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BAY 0 9867 (Ciprofloxacin) (Z4*A ¥ % FRIRAIFFZE

% Ft-wkE 8- IBHILA
113/ N -3 & S 1F. .M
REH— - HEAXT -ER E
RREESEHREEZNH

B %
RREEREHKE

FLARESNIF )0 VKRV BRERIEH BAY 0 9867 122V T, Z0IESH, BIL -

Pt o ICERIRSIR A RAT L, UTOKRYE,

1. fiEH

BERIBED E. coli, P.aeruginosa £508k(Z3xt T 2 AR DHE /1, E. coli 124 LT ENX & b,
OFLX, NFLX &I(3iX[%, P.aeruginosa \24F L Tk ENX, OFLX, NFLX & h En T 72,

2. BRUR - Pt

A A AK] B & U NFLX 200 mg % cross over 12 THEEORS LGS, AR om il
B 1RMkICE—2 (F191.08pg/ml) 2RL, L3 18BMOMPEREE b > TR L7,
NFLX L KB L T, FHOMPBEIZCCHEMBEER Lo $72, 2485/ 2 TOXRF O R B EILE I
F1938.9% T, NFLX 025.8% I HtXTRIFTH 70

ERERER T, FFOMBPERPIE, 4.26~9.56BF M L BEANCHKLEE S D7,

3. BRARALH

PIRHEI I B4 B IREE 7 BUICAH % 1 B300~600mg, 7 ~I1SABERAL, E41 Bl, H%h3
Bl, ®*HMIBIOKREBR L, MEFOYHRE, BRI ABITE, 2FFBRE SN,

BIfER & LTHEX 1 BlIcA LN,

BAY 0 9867 (Ciprofloxacin) 3/¥f Lt CHR &
N7z 1L Cyclopropyl % AT 2%/ 0 ALK B
ROFEBMEFTH 5, BAY 0 9867 137 5 PN
MR L THEBHERL, HEIEHSIE DNA gyrase
ThoT, REPHENT T Evbh b, EEt
EF RN B L URTF L MBABITICL - T, B
REEIRRE SN D L)1y,

bhbhid BAY o0 9867 I MATHHES, RIL -
Phll e LoV TEBRET 21T & & bIS, PHRLRE
RIE IS 5 AH OBREFM 2 RA DT, Zh6DHK
EEUTIcHET 2,

I.mw ® &

1. WEHE

BRPR 578 O Escherichia coli (508k), Pseudomonas aeru-
ginosa (S0%K) 12443 % BAY 0 9867 DB/NRE AL R
B (MIC) ¥ BARtEMBEFaElEicly, EHRAR
EICTRIE L 72 BHERERI 7130370 1 REEER
(R L0, 20100fFHRH 1008FRE) 02

hER1HEETH Y, URFMERRIIRE TEICH
2N BRERES MIC & L7, %3, [ Norflo-
xacin (NFLX), Ofloxacin (OFLX), 7 & UFiZ Enoxacin
(ENX) O MIC ¥ flIEL, FHDZh L HEL T,

2. B &

RELZ2EED S ABRMAREICHT 2 BAY o
9867 NHE N & & UMD FFHEHR & DRI Fig. 1 ~
6ISRTEBNTH A,

E. coli 508k 123+ 3 5 BAY 0 9867 M MIC - #iid, &
B L V100 HRBEE CRBMEIZ L 120.05 xg/ml
hh, BRRETRENMELE S sz 2 hEh42kk
(84%) ¥ X V40K (80%) Tdh o7, 1005 AR
THIERDE. coli \SXTHMENIZENX £ H1~3
BB+ ¢h, NFLX, OFLX: 3 2FZE0RETH - 7+
(Fig. 1 ~3),

P. aeruginosa S0¥K (3t ¥ 2 MIC 13 M8 C0.05~
12.5 ug/ml, 100fE A RBEE T0.05~3.13 pg/ml 125
L, TORBEEZENFN0.24g/ml, 0.1 xg/ml T
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Hot, CORFIRFTERFRLTCNZZLDOTHDY,

NFLX X b 1~ 2 BB, OFLX & b 3 ~ 4 BxB§, ENX X

2~ 3B/ MICO%ERL?: (Fig.4~6),
I. Mm% S TICRpEER

1. %% 6 CICRIERE
BAY 0 9867 # & UF NFLX ®200 mg * ZHE i Fh
Zhn 1 EPAR S ABROmFRE % & IR % 2
BERATEES B X R E L Tcross over &2 & Y flIE
L7z (Table 1), % 7-EHHAERER 3 £ IZKHF200 mg
* RIS 1 MAR SR EROMmMAPRE 2 & I RPHE
b g2 TRE L7 (Table 2), MA% S KRB
EDRIEIX E. coli Kp BR ¥ BREH & L 7= Agar well 12
& oto
Mm@ RR%E L, 2, 4, 6, 8 BEEAD
&), 12, 24BERBICIRIM L 72, FBRICHARE O ~ 2,
2~4, 4~6, 6~8, 8~12 (BEEZEII6~12),
12~24BEBRIZOVWT, FREFNORBPIEELHEL,
CHICEBEFHOREY T U CTRPIREERE ¥ ko, £H
BLOkP» L RPEPRELRD 2, D0 T, FHOMF
BEME % b LI, one compartment open model {2 L 7z
o, EBHFNERLEH L,

2. K ¥

1) fEEREA

EEE S B EMBRITITo 72 BAY 0 9867, NFLX %&
200 mg PIART% o M iR BEHERS 12 Table 3, Fig. 7 137R
TEBYNTHA,

BAY 0 9867 1%, IR 1 B CREMETFH1.08 ng/
ml V2L, DUT#R L CL2BEMI7£12130.07 wg/ml, 24
BRI IR ERFRMBELT & % 5720 —F, NFLX i1
BEMEOBREMETH0.80 ug/ml Thh, 8EMMKIC
0.14 pg/ml, 12B5RILLRR I3 2B AR ERFEUT TH -
72o

UEn &) 2 EMEH, SRS - EBHEHEKR
Table 4 DEBYTH 5D, MPEEY (T1/2) i3 BAY
0 9867 MIAREEIZF153. 180, NFLX O % hid3.798F
BTahY, I IIASEOEANA SN, MARERET
HEf (AUC) X BAY 0 9867 T®?D4.31 g - hr/ml (Z4F
L T NFLX Ti34.44 pg * hr/ml & 13 i2[F% Dbioavaila-
bility 7R L 72,

BAY 0 9867 # X U’ NFLX # L #1200 mg 2 IR L
ol EDOERPIBRE, RPFEHEL S CITRPERNERIE
Table 5, 6, Fig.8D&BhYTHb, RFIZIZBAY 0
9867 DFASNFLX & h BB\ HEMt S h, 24BEfI T
DRFETE & BAY 0 9867 D38.9% 2%+ LT, NFLX
Ti325.8%c L &% 57,

2) BREREE

Creatinine clearance (Cer) 64.2 ml/min DEBETHE
BEZ 1% (TT ), 25.0 ml/min, 10 ml/min UTFo
EEEREREE 24 KSH, TAB) #xgsLT,
ZERIRF I BAY o 9867 200 mg % PIAR L 7 B8 o) it rh ik e
HEFE1d Table 7, Fig 9IRTEBYTH B,

Cer 64.2 mi/min @ TT $I Tk, WK1 BEZIC RS
E1.97 pg/ml \E L, DAEIZHIR L 7 251285 740,18
pg/ml, 24REMH%KT0.03 ug/ml L MIETEETH Y,
£ OB M 5134 . 2685 T H o 72,

KS #I (Cer 25.0 ml/min) TiXPIAR 1 B¥RT7£120.48
pg/ml, 4ARFRTZICHREMEO.83 ng/ml IEL, ZhLlk
11 P - JRIAS . 2285 R Wi L T 128 R 42037 g/ml,
24RFEIFRIC$0.07 g/ml DBEIBIE S N7z

TA B (Cer 10 mI/min LAF) T, PIAR 1 BERI#IC
2.02 ug/ml, 2BERITEIC BB E3. 28 ug/ml IEL, LI
R L 7 AT 1285 P4 1C1.57 pg/ml, 24B5RH7%120.69
pg/ml THY, ZOBOMBPEHEIIZI.6HHTH-
72

LREOFREEREEE 3 64T BAY 0 9867 200 mg ¥ 9
BRL7Z:E EDZRPBE, RpghtRs & CRBE K
i3 Table 8, Fig.100 & B h THh s, 24B5M $ TIZ TT
$1 (Ccr 64.2 ml/min) T32.6%, KS# (Cer 25.0 ml/
min) TI13.9% »RPICEIL S h, TA B (Cer 10 ml/
min LIF) Ti30.04% DEUNRIZE £ E 572,

Im. B &K B &

1.8 £

PEHEIB O FEESAE 7 0 (PR ESRSE 3 B, R
BAE 4 BI) 12 BAY 0 9867 ¥ BRERFERI L 7-o 45
(229~66F (F1445.67F), MBIz EH 24, KHSH
TH5b,

2. FRFER S IR

FH 01 BEHRIZ300~600mg TH Y, AL LT
IH3ESE L TRBICHR S &7, HHAMMIET ~
158, FHERI32.1~8.4gTh 5,

3. FRER U

XA % FERAEA L 2B #3 Table 9 IRT EBNT
bHr, BMRDRIELD LB, FH36, LEHIHT
b, BEHRIIST.1%Th o7z, MEFHHELHEL
RSB TNRTREAEAEE L, HEFIL100% T
Hol,

BREZBIERIR 16 (GEFI K1) CTBEYZIDHL,
ZOBIZ O AR OARMFIATRETH b, FiLEiETH
P E L, T, FEERRTEOBERRIE RS
Table 10ICRTEBY THH, AL 2 -HETIH, &
ROBERIC & 2 BBRIREMBORELB A S i h ol
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Fig. 1 Susceptibility of E. coli to BAY 0 9867
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Fig. 2 Susceptibility of E. coli to BAY o0 9867
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Fig. 3 Correlogram between BAY 0 9867 and NFLX or OFLX
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Fig. 4 Susceptibility of P. aeruginosa to BAY o 9867
. — 50 strains — —_  1X
No. of strains - 100X
50 -
404
30
20
10
L T T T T T T T T T T T T
£0.025 0.05 0.1 0.2 039 0.78 1.5 3.13 6.25 12.5 25 50 1005 #g/ml
1X 8
BAY 0 9867 B9 4 !
100X 9 24 12 1 1 3
Fig. 5 Susceptibility of P. aeruginosa to BAY o 9867
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Fig. 6 Correlogram between BAY o0 9867 and NFLX or OFLX
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Table 1 Summary of healthy volunteers
No. Case Age Sex B. W. (kg)
1 K. M. 23 M 68.7
2 T. H. 22 M 65.8
3 M. A 20 M 68.9
4 H. S. 21 M 58.6
5 T.S. 20 M 61.1
Table 2 Summary of patients with renal impairment
No. Case Age (yrs) Sex B. W. (kg) Cer (ml/min)
1 T.T. 83 M 55 64.2
2 K.S. 77 M 47 25.0
3 T. A. 77 F 49 <10
Table 3 Serum levels of BAY o 9867 and Norfloxacin in healthy volunteers
BAY o 9867 200mg per os, fasting
Serum levels (ug/ml) of BAY o 9867 T1/2
No. Case
1 2 4 6 8 12 24 (hr)
1 K. M 1.02 0.56 0.41 0.25 0.14 0.06 — 3.01
2 T.H 0.95 0.60 0.33 0.25 0.14 0.07 — 3.26
3 M. A 1.19 0.63 0.46 0.26 0.14 0.06 — 2.84
4 H. S 0.86 0.55 0.41 0.22 0.12 0.10 — 3.76
5 T.S 1.40 0.80 0.47 0.36 0.20 0.08 —_ 3.04
Mean+ SE 1.08 0.63 0.42 0.27 0.15 0.07 _ 3.18
- +0.10 +0.05 +0.03 +0.02 +0.01 +0.01 +0.16
— © Not detected
Norfloxacin 200mg per os, fasting
Serum levels (ug/ml) of Norfloxacin T 1/2
No.
° Case 1 2 4 6 8 12 24 (hr)
1 K. M 0.83 0.73 0.46 0.29 0.22 — — 3.42
2 T.H 0.73 0.55 0.38 0.28 — — — 4.11
3 M. A 0.84 0.53 0.39 0.26 0.23 — — 4.76
4 H. S 0.58 0.49 0.34 0.20 — — —_ 3.09
5 T.S 1.04 0.75 0.55 0.39 0.23 — — 3.56
0.80 0.61 0.42 0.28 0.14 - o 3.79
Mean+ SE +0.08 | +0.05 | +0.04 | +0.03 | +0.06 +0.29

— ! Not detected
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Fig. 7 Serum levels of BAY o 9867 and Norfloxacin|in healthy volunteers (Cross over)

(ug/ml) 200mg per os, fasting
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Table 4 Pharmacokinetic parameters for BAY o 9867 and NFLX calculated by one compartment open model

from serum levels following a single oral administration under fasting in healthy male volunteers

BAY o 9867 200mg, p.o. (fasting)
No. Case T 1/2(hr) AUC 0~(ug-hr/ml) Cmax (ug/ml)
1 K. M. 3.01 3.98 1.02
2 . H. 3.26 3.88 0.95
3 M. A. 2.84 4.35 1.19
4 H.S. 3.76 3.94 0.86
5 T.S. 3.04 5.38 1.40
3.18 4.31 1.08
Mean£ SE +0.16 +0.28 +0.10
Mean serum levels’ curve (n=5)  3.09 hr 4.30 ug-hr/ml
NFLX 200mg, p.o. (fasting)
No. Case T 1/2(hr) AUC 0~co(ug-hr/ml) Cmax (ug/ml)
1 K. M. 3.42 4.67 0.83
2 T. H. 4.11 4.24 0.73
3 M. A. 4.76 4.65 0.84
4 H.S. 3.09 3.11 0.58
5 T.S. 3.56 5.53 1.04
3.79 4.44 0.80
Mean+ SE +0.29 +0.39 +0.08

Mean serum levels’ curve (n=5) 2.88hr 3.89 ug-hr/ml
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Table 5 Urinary excretion of BAY o 9867 in healthy volunteers
BAY o 9867 200mg per os, fasting
Urine level Time after administration of BAY o 9867 (hr) Cumulative
No. Case & recovery(%)
recovery 0~2|2~4|4~6|6~8|8~12|12~24 0 ~24 (hr)
Level (#g/ml) 206.9 33.5 59.7 38.6 12.6 3.8
1 K. M 41.6
Recovery (%) 21.8 5.9 6.2 3.7 2.7 1.3
Level (ug/ml) 474.9| 175.3| 103.4| 71.0| 6.4| 10.6
2 T.H 37.1
Recovery (%) 16.6 8.4 5.1 2.4 1.3 3.3
Level (#g/ml) 222.4 | 149.2 69.6 39.8 19.6 8.0
3 M A 43.7
Recovery (%) 22.9 9.4 3.4 2.4 3.5 2.1
Level (4g/ml) 124.9| 62.4| 52.5| 46.5| 10.6| 2.6
4 H. S 31.5
Recovery (%) 12.7 7.7 4.4 2.1 2.7 1.9
Level (#g/ml) 541.6 | 243.1| 156.0 85.5 34.6 7.1
5 T.S 40.8
Recovery (%) 18.4 8.8 4.6 3.5 3.5 2.0
314.1| 132.7 88.2 56.3 16.8 6.4
. Level (#g/ml) +81.6 | +38.1| +19.1| +9.4| +4.9| +1.4 38.9
ean  SE 18.5] 8.0 47| 2.8 27| 2.1 +2.1
Recovery (%) +1.8] +0.6| +0.5| +0.3| +0.4| +0.3 '
Table 6 Urinary excretion of Norfloxacin in healthy volunteers
Norfloxacin 200mg per os, fasting
Urine level Time after administration of Norfloxacin (hr) Cumulative
No. Case & recovery(%)
recovery 0~2|2~4|4~6|6~8|8~12|12~24 0 ~24 (hr)
Level (ug/ml) 54.5| 67.9| 43.7| 28.0| 15.4| 1.3
1 K. M 33.9
Recovery (%) 11.4 9.2 4.6 3.7 4.3 0.7
Level (zg/ml) 149.8| 68.9| 41.4| 22.5| 10.7| 4.3
2 T.H 22.9
Recovery (%) 8.2 5.7 3.0 1.8 2.5 1.7
Level (ug/ml) 98.3| 27.0| 78.4| 44.9| 208| 0.7
3 M. A 28.6
Recovery (%) 11.2 5.7 4.0 2.2 5.1 0.4
Level (#g/ml) 51.2 31.8 17.8 11.3 4.7 0.7
4 H. S 21.6
Recovery (%) 7.7 7.5 2.6 2.0 1.3 0.5
Level (zg/ml) 123.8| 57.6| 31.3| 32.8| 17.0| 1.5
S T.S 22.2
Recovery (%) 7.7 5.8 2.4 2.7 2.9 0.7
95.5 50.6 42.5 27.9 13.7 1.7
Level (#g/ml) +19.2| +8.9| +10.1| +5.6| +2.8| +0.7 25.8
Mean £ SE 92| 6.8] 33| 25| 32| 08| 4
Recovery (%) 40.8| +0.7| +0.4| +0.3| +0.7| +0.2 24
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Fig. 8 Urinary excretion of BAY 0 9867 and Norfloxacin in healthy volunteers (Cross over)
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Table 7 Serum levels of BAY o0 9867 in patients with renal impairment
200mg per os, fasting |
No Case Cer Serum levels (ug/ml) T1/2
: (ml/min) 1 2 4 6 12 24 hr (hr)
1 T.T. 64.2 1.97 1.18 0.72 0.47 0.18 0.03 4.26
2 K. S. 25.0 0.48 0.35 0.83 0.75 0.37 0.07 5.22
3 T. A. <10 2.02 3.28 3.04 2.42 1.57 0.69 9.56
Fig. 9 Serum levels of BAY o 9867 in patients with renal impairment
(#Kgml) 200mg per os. fasting Cer
>X——x O——0 64.2ml/min
/ S~ a—a 250
X—>x < 10
1 ] \
X
0.5
:
% 0.4
0.05
Phase I study
0.01

12

Time after administration
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Table 8 Urinary excretion of BAY o0 9867 in patients with renal impairment
200mg per os, fasting
Cer Urine level Time after administration (hr) Cumulative
No. | Case (ml/min) recovery(%)
ml/min recovery 0~2 2~4 4~6 6~12 12~24 0~24 (hr)
Level (ug/ml) 307.9 376.8 31.4 18.7
1 T.T. 64.2 32.6
Recovery (%) 7.7 6.6 13.7 4.6
Level (ug/ml) 5.5 22.0 39.0 27.8 8.0
2 K.S. 25.0 13.9
Recovery (%) 0.4 1.6 2.3 6.4 3.2
Level (ug/ml) 0.5 1.8 3.5
3 T.A. <10 - 0.04
Recovery (%) 0.001 0.002 0.037

Fig.10 Urinary excretion of BAY 0 9867 in patients with renal impairment
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' .
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37, 2 AOERMBEEREEEICAF200 mg ¥ Z2ME 1 @
PIAR & ¢ 2B D BRARIREE RIS &, ST T N & RE LD
BRBD LN, 57 (Table 11),

V. % 5®

BAY o0 9867 (Ciprofloxacin) X8 F4 Y - /N4 1)L
HTHARSKZ, /700 HVEYBROZOAEKRMN
wHTHo,

4[E, bivbiid BAY o 9867 DILE S, RN - BF
Mo CICERESIRICOVWTHERFT EMA DT, UT
ERHLORKE L LICETOERERA S,

1. iEH

BAY 0 9867 XXM E X S UL/ 7 AWHHE, BHERE
W L ORIV D %R L, NFLX, OFLX, ENX %

EED 2~ 45DV ENEET A LD TWVAY,
bhbhORFTY, BRIKTRED 7 7 ARMRE I
THEFOIMENIENFLX LRE»Fn L hERTY
726 T bbb E. coli 130.05 £g/ml, P.aeruginosa 130.1
pg/mliC MIC OB EEYH Y, ThUTFTTERER
80%, 66% DA RBE RIS N, ThoOREIZ
E.coli \2%} L TENX & ¥ <h, NFLX, OFLX & [%
Tadh, P aeruginosa IO 3R I hF b DT
$Holio BB, BAY 0 9867 O MIC 3 EHBE R OLE)
WEBHEBYREAEZ TN o7

pEk, EFRAIL P. aeruginosa TRPHFE OPRITBIR X
AL un oA, BAY 09867 33 CHAHED
RRETHIENG, SHOBRERIELEOREH
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Table 9 Clinical results with BAY o 9867
. BAYo 9867 Response N
Clinical Side
No. | Case | Age/Sex . . Organisms - - Remarks
di Daily | Dura- - Bacterio- | effects
SEnOSIS dose tion Clinical logical
. mg days
1| Moo.| 4sp | Chromie N.D 600 | 15 Fair | Inevaluable | —
bronchitis
2 | Y.H.| 4am | Chronie N.D 600 15 Fair | Inevaluable | —
bronchitis
3 | ms.| aom | Iected oy ifluenzae| 600 12 Fair | Eradicated| —
bronchiectasis
- . DM
4 Y. T.| 66/F Acute cystitis S.aureus 300 7 Good Eradicated - H .
ypertension
5 R.H 29/F Acute cystitis E.coli 300 7 Excellent | Eradicated -
6 | K.1.| 47/F | Chromie E.coli 300 7 Good | Eradicated| SOft | Iron deficiency
pyelonephritis stool anemia
7 | k.1.| agF | Chronie E.coli 600 7 Good | Eradicated| — | ron deficiency
pyelonephritis anemia
Table 10 Laboratory findings before and after BAY o 9867 administration
No Case RBC Hb Platelet GOT GPT Al-P BUN Cr
. (x10%) (g/dl) (x10%) (mU/ml) | (mU/ml) | (BLU/L) | (mg/dl) (mg/dl)
1 M. O. E 382 12.0 29.9 12 5 1.0 9 0.6
2 Y. H B 488 15.5 34.2 16 7 2.5 14 0.8
o A 468 15.2 31.2 14 8 2.8 12 0.8
3 H.S B 475 13.9 33.5 12 6 2.7 12 0.9
e A 454 13.2 29.3 11 6 2.1 12 1.0
4 Y. T B 459 13.9 21.2 13 11 1.7 19 0.8
toe A 445 13.4 19.6 13 14 1.5 17 0.7
5 R.H B 408 10.4 26.3 11 6 0.8 10 0.6
o A 389 10.0 27.7 11 3 0.8 11 0.8
6 K. I B 387 9.6 32.6 13 8 1.5 22 0.9
e A 12 3 1.5 20 0.8
7 K. I B 476 13.9 23.1 25 19 1.7
T A 413 11.9 27.9 14 12 1.6 16 0.8
B : Before A After
Table 11 Laboratory findings before and after BAY o 9867 administration
200mg per os, fasting
No Case RBC WBC Hb Platelet GOT GPT Al-P BUN Cr
) (x10%) | (x10%) (g/dl) (x10%) | (mU/ml)| (mU/ml) |(BLU/L)| (mg/dl) | (mg/dl)
1 T.T B 464 6.0 14.3 32.8 18 11 2.8 21 0.8
v A 458 5.8 14.1 29.9 16 9 2.6 22 0.7
2 K.S B 344 6.1 10.3 25.5 13 10 3.5 32 1.8
e A 327 4.3 9.7 22.1 14 9 3.1 34 1.8
3 T. A B 288 11.0 9.1 43.9 8 1 2.5 69 12.5
o A 261 8.9 8.2 40.4 7 2 2.0 91 13.9
B : Before A :After
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voL. 33 S—-7
HEsha,
2. WRAX - Bt

AR A - BAY 0 9867 200 mg % ZEMiRE I 1 EPAIAR
sgr-BomPRER, PR 1FRFM%ICRREL. 08 g/
ml #/RL, AEBEMOZAE & O ICHR L TI20ER 74
12120.07 wg/ml & 2 5 72 —F, EEMARL 72 NFLX
R 1BMEORBMET0.80 ug/ml ThHbh, 1285/ L
BIAERREATTH - 72,

EBH¥HERII> VW TOWHA O KBTIz BAY o
9867 O Il A 3 K 12 3. 1885 B, AUC 4.31 g+ hr/ml
I3 LT, NFLX TRENZFNI. 798/, 4.44 pg- hr/
ml THH & b 13 & A L FIHED bioavailability %7 L 72,

A #)200 mg PIARBF O SR P iR, FRPEINEIZ 0 ~ 2
BUMTEAEN314.1 ug/ml, 18.5%THh, FRMIR
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CLINICAL STUDIES ON BAY o 9867

KonyA SHiBA, ATSUSHI SAITO, JINGORO SHIMADA,
Taxenisa Yamaji, Tosuio Hojo, MasanoBu Kaii,
SHINICHIRO OKUDA, KUMIKO NANGU and TADASHI MIYAHARA
The Second Department of Internal Medicine, The Jikei University School of Medicine

YasusHi UEpa
The Jikei University School of Medicine

Fundamental and clinical studies on BAY o 9867, a new quinolone carboxylic acid derivative were performed and the
following results were obtained.

1. Antibacterial activity

BAY o 9867 was as active as NFLX and OFLX, and more active than ENX against E. coli, while the most active agent
tested against P. aeruginosa.

2. Pharmacokinetic study

After a single oral administration of BAY o 9867 and NFLX 200mg, each in a cross over manner mean serum levels
of BAY o 9867 peaked at 1.08 xg/ml 1 hour after administration and decreased gradually with its half life of 3.18
hours. The mean serum levels of BAY o 9867 were slightly higher than those of NFLX. The mean urinary recovery rate
of BAY o0 9867 within 24 hours was 38.9%, whereas that of NFLX was 25.8%. The half life of BAY o 9867 was 4.26
to 9.56 hours in patients with renal impairment.

3. Clinical evaluation

BAY o0 9867 was administered to 7 patients with various infections in the field of internal medicine. The clinical re-
sponse was “excellent” in 1 case, “good” in 3 cases and “fair” in 3 cases. As to the adverse reaction, soft stool was

observed in 1 case.



