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CHEMOTHERAPY

BAY 0 9867 (Ciprofloxacin) D XBERY - FaKAIMET

FLEES - MHB K- REER - CREZ
HMKFERFEERE PR, R A

FLIARARENAF )Y UANKUVBROBEOMEETH 5 BAY 0 9867 (Ciprofloxacin) (22
VT, R - BBRORE T, 2&80 L) RERFB O,

1. BAY 09867 DERRDBER 24§ 2 HIE /) % HIEH E A10° cells/ml D & &) MIC THIEL
728 T A, S aureus, S. faecalis \$ KER5#%0.20~1.56 ug/ml TH Y, E.coli, Klebsiella spp., En-
terobacter spp., Proteus spp., M. morganii, P.aeruginosa DFEA & 750.39 pg/ml LLF T P. aeruginosa
2 BRV 7 E D KERSH%0.05 peg/ml LLF Td o 726 Citrobacter spp. R U S. marcescens 12132 MIC DK
EVHDOPHRLNLD, WTFNRB12.5ug/mUTTHo7, T HDIHESIE Norfloxacin &£ ) &
1~ 2EBPSENTH Y, Pipemidic acid & ¥ 6 EXBEER T 72,

2. BEHRASBTF 4 BI2BAY 0 9867 D200 mg % ZMMFICHIRE /& 2 5, METREDT
BMEE 1 ~ 2 BRI %250.74 ng/ml T, ZDHBAL, 8EFMIHEA0.19ug/ml THoto DL &
D MK I TOFHRBRPIMETIIB% TH - 72,

3. FPORERERAAE O B, REERPIELLG), BEREIE 4 6, FEEERYAE 1 Bl EH25611C BAY o
9867 % 1 H0.3~0.6g, 4 ~63HMMERA L 5, Ex1261, FxH106), 2LA% 16, =X
2BIT, AMEEBU THo7o BIEAE LTRMLRDLRE2D 57255, GOT, GPT D LR A2
B, ALPEAA 16, M/ MU A1 BICED LNz,

FLARARSNLF ) ) ANKE UV BROBOBERK
JLEETH 5 BAY o 9867 (Ciprofloxacin, LLF BAY
LB&) 13 Fig. 1127”83 & 912, Norfloxacin (NFLX) 2
FECEULABEDLDTH HH, 1Ll cyclop-
ropyl 2 E WD D L DA A 5> T2 512, [FEFIC,
6HLIZT7 v FEDNA2TVBIERSL, RN DRHED
FH|, & <2 Pipemidic acid (PPA) 7% &I WILEA
DREI SN, HEANEEEL YT ABERUERHEE
I LCRIECEMAZMEDEBE LT D vwbhTw
B3N, F, TREITOIDRFEND LD ER 5 TKIZ
BT 2DOHFERTY, BE» S ORIND & <, HKk
BAT O BAF T, 24BFRRPEIINE L $940% L vbh Ty
%189

ZIT, bhivbh b BAY OBKS#E ST 5H
NERET B E LI, BERANIKS L L & ofiE
FBAY BERURPHMELRE L, 3642, &
DAF IR O BYSEEHIC BAY 2 AL, ZOBKY
REBWEHOFEX R L 2O THRET 5,

I. HBRUVF &

1. BERSEE T 2 MENRE

IMKEE—NERARBEO EERRAE» 6, £
L CHBFIS84E 3 A HHGFIS9E 6 A £ TOMIZH#ES h
72 S. aureus 27 %k, S. faecalis 26 ¥k, E. coli 24 %%, K.

pneumoniae 22 ¥k, K. oxytoca 5 ¥k, E. cloacae 22%k, E.
aerogenes 8 ¥k, S. marcescens 288k, P. mirabilis 10%k, P.
vulgaris 138k, M. morganii 7 ¥k, Citrobacter spp. 24%k,

P. aeruginosa 27TRRIZ DWW T, BARILEEEFZSTREIC

Chemical structures of BAY o 9867, NFLX and

PPA
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H U T BAY RUKEEE & L TD NFLX & PPA D&/
REMILRE MIC) 2ELL. ShoDEHDER
BEOFARITIE, BAY 3ZD T T HBEAEAKTI] mg/
ml B % BB L 72 4%, NFLX & U PPA i3 0.1 N NaOH
BWTHIOmg/ml (2B L IIZBEBLEDDL, BEE
BAKT] mg/ml 222 L5 IHRL A, B, HEE
WiZitIaTg—k s b EXRESR (BBL) ¥ AL, #
BEERCEREHAER 743y (BK) c&s—&Y
HEERLREERRBWR CI0ECARLLZLD
(inoculum size : 108 cells/ml & &/R) %7,
2. MEPRELRPHEREAE

0F7637FETH, HE163~171 cm (F168 cm),

HES4~72 kg (F1561 kg), HKRMEIKL.57~1.83 m?
(F191.68m?) DREHEABETF 4412, BAY D200 mg
FZEREREIC 1 MARA L 7 & & O Mg AE & SRR
RIE L7,
BEAZSHERFIZ BAY #200mg 2B OKTIRAL, R
Fig0, BRAI#0.5, 0.75, 1, 1.5, 2, 4, 6, 8EFH
WERENRAS mlIRM L, EE L0 bMmE* 58 L
7o E-FBFIC, MPBRAT, PR 2, 4, 6, SERRIC
SR ESE, TOREEXHELLZDL, 20—H%
RE L7, ThOSDOMBRFRIZ—TOCIAREL 72
MmiER KSR D BAY IBEHIE L E. coli Kp k%8B
EHETHHERY » THEIL o7, T2bb, E coli
Kptkesh—+M v 7aVar743> (AK) T—K
HMERELLODR0.2%DEBIIEATBMST 1 X
AEER—N (BK) 2HlEsbe L, BEREDTERIC
i3, METRENEREIT -5 (BK) %, R
FEMIEREIZ0.1M ) v BIEREW (pH7.0) 2 Hw7,
B, mMEXa -5 T2, RIBERTIO~
20045 AR L THIE L 720

Bon/-BAY OMEPBREHEEICO VT, one
compartment open model {2 & 5 FHEEEHEMBH Y &
INZFEICE DB L,

3. BERORLEEROER

FUMKFEE — PR R OB E R O A BE K U4V 8= 8
ZEORMRRVUIHEL 4 Fl, REXRRUHATELLS
B, BEBER2H, BEMXIG), BERYeSE4BG), IR
% 16l0&256112, BAY # 1 H0.3~0.6g, 4 ~63H
x5 Lt EDBKRGRELAWEROHE BRI L 72,
BAY O#45 412 1 [H100 mg & 5212200 mg % 1 H
3E, A%ICRESEA2DO%EAE L7245, 1EH100 mg
DA, L ECHRFIYEMLTCIB4EE LT,
BRI R O E X, BEEKS L CRERBFTRNK
EEREBEBOEFILR EIZL VREHICHEL, ¢

bbb, BEEROHEL L LI, BEACWERR, B
RETR %2 EORIERATROEEL L 612, CRP DR
Ak, RLEDOEEL, BOREEONE, EXEON
Ruphabhr b &2 TR, L, & 1B
PUCERICHh -7t & TERH, & Lz, BEEKCBHR
FIROUBNHONTORELTH o720, RERKED
TEEREFEPAON LD oL &, HEVIEER DD
IECEhERSAONRLL B2 TRRER, L, &
no DEEERPLREBITR, REREOUE,STD
bheholb s TES, LLL, 7, BREOHE
IZonTi, THE%k), "ERY), TERF, TERHR,
LS HEFENHRLNECHELZ, Z0B, 8%
BHEHOMITELRD - b DRFDRDOIEROERE
THho2bDix "AH, & L7,

BIfERIC2W T, BEOHFR L (&, EAHRSE
I BEREROEHEL EEMVIEL A, RS, mME
FHRELECENRE + EFHICHEITL, 20D
FEYBEL/,

I. &% R’

1. BRRSEE ST 20EN

IHKZEE—MHARBE OBERM DO 58 s
BHRIZOWT, BAYDOMIC ¥ BIET A L & b2, IR
2% L 72 NFLX 3 &£ 0 PPA @ MIC & k& L 7=,

S. aureus 27THR T3, Table 1M & 52, BAY BT~
T40.20~0.78 g/ml T, %D KERDH0.39 pg/ml &
ENRIMEHTHo 720 NFLX 130.39~1.56 gg/ml T
&Y, BAY DFH1 EFsEN TV 72, PPA 1£12.5~100
pg/ml T, ZOZLH50ug/ml THh, BAY DHH6
~ 7T EEER T,

S. faecalis 26B£ T 1%, Table 2 ® & 51, BAY ix ¥~
T3.13 pg/ml LT C, K#53#50.78~1.56 ug/ml T
o720 NFLX 3T XTI2.5ug/ml LT T, 20%L
A%1.56~3.13 ug/ml TH H, BAY DFH* 2 BRFEENT
W/zo PPA 325 pg/ml LT 13 7% <, KER55100 zg/ml
%\ L100 wg/ml L ET, BAY D547 kRS R
Twiz,

E. coli 24B8 T3, Table 3 ® & 52, BAY 3 ¥~XT
0.05 g/ml AT & FEE ICEN-BUE N TH - 7o NFLX
T XT0.20 ug/ml LT C, £20%<i20.10 ug/ml T
b0, BAY D1 ERFEEEN T/, PPAIZ0.78~
3.13 ug/ml T, KE5#51.56 ug/ml ThH, BAY DFj
A5 BREENR TV 2,

K. pneumoniae 228K Ti3, Table 4 ® X 5 {2, BAY R
+~T3.13ug/m LT TH Y, 0.10 ug/ml LLF 2208,
91% T, ZDKERDI20.05 ug/ml L\TF & ERT VT,
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Table 1 Susceptibility of S. aureus (27 strains) to BAY, NFLX and PPA
Inoculum size: 108cells/ml

b MIC ( xg/ml)
™M& 1<0.05] 0.10 [ 0.20 [ 0.39 [ 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 |100<
2 19 6
BAY (7.4) | (77.8)| (100)
1 10 16
NFLX 3.7) | @40.7) | (100)
2 6 18 1
PPA (7.4) | (29.6) | (96.3) | (100)
() :Cumulative percent
Table 2 Susceptibility of S. faecalis (26 strains) to BAY, NFLX and PPA
Inoculum size: 10%cells/ml
b MIC (pg/ml)
ru
€ <0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<
1 3 13 8 1
BAY (3.8) (15.4) | (65.4) | (96.2) | (100)
1 3 5 14 2 1
NFLX (3.8) (15.4) | (34.6) | (88.5) | (96.2) | (100)
3 10 13
PPA (11.5) | (50.0) | (100)
() : Cumulative percent
Table 3  Susceptibility of E. coli (24 strains) to BAY, NFLX and PPA
Inoculum size: 10%cells/ml
MIC ( ug/ml)
Drug

<0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<

24
BAY | (100)

6 16 2
NFLX | (25.0)| (91.7)| (100)

2 20 2
PPA (8.3) | (91.7) | (100)

() : Cumulative percent

Table 4 Susceptibility of K. pneumoniae (22 strains) to BAY, NFLX and PPA
Inoculum size: 10%cells/ml

Drug MIC ( xg/ml)
<0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<
BAY | (s1%8) | (o¢0) (95.5) (100)
NFLX ase |13 | 0.9 95.5) (100)
PPA 5.7 | 90°9) (95.5) (100)

() : Cumulative percent
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NFLX 1350 pg/ml ® 1 $R % BR < £3.13 wg/ml AT TH
D, 0.10~0.39 g/ml 5208k, 91% T, BAY D 2
BRIEEN T/, PPA 131.56~3.13 pg/ml A20%k,
91% T, 25ug/ml, 100 ug/ml LA\ EAE 1 #kEEDH LN,
BAY D46 REEENR TV 7,

K. oxytoca 5 Bk T, Table 5D & 92, BAY ¥ ¥
T0.05 ug/ml LA TF T o 725 NFLX 123 ~XT0.10 pg/
ml LT T& Y, BAY DHH 1 EREFEN T2/, PPA I
TXTH1.56 ug/ml T, BAY DFHH 5 EBEA TV,

E. cloacae 22% T2, Table 6 ® & 512, BAY i36.25
pg/ml O 1BREBRV 218K, 96%$70.39 ug/ml LLF T
Hh, Lhb, 168, 73%130.05xg/ml LT & ENT
W7o NFLX 13218k, 96% $%3.13 pg/ml LA F T, 174k,
77%130.10~0.20 g/ml Td - 7245, 50 ug/ml D b D
MIKZED NI, #Z TBAY DHH2 ~ 3EREER
TV 7, PPA 131.56~3.13 pg/ml 25174k, 77% TdH -
7275, 100 pg/ml H B VT ENLUED L DM 2L H D,
BAY D56 BXFEE K R T W72,

E. aerogenes 8 Bk Tid, Table 7 D & H1Z, BAY iz ¢
~NTO0.05 ug/ml AT EFEBITENR TV /o5 NFLX 137
NT3.13ug/ml A FTH o 7255, 68, 75%130.10~
0.39 wg/ml T, BAY DB M2 EBELLEER TV,
PPA {33 ~XTH1.56~6.25 xg/ml T, BAY D156 E
P BN TV 7z,

S. marcescens 288k Tid, Table 8 M & 9 2, BAY i
12.5ug/ml T COMIZTRTHABLCAHLTED,
15%, 54%130.10 pg/ml LATF T, 86% D & O $71.56
pg/ml N FT& 576 NFLX130.10~100 g g/ml (2 HRIL
<AL, 0.39 ug/ml LT A178k, 61%TH Y, 12.5
pg/ml LLF 3248, 86% T, BAY A4 1 ~ 2 BxW{E
hTWw7:, PPA 1217#131.56~3.13 ug/ml T 5 7255,
Z DA11325~100 wg/ml AL TH 5 726

P. mirabilis 108k T3, Table 9 ® & 5 1I, BAY ¢
~NTO0.10 g/ml LAFTH b, 7#i30.05xg/ml LT &
N T, NFLX i3 XT40.20 g/ml LT T,
BAY O 45 1 BXBEEN TV 7, PPA X TXT3.13 g/
ml T, BAY D/H6 KREER TV 72,

P. vulgaris 138 T2, Table 100 & 512, BAY i3~
TO0.10 ug/ml LAF T, ZDI3 & A EH0.05ug/ml AT
T& 5756 NFLX 123 XT0.20 gg/ml LTI o 7255,
BAY DA A1 i < B Tw /o, PPA 139 XTO0.78
~3.13pug/mli2dH 1, BAY DHA5 ERER TV,

M. morganii 7 ¥Rk Ti&, Table 110 & 512, BAY i3 ¥
~NT0.10 pg/ml L FT, NFLX L i3i¥HE L Vb DT
& 7 PPA131.56~3.13 ug/ml TH H, BAY DFH*

5EREEN TV,

Citrobacter spp. 248k Tix, Table 120 & 5 (2, BAY it
6.25 pg/ml £ TOMICT~NTHIGIL A L7, 13
Bk, 54%130.10 ug/ml NTCTH b, 228k, 92%120.78
pg/ml AT T o720 NFLX 1325 ug/ml £ TORIZH
HMLTHEH, E5I30.20 ug/ml LT TH 745, 194,
79% H%3.13 g/ml LLF T, BAY DFH1 ~ 2 RBctEN
Tw 72, PPA 1312#, 50%#50.78~3.13 ug/ml Td -
7oh%, 25pg/ml BATA579% T, 100 ug/ml LA LD & ¢
4RO ON, BAY X 0 b SEEREUES > Tnr,

P. aeruginosa 27# Ti%, Table 13D & 9 I, BAY it
FXT0.10~0.78 pg/ml 12 H, £ D KIS $50.20~
0.39 ug/ml & N T\ 7, NFLX (£0.39~3.13 pg/ml
T, BAY D542 KBS < R Twv7:, PPA 136.25~
50 gg/ml T, 12.5 ug/ml AT 3178, 63% TH b,
BAY & 1) 6 &RFES - T 7z,

2. MEHRE & RPHREE

EERABF 4412 BAY 0200 mg % 2B C AR %
¥7: & E0MiF+T BAY BE R URFHEE % Bioassay
EIZEHIEL

BAY O [Li% F iR DRERFHHER & KR L 72D 2° Table
14TH B, BAENFEHTH-7 T4bL, M.S,
T.N. ® 2§ Tix, PARHE305 » & M i& iR & 470.74
pg/ml LB L CERL, 1BEM#%I2131.06~1.56
pg/ml &Y, ZOBKIEELICERA LT 8 EEMEN
0.22~0.25 ug/ml Tdh > 72, J. K. B Ti23053#%40.15
pg/miZTEY, ZOHOERG &2, 1.58M%
120.80 pg/ml T, 2BFM%$0.79 pg/ml & IIFFEL Y
EXRFHELTBD, Fhdh o THRLT8EMHAKIZ0.13
peg/ml TH o7 M. O.FITIREICRINAGEN, LAY
BAET, 2BFRIEICIRUDHTO.49ug/ml &2 h, 4B
f1%0.53 pg/ml DEBEEIZE E T h, LB LT
8 BEM #£4%0.14 ug/ml Th o720 Thb 4 FIOFHE
¥Ah 5k, Fig.2TbAbNB &I, 305#%40.41
pg/ml T, 1BEM» 6 2BMEOMIZ0.74 ug/ml &
Vo ENFER LTV A LS 2k, F0KIZELICE
LT 8EEMIT%130.19 ug/ml TdH 5 726

Z 5 DREED & one compartment open model (X & o
TR S N5 EEHFEHLREIE Table 15127 T & 513,
Ka, Tmax, Cmax OfEDEAZIZ L 585 Y +HEH
T, &< IZKafti30.27~2.83h™" LHBIL K AA L,
Tmax fHA%0.94~4.098kf & %2 5 THH, FhZFHhOF
1{EA1.35h7", 2.08h, 0.79 xg/ml TH o7 LAL,
Kel I3 LB /8T Y F 540 <, FIHHETO.31h7' T,
> TT/ 20 FIYMEH 2. 448 TH 5 72, $ 72, AUC
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Table 5 Susceptibility of K. oxytoca (5 strains) to BAY, NFLX and PPA
Inoculum size: 10%cells/ml

MIC ( pg/ml)
<0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<

Drug

5
BAY | (100

1 4
NFLX | (20) | 100)

5
PPA (100)

() : Cumulative percent

Table 6 Susceptibility of E. cloacae (22 strains) to BAY, NFLX and PPA

Inoculum size: 10°cells/ml

D MIC (pg/ml)
ru
€ <0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<
16 2 1 2 1
BAY 1(72.7) | (81"8) | (86.4) | (95.5) (100)
5 12 1 2 1 1
NFLX (22.7) | (77.3) (81.8) | (90.9) | (95.5) (100)
PPA 8 9 1 1 1 1 1
(36.4) | (77.3) | (81.8) | (86.4) | (90.9) (95.5) | (100)
() : Cumulative percent
Table 7 Susceptibility of E. aerogenes (8 strains) to BAY, NFLX and PPA
Inoculum size: 10%cells/ml
D MIC ( p«g/ml)
ru
& <0.05( 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<
8
BAY (100)
1 3 2 2
NFLX (12.5) | (50.0) | (75.0) (100)
2 5 1
PPA (25.0) | (87.5) | (100)

() : Cumulative percent

Table 8 Susceptibility of S. marcescens (28 strains) to BAY, NFLX and PPA
Inoculum size: 10°cells/ml

MIC ( zg/ml)
<0.05 0.10 [ 0.20 [ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 [ 12.5 | 25 | 50 [ 100 |100<

Drug

BAY 4 11 2 1 3 3 2 1 1
(14.3) | (53.6) | (60.7) | (64.3) | (75.0) | (85.7) | (92.9) | (96.4) | (100)

NFLX 1 10 6 1 4 1 1 2 1 1
(3.6) | (39.3)|(60.7) (64.3) | (78.6) | (82.1) | (85.7) | (92.9) | (96.4) | (100)

PPA

6 11 2 2 1 6
(21.4) | (60.7) (67.9) | (75.0) | (78.6) | (100)

() : Cumulative percent
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Table 9 Susceptibility of P. mirabilis (10 strains) to BAY, NFLX and PPA

Inoculum size: 10%cells/ml

MIC (xg/ml)

D
"8 120.05]0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 |100<

7 3
BAY | (70.0)| (100)

1 7 2
NFLX  1(10.0) | (80.0) | (100)

10
PPA (100)
() :Cumulative percent
Table 10 Susceptibility of P. vulgaris (13 strains) to BAY, NFLX and PPA
Inoculum size: 105cells/ml
b MIC (ug/ml)
ru,
& <0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<
11 2
BAY | (81.6)| (100)

6 5 2
NFLX | 46.2)| (84.6) | (100)

2 7 4
PPA (15.4) | (69.2) | (100)
() : Cumulative percent
Table 11 Susceptibility of M. morganii (7 strains) to BAY, NFLX and PPA
Inoculum size: 105cells/ml
D MIC ( xg/ml)
ru
£ <0.05| 0.10 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | 100<
6 1
BAY | (g5.7)| (100)

6 1
NFLX | (g5.7) (100)

6 1
PPA (85.7) | (100)
() : Cumulative percent
Table 12 Susceptibility of Citrobacter spp. (24 strains) to BAY, NFLX, and PPA
Inoculum size: 10%cells/ml
5 MIC (ug/ml)
T8 120.05[0.10 [0.20 | 0.39 [ 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 |100<
9 4 4 1 4 1 1
BAY | (37.5)|(54.2) | (70.8) | (75.0) | (91.7) | (95.8) (100)
NFLX 1 7 4 2 2 2 1 4 1
(4.2) | (33.3) | (50.0) | (58.3) | (66.7) | (75.0) | (79.2) | (95.8) (100)
PPA 1 7 4 1 1 5 1 4
(4.2) |(33.3)|(50.0) | (54.2) | (58.3) [ (79.2) (83.3) | (100)

() : Cumulative percent
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Table 13 Susceptibility of P. aeruginosa (27 strains) to BAY, NFLX and PPA

Inoculum size: 10°cells/ml

Drug MIC ( xg/ml)
<0.05] 0.10 | 0.20 | 0.39 | 0.78 [ 1.56 [ 3.13 [ 6.25 [ 12.5 | 25 | 50 | 100 |100<
BAY @’ | 30| 06.9) | (100)
NFLX @s.2)| 74t | 96.3) | (100)
PPA Aty | 630 | 06.3 | 1o

1£3.31~5.95, F354.52 h. pwg/ml & LBRINT Y F 0
LRV bDTH 572,

oL ED2EMENRE, R BAY BEKURH
PEtR % TR L 7= D A% Table 16TdH 5, R BAY B
wHHE, NREEDS 6 BFRIK T TORTIH, MEFR
BEOLAI»ENR, L bEMEICHE S M O BlORAD
2 BERIRA%60 ug/ml TH 72D FKRE, VTR 120
~440 pg/ml DBEHE TN TE Y, 6~ 8ERHEOR
$60~200 xg/ml TdH o7z, FMFIZ, RPHEEEL BN
LCHbE, BROO2HEMETITI, M O.6IN2.4%
EWIHRIEZBRC £10~20%ThHhH, DED 2 ~ 4 B
BWFR$10~19% LRI 2 BRI L 12 IZEBED b DS
Bt s hTH Y, 4~ 626 ~10% LAY,
6~8BEfI33 ~6%Thot, £2T, SEEMKET
O RTER PP ERI329~48%, TFHT38% & 2 L {KfET
Hoto ABDOFEYRBRPHMELFRLZOH
Fig. 3 T& 5%,

3. BRK#E L EIfEH

FUHKZEHE— PR R OBE R B P O ABe R OFR &,
ZE0EMRARVIEEE 4 6, 2UHREXL, BUER
EXRARUHAEZ RO SHHMES F, SHEFLERX?2
Bl, SHBEME7H, BHERE 26, SHBARUK
B aBl, FFBE 1BIDET256IIC, BAY #A L7
FEBIIE Table 170 & 512, 19F» 587 DEF 8 fl,
TFITBIT, ) bITFIM O hOEBEBREHELTH D,
AHDIPBITRERENHEMEREEZLOSNL DT
botl, BRAENFHLNIITEL L DY, MIRISHESIE
T B —Streptococcus, P. aeruginosa, E. coli, H. influen-
e ThY, EFBRHEOLDOVSBIL S0 o7z, REGRER
BLfETIL E. coli DI D, K. pneumoniae H3% {, D
D75 LARMIBE L LT C. freundii, P. mirabilis 5% 1,
IHOBBE L —#IZS. faecalis, S. aureus DIREGBEY: &
EXoNDLDONIFTH o7 T2 1FITRES DI
TELMolo BERYSE X Salmonella |2 & BIGRDIZ

() :Cumulative percent

P, E. cloacae WEDLNIZ LD L EFERZENDLDOTH >
72 T72, BB E. acrogenes IZL B LD THo T2,
EROMOIAERFT TIRF SR T2 b 0p115l
%L, EMPICERHABRE SR TENTH - 26 OHE
FhTwis,

BAY x5 &, x5 #Kix1H0.3~0.6g, 4 ~63
BR<C, ¥ LT1HO0.6g 5~7HRMEAL:, L
ML, chondiZ2 A bREMERASNZ6D
I EENT,

BaR A B LIRSS E C IR AR 7 B, ER 26, K
MEECIIER 8B, ARh2Bl, RREHLL, BE
BEECTEEN4HT, FRETIENTHY, &L
LCERLI2E, A3106, =AM 16, EX2HIT,
BNEIL88% L ENRT Wz, BEABIICERERHRE AT
A bk, FRIRESEYAE T P. aeruginosa 12 & 5 REX
KRV p—Streptococcus 1= & HEMRERICEDTHY,
RBERIFETRREAB YA, IIT LI N TE LD
1B BRARRE L £ T 5720 FFREF T2+
D E. aerogenes ZEHIZHE L, BERZHICL 2R
BEOKE S0 EL2 ML, ALHE L TRIBETCZ
D FRME T CHEA L, ZOMOERNIEHE K
BLHEDT, WTNLENLRVLEDN TS - 72, MEF
W R REIIRED H 5 BHREIRO BHEES
D 2 BT, E. coli U P. aeruginosa HIRFE L7275, £ D
oS TIHERE VTR O EERL 7,

BIERE LT onir o7, $7:, BAY
FERGOBKRREENOLE) % A7-D A% Table 18TH
2 A%, 2612 GOT, GPT O LR, Lo 1H1i2 ALP
BREFANBDONIIITELRD o720 ZDIINITEE]
EOREIZBH S »Th o725, 1HIS—AEDM/MK
BOAFRD LTz,

o * =

FLLEARESNLZE) FU ALKy BROBONEE
T®H 5 BAY ¥, bHETHES KT CII—fRIZERS
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Table 14 Serum levels of BAY o 9867 after the oral administration of 200mg
Serum concentration of BAY 0 9867 (ug/ml)
Case | Age | Sex
Oh 0.5h 0.75h 1h 1.5h 2h 4h 6h 8h
M.S. 34 M 0 0.75 1.01 1.06 0.84 0.71 0.49 0.28 0.22
T.N. 30 M 0 0.74 1.22 1.56 1.20 0.98 0.62 0.38 0.25
J. K. 30 M 0 0.15 0.26 0.28 0.80 0.79 0.35 0.19 0.13
M.O. 37 M 0 0 0.04 0.05 0.08 0.49 0.53 0.36 0.14
Mean 0 0.41 0.63 0.74 0.73 0.74 0.50 0.30 0.19
+SD +0.39 +0.57 +0.70 +0.47 +0.20 +0.11 +0.09 +0.06
Table 15 Pharmacokinetic parameters of BAY o 9867 in healthy volunteers
C Age | Sex | Height | Weight | (59 | ka Kel | Tmax | Cmax | T1/2 | AUC
ase e | Sex surface
g @ | k& | G| @) | (b ®) | (g/mh| ) | (hepg/ml)
M.S. 34 M 170 72 1.83 2.83 0.25 0.94 0.95 2.73 4.74
T.N. 30 M 163 54 1.57 1.78 0.31 1.19 1.26 2.26 5.95
J. K. 30 M 166 64 1.71 0.53 0.44 2.08 0.58 1.59 3.31
M.O. 37 M 171 52 1.59 0.27 0.22 4.09 0.37 3.18 4.09
Mean 168 61 1.68 1.35 0.31 2.08 0.79 2.44 4.52
+SD +3.7 +9.3 +0.12 +1.19 +0.10 +1.43 +0.39 +0.68 +1.12
Fig. 2 Mean serum level of BAY o 9867 after the Fig. 3 Mean cumulative urinary excretion rate after the

oral administration of 200mg of BAY o 9867

oral administration of 200mg of BAY o 9867

100 1
%
8
1.5 2
= S 80 .
S 3 } Mean + SD
1=J >
X ]
= { Mean + SD K]
§1.01 5 60
‘é‘ 3
g g
g i £ 401
? 0.5 E
£ 20 A
3
0 I_ T T T T
0 1 2 4 6 8
Time (h) 00 1 3 1 6 8
Time (h)
Table 16 Urinary excretions of BAY o 9867 after the oral administration of 200mg
0 ~2h 2 ~4h 4 ~ 6h 6 ~ 8h Total
Case Age | Sex
cC U R cC U R cC U R cC U R R
M.S. 34 M 280 148 20.7|155 155 12.0 (123 156 9.6 | 105 104 5.5 47.8
T.N. 30 M 420 86 18.0|435 56 12.2 300 68 10.2|200 58 5.8 46.2
JK. 30 M 330 58 9.5(390 53 10.3/188 63 5.9 59 94 2.8 28.5
M.O. 37 M 60 80 2.4|440 84 18.5|155 8 6.7 8 74 3.3 30.9
Mean 12.7 13.3 8.1 4.4 38.4
+SD + 8.3 + 3.6 + 2.1 + 1.5 +10.1

C : Concentration(ug/ml),

U : Urine volume(ml),

R : Urinary excretion rate (%)
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NI LO TS NFLX R ICEB L -HED TN T
& B M, cyclopropyl #AA B Z EIZE D, &HICHE
DAREEN, LErbKICHBEREND LD LR > TWVE L
IHIERNH B, $72, BEH»SORILS REFT,
REESIE I EBERFED A T {, FFIREFRGEIZ
B THHELEDPATVEY, £2T, bhibhid
BAY OREREER X 3 AU, BRBATORIT,
e, BRERICH L7z S ORME CBIEAOFELIR
L7

BAY DR HME I T AMEN %2, BEOAKSE
ZOBRRMED O BRSNS N BRI OWT, BEEH

4B L #10° cells/ml D & &) MIC THIEL 7, T7-,

EE % L7 NFLX L fEkh 5L H & T b PPA
DMIC LB L7zo 77 LAIGHEIRE TIE S, aureus & S.
faecalis D HAZDVTHRET L 7225, KE44%0.39~1.56
pg/ml TdHH, NFLX & 0 1~ 2B, PPA L9 6B
BUEBER TV, 77 LBRHEBRE T, E coli, K.
oxytoca, E. aerogenes 133 ~NT0.05 ug/ml LT TH Y,
K. pmeumoniae, E. cloacae, Proteus spp.  95% LL £ %%
0.39 xg/ml LT T, L2bFDKEDH0.05pg/ml T
Hote E72, P.aeruginosa 133 -XT0.10~0.78 pg/ml
Khh, BRINEMBENTH D, B, Citrobacter
spp. & S. marcescens (243 MIC DLLBHIKE WS DD
Bh, FNTHKA6.25 12.5ug/ml TTRTHEEF
PHESR TV, ShoDBER VTR NFLX £
Nb1~2RMENR-LDTHY, PPA LY b 6 BRFE
L ERT W, Tht b ELSKRDFER O BEDE
FrelETa e, BIZHE LV, RPRRIFLHRETH
B, L L, HETORBCTHEBECRIFLIMNENIE
BOENTV D, IHIEEBEEAL0° ~10 cells/ml & /)
B oTnhnEbEZONLY, LT LLEER
BIlIBDETTREVEITHE, bhbho
MIC BIEAST & % h o 72 HWHIZ DV T, S. pyogenes
0.20~0.78, S. pneumoniae 0.39 ~3.13, H. influenzae
0.05LLF, B.catarrhalis 0.10LLF & V> o 72fEXR LN T
B, Shigella spp. & USalmonella spp. {26 0.05 zg/ml
DTFHKEST, —&120.39 ug/ml L oz b DY DH
BY, ¥ 70, P.aeruginosa LA9* D Pseudomonas B\ b &
NEHEASEOONRTE Y, LOEHAOEHMEIZEN
RHENNHLETZ B, 611, TOMIC & MBC D
EHTEA EHE LW I EAEBHSR TV,

BAY DRI, HEiZ2T, 200 mg D ZEFREAMR D
EEFBRE LA, BonMiEFBRECIEAELE
Bc, VEBITCOBTEIRBETHL L bR, ThE
FEREL = &30 Z DREDEANIOVTHED LR T

Vw3, ARERE,» BV ILETRE FON, 18
BIIC1.1~1.6 ug/ml DY —212% 56D, RITAH
BAL2»OABRT, 2~ 48H%20.8~0.5ug/ml O
K—sfitnnrbnbiisaahntz, LaL, Emik
E (Kel) TR D LT/ LB NS Y 4L % <, 4
BHOFHET2. 4B T, & 512 AUC #53.3~6.0h. pg/
ml, FI34.5h. ug/ml Tho7:o TN T TIZTL2
0B L VO BB REENRTE Y, HETIZ3.9~
4.7TRB L Vo EBESHTE N8, FRHIZHND E
D ULBHEN B VL) TH B, bhbhod 8% T TH
RAPPERFILTFHTRE TH Y, MBEROREL L~B
ERRBMETH 720 $72, KEIOBE, BEIZLS
FEBARLNTEY, MFEPRED EANZEHERL ) E
NTIRMET, IRPFEEELET T2 LI TH B,

BAY D ERIKICH 2 WFIR 25 R B IE < R BRI 4L 4E, e
RYSE 72 LSBT L 72e 1 A5 8130.3~0.6g T
ol 0.6 g DERBINE o7, £/, K5HH
b4 ~8ARBNELN 7DD, 2HAEEDH 3
ERIIREBIb D o7 2RTOHEMENE8% & IEFIZ
ERL-BEIBONR, L2LEMERE TN,
Mol i, SHBREFTELIERLBEDLNSL, & I,
B B E R IR R SAEC100% AR T, REBELSE b
BEREVBEONITELR D o2& ) REEDTE - 7-#E5]
MBRPLEHPIZEE T S5 DART, TRTHHULD BT
RERBESBONT VS, T/, BEEREFICLH
BIZERE %o Tb, IEREREE CIEARETIZT8%
THY, P. aeruginosa 12 & AREXRKBIT—EIIRE T
EFMTH o728, 4 W ABROERBIIER TS -7,
T 72, p—Streptococcus 1= & HIHFARBI TEMTH - 72,
BERS RO SEEFHET A b L, HRBREFENHFL
FTETA%TH Y, REEELAEIZ%, BEREREISY & H
BLTY, HIT—HLABETHEERA D, $72, M
BEHIFIR b P. aeruginosa % Acinetobacter s & —E DO HE
BriRd EBRIIRBE SN TE Y, BRDBELTLD
MENOATHRIETELRVLDHNESH L L) TH 5,

BIEHE LT, $056ReMEBTLE, ZOEHK
DEFNHVENER L IEE L Ta, REREH 4
HTMHRD 6N LD o7, EEEFTIREILSBERD
BRI EBIDLLD &, HE, RENEDOATSE
DY, HEIIER L TRETELTBLLEND 2, BHEKR
ERAE T GOT, GPT ® LB 26, ALP L8451 %)
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LABORATORY AND CLINICAL STUDIES ON BAY o 9867 (CIPROFLOXACIN)

YosHIRO SAWAE, KAORU OKADA, YUKIO KUMAGAI and YOSHIYUKI JINBO
The First Department of Internal Medicine, Faculty of Medicine,
and School of Health Sciences, Kyushu University

Laboratory and clinical studies were performed on BAY o 9867 (Ciprofloxacin), a new quinoline—carboxylic acid
derivative, and the results were as follows.

1. Antimicrobial activity

MICs of BAY o 9867 against various clinical isolates were determined with the inoculum size of 10° cells/ml. Most of
S. aureus and S. faecalis were inhibited with 0.20 ~ 1.56 xg/ml, and most of MICs for E. coli, Klebsiella spp., Enterobac-
ter spp., Proteus spp., M. morganii and P. aeruginosa were 0.39 pg/ml or less, especially MICs for all strains above men-
tioned except P. aeruginosa were 0.05 pg/ml or less. Though all strains of Citrobacter spp. and S. marcescens were inhi-
bited with 12.5 xg/ml or less, which was not so good as that of the other strains, BAY o 9867 was more active than
Norfloxacin and Pipemidic acid.

2. Serum concentrations and urinary excretion rates

Serum concentrations of BAY o 9867 were measured in four healthy volunteers given 200 mg of BAY o 9867. Mean
serum concentrations were maintained at the level of 0.74 ug/ml from 1 ~ 2 hours after the administration and dimi-
nished gradually to 0.19 g g/ml at 8 hours. Mean values of T 1/2 and AUC were 2.44 h and 4.52 h. g g/ml, respec-
tively. Mean 8h—urinary excretion rate was 38%.

3. Clinical efficacy

Nine patients with RTI, 11 with UTI, 4 with intestinal infection and one patient with Liver abscess were treated with
BAY o 9867 in daily doses of 0.3 ~ 0.6 g for 4 ~ 63 days. Clinical response was excellent in 12, good in 10, fair in 1,

and poor in 2 patients. No side—effect was observed. GOT and/or GPT elevation was seen in 2 patients.



