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B L WA EALFE#EER] BAY 0 9867 (Ciprofloxacin)
2B A M R EE

RERE - HPERE - B3RS - SHEH
FEERREMENFHRE

EBALFHER BAY 0 9867 (2R3 5 MIE#MEFM %, Norfloxacin (NFLX), Pipemidic acid (PPA)
# & U Ofloxacin (OFLX) # lBi&E & L TIRETL, LT O&ER L1577,

1. BAY 09867 i3, 77 LIGHHEE, 77 LBMENS L ORI LILEROIE 2
RINTLEFLTBY, ZOHMENE, 77 LBHEEICHE L TiE OFLX & 13IZF% T, 754
BEE B It L T2 NFLX, PPA, OFLX & W Twi7z, BEAMEEICH L Tid, OFLX &13iF
FEH»b L3R RE - MENERL:,

2. ERREERR I BN A T, Staphylococcus aureus T OFLX &£ ) %41, Acineto-
bacter calcoaceticus T OFLX L 3IIMEFTH o 7247, MO T XTOEMEIZE VT BAY 0 9867 &%
bEN, RWTOFLX, NFLX # LT PPADIETH o 7=,

3. BAY 0 9867 DHIE NI RIITHERFDEE T3, S. aureus, Escherichia coli, Klebsiella
pneumoniae, pseudomonas aeruginosa & b 12, i, HBMFRN, BREFEEOEZBRAONT, Hih
pHATNAA Y HBAIO L 2IIENHBIFE % 572,

4. S.aureus, E. coli, K. pneumoniae, P. aeruginosa % Fi\» T, WEFEMARICRIZTEEERIT L&
&, dose response NH AIEAMRA LN, TXTHREHIERAL,

5. S.aureus, E. coli, P. aeruginosa 1=, BAY 0 9867 ¥{EH & ¢ B OBELTIL L BE L L= 2,
S. aureus Tit, BEOBALVED SN, T/, E. coli TIREEIMEILL 7225, P. aeruginosa T
BEEDHENIZIZEALEDONTY, 272075 R MElEL L OBEEIrBE s N,

6. v AERMBREIE I T BEHENEE S aureus, E. coli, K. pneumoniae, Serratia marcescens,
P.aeruginosa x IV THRET L 72 & T A, S. aureus, E. coli {25\ Tid, OFLX &£ h %% 57275, K.
pmeumoniae, S. marcescens Tix OFLX L IZIXFETH VD, P. aeruginosa |24+ L Tix, OFLX & h Eh

TR ERLE, 72, WTFNROBEKIZBEWTYH, NFLX, PPA L WERTWL,

BAY 09867 &, BARA Y - WA Z NV TER SN
FLOWLEREZH CH D, APRIILFELE 1-
4—dihydro—4—ox0-7— (1-—
piperazinyl) —3-—quinolinecarboxylic acid—hydrochlor-
ide—monohydrate & \»\», 4F&385.82, KIZRRHE
DHEERLV LEBOEEMOBEKTH S, Z0LEE
#RXi12, Fig. LISRTEBY THB, AH L EZO{LF
& #1212, Nalidixic acid, Piromidic acid, Pipemidic
acid, Cinoxacin, Norfloxacin, Ofloxacin % &25% %,

4, F4ix, BAY 0 9867 DMEEMFMIC OV T,
Pipemidic acid!?, Norfloxacin®3 & UF Ofloxacin® % 8%
R LT, OMBEFORE 21T, 2, 30HR%:
Bl-oTHET 2,

. RRMESLIUERSE
1. fEH%E
HAEBRFE & L TiE, BAY 0 9867, Norfloxacin (NFLX),

cyclopropyl—6—fluoro—1,

Pipemidic acid (PPA), Ofloxacin (OFLX) & UF Nalidixic
acid (NA) DTN S AEDHS »% b DEH V2,

2. LEARZ b T A

BRERFOT 7 LGHENE, 77 ABMREES & 0%
SURECH T 2 ABRERNRE N %, B1EEC Trypto-
soya broth (TSB, = 2 1), REEHifll%E( Heart infu-
sion agar (HIA, = v X4) ¥AWT, BER{LF#EES
KRN EBEHEIERE MIC) BIEENHE L TRD 7,
% B, Streptococcus T, C. diphtheriae {22\ Tk, 10%
BN HIA %, N. gonorrhoeae, N. meningitidis 1213 GC

Fig. 1 Chemical structure of BAY o0 9867
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B (=9 R4) %, I, BAHEECOoVTIE, B
B #IZ GAM broth (= v 2 1), BEMHE I GAM
agar (= v XA4) AW,

3. ERRREEMRICK T B REM S

Ba A EL 2 & 4 BE X 7z S, aureus 31K, S. pyogenes
148k, E. coli 31#k, K. pneumoniae 32%%, E. cloacae 32%K,
E. aerogenes 21¥k, H. influenzae 27T#K, S. marcescens 321K,
P. vulgaris 30Kk, P. mirabilis 29¥k, M. morganii 248k, P.
rettgeri 168k, P. aeruginosa 318k, A. calcoaceticus 29%kIZ
SV, RIEEEIC TSB, BEMME I HIA EHVT,
AA{tEREF SR/ IEFRILRENERICELT, &
FSHRUEET % -7

4. HEHCRIEFTHERFORE

WEH R TS, i pH, BIUERN, BEH
BOEBIZOWT, S. aureus 209-P JC, E. coli NIH JC—
2. K. pneumoniae KC—1, P. aeruginosa E—-2 ¥ RERE & L
T, HIA # AV FRARE B7C, 18~ 2085 %)
X RS ETR o7 BL, BEHOREIZOVTI,
Mueller hinton agar (MHA, Difco), HIA, Nutrient agar
(NA, = X 4), Tryptosoya agar (TSA, = X A),
Brain heart infusion agar (BHIB, Difco) % F \» 7 SEAR A
REc L willEL 7,

5. HWEREBMARICRITTR

TSB TR L 72 S. aureus Swith, E. coli KC-14, K.
pmeumoniae KC—1, P. aeruginosa E—2 %, Heart infusion
broth (HIB: = v X 4) 28 L, H¥M+H T CiREE
ELI% AEOBREOERZRML, EERNICAE
BEEHE L.

6. AREEMIHHERS

S. aureus 209—P JC, E. coli KC—14, S. marcescens T—
55, P. geruginosa E—-2 ¥ RERH & L T, RIHFEIC TSB,
RS HRIE IS HIB & v CRARREIC L ) MIC 27l
E L7 £D%I0BM, 1/2MIC THIELARHEH L
WERIFRRTICEET ALV BREEELTEY,
MIC 2l L, WHHEEEOREZ1T4% -7,

7 (IAAEBEMEAIC L A EEE

S. aureus SmitH, E. coli KC—14 8 £ U P. aeruginosa E—
2IEFEER S E - BOREEII o TRET 1T
%ol Blb, RF5A4 KV IFALT, BExETE/IT1
WAERZERL, #3BMIREEELIT% - 7208
BEOWEWEH/N—7 T RIIEKL, ThEERLIIS,
S, 8774 Yy THALK, Ch 3TCHEBEEDS &
DIHZEREMIE (BARE) L VBREL

8. v AEBRMBIAE T B IEHEIR

1) @By

S. aureus Smith, E. coli KC—14, K. pneumoniae KC—1, S.

marcescens T—55, P. aeruginosa E—2 O FWH %, Nut.
rient broth (NB, = v 2 4) 237°C 18RRI #%, [k
HTHML, 6% Gastric mucin (Nutritional Biochemic-
als Corporation) & £ &ES L7te SOMEME 1 B0
Dddy F8<vR (1711 g) OBEERICEREL, B
2BERITE 1 El, 0.5% CMC (CEB S EA 2ROK
5Lt #0% 7 HE, £ROBEEIT2VEFELK
&, LitcarieLo—WiLcoxon {E942 & h EDsofi % B L 72,

2) R

K. pneumoniage DT—S % Nutrient agar (NA, = v R
A1) slant TI7CI8EFRIEEE%, NBICHE L, MBHEL
HEBCRERITE o0, BREISKMZ& 1E, 0.5% CMC
CRE S BRI R ROKS L, ZDOKI0BH, &7
DERE % 7% >, Litcurieo— Witcoxon #42 & 5 T EDsofl
rHEML,

I.E R K R

1. EARZ T4

HERFEO YT LAGHEE, BUEEHS L RANE
BT 2RBREARENICDVWTRFLLERE
Table 1 ~6Z/;RL7:c BAY 09867 iX, ¥ XTD/ 7
LRBHEIIA L TEEMERL, ZORENE, NFLX,
PPA L W #Eh, OFLX L IZIZE%E THotz, T/, 7
S ARMEEICHLTE, fo3HLVERAT L, &
SUMEBB I LTid, BAY 0 9867 i3 NFLX, PPA &Y
Eh, OFLX LIZIZEIZE L L (ke RH - T,

2. EePRHERRIT T B BREMSH

BREE A9 12 BE S 7: S. aureus 31BK, S. pyogenes 14%K,
E. coli 31%k, K. pneumoniae 32¥k, E. cloacae 328k, E.
aerogenes 218k, H. influenzae 27T¥K, S. marcescens 328,
P. vulgaris 30%k, P. mirabilis 208k, M. morganii 24¥k, P.
rettgeri 168k, P. aeruginosa 31¥k, A. calcoaceticus 29%K1Z
iy B REUSA, BESAERIT LR Fig. 2
~291Z7R L 72,

1) S. aureus DFE

R R A 10%ells/ml D13, Fig. 21ZRT LI,
BAY 0 9867 120.78 ug/ml IC¥— 2 HH Y, §XTD
$E£%0.10~3.13 pg/ml 125 L T\ 72, NFLXW, ¥—
2 #91.56 wg/ml =% Y, 0.20~6.25 wg/ml k25 LT
V7, PPA 1212.5 pg/ml LA EICHA L, 100 pg/ml A*
¥— Vi THo 720 OFLX 120.78 ug/ml 2 ¥ — 7 H'd
9, 0.20~0.78 ug/ml IZ534F L TV 72, 105cells/ml #
MG, Fig. 31SRT & 912, 10%ells/m! DM
SITHE L TSN/ Y — IS ENIREKE R EBRE
oY, WPFhOEEIIB TS, OFLX > BAY o
9867 >NFLX>PPA DEIENR TV 72,
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Table 1 Antibacterial spectrum of gram—positive bacteria
(108 cells/ml)
Organism BAY o0 9867 NFLX PPA OFLX
Staphylococcus aureus 209—P JC 0.39 0.39 12.5 0.39
Staphylococcus aureus SMITH 0.39 0.39 12.5 0.39
Staphylococcus aureus TERAIMA 0.39 0.78 25 0.39
Staphylococcus aureus NEUMANN 0.39 0.78 12.5 0.39
Staphylococcus aureus E—46 0.78 1.56 12.5 0.39
Staphylococcus aureus No. 80 0.78 1.56 25 0.78
Staphylococcus epidermidis 1.56 6.25 100 1.56
Streptococcus pyogenes S—23* 0.78 1.56 >100 0.78
Streptococcus pyogenes Coox* 0.78 1.56 >100 0.78
Streptococcus faecalis® 6.25 1.56 >100 1.56
Streptococcus viridans™* 6.25 1.56 >100 1.56
Streptococcus pneumoniae type 1 * 0.78 3.13 >100 1.56
Streptococcus pneumoniae type I * 0.78 3.13 >100 1.56
Streptococcus pneumoniae type I * 0.39 1.56 >100 1.56
Corynebacterium diphtheriae™* 0.20 0.39 100 0.39
Micrococcus luteus ATCC 9341 1.56 25 >100 3.13
Bacillus subtilis ATCC 6633 0.10 0.20 1.56 0.10
Bacillus anthracis 0.10 0.39 3.13 0.20
MIC ( pxg/ml)

Medium : Heart infusion agar (Nissui)
Method : Agar dilution (Streak)

2) S. pyogenes DIFE

10%cells/ml EEFEDIEE, Fig. 4 \ZR$T &5 12, BAY o
9867 120.39~12.5 pg/ml {253 # L T\ 7z, NFLX &
0.78~50 ug/ml 253 %i L, PPA i3 X T DA >100
pg/ml %7K L7z, OFLX 130.78~12.5 wg/ml {253 # L
TW7z, 108cells/ml HEE DS 1L, Fig. SITRT L1,
BAY 0 9867 120.20 pg/ml iZ2¥— 27 HiH bh, 0.20~
0.39 xg/ml \25345 L CT\V2 72, NFLX, OFLX 130.78 ug/
mlAE—=2ThHbh, PPAIRTXTDOHKRA 2100 £g/ml
¥R L7 WP hoF4E& b BAY o 9867 > OFLX
2NFLX>PPA DIEIZENEHE R L7,

3) E.coli DA

10%cells/ml BFED A, Fig. 6 IZ/RT & 5142, BAY o
9867 130.012 ug/ml £0.05 ug/ml iZ¥—2 Db 5 i
WO 5H %R L7s NFLX 130.025~0.20 #g/ml, PPA
130.78~3.13 xg/ml, OFLX 130.025~0.20 g/ml (=5
LT, 10%ells/ml BN A, Fig. 7IZRT &
9 123 IZEB T, BAY o 9867 >OFLX= NFLX >PPA
DIRIZEN TV /2,

4) K. pneumoniae DIFHE

108cells/ml DA 13, Fig. 8 1ZRT & 512, BAY

* Supplemented with 10% horse blood

0 9867 i <0.006 ~0.39 pg/ml {244 L, NFLX #%
0.05~0.78 pg/ml 2, PPA #%1.56 ~ 25 pg/ml 2,
OFLX #%0.10~0.78 ug/ml 1253 # LTz, ¥— 243
&4, 0.05, 0.20, 3.13, 0.20 gg/ml T &> 72
10%cells/ml B DA b Fig. 9 I2RT & 512, 10%ells/
ml BEOB A L R T, BAY o 9867 >0FLX =NFLX
>PPA DIFIZEN AN LR,

5) E.cloacae DIPE

108cells/ml B D4, Fig. 10273 & 512, BAY o
9867 1£<0.006~0.20 xg/ml I253 i L, ¥—%130.012
pg/ml TdH o725 NFLX i20.39 ug/ml iZ¥— 2 H5 b,
0.05~1.56 ug/ml {23 #i L T\ 7:, PPA i20.78~25
pg/ml S A L, 1.56 pg/ml TE— 2 %R L 72,
OFLX 130.10 ug/ml (2 €= 2 % & 5, 0.05~0.78 ug/
ml (25 H LTV, Fig 1LSRT & 912, 10%cells/ml
BHEOBELIIIFAETH - 72,

6) E.aerogenes D4

10%cells/ml #EHERF 112, Fig.12127RT & 512, BAY o
9867 120.025~0.39 ug/ml |2, NFLX # & 0 OFLX i1
0.10~1.56 #g/ml {2, PPA 31.56~25 pg/ml {545 L
Twi, 100ells/ml OB E S, BIFFEBOEE %
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Table 2 Antibacterial spectrum of gram—positive bacteria

(10° cells/ml)

Organism BAY o 9867 NFLX PPA OFLX
Staphylococcus aureus 209—P JC 0.20 0.39 12.5 0.39
Staphylococcus aureus SMiTH 0.20 0.39 6.25 0.20
Staphylococcus aureus TERAIMA 0.39 0.78 12.5 0.39
Staphylococcus aureus NEUMANN 0.39 0.78 3.13 0.20
Staphylococcus aureus E—46 0.39 0.39 6.25 0.20
Staphylococcus aureus No. 80 0.39 0.78 3.13 0.39
Staphylococcus epidermidis 0.78 3.13 50 0.78
Streptococcus pyogenes S—23* 0.39 1.56 100 0.78
Streptococcus pyogenes Cook* 0.39 0.78 >100 0.78
Streptococcus faecalis® 0.78 1.56 >100 1.56
Streptococcus viridans* 0.78 1.56 >100 1.56
Streptococcus pneumoniae type 1 * 0.39 1.56 >100 1.56
Streptococcus pneumoniae type Il * 0.78 3.13 >100 1.56
Streptococcus pneumoniae type I * 0.10 0.39 >100 0.78
Corynebacterium diphtheriae® 0.05 0.39 50 0.20
Micrococcus luteus ATCC 9341 1.56 12.5 100 1.56
Bacillus subtilis ATCC 6633 0.025 0.20 0.78 0.05
Bacillus anthracis 0.10 0.20 0.78 0.20

Medium : Heart infusion agar (Nissui)
Method : Agar dilution (Streak)

~L7: (Fig.13),

7) H.influenzae DFE

10%cells/ml FEFEDH A, Fig. 141277+ X512, BAY o
9867 1% <0.006 ~0.025 xg/ml {2, NFLX £ 0.025 ~
0.10 pg/ml {2, PPA 31.56~3.13 xg/ml iZ, OFLX &
0.012~0.05 gg/ml {25345 L T V272, 10cells/ml #EHE D
BALEAKETHY (Fig.15), WTFhoOBEBRIZBWT Y,
BAY 0 9867 >0FLX>NFLX >PPA DIEIZEN-HEH
¥RL7,

8) S. marcescens DA

10%cells/ml BHEDH A, Fig. 161Z7RT &£ 512, BAY o
9867 120.05~6.25 ug/ml IZ, NFLX 130.10~50 xg/ml
{2, PPA i31.56~>100 pg/ml iZ, OFLX 3£0.20~6.25
pg/ml DVTNSLWERIZAM L Tv7:, 108ells/
ml HHEREIZ S, Fig. 1712R T & 512, 10%cells/ml HfE
DFE LA LOEBICSHL, ZOREDE,
BAY 0 9867 > NFLX = OFLX > PPA DJEZ#ER T W
72

9) P.vulgaris DFHE

10%cells/ml #FEDIB A3, Fig.18127RF & 512, BAY
0 9867 i30.012~0.20 pg/ml i25345 L T\ 72, NFLX

* Supplemented with 10% horse blood

MIC (pg/ml)

120.10~0.78 pg/ml DEEFIZ MDA %R L 720
PPA 133.13~6.25 ug/ml {2, OFLX £0.10~0.39 pg/
ml (254 L TV 72, 10%cells/ml D34 b, Fig.19127R
T &I, BIIABOKERELRLY,

10) P. mirabilis DIFE

10%cells/ml #EFERF 1212, Fig.20127R¥ & 512, BAY o
9867 130.05~0.39 xg/ml i34 L, Y¥'—2120.10 ug/
ml T& o5 7z, NFLX 120.20~1.56 xg/ml 2, PPA &
3.13~12.5 pg/ml {2, OFLX 130.20~0.78 pg/ml i25
L Twi, 10%ells/ml BHENIFE b, Fig.2LIRT &
I, IBIIFEHROMEEERL, BAY 0 9867 > NFLX =
OFLX > PPA DJEIZEN BN 2R L 10

11) M. morganii DS

10%cells/ml #EFERE I 1E, Fig.22127R$ & 512, BAY o
9867 120.05 ug/ml (¥ — 2 HH H, 0.012~0.20 pg/
ml {2534 LT v/, NFLX 120.05~0.78 xg/ml (2534
L, “#M %R L7, PPA 131.56~50 xg/ml, OFLX
120.10~1.56 xg/ml 254 L, BAY o 9867 > NFLX
> OFLX > PPA DNRICEN-IEHE2RL 7,

10°cells/m] FEFERFIC b FIHDEERTH 5 72 (Fig.23),
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Table 3 Antibacterial spectrum of gram—negative bacteria
(108 cells/ml)

Organism BAY o0 9867 NFLX PPA OFLX
Escherichia coli NIH JC-2 0.025 0.10 6.25 0.10
Escherichia coli NIH 0.012 0.05 12.5 0.05
Escherichia coli K—12 0.012 0.10 25 0.05
Escherichia coli KC—14 0.012 0.05 12.5 0.05
Citrobacter freundii NIH 10018—-68 0.39 0.78 >100 1.56
Salmonella typhi T—287 0.012 0.05 12.5 0.025
Salmonella typhi 0—901 <0.006 0.05 6.25 0.025
Salmonella paratyphi A 0.012 0.05 50 0.05
Salmonella paratyphi B 0.012 0.10 25 0.05
Salmonella enteritidis 0.05 0.20 50 0.10
Shigella dysenteriae EW —7 0.05 0.20 12.5 0.10
Shigella flexneri 2a EW-10 0.05 0.10 25 0.10
Shigella flexneri KOMAGOME 0.05 0.20 12.5 0.10
Shigella boydii EW—-28 0.05 0.20 12.5 0.10
Shigella sonnei EW—-33 0.025 0.20 12.5 0.10
Klebsiella preumoniae KC—1 0.05 0.20 25 0.20
Klebsiella preumoniae NCTC 9632 0.05 0.20 12.5 0.10
Enterobacter cloacae NCTC 9394 0.10 0.39 25 0.10
Enterobacter aerogenes 0.05 0.20 25 0.39
Enterobacter aerogenes NCTC 10006 0.20 0.39 25 0.39
Hafnia alvei NCTC 9540 0.05 0.20 50 0.20
Serratia marcescens IFO 3736 0.20 0.39 50 0.39
Serratia marcescens T—55 0.20 0.39 25 0.39
Proteus vulgaris 0X—19 0.025 0.20 6.25 0.10
Proteus mirabilis 1287 0.025 0.20 12.5 0.10
Morganella morganii Kono 0.10 0.39 100 0.39
Proteus rettgeri NIH 96 0.39 0.78 6.25 0.20
Proteus inconstans NIH 118 0.05 0.10 100 0.39
Pseudomonas aeruginosa No. 12 0.39 0.78 >100 1.56
Pseudomonas aeruginosa NC—5 0.10 0.39 50 0.78
Pseudomonas aeruginosa E—2 0.78 1.56 100 3.13
Actinetobacter calcoaceticus Ac—54 0.78 6.25 >100 0.78
Neisseria gonorrhoeae* <0.006 0.05 1.56 0.025
Neisseria meningitidis™ <0.006 0.05 1.56 0.012
Medium : Heart infusion agar (Nissui) * GC medium MIC (pg/ml)
Method : Agar dilution (Streak)

12) P rettgen D& B, LERCSAAIRD 5N (Fig.25),
108cells/ml BERERF (2 1%, Fig.24i27R3 &£ 912, BAY o 13) P. aeruginosa D4
9867 130.025~3.13 #g/ml, NFLX i30.10~6.25 g g/ml, 10%cells/ml #TEDPA 13, Fig.26127R3 & 512, BAY
PPA 136.25~ >100 #g/ml, OFLX {30.20~12.5 pg/ml 09867 120.05~1.56 wg/ml {25347 L TV 7z, NFLX it

DILEEICHAH LTV 7z, 105ells/ml R DIEE b [ 0.20~6.25 pg/ml 42, PPA 1£6.25~ 100 geg/ml {2,
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Table 4 Antibacterial spectrum of gram—negative bacteria
(108 cells/ml)

Organism BAY o0 9867 NFLX PPA OFLX

Escherichia coli NIH JC-2 0.025 0.10 3.13 0.10
Escherichia coli NIH =0.006 0.025 3.13 0.025
Escherichia coli K—12 0.012 0.05 25 0.05
Escherichia coli KC—14 0.012 0.05 12.5 0.05
Citrobacter freundii NIH 10018-68 0.20 0.39 100 0.78
Salmonella typhi T—287 0.012 0.05 12.5 0.025
Salmonella typhi 0—901 <0.006 0.025 6.25 0.012
Salmonella paratyphi A <0.006 0.05 12.5 0.05
Salmonella paratyphi B 0.012 0.05 25 0.05
Salmonella enteritidis 0.012 0.05 25 0.05
Shigella dysenteriae EW —7 0.025 0.20 12.5 0.10
Shigella flexneri 2a EW-10 0.012 0.10 12.5 0.05
Shigella flexneri KoMAGOME 0.025 0.10 12.5 0.10
Shigella boydii EW—-28 0.05 0.10 12.5 0.05
Shigella sonnei EW—-33 0.025 0.10 12.5 0.10
Klebsiella pneumoniae KC—1 0.05 0.20 6.25 0.20
Klebsiella pneumoniae NCTC 9632 0.05 0.20 12.5 0.10
Enterobacter cloacae NCTC 9394 0.10 0.20 12.5 0.10
Enterobacter aerogenes 0.05 0.20 12.5 0.10
Enterobacter aerogenes NCTC 10006 0.05 0.20 12.5 0.20
Hafnia alvei NCTC 9540 0.025 0.10 50 0.10
Serratia marcescens 1IFO 3736 0.20 0.39 25 0.39
Serratia marcescens T—55 0.20 0.20 12.5 0.20
Proteus vulgaris 0X-19 0.025 0.10 3.13 0.10
Proteus mirabilis 1287 0.025 0.10 6.25 0.10
Morganella morganii Kono 0.05 0.20 50 0.20
Proteus rettgeri NIH 96 0.10 0.78 3.13 J.20
Proteus inconstans NIH 118 0.025 0.10 50 0.39
Pseudomonas aeruginosa No. 12 0.20 0.78 >100 1.56
Pseudomonas aeruginosa NC—5 0.05 0.20 25 0.20
Pseudomonas aeruginosa E—2 0.39 0.78 50 1.56
Acinetobacter calcoaceticus Ac—54 0.39 3.13 50 0.39
Neisseria gonorrhoeae* <0.006 0.025 1.56 0.012
Neisseria meningitidis* <0.006 0.025 0.78 0.012
Medium : Heart infusion agar (Nissui) % GC medium MIC (4«g/mi)
Method : Agar dilution (Streak)

OFLX (30.78~12.5 ug/ml {25345 L T2 7z, 105cells/ml 14) A. calcoaceticus D&

BHE G Fig.2WlRT L 80, 10%ells/ml B#HEOHE 108cells/ml BHEDHE, Fig.28127RT & 512, BAY o

& [T, BAY o0 9867 > NFLX > OFLX > PPA DJIf 9867 ¥, 0.10~1.56 «g/ml, NFLX 130.78~12.5 ug/

ERIIE N ER LT ml, PPA 1325~ >100 u#g/ml, OFLX i20.20~0.78 ug/

ml (25345 LT 7z, 105cells/ml #ERERE (2 & FIHE O & B
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Table 5 Antibacterial spectrum of anaerobic bacteria

(108 cells/ml)

Organism BAY o 9867 NFLX PPA OFLX
Clostridium tetani 0.39 0.78 25 0.78
Clostridium perfringens 0.78 3.13 50 0.78
Clostridium sporogenes GAI 0005 0.39 0.78 12.5 0.20
Bacteroides fragilis GM 7000 12.5 >100 >100 3.13
Bacteroides fragilis ATCC 25285 6.25 50 >100 3.13
Bacteroides fragilis V—-240-2 6.25 50 >100 3.13
Bacteroides fragilis V—283 6.25 50 >100 3.13
Bacteroides thetaiotaomicron 5600 50 >100 >100 12.5
Bacteroides distasonis clin—99-3 25 >100 >100 12.5
Bacteroides vulgatus ES—14 50 >100 >100 25
Bacteroides ovatus Ju—6—1 >100 >100 >100 50

MIC (ug/ml)

Medium : GAM agar (Nissui)
Method : Agar dilution (Streak)

Table 6 Antibacterial spectrum of anaerobic bacteria

(108 cells/ml)

Organism BAY o0 9867 NFLX PPA OFLX
Clostridium tetani 0.39 0.78 12.5 0.20
Clostridium perfringens 0.20 0.78 12.5 0.10
Clostridium sporogenes GAl 0005 0.20 0.39 12.5 0.20
Bacteroides fragilis GM 7000 6.25 25 >100 1.56
Bacteroides fragilis ATCC 25285 6.25 25 >100 1.56
Bacteroides fragilis V—-240-2 6.25 50 100 1.56
Bacteroides fragilis V—283 6.25 25 >100 3.13
Bacteroides thetaiotaomicron 5600 50 >100 >100 6.25
Bacteroides distasonis clin—99-3 12.5 100 50 12.5
Bacteroides vulgatus ES—14 25 100 >100 3.13
Bacteroides ovatus Ju—6—1 100 >100 >100 50

Medium : GAM agar (Nissui)
Method : Agar dilution (Streak)

¥RL (Fig.29), WFhoEE&s, BAY 0 9867 =
OFLX > NFLX > PPA DJEICENR TV 72,

3. BN RIEZTHERTFORE

S. aureus 209—P JC, E. coli NIH JC-2, K. pneumoniae
KC-1, P. aeruginosa E-2 ¥ T, $5#y, 54 pH, 5§
MRS & CEHERONENCRITTHEEII OV T
BT L7k R %, Table 7 ~101CR L7, $4bb, &
WORBTIE, SEMLLHIWKRELERBEZIL
Motz, BiHh pH OB TIX, 4FH L LISHEHEMELY

MIC (¢ g/ml)

TVA)HRTHENNE T 2@ - 72, BMiFR
MoBZE, 4FELHITHRELERELRTI LD 57,
37, BHEROEE TR, BREICL-TH, 4H&
BIIEALREBEZ b o7,

4. WEBRCRIZTER

1) S. aureus Stk IZD W\ T

Fig.30/27~ 9 & 9 iZ, BAY o 9867 i, 1/4 MIC ®»
0.10 wg/ml YEFIT 1 B¥RTH 3 CHITM I 2 O %3
BUAER L7 370, TR EOBETRTNTREY
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Fig. 2 Sensitivity distribution of clinical isolates Fig. 4 Sensitivity distribution of clinical isolates
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Fig. 3 Sensitivity distribution of clinical isolates Fig. 5 Sensitivity distribution of clinical isolates
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Fig. 6 Sensitivity distribution of clinical isolates Fig. 8 Sensitivity distribution of clinical isolates
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Fig. 7 Sensitivity distribution of clinical isolates Fig. 9 Sensitivity distribution of clinical isolates
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Fig.10 Sensitivity distribution of clinical isolates
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Fig.11 ‘Sensitivity distribution of clinical isolates
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Fig.12 Sensitivity distribution of clinical isolates
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Fig.13 Sensitivity distribution of clinical isolates
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Fig.14 Sensitivity distribution of clinical isolates
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Fig.15 Sensitivity distribution of clinical isolates
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Fig.16 Sensitivity distribution of clinical isolates
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Fig.17 Sensitivity distribution of clinical isolates
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Fig.18 Sensitivity distribution of clinical isolates
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Fig.19 Sensitivity distribution of clinical isolates
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Fig.20 Sensitivity distribution of clinical isolates
Proteus mirabilis 29 strains
(10%cells/ml)

80+
%)

601 BAY 0 9867 Al A ppa
1\ /

Isolation frequency
S
(=]
1

o
o
N

<0.006
0.012 0.05 0.20 0.78 3.13 12.5 50 >100

100+ Y2l /
(%) /;/erLx /
go|  BAYORET i /

60
40

20+

Cumulative percent of strains inhibited

<0.006 0.025 0.10 0.39 1.56  6.25 25 100
0.012 0.05 0.20 0.78 3.13 12.5 S0 >100
MIC (ug/ml)

Fig.21 Sensitivity distribution of clinical isolates
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Fig.22 Sensitivity distribution of clinical isolates
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Fig.23 Sensitivity distribution of clinical isolates
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Fig.24 Sensitivity distribution of clinical isolates
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Fig.25 Sensitivity distribution of clinical isolates
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Fig.26 Sensitivity distribution of clinical isolates
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Fig.27 Sensitivity distribution of clinical isolates
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Fig.28 Sensitivity distribution of clinical isolates
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Fig.29 Sensitivity distribution of clinical isolates

Acinetobacter calcoaceticus 29 strains
J (10%cells/ml)
80
%)
z 604
T 40
# 201

s0.006 0.025 0.10 0.39 1.56 6.25 25 100
0.012 0.05 0.20 0.78 3.13 125 50  >100

100 - P
1 / /
= /
Z 80- BAY 09867 / /
» / /
g /
K / /
7 604 / /
< / PPA [
g / NFLX /
§ 404 / /
s /
z /
k| /
5 20 -
£ s
© 7
e

——

s0.006 0.025 0.10 0.39 1.56 6.25 25 100
0.012 0.05 0.20 0.78 3.13 12.5 50 >100
MIC (ug/ml)



VOL. 33 §—7 CHEMOTHERAPY 53

Table 7 Influence of various medium on the antibacterial activity

(108cells/ml)

Organism Medium BAY o 9867 NFLX OFLX
MHA 0.10 0.20 0.39
HIA 0.10 0.20 0.39
S. aureus 209-P JC NA 0.10 0.20 0.39
TSA 0.20 0.39 0.39
BHIA 0.20 0.39 0.39
MHA 0.012 0.20 0.10
HIA 0.012 0.10 0.10
E. coli NIH JC-2 NA 0.012 0.20 0.10
TSA 0.012 0.20 0.20
BHIA 0.05 0.39 0.39
MHA 0.012 0.10 0.10
HIA =0.006 0.05 0.05
K. pneumoniae KC-1 NA 0.025 0.20 0.10
TSA =0.006 0.05 0.10
BHIA 0.05 0.39 0.20
MHA 0.20 0.78 3.13
HIA 0.20 0.39 1.56
P. aeruginosa E-2 NA 0.39 1.56 1.56
TSA 0.39 0.78 1.56
BHIA 0.39 1.56 3.13
MHA : Mueller - Hinton agar MIC (ug/ml)

HIA : Heart infusion agar

NA  : Nutrient agar

TSA : Triptosoya agar

BHIA : Brain heart infusion agar

Table 8 Influence of medium pH on the antibacterial activity

Organism Medium pH BAY o 9867 NFLX PPA OFLX

6 0.39 0.78 25 0.78

S. aureus 209-P ]JC 7 0.20 0.78 12.5 0.39
8 0.20 0.39 12.5 0.39

6 0.20 0.78 12.5 0.78

E. coli NIH JC-2 7 0.05 0.20 3.13 0.20
8 0.012 0.10 1.56 0.10

6 0.10 0.78 12.5 0.78

K. pneumoniae KC-1 7 0.05 0.20 6.25 0.10
8 0.012 0.05 6.25 0.05

6 1.56 6.25 50 6.25

P. aeruginosa E-2 7 0.39 1.56 25 1.56
8 0.39 0.78 25 1.56

MIC (ug/ml)
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Table 9 Influence of horse serum on the antibacterial activity

Organism H°’S(e%‘°‘)e'“m BAY o 9867 NFLX PPA OFLX
0 0.20 0.39 12.5 0.39
10 0.20 0.39 25 0.39
S. aureus 209-P JC 25 0.20 0.78 25 0.78
50 0.39 0.78 50 0.78
0 0.025 0.10 1.56 0.10
. 10 0.025 0.10 1.56 0.10
E. coli NIH JC-2 25 0.025 0.10 1.56 0.10
50 0.025 0.10 3.13 0.10
0 0.05 0.20 6.25 0.05
. 10 0.05 0.20 6.25 0.05
K. pneumoniae KC-1 25 0.05 0.20 6.25 0.05
50 0.05 0.20 6.25 0.10
0 0.39 0.78 50 3.13
P. serasinosa E-2 10 0.39 0.78 50 3.13
- oeTug 25 0.39 0.78 50 3.13
50 0.39 0.78 100 6.25
MIC (ug/ml)

Table 10 Influence of inoculum size on the antibacterial activity

Organism I"‘Eg:l‘l“s';‘msl)‘ze BAY o 9867 NFLX PPA OFLX
6.9x108 0.39 0.78 25 0.78

6.9%107 0.20 0.78 25 0.78

S. aureus 209-P JC 6.9%x10¢ 0.20 0.78 12.5 0.39
6.9%x105 0.20 0.39 12.5 0.39

6.9X104 0.20 0.39 12.5 0.39

6.3X108 0.05 0.20 6.25 0.20

6.3x107 0.05 0.20 6.25 0.20

E. coli NIH JC-2 6.3Xx106 0.05 0.20 3.13 0.20
6.3X10% 0.05 0.20 3.13 0.20

6.3x104 0.05 0.20 3.13 0.20

6.2X108 0.05 0.20 25 0.20

6.2X107 0.05 0.20 12.5 0.20

K. pneumoniae KC-1 6.2x10¢ 0.05 0.20 6.25 0.10
6.2X105 0.025 0.10 6.25 0.10

6.2X104 0.025 0.10 3.13 0.10

5.1x108 0.78 3.13 50 3.13

5.1x107 0.78 1.56 25 3.13

P. aeruginosa E-2 5.1x10¢6 0.39 1.56 25 1.56
5.1x105 0.39 1.56 25 1.56

5.1X10* 0.39 0.78 12.5 1.56

MIC (ug/ml)
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A& b Iz, NFLX Ti21/2 MIC 00.20 xg/ml YEF BRI
1 BRI E I CREMICERLUBIIRENIER L,
72 MIC U ETIRBEERA %R L7, PPA Tix 1B/ B
I CHEMICIERAL, Thllts, CORBETLHIY
MWRBEERIZTR S 2 d 57, OFLX T, 1/2MIC ®
0.20 pg/ml fERIBEICIZ, 1BEFIE 2 CHEMICZENL
BERBEOCERA LY, 37 FnUE0BECIIREN
MKRED LN,

2) E.coli KC=14 I2DW\T

Fig.31Z/R¥ & 512, BAY 0 9867 i3V Fh DigfELs
BWTLREMA A S N7, NFLX Tid, 1/2 MIC EH
B R RBEER A b7, PPA Tid, 1/4MIC T3
3.3 pug/mEATR R REEA A SR, ThllE
NDRETIRDHE W EDOLVREMIED 6N/, OFLX
T, 1/2 MIC 00.025 xg/ml TEREEIZ 2 R KB A H
Sh, ThLLEDRE Tid dose response D& 5 FHEE
iR NY (AN

3) K. pneumoniae KC—1 122\ T

Fig.32127" 3 & 92, BAY o0 9867 i¥, 1/4 MIC @
0.012 xg/ml EFIC 1 5B 3 THEMICZENLRIIHK
BHIC/EA L7, NFLX i21/2 MIC TR RRE/IZ, #
WU EDOBETEREEMIER L., PPARVTHho
BRETYH 1FFME $ CHEEHAERL, TO®RKEER
MR O6N7, OFLX X, WTFH DIBE T b dose re-
sponse D& 5 HEEH R L 72,

4) P.aeruginosa E-2 122\ T

Fig.3312/R3 & 912, BAY 0 9867 121/4 MIC LLET
HEMI/EH L7z, NFLX, OFLX 3, 1/4 MIC Tz &
BEA%RL, 1/2MIC U ETOFEMEIZD 6 NI,
PPATiX, MICO 4 EDRETHVREEHA A LN
ALY

5. RRENTMER

ARENWEEEOER % Fig. 3R L7

S. aureus 209—P JC i\ T, NA, PPA, NFLX i3,
4B TGO MICTERRL, Eeh Il L
8 L7:4%, OFLX 13104 B T 845, BAY 0 9867 i34 1%
ThHol,

E.coli KC=14 128V Tit, WTFhoEH s 10/KB 2
32~2564% D MIC fE %R L 7=,

S. marcescens T—55 Tix, NA, PPA & 1 {CIE#E %I,
NFLX & 54X E 12 >800 #g/ml %7K L 7=, BAY o 9867
1%, 10X B 121284, OFLX 1325645 MIC %R L 70

P. aeruginosa E-2 {2 B\ Tid, BAY o 9867 H644%,
NFLX 128f%, OFLX 5124%® MIC fE% 7R L 7=,

6. fIHZESAMEIC X 2 TERE

S. aureus Smith 12, BAY 0 9867 ¥ ERH s ¥ /BT

BRI AEZEMBETHRE L ER Y, Fig.35, 361
R L7z, 0.05xg/ml Tid control & FAERDIEFEA A 6 1,
0.10 wg/ml LA ETHEEIIBILL, 0.78 ug/ml L ETE
BEIBHES N,

E.coli KC—14 12, BAY 0 9867 2 fEfl s €72 & I 5,
Fig.37,381277¢ & 512, 0.0015, 0.003 g/ml Tt H#
WXIERE L 72, 72, 0.003 xg/ml LLETHEMBIIMEIL,
#120.025 ug/ml CHETH o7,

P. aeruginosa E—2 12, BAY 0 9867 #{EH &€/ &
Z A, Fig.39, 4042779 & 5142, 0.10, 0.20 xg/ml T
A A ONLA, TRULDBRETIE, b hEE
LT IBERET 2 BIBES N,

7. 2 AEBRMBEE IS T 2 ERHE

1) &HBRYHE

S5 BRFE AT 5 EREZR % Table 11II/R L 72,

S. aureus Smith FRYLFE 12X B GBS R % EDsofE Tt
83 5 &, BAY o0 9867 1320.135 mg/mouse (p. 0.) &
OFLX @ 0.06 mg/mouse & ) 455 T\ 7255, NFLX ®
0.36 mg/mouse, PPA ?3.8 mg/mouse & H R T 7,

E. coli KC-14 BRESEIZ2F L TS, BAY o 9867 i,
0.013 mg/mouse (p. 0.) & \» 9 EDsofl # 7~ L, NFLX,
PPA L hfEh, OFLX L W45 Tz,

K. preumonice KC—1 BRPLAE I3 L Tid, BAY o0 9867
13 0.023 mg/mouse (p. 0.) T& H, OFLX kI IXF%T,
NFLX, PPA L hER T/,

S. marcescens T—55 BRAE I 5 IAHEEHR 13, BAY
0 9867 = OFLX > NFLX > PPA DJEIZER T W7z,

P. aeruginosa E—2 FRJLAE (4T L Tid, BAY o0 9867 @
EDso fE #70.29 mg/mouse (p. 0.) T& 1, OFLX 9 0.50
mg/mouse, NFLX @ 2.05 mg/mouse, PPA @ 16.0 mg/
mouse LA EICHAREN IR ERL 72,

WINOBREFEICH LTH, BAY 09867 ¥R THS
L7,

2) OB ARG

K. pnewumoniae DT—S D MEFEF I & 2 EERHITIR 53
RYIEE TNV COBERIR %, Table 12037R L7, BAY
0 9867 MEDsofl 1X, B TF#%5 T0.252 mg/mouse, &0
# 5 T0.295 mg/mouse T & Y, NFLX ® > 10 mg/
mouse, PPA @ >15 mg/mouse (21t L #h, OFLX & [
FOHELRL I,

I. BESLVER

L EBALFERER BAY 0 9867 12T A ME
H)EFf % BEAI O NFLX, PPA 3 & UF OFLX % Hdgs &
LTiT R o7 ZOKR, RHE YT ABMERICH L
TI3 OFLX & RIZE%E D, 75 LABMERE I LT,
D 3F &L W ERZHEHERL 7, BRI L
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Fig.30 Effect of BAY 0 9867, OFLX, PPA and NFLX

on viability of S. aureus Smith
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Fig.31 Effect of BAY 0 9867, OFLX, PPA and NFLX
on viability of E. coli KC—14
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Fig.32 Effect of BAY 0 9867, OFLX, PPA and NFLX
on viability of K. pneumoniae KC—1
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Fig.33 Effect of BAY o0 9867, OFLX, PPA and NFLX
on viability of P. aeruginosa E—2
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Fig.34 Development of drug resistance to BAY o 9867, OFLX, NFLX, PPA and NA

(in vitro)
S. aureus 209-P JC E. coli KC-14
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Number of transfers

S. marcescens T—55 P. aeruginosa E—2
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Number of transfers

Inoculum size : 10%cells/ml

Medium : Heart infusion broth
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Fig.35 Phase—contrast micrographs of S. aureus Smire Fig.36 Phase—contrast micrographs of S. aureus Smitn
exposed to BAY o 9867 for 2 hours exposed to BAY o 9867 for 3 hours
MIC : 0.39 p2g/ml MIC : 0.39 xg/ml

0.05 xg/ml

0.10 gg/ml 0.20 g g/ml o.zo#é/l )

0.39 ug/ml 0.78 peg/ml 0.39 pg/ml 0.78 pg/ml

1.56 ug/ml 3.13 ug/ml 1.56 xg/ml

6.25 pg/ml 12.5 pg/ml 6.25 ug/ml 12.5 pg/ml
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Fig.37 Phase—contrast micrographs of E. coli KC—14 Fig.38 Phase—contrast micrographs of E. coli KC—14
exposed to BAY o 9867 for 2 hours exposed to BAY o 9867 for 3 hours

MIC : 0.012 e g/ml MIC : 0.012 xg/ml

Control 0.0015 g g/ml Control 0.0015 g g/ml

0.006 xg/ml

0.003 pg/ml 0.006 g g/ml

0.012 ug/ml 0.025 2 g/ml 0.012 ug/ml 0.025 g g/ml

0.10 g g/ml

0.05 xg/ml 0.10 gzg/ml

0.20g/ml 0.39 ug/mi  0.20ug/ml
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Fig.39 Phase—contrast micrographs of P.aeruginosa E—2 Fig.40 Phase—contrast micrographs of P. aeruginosa E-2
exposed to BAY o 9867 for 2 hours exposed to BAY o 9867 for 3 hours
MIC : 0.78 «g/ml MIC : 0.78 ug/ml

Control 0.10 g g/ml Control 0.10 g/ml

0.20 xg/ml 0.39 g/ml

0.204g/ml

1.56 pg/ml 0.78 ug/ml 1.56 zg/ml

3.13 ug/ml 6.25 ug/ml 3.13 ug/ml 6.25 ug/ml

12.5 ug/ml 25 pg/ml 12.5 ug/ml 25 pg/ml
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Table 11 Protecting effect of BAY o0 9867, NFLX, PPA and OFLX against experimental infections in mice

Administra-
Organism Challenge dose tion Drug MIC Geg/m) EDso* (mg/mouse)
(cells/mouse) route 108 106
8. G BAY o 9867 0.39 0.20 0.0086 (0.00566~0.0131 )
7.6X105 pP. 0 BAY o 9867 0.39 0.20 0.135 (0.0964 ~0.189 )
S. aureus SMITH P. 0. NFLX 0.39 0.39 0.36 (0.275 ~0.472 )
(32 LDso) p.o PPA 12.5 6.25 3.8 (2.53 ~5.70 )
P- 0 OFLX 0.39 0.20 0.06 (0.0414 ~0.087 )
S. C. BAY o 9867 0.012 0.012 0.0010  (0.00077~0.0013 )
9.0x103 P. BAY o 9867 0.012 0.012 0.013 (0.0113 ~0.0157 )
E. coli KC-14 p.o. NFLX 0.05 0.05 0.054 (0.0386 ~0.0756 )
(98 LDso) p.o. PPA 125 | 12.5 0.59  (0.331 ~1.05 )
P.o. OFLX 0.05 0.05 0.0084 (0.00636~0.0111 )
S. ¢ BAY o 9867 0.05 0.05 0.0042 (0.00344~0.00512)
4.5%103 p.o BAY o 9867 0.05 0.05 0.023 (0.0159 ~0.0344 )
K. pneumoniae KC-1 p.o NFLX 0.20 0.20 0.20 (0.129 ~0.31 )
(110 LDso) p.o PPA 25 25 1.8 (1.16 ~2.79 )
P- 0. OFLX 0.20 0.20 0.025 (0.0180 ~0.0348 )
s.c BAY o 9867 0.20 0.20 0.0025 (0.00176~0.00355)
1.5X106 p.o BAY o 9867 0.20 0.20 0.043 (0.0326 ~0.0568 )
S. marcescens T-55 p.o NFLX 0.39 0.20 0.086 (0.0555 ~0.133 )
(16 LDso) p.o PPA 25 12.5 0.3 (0.270 ~0.428 )
p.o OFLX 0.39 0.20 0.04 (0.0296 ~0.054 )
S. C. BAY o 9867 0.78 0.39 0.048 (0.0364 ~0.0607 )
1.1x106 p.o. BAY o 9867 0.78 0.39 0.29 (0.212 ~0.397 )
P. aeruginosa E-2 p.o. NFLX 1.56 0.78 2.05 (1.37 ~3.08 )
(46 LDso) p.o. PPA 100 100 >16.0
p.o. OFLX 3.13 1.56 0.50 (0.352 ~0.710 )
* Calculated by LircuriELD-WiLcoxoN method () : 95% confidence limits

Table 12 Therapeutic effect of BAY o 9867, NFLX, PPA and OFLX

in mice infected with Klebsiella pneumoniae DT—S by inhalation

Drug MIC (ug/ml) Administration route EDso (mg/mouse)
BAY o 9867 0.025 . C. 0.252 (0.115 ~0.554)
BAY o 9867 0.025 p. o. 0.295 (0.0893~0.974)
NFLX 0.20 p. 0. >10
PPA 6.25 p- 0. >15
OFLX 0.05 p. v. 0.3¢  (0.166 ~0.697)

Administration : 15 hrs. after inhalation
Observation : 7 days
() : 95% confidence limits
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Ti, OFLX LIFIZEES LR > T, BIR
SBEREIZ AT B MM T S. aureus, A. calcoaceti-
cus Tid, OFLX LI3IZRAE S L iER % - TV /oA,
HoOFTNTOFHEIZBVTiE, o 3F L HERTW,
MEHCRIZTERFOLE T, S aureus, E. coli, K.
pneumoniae, P. aeruginosa DV TR OEKIZB VT &
BEKREREBRIAOREN ST,

MEEAEN TIX, BAY o0 9867 i S. aureus, E. coli,
K. pneumoniae, P. aeruginosa T, B/EBHILBEN1/4
LECREMASED O N, 77 AEEBRMEEAE IS
BIGER B T, S. aureus, E. coli BBAEIZXF L T,
BAY o0 9867 X, OFLX & h 455 T\ /=A%, K. pneumo-
nige, S. marcescens FRYEHE (24T L Tid, OFLX & 31¥FE%
®, P.aeruginosa ERFEIIAF LT, Mo 3F & N
BB RER L1

ZDEHIZ, BAY 0 9867 ix in vitro TIIZEA LD
®HEIZB T, NFLX, PPA, OFLX & h EL/-HIEN
%R L 724, invivo TiE, OFLX & I(ZXFEEDHERR
¥RL7, SO LR, BTHRELABESDBAY o
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BACTERIOLOGICAL EVALUATION OF BAY o 9867,
A NEW SYNTHETIC ANTIMICROBIAL AGENT

TakesHI NisHINO, MAYUMI TANAKA, HIDEoO KENMOTSU and TERUO TANINO

Department of Microbiology, Kyoto Pharmaceutical University

Bacteriological evaluation of BAY o 9867, a synthetic antimicrobial agent, was carried out compared with Norfloxacin
(NFLX), Pipemidic acid (PPA) and Ofloxacin (OFLX), and the following results were obtained:

1. BAY 0 9867 showed a broad spectrum of antibacterial activity against gram—positive and gram—negative bacter-
ia including anaerobic bacteria. The antibacterial activity of BAY o 9867 was similar to that of OFLX against gram—
positive bacteria, superior to those of NFLX, PPA and OFLX against gram—negative bacteria and similar or a little in-
ferior to that of OFLX against anaerobic bacteria.

2. The MICs of BAY o 9867 for clinical isolates were slightly higher than those of OFLX for Staphylococcus aureus,
almost equal to those of OFLX for Acinetobacter calcoaceticus, and the lowest for all other bacteria tested, followed by
those of OFLX, NFLX and PPA.

3. The kind of medium, addition of horse serum and inoculum size did not affect the antibacterial activity of BAY o
9867 against S. aureus, Escherichia coli, Klebsiella pneumoniae and Pseudomonas aeruginosa. The antibacterial activity of
BAY o0 9867 against these bacteria was enhanced in alkaline medium.

4. The bactericidal activity of BAY o 9867 against S. aureus, E. coli, K. pneumoniae and P. aeruginosa was dose—de-
pendent.

5. As for morphological alterations of bacteria treated with BAY o 9867, swollen cells of S. aureus and elongated
cells of E. coli were observed. However, the elongation of P. aeruginosa was hardly noted, and the spheroplast—like
structure and lysis of P. aeruginosa were observed.

6. Therapeutic effect of BAY o 9867 against experimental systemic infections in mice was a little inferior to that of
OFLX against S. aureus and E. coli, similar to that of OFLX against K. pneumoniae and S. marcescens, superior to that of
OFLX against P. aeruginosa, and superior to those of NFLX and PPA against all the bacteria tested.



