERHVWTERE
BICEERPCEREL A, NAREDE/NRS ) » T TEDL
CHEL, 1BEKRICEERL, METY ANDRBKIZ
2 BRI A S 1T 5 7o

R I RYef24RERIB L 1,
L7

ERNRHE I EERFE L ERE L OBANERROR
LERCHE L. ERBOHE T OREIKT 24F8
HEAELHHL, M SICAEBEER2 memi
FEVFAXL, ThERBEL LTIOBREARL, §4
?0.1ml % BTB XK (KB c®kL, 37C, 18
BERIEEE LRIE L 7279,

7. <y AMERBRENEE
BAERICHW-R&BEOY A%, 1HE8LEL,
BAY 0 9867, OFLX, NFLX, PPA #&0O#&5 L7, —
EER = & RN L MO —ER/E 1 HT 07—
VL, SEELMEFOBE % BAY 0 9867, OFLX,

16 2[E 3 BMEOHRS

PPA 2 E. coli Kp, NFLX {2 E. coli NIHJ JC 2 ¥ BREH
ETAEBT 4 AT BICTRIE L 72
I. REA#

1. il ARZ b

BERFOV 7 LGHHE, BRAMERBL T FIE
FRBES T LBERE, 4EEUEROERTH L BAY
0 9867, OFLX, NFLX, PPAIZDWTHE L - %
Tablel, 2IZ7RL7,

BAY 0 9867 i3 7 ARG, BAE I LILBAN
7 MIVERL, BEERL0, 10° cells/ mITOME I,
OFLX, NFLX, PPA & hifivy,

2. BRI BEROBRIHSA

BRPRM KL 2 & 538 L 72 S. aureus 258k, S. faecalis 208k,
E. coli 30Bk, K. pneumoniae 208k, P. mirabilis 25%k, P.
vulgaris 208k, M. morganii 208k, P. rettgeri 25%k, P.in-
constans 208K, S. marcescens 24 ¥k, E. cloacae 20¥k, P.
aeruginosa 308K, P. maltophilia 198k, A. calcoaceticus 20
BRO 4B HE318H B0 BZ M4 % BAY 0 9867, OFLX,

Table 1 Antibacterial spectrum of BAY o 9867
Inoculum size 108 cells/ml
. MIC pg/ml

Organisms BAY 09867 | OFLX NFLX PPA
S. aureus 209 P 0.19 0.19 0.78 12.5
S. epidermidis ATCC 12228 0.39 0.78 1.56 50
M. luteus ATCC 9341 1.56 3.12 25 >100
B. subtilis ATCC 6633 1.56 0.1 0.19 6.25
E. coli NIHJ JC 2 0.05 0.1 0.1 3.12
K. pneumoniae IFO 3512 <0.025 <0.025 <0.025 1.56
K. oxytoca 1 0.05 0.19 0.19 6.25
S. flexneri 2a 2 0.1 0.1 0.1 3.12
S. typhi S 60 0.1 0.1 0.19 6.25
P. mirabilis 1287 0.1 0.1 0.1 3.12
P. vulganris IFO 3851 0.1 0.1 0.1 3.12
M. morganii IFO 3848 0.1 0.1 0.1 3.12
P. rettgeri IFO 13501 0.1 0.05 0.1 3.12
P. inconstans IFO 12930 0.1 0.78 0.19 6.25
S. marcescens IFO 12648 0.1 0.19 0.19 3.12
C. freundii 2 <0.025 0.19 0.19 3.12
P. aeruginosa IFO 3445 1.56 6.25 6.25 100
P. fluorescens IFO 3081 <0.025 0.19 0.19 3.12
P. putida ATCC 17464 0.19 3.12 6.25 25
P. cepacia ATCC 17759 6.25 3.12 12.5 100
A. calcoaceticus NCTC 7844 0.39 0.78 12.5 >100
A. faecalis NCTC 655 6.25 6.25 25 >100
A. xylosoxidans TMS 73 12.5 25 100 >100
F. meningosepticum TMS 466 6.25 6.25 25 >100




20

CHEMOTHERAPY

DEC 1985

Table 2 Antibacterial spectrum of BAY o 9867

Inoculum size 108 cells/ml

) MIC ug/ml
Organisms

BAY o 9867 OFLX NFLX PPA
S. aureus 209 P 0.19 0.19 0.39 12.5
S. epidermidis ATCC 12228 0.39 0.39 0.39 25
M. luteus ATCC 9341 1.56 3.12 6.25 100
B. subtilis ATCC 6633 1.56 0.1 0.19 3.12
E. coli NIHJ JC 2 <0.025 0.1 0.1 1.56
K. pneumoniae IFO 3512 <0.025 =0.025 <0.025 0.78
K. oxytoca 1 <0.025 0.19 0.19 3.12
S. flexneri 222 2 0.1 0.1 0.1 1.56
S. typhi S 60 0.05 0.05 0.1 6.25
P. mirabilis 1287 <0.025 0.05 0.1 1.56
P. vulgaris IFO 3851 =0.025. 0.1 0.1 1.56
M. morganii IFO 3848 <0.025 0.1 0.05 1.56
P. rettgeri IFO 13501 <0.025 0.05 0.05 1.56
P. inconstans IFO 12930 0.05 0.78 0.1 3.12
S. marcescens IFO 12648 0.05 0.19 0.1 1.56
C. freundii 2 <0.025 0.1 0.1 1.56
P. aeruginosa IFO 3445 0.19 1.56 1.56 25
P. fluorescens IFO 3081 <0.025 <0.025 0.05 0.19
P. putida ATCC 17464 <0.025 0.78 0.39 3.12
P. cepacia ATCC 17759 <0.025 3.12 6.25 100
A. calcoaceticus NCTC 7844 0.05 0.1 0.39 12.5
A. faecalis NCTC 655 1.56 1.56 12.5 50
A. zylosoxidans TMS 73 1.56 25 50 >100
F. meningosepticum TMS 466 3.12 3.12 12.5 100

NFLX, PPA oW THEL 7-Hi#t* Fig. 2 ~15I7R L

A

S. aureus V=¥ + 5 BAY 0 9867 DHE S iE, NFLX
X UFPPA &~V A%, OFLX 130.78 pg/miLL T Dl

ETeRBFEELELL,

S. faecalis T ix, BAY o 9867 D ¥ 111z OFLX,
NFLX, PPA & h <, FDEEME— 2 (10° cells/

ml¥E#E) 130.78~1.56 pg/ml TH - 72,

E. coli, K. pneumoniae {2333 % BAY o 9867 DHE S
¥, OFLX, NFLX, PPA & h i<, £#0.39 pg/ml LA

ToMIC #7/RL 7

Proteus & (P. mirabilis, P. vulgaris, M. morganii, P.
rettgeri, P. inconstans) X4 % BAY o 9867 DHHE 1L,
OFLX, NFLX, PPA L W3, ZOMICHD¥— 2 i

<0.025 pg/ml I3 L T /2,

S. marcescens (2%t L, BAY o 9867 DI E H i3 21T

NFLX & FIBET, £#0 MIC D¥— 2 i30.1 pg/mT
& o 725 E. cloacae W23t 3 5 BAY o 9867 DIE N,
OFLX, NFLX, PPA X i<, 10°cells/ml BHETit ¥
NTOEBRIZ0.05 pgg/ml LTICAH L Tz,

P. aeruginosa, P.maltophilia, A. calcoaceticus \ZH VT
b, BAY 09867 DHE IXMEH L hik<, MICHE—
7t £0.025~0.39 ug/ml Th -7z,

3. HEER

E. coli C11 BRIS x4+ % BAY 0 9867 D E/EA %
OFLX, NFLX, PPA & HB L 2-pR#K %, Figl6iZR L7,

BAY 0 9867 ® MIC 120.006 xg/ml G, OFLX ®1/4,
NFLX @ 1/4, PPA ®1/128 T& 5%, MICIKINT 4 ¥
e b ERBREERERL .

1/2 MIC #&11T BAY 0 9867 i3 7 BB § T3
VERMBD b Ri-D, Fhllik, FHMML, OFLX £
BHofEmbtihbhl,
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Fig. 2 Sensitivity distribution of clinical isolates
S. aureus 25 strains

H 6
Inoculum size 108 cells/ml Inoculum size 10 cells/ml

100% / 1001‘ X
Q
501 50 ——— BAY 09867
o—o OFLX
e—— NFLX
X——X PPA
o o 005 0.1 [0.[ 0.9 0.18] 156 .2 6.5 | 125 | 25 | 50 |00 10| | o EELE™" <o.0d0.08] 0.1 [0.19[0.30[0.78{1.56 | 3.12 6.5 | 125 | 25 | 50 [100[>100
BAY 0 9867 6991 BAY o 9867 1|af1fofw0]1
OFLX 8 (13[4 OFLX 4{10|11
NFLX 1 3 (s |33 NFLX 1 9 (4101
PPA 1 3|10 PPA 1 1(8 (114
Fig. 3 Sensitivity distribution of clinical isolates
S. faecalis 20 strains
Inoculum size 108 cells/ml Inoculum size 108 cells/ml
100% 100% X
50 50
——— BAY 09867
o—o OFLX
e—— NFLX
X—X PPA
o ctee= g sl 0.05 | 0.1 {019 0. 0.7 1.56 3,12 65 | 12| 25 | 50 [100]>1m0| {5 MIC a7 | o 0.05] 0.1 [0.19] 0.9 0.18]1.56] 202 | 65| 125 | 25 | 50 |100(>100
BAY o 9867 1)1 |12|3]3 BAY o 9867 1]2(6|6]|5
OFLX 193|241 OFLX 137
NFLX a9 (3|22 NFLX 1]9 |10
PPA 20 PPA 20
Fig. 4 Sensitivity distribution of clinical isolates
E. coli 30 strain
Inoculum size 108 cells/ml ans Inoculum size 108 cells/ml
100% 100% . *

L -

50 504 e BAY 0 9867
o——o OFLX
o——e NFLX

x—X PPA
oo |0 0.0 ] 0.1 Joro o[ 0.m[ 15612 [6.55]12.5] 25 50 {100 om0 [ 5ot .o 005 0.1 [0 0.8 [0.18] .56 312 6.0 125 25 [ 50 [100] >10
BAY 09867 |24 | 4 2 BAY 09867 |30
OFLX REARIEAR OFLX 4 |9 ]15]2
NFLX 1 |6 [19]3 1 NFLX 3 Jofs]1 ]
PPA 12746 1 PPA s a3 1
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Fig. 5 Sensitivity distribution of clinical isolates
K. pneumoniae 20 strains

100% Inoculum size 108 cells/ml 100 Inoculum size 108 cells/ml
———— BAY 09867
50 50 o—o OFLX
——e NFLX
X—X PPA
orovmh o e 0.0s] 0. [0 o o1 156 s .5 25| 25 [ 50 [n00]>10] (oo 2™ (0.0 0.05] 0.1 [0.19 0.3 [0.18] 1.58] .12 ]6.55] 2.5 25 | 50 [200]>100
BAYo9867 (2 |2 |66 |4 BAYo9867 |8 |93
OFLX 455 501 OFLX al7]6]2 1
NFLX 3lafs|3|z2|3 NFLX 1 (26|82 1
PPA 1 (526|231 PPA 3|12|12|2 1
Fig. 6 Sensitivity distribution of clinical isolates
P. mirabilis 25 strains
Inoculum size 108 cells/ml Inoculum size 108 cells/ml
100% 1ooﬁ
—— BAY 09867
50 501 o——o OFLX
e——e NFLX
»——x PPA
oo 2w | o 0.6 0.1 [0 0. 018 158812 6. 12.5 | 25 | 50 100 [>1on| [ o 2L <005 0.6 0.1 [0.19 0.3 [0.78 156 3.12] 6.5 12.5 ] 25 | 50 [ 100]>100
BAYo9867 (11 [10|2 ]2 BAYo9867 (19 |5 |1
OFLX 321811 OFLX slf7|1]1
NFLX 1{wo{nf1]r|1 NFLX ufufez 1
PPA s 18|11 PPA 1951
Fig. 7 Sensitivity distribution of clinical isolates
P. vulgaris 20 strains
Inoculum size 108 cells/ml Inoculum size 108 cells/m!
% %
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—— BAY 09867
o——o OFLX
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504 50
oo ven | o e o.s] 0. oo o [oms] v 126512 ] 25 [ 50 [100] 10| [T o o 0. 0. [t 0. ] .58 512 [6.5 125 25 [ 50 [100] 510
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OFLX 2 94 s OFLX 3 [2|nf4
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PPA nl7|2 PPA 10 [ 10
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Fig. 8 Sensitivity distribution of clinical isolates

M.morganii 20 strains .
i I | ize 10 1s/ml

100X Inoculum size 108 cells/ml 100: noculum size cells/m
——— BAY 09867
o—o OFLX
e——e NFLX
»X—x PPA

50 50 4
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BAYo9867 |9 [3]|5|1 |11 BAY 09867 |17 2 1
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NFLX 2|96 2|1 NFLX s |12 2 1
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Fig. 9 Sensitivity distribution of clinical isolates
P. rettgeri 25 strains

Inoculum size 108 cells/ml Inoculum size 106 cells/ml
100% /F 100% x/%
/‘—X—
—— BAY 09867
o——o OFLX
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X——x PPA
501 50
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BAYo9867 |3 |6 (3 2|65 BAYo9867 (19 |5 1
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Fig. 10 Sensitivity distribution of clinical isolates
P. inconstans 20 strains

% Inoculum size 108 cells/ml " Inoculum size 108 cells/ml
1005 1oo7 P
e BAY 0 9867
o——o OFLX
o—— NFLX
x—x PPA

orocr | ol 0.05 [ 0.1 [0.19] 0.8 0.18] 156312 6.2 125 ] 25 | 50 [100]>100] [ prom o™ |0, .05 .1 [o.19 0.3 0.7 1.6 3.12 6.2 125 25 | 50 [ 100] >100

BAY 09867 | 4 315|152 1 BAY o 9867 8 S(4|2]1
OFLX 1 1(2(2(9(4]1 OFLX 1 1126|7211
NFLX 3(2|4)2|5|2]2 NFLX 31413 )3 |51 (1

PPA 8|84 PPA 4 (6 (911
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Fig. 11 Sensitivity distribution of clinical isolates

S. marcescens

Inoculum size 108 cells/ml

24 strains

Inoculum size 10% cells/ml

100% 100% #
—— BAY 09867
o——0 OFLX
o——e NFLX
>—X PPA
50 Al 50
Rl T 3 6.5]12.5] 25 [ 50 [noo[>1o0| [ =V o 005 .1 [o.19[0.30] 018 156 .12 6.5 125 25 | 50 [100[ 10
BAY o0 9867 2 BAYo9867 |1 |4 |12]3 NERERE
OFLX 1 OFLX 1|wo|s{1[1]3
NFLX 2 NFLX 1{12{4 |3 1 2 (1
PPA 3|2(s|z2| |3 PPA sl7]sf1]z] |3
Fig. 12 Sensitivity distribution of clinical isolates
E.cloacae 20 strains
Inoculum size 108 cells/ml Inoculum size 108 cells/m!
100% 100% /
——— BAY 09867
o——o OFLX
o——e NFLX
X——x PPA
50 50
ooy g o oa [os[osom[1ss[se[6m]is]2s [s0 [roo[or] [ 5o ¥ee™ [oo wefos 0.1 [o9] 0.0 156] 312 6.5 125 | 25 | 50 | 100|510
BAY 09867 |8 BAYo9867 |17 |3
OFLX 2 OFLX 3 [8]s]|3]1
NFLX 1 4 NFLX 3 [7]s]|3]2
PPA 7 1 PPA 3|12|2]3
Fig. 13 Sensitivity distribution of clinical isolates
P. aeruginosa 30 strains
Inoculum size 108 cells/m! Inoculum size 108 cells/ml
woﬁ X 100% /\,
—— BAY 09867
o—o OFLX
e——e NFLX
»—x PPA
504 504
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BAY o0 9867 3 BAY 0 9867 7(8]6f6]2]1
OFLX 95 1 OFLX 68673
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PPA 161751 PPA " lsf8|9]s
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Fig. 14 Sensitivity distribution of clinical isolates
P. maltophilia 19 strains
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100% 100% /+
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¥
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x
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Fig. 15 Sensitivity distribution of clinical isolates
A. calcoaceticus 20 strains
% Inoculum size 108 cells/ml Inoculum size 108 cells/ml
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/
MIC( /o
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NFLX 1{1{2z|1]s]|3|s5]|2 NFLX 1 1{2]2]6|7]1
PPA 1 3(719 PPA 4 4 (111

4. < AEBRBRII BT HPEAHR
75 LABHEED S. aureus, BARHEE D E. coli, K.
preumoniae, S. marcescens 2 H N7 K BHEREE D

P. aeruginosa D &L S WAL D in vivo BB X T 2 BHED

£% Table3IZ/RL 720

(1) S. aureus B
S. aureus Smith Bk REEH L L, F—%HTBAY o

9867, OFLX, NFLX, PPA {2 X o TiEM L 12E& T3,
BAY 0 9867 MEDsoi30.031 mg/mouse T OFLX, NFLX,
PPA & /NS WEEIRL 7

(2) E. coli B&%
E.coli CLIBR 2 RBE & L7- L DR TIX, BAY o

9867 ? EDsofli A58 b /N & {, OFLX, NFLX, PPA &
0 F R BEREEFEERL .

(3) K. pneumoniae B3

K. pneumoniae 3K25Bk % R & Lo & S DK T
i3, BAY 0 9867 ixfaiFlicl~, MIC 2/hE %R L,
IRAFHEIR S — B/ NSV EDsofi X R LT Ch Tz,

(4) S.marcescens I&Yx
S. marcescens No. 2 Bk % BRYH & L7z & X DT,

BAY o 9867 ® EDsof# 12 0.01 mg/mouse T, OFLX,
NFLX, PPA X h 3 hTwi,

(5) P.aeruginosa J&3:
P. geruginosa E7 ¥ BFH &L L2 & X OFHE T3,

BAY o 9867 DEDsoffi 120.377mg/mouse ¥ /R L, OFLX
I RR%5H, NFLX, PPA L h ¥ < hTwi,

5. ERMRBBRIFETTVIZB T 5 ERDE
E. coli KU- 3 ¥k, P.aeruginosa KU- 1 ¥k % RSB & L,
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Fig.16 Bactericidal activity of BAY o 9867, OFLX, NFLX, and PPA against E. coli C11

BAY o0 9867 OFLX ’/
9 9 - r//
8 No drug g | No drug
g 71 71
E 4] 6 1
2
)
o 51 0.003 5 0.0125
ra)
8
> 4 4 4
0.006(MIC) 0.025(MIC)
3 3 —
‘\ \
<2 — T T d :\1 <2 —t+ T T i i T
o | 7 o | PPA
8 8 -
0.20/28/ml
B 74‘ 7 39
E 6 6
~N
L
S 54 5 4
(%]
)
S 4 4
0.025(MIC) 0.78(MIC)
31 3 -
<2 S B e T 1 N <2 T T T T 2l ﬁ"
-1 0 1 2 4 7 24hr -1 01 2 4 7 24hr
2 ABREERIC & ) ERDR L HE L KBk % Fig. DY AN

17 2R L7,

E. coli KU- 3 #kige= "y 2 Tid, HHIERSHOEN
H B 813 10%cells/kidneys % 7R L 72 %%, BAY o 9867 %
5 i, OFLX, NFLX, PPA & b, BREFEKORS
HMERICA LN,

P. aeruginosa KU- 1 BRI T i3, E. coli BB L v, &
EH L bEERAMMS 2 ThE, BREBKREREY
E#BHZEIFTELYV, BAY 0 9867 i3 OFLX & (32
BEOBENALEBBOBALEMAH LN, L L NFLX
Tid, BHREEK % 10%ells/kidneys A TFIZRAP &€ 5
ORI KEERGILETHS, PPAICBVTIRAR
BEE2T-o-TOERNERR LB S LI LR TER

6. <= RMEPIRE

BAY o 9867, OFLX, PPA % #h 12 mg/mouse, 1
mg/mouse ¥ 7> NFLX % 2 mg/mouse OG5 Lok &
D=y AMiEPREDOHRK% Fig. 18 IZ/RL 7,

BAY 0 9867 D ¥— 7 3&K 5 %153 12H 1, 2 mg/
mouse X5 T14 pg/ml Tdh o 7o OFLX M2 mg/mouse
HEBOY — 212545 T25 ug/ml, NFLX, PPA DE¥—
235 1 BT EhEN0.65 ug/ml, 8 ug/ml Tho
72 BAY o 9867 DIl &t Ix OFLX & b §§\v> a1,
NFLX, PPA £ W+ <Ch, &5 3RMETH0.8 ug/ml
(2 mg/mouseft5) &ML 7
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Table 3 Protecting effect of BAY o 9867 and other pyridone carboxylic acid derivatives against experimental mice

infection
Challenge dose | 5 % Administration MIC (g /ml) EDso
Organism (cells / mouse) p— Drug (mg /mouse)
(XMLD) Mucin | Route | Number a{;zr 108 108 (95% Confidence limit)
infection
BAYo09867| 0.1 0.1 | 0.03 (0.02—0.04)
S.aureus 3.0X10% + p.o. . ) OFLX 0.19 0.19 | 0.06 (0.05—0.09)
Smith (2.3) NFLX 0.39 0.78 | 0.25 (0.18—0.35)
PPA 12.5 25 1.60 (1.15—2.22)
BAYo09867| £0.025 =0.025] 0.000787(0.000484—0.001278)
E.coli 6.8x103 OFLX £0.025  0.05 | 0.0198(0.0153—0.0258)
C11 (7.0) et ! NFLX <0.025  0.05 | 0.0530(0.0409—0.0687)
PPA 0.78 1.56 | 0.2828(0.2272—0.3522)
BAYo09867| <0.025 0.1 | 0.23 (0.16 —0.34)
K.pneumoniae | 7.6x103 + oo | 1 ) OFLX 0.1 0.19 | 0.31 (0.29—0.34)
3K25 (7.6) NFLX 0.1 0.19 [ 1.70 (1.18 — 2.46)
PPA 3.12 100 >12.80
BAY 09867| £0.025 0.1 | 0.01 (0.0068—0.0145)
S.marcescens | 5.0X108 + Ipol| 1 . OFLX 0.19 0.39 | 0.463 (0.402—0.533)
No.2 (5.0 NFLX 0.1 0.19 [ 1.33 (0.89—1.98)
PPA 1.56 3.12 | 12.4 (8.19—18.8)
BAYo09867| 0.1 0.39 | 0.377 (0.260—0.548)
P.aeruginosa | 6.5X103 + Ipol 1 . OFLX 1.56 3.12 | 0.252 (0.224—0.282)
E7 (12.0) NFLX 0.78 1.56 | 0.565 (0.480—0.666)
PPA 25 50 1.695 (1.288—2.231)

Mouse : ICR, 4W, ¢, 19%1g, 6 animals/group

*

EDsos” : VAN der WaErDEN method
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Fig. 17 Therapeutic effect of BAY 0 9867, OFLX, NFLX, and PPA against experimental urinary tract infection in mine

E. coli KU-3 Challenge dose : 8 X 10¢ cells/mouse
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Fig. 18 Serum level of BAY o0 9867 and other pyridone carboxylic acid derivatives
Administration : p.o.
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IN VITRO AND IN VIVO ANTIBACTERIAL ACTIVITY
OF BAY 0 9867 (CIPROFLOXACIN),
A NEW PYRIDONE CARBOXYLIC ACID DERIVATIVE

SacHiko GoTo, MASATOSHI OGAWA, SHUICHI MIYAZAKI,
Yasuko KANEKO and SHOGO KuwABARA
Department of Microbiology, School of Medicine, Toho University

The in vitro and in vivo antibacterial activity of BAY o 9867, a new pyridone carboxylic acid derivative, was com-

pared with that of ofloxacin, norfloxacin and pipemidic acid, and the following results were obtained:

BAY o 9867 showed a higher antibacterial activity against various species of gram-positive and gram-negative bacte-

ria tested, particularly against E. coli, K. pneumoniae, Proteus sp. , S. marcescens, E. cloacae, P. aeruginosa, P. maltophilia

and A. calcoaceticus.

The bactericidal activity of BAY o 9867 against E. coli was found to be comparable to that of ofloxacin and stronger

than that of norfloxacin and pipemidic acid.

The protecting effect of BAY o 9867 against experimental mice infections due to S. aureus, E. coli, K. pneumoniae and

S. marcescens was superior to that of ofloxacin, norfloxacin and pipemidic acid.

BAY 0 9867 was also superior to ofloxacin, norfloxacin and pipemidic acid in the therapy of urinary tract infections

in mice due to E. coli and P. aeruginosa.



