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HLVWEOARMEH TH 5 BAY 0 9867 (Ciprofloxacin) (X L, HBERY - BRERAIRET 21T -
770 MEHIZOWVTIIEZRFOBRKTBERR E. coli, K. pneumoniae, P. mirabilis, Indole [51E Proteus
spp., Enterobacter spp., Citrobacter spp., S. marcescens, P. aeruginosa, € DD 7 NI HEIEREBES T A
Fath#2E (NF-GNR) £&15~30kixf L, BAY o 9867, PPA, NFLX, OFLX O 4 FE#| D MIC fE %
MIC 20003 27 A THIE L, HELZZE T A, BAY 09867 i3l 3EH L h bV IENERL
7o BRUNHEMIZOWTIE, BEBEABTF 4 4124 LT BAY 0 9867 100 mg 1 @R O#%S % 128
Bk COMFPBE L 4B % I TORTBELRUEL L T AR2~2URHO 2BMERTE 2 3
pg/ml BTEDRPBEARI ATV, BRRIRETICD W TR R FEMMREM A816] & & UMY
REBBELEFEIBIOERBIC DV TITo o & S AR TFRMEMMREMK LTI 3 BHREICTHDER
100%Td » 720 T7, BHERBEIETIIS ARBEICTHBEO% TH 72, BHEHIZONT

REBAREY 16 (1.1%) SRR 7,

BAY o 9867 (Ciprofloxacin) (X% KA « /Nf T )b
HTHEE SN/ 1AL cyclopropyl (% FHT 5%/ ) »
HNVKVBEROFERMEARTH S, Fig. 1ITRT &L
RHEREFELTBY 6 LIC7y 2 FORRZRHKD
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1. BEBLUHR

1. ;ED

LHZCBVTREBREE? S THRFEATYS
E. coli (30%k), K. pneumoniae (27#k), P. mirabilis (30
#k), Indole [t Proteus spp. (30%k), Enterobacter spp.
(15%k), Citrobacter spp. (15%k), S. marcescens (30#%),
P. aeruginosa (30%k), & D> NF-GNR (30#k) 22
T, BAY o0 9867, PPA, NFLX, OFLX M & 4 EHIi<
B ARANREMIERE (LT MIC) % MIC20003 R
F L2 & 9 10%cells/m) BEFER R IZ THIE L 7o

2. WRUR - Bt

4 ZOREBA I BAY 0 9867 100 mg % H %3051
1 EfOKS 54, 304, 1, 2, 4, 6, 9, 1285
HoMPBEL 0~ 2650, 2~ 48/, 4~ 6EH,
6 ~ O B¥R, 9 ~12B%R§, 12~15BFM), 15~228fM), 22
~ 24RO R PR IE & RRURPHEEEZHE L 720

B, BERER Agar well i (BREH . E. coli Kp,
H24b © Heart Infusion Agar (Difco), EEHEAHE © M{E Tt
Moni—trol I (DADE), RTix1/15M ) ¥ BRE M
(pH7.0)) X THT o7

3. BRREREt

T M B AR 2 O 1R I BBFIS84E 8 A 2 & BEAN
594F 8 A ¥ TIZALRER KFWRER, LRAF+TFRET
WEREEEL, MEINFR+FERbTUR R, BT IALRBTMR

2BH, FAR=MEAR, SMBREFRERTLREH,

B A EBT R 2 RH ISR EBT L 7:8161 T, FHRId
19~695% T dh o 120 BHMEMEIR BEIRYLAE O3 RIS RS
6 A5 5 8 A TIXBNEAESRWREFFHINEE
B & 7213 ABR O fik B BEMEAE BY 115 T 4F #0513 20~ 74
BTH by BHBEHRA106], BHELERN16ITH -
PASS

UTI IR A DKBRER - THETH L G-1 8

1B, G4 BEHSH, G-5BI1H, G-6FA 14,

EREEN3BITH 5720

SRR 220 12 AF 100 mg 2 FIAK 1 B 1
7 BREIRIE L /oo BRMEDE R BSOS AE 12 13 A K % 600 mg
3AMRIZTS AEARIOBMBZS LI, HRHER
UTI e & 2 BEhEHERE (BTR) 2Ky, 24
BRI 3 BB IS, HMMRBEEETIZISA

Fig. 1 Chemical structure of BAY o 9867
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BifToro 37, SfEBMMBENATIZ7 BE EHH#
HRBERSAE TIZ10H B IC b R R L THRHE
1T o7,

LA ORTER D & FHE S N2 RE K 5 MIC
BIE W AR L FREFERTEEN > TIT - 72,

I. & £ S

1. EBEMRES

1) NN BEERFERIEER IS T 5MIC OB
&)

(a) E.coli (30%)

BAY 0 9867 ® MIC {13 <0.025 ug/ml {2 ¥ — 2 %32
b, TRTOKEN0.05ug/m LT CThHo7, BEBS
FTit PPA, NFLX, OFLX & h 8 iE N APER T W7,
372, MICsosof i\ 3§ <0.025 «g/ml T h FHIZ
WOHEHNERLE (Fig. 2)o

(b) K. pneumoniae (27%K)

BAY 0 9867 ® MIC {13<0.025 xg/ml \Z¥— 7 %32
W, BIESHE T2 PPA, NFLX, OFLX & b & B #S
ENT W7, %72, MICsosofid\V> 3 & <0.025 xg/ml
THHFFIRCHEANLRLL (Fig. 3),

(c) P.mirabilis (30%)

BAY 0 9867 ® MIC fH13<0.025 ug/ml IC¥— 2 %3
b, BIEESE T PPA, NFLX, OFLX & h b IE N A
ENRTW, 7, MICsosofEiz V3 1 <0.025 xg/ml
THH, FECHVENERLA (Fig. 4)o

(d) Indole Rg1% Proteus spp. (30%k)

BAY 0 9867 ® MIC {13 <0.025 ug/mliZ ¥ — 27 %32
», BREESETIEPPA OFLX L ) BN HENRT
W7 ASNFLX L BRI% Th o7z 72, MICsosofiid £
N#FN<0.025ug/ml £0.05xg/ml TH o7 (Fig.5)o

(e) Enterobacter spp. (15%k)

BAY o 9867 ® MIC 13 <0.025 xg/ml {2 ¥— 7 %2
W, BIEESERTII PPA, NFLX, OFLX X h b JiEN
HERTWVI, 7, MICsosoflid £ £ <0.025 pg/
ml £0.05xg/ml Td - 7: (Fig. 6),

(f) Citrobacter spp. (15%k)

BAY o 9867 @ MIC {3 <0.025 pzg/ml &£0.2 pg/ml
ric2MOE—2s 27, RMEDETIE PPA,
NFLX, OFLX & h b B Hh»*FEA T/ T 72,
MICsosofitd 2 N £ <0.025 xg/ml £0.1 pg/ml TH »
7= (Fig. 7)o

(8) S. marcescens (30%kK)

BAY 0 9867 @ MIC fi31.56 ug/ml iC¥ — 7 %320,
RRESETIE PPA, NFLX, OFLX & h b B H A Eh
Twi, 7, MICsosofE iV 3N $1.56 ug/ml T >
7= (Fig. 8)o



565

CHEMOTHERAPY

VOL. 33 Ss—7

— 3BURT DN —=i

— 3BUBI DN —=
9DIN |

DI OOIN | fosoIN o0
d ——
>001 0S §'et E€1'¢ 8.°0 20 S0°0 620°0> >001 0S ERA E£L°¢ 8L°0 [0 S0°0 S20°0>
T T T T T T T T T T T T T T T T T T T T T T T T T T T
X140 + X0 ——— =
X1dN — Z XT1dN 1 =
) o
Vdd & — == Vdd 2
L986 © Avd L986 0 A¥g —
L2 I I 1T 2 # 8 X140 0¢ I I 01 81 |X140
L I I 1T ¢ &1 9 |XT4N 0¢ [ 4 L2 |XTdN
L2 T 1 T 61 2 1 1 I Vdd 0¢ I [ 8 02 Vdd
L I 92 |JS3%  oe z 82 | L9%¢
(lw/37) JIN (lw/87) JIN .
>00L 0S > >001 0S §'2l er'e 8L°0 ‘0 S0°0 S§20°0>
’ T s —T=""Y 0 «-s r T T LaaaEem s—ppag pa EES S Y L~ 0
2 \ 4
0Z S 0z 2.
=. o
oS o Z
3 a
09 5. 09 Z
g 3
{08 5 08 £
= 5
5 0o oot °
r T T T T T T T T T L e e 0 T T T T T T 0
— \\ /
......... X140 e 7" R0z © X140 02 A
-——— XTdN / S 7 5 -———- XTdN 5
——= vdd : / qov & ——- vdd oy E
——— 1986 0 Ave / P S ——— 19860 Avd g
| Py do9 & 09 3
/ 4 = ®
; J08 08
- , - & 001 —_— & 001
waiss 0002 JIN 44 [W/SIR90T + 9218 wninoou] waNshs 0002 JIN Aq [w/S[[395Q 1 : 821s Wn[naou]
(suten3s 2 z) avwmownaud *y ysurese (suret3s gg) 102 "7 Isurede
Sjuade [e1qOIdIWIIUE I3YJ0 PUB L986 O XV JO ANAIDR [eLIdjoequuy ¢ "1y Sjuade [eiqoIdiwiiue I13Yjo pue /986 O Ayg Jo AJ1A1j0e [euIdjoeqiuy 7 *31y4



DEC 1985

CHEMOTHERAPY

566

jo— a8ues JIN —=

P OSQIN _ 0JIW
—
>001 0S §'¢l e1°¢ 8.°0 20 S0°0 520°0> >001 0S §'2l glr'e 8L°0 [ S0°0 S20°0>
T T T T T T T T T T T T T T T T T T T T T T
X140 = ——= X140 —==
XT1dAN = = XTIN === £
o Q
==—— Vdd g ——e==— vdd &
L986 0 AVd = 1,986 © AVd —
0¢ 1 I T 2 1 I ¢ 8 €l | XTdO 0€ 1 [ ¥ 91 L |XT140
0€ 1 I 1T v €2 |XTIN 0g I I 1 ¥ 22 [XTdN
0¢ I € ¢ 2 1 11 Vdd 0¢ 1 T 4 6 ¥l I vdd
0¢ T z2 1 2z 1 €2 |J5ey  OF T 1 I At
(ru/87) OIN (1u/87) OIN
>001 0S8 A er'e 8L°0 20 S0°0 §20°0> >001 0S S'3L gl'e 8L°0 20 S0°0 520°0> 0
r = T TS ST T T T - T 0 o~ = — 17
— / / /I\/A, AN A g N 2
N4 VN % E g
Nt vl = =
S qor & <
=3 @
{09 & g
2. =4
o =
08 & g
3 :
J ;
% 001 % 00T
r T T LI T T T T 7 T T T T T30 r T T T T T T W. =7 T & 0
........ X140 / /Hoz S X140 / . Hoe
-—— XTdN / 2 c—— X1dN / i o
—— vdd / A qov 2 —— vdd / S fqov §
L986 © Avd \ e 5 1986 © AVd , P \ £
/ o 109 3 \ N /| 109 =
S i ® / I ®
- R 408 - e 108 R
.- JUSt o —_ L |||h|-.|o\\\\\
R - Joor — T e 4001
waishs 0002 JIN 4q [W/S[1995Q 1 © 321S WRNOU] % wasks 0002 JIN Aq [w/s[P90T © 921S Wn[naou|

(surens og) 'dds snajosq (+) sjoput jsurede

sjusSe [BIQOJOTWIIIUR JIYI0 PUE 2,986 O XY JO AJANOR [BLIaRqNIUY G S1g

(surex3s Og) Sigvaru "4 surede

sjuase [e1qOIdIWIIUE 19YJ0 PUE 986 O AV JO A1AIDE [eLIalRquUy  § 31y



567

CHEMOTHERAPY

VOL. 33 S§-—7

fe— 38URI I —==t

fe— 28URL JIN —ei

w 08DIN 98I m ) o) I
>00I 0S S'21 [ 8L°0 20 S0°0 §20°0> >00L 0S sl €r'e 8.0 20 S0°0  S20°0>
T T T T T T T T T T T T T T T T T T T T T T T T T T
X140 —fF— X140 ——
= =z
—_———— = ——— =
XTdN 5 XTAN 5
= Vdd g —_— e Vdd 2
L986 0 AV —————F——==2 L986 0 AV ————0———————=3
St T ¥ I 8 I |X1dO SL I 2 ¢ v 1 ¢ 2 |X1dO
St ¢ ¢ 1 1 6 [XT4N SL e I ¢ 1T ¢ § I |XTdN
ST [ 1 2 1 1 6 Vdd St € r 1 2z L I vdd
L986 L986
ST 1 2 2 Ol |oxva ST ¢ 1 I L |5 iva
(tw/37) DI (lw/37) JIN
>00I1 0S A gre 8L°0 20 S0°0 200> o >001 0S §at €I’ 8.0 20 S0°0 _ Se0°0> 0
=T T T qf:.ll.l/ é\\ . T m T LN \.\-I./..l.IAqI..:P:mr: q\\ N T = 17
e e S g N \ T 022
\ ~ ES \ m.u
\ Ny H0v 'S \/ o
/ v 7 e
v {09 2 09 %
£ g
q088 108 m.
001 001
r v T 0 r T 0
SR X140 02 0 memeee= X140 02 o
||||| XT4AN Mu ————- XT4N 2
||||| vdd 0¥ El ——— vdd ov E
L986 ° AvH Y L986 0 AvVd Z
09 5 09 =
a R
\\ 08 ¥ \.\. 08
. -
_— ¢ 001 - & 001
waisds 000z JIN 4q Jw/S[[39,0 T : 3zIs wn[ndou| walsks 000Z JIN £q [w/S[[39,0T : dzis wn[nou|
(suteq3s G1) "dds 4270pq0471) Isurede (surenys G1) -dds 4a79vq042ju7 Jsurede
sjuade [e1qOJOIWIIUE J3YJ0 pue L986 O AVd JO A1ANl0R [eLIdRRqUUY 4 814 Sjuade [B1qOIDIWIIIUE I3YJ0 PUE £98G O AV JO AJNAIOR [B1I3}IRqUIUY 9 31y



DEC 1985

CHEMOTHERAPY

568

b= 38URL D[N —=i BUeT D[N —i
P 08IN  0SDIW | 05DIN |
>001 05 ggl eI 8L°0 20 00 $20°0> >001 05 szl gr'e 8.0 20 S0°0  $20°0>
T T T T T T T T T T T T T T T T T T T T T T
X140 = ' x_,_.._o.|w i
Z Z
XTdN =N 5 XTIN ——o— 3
——=——Vdd 3 = vdd g
L986 0 AVd = 1986 © AVE '
0¢ Z 1 ¢ 8 S 6 1 1 X140 0¢ 1 ¢ ¢ 2 8 ¢ ¢ 1 2 ¥ X140
0¢ Z 1 8 S ¢ 8 ¢ XTdN 0¢ vo€ o ¢ £ 1 1 2 2 [ |XTdN
0¢ € ¢ 9 ¢ € 2 vdd 0¢ 8 L S 2 1 2 ¢ ¢ vdd
0g i 1 v L g I £ |98 0¢ z ¥ o ¢ T £ I 2 voloive
(1w/37) OIN (1w/37) DIN
>001 05 AR AN 8L°0 20 S0°0 §20°0> >001 05 g2l €'t 8L°0 20 S0°0  §20°0>
T s == 0 g —r—r= 0 o
~- A z S\ g
AN d0z & — 0z 2.
\ / Ef - Z
v 1oV S dov&
g e
409 W 109 S
85 z
%g . owm
& 00T ¢ 00T
r T T T T T T ..\. T T 0 r T T T T T Tt L \.\\L. 0
........ X140 ! 02 e T 0z
-— XTAN .\ o R — \\\\\.\\ o
IIIII vdd qov2 / —— qovZ
L1986 0 AVE 5 / /s £
- 109% Y \ e, X140 4095
/ o / a
. ® y A XTdN | 5
rd -y 408 Y, = ——- vdd 408
7 s Pt . T L986 © AVE
- el 001 / 2l Joot
% waishs 0002 DIN 4q [w/S[[93g(Q T : 92Is wn[naou| %

washs 000z JIN £q [w/S[139QT : dzIs wnndoup

(suteays (g) psoursnmuan "4 ysurede
sjuade [e1qOJITWIIUE J3Y)O PUB /986 O AV JO ANANDE [RLIdDEqNIUY 6 81y

(SutRI}S (OF) SUIIS224DW DYDALIS ISUTESR

sjuase [BIQOIDIWIIUR Y10 PUB /986 O AV JO A1ADE [eLIeqUUY g 314



569

CHEMOTHERAPY

VOL. 33 S§-7

j=— 28ues DIN —=f

!OSDIN  0SOIN
——
>001 05 A gr'e 8L°0 20 S0°0  S20°0>
X140 —_—
20°0F [SO'OF [SOOF [S0°0F |60°0F |9T°0F |L0°0F — £
1000 [S0°0 [$1°0 |22°0 |6£°0 |82°0 |#0°0 (1/877) wonenua2u0) Wiz XTdN g
————————— vdd .%
Z1 6 9 I3 2z 1 S0 (1Y) uonesisiutwpe 13jye ElIRG 1986 0 AVE ——
ASF U 0¢ 1 2 s v 1 2 9 2 1 § 2 I |x1d0
uonjeIISIUIWPE I3})R JuIl]
1y N.~ 6 9 2 Z2 150 0e € ¢ 1 9 ¢ 1 r v 2 ¢ 1 € [XTdN
L 1 1 1 1 1
0
0¢ o ¢ 2 v S 2z 1 I 1 1 vdd
. o€ I 2 2 2 2 9 € b v voE9E
F1°0
T @ (u/37) o1N
3 >001 05 52l EI'E 8L°0 20 S0°0  S20°0>
1 5 LRI T A E TS A ¢
) KK .\. N R T {0z 2
ﬁ g / z
] Jov @
1 T FE0E loo B
W.
{08 &
: g
F7°0 %001
(@S F ueap) €5°0F 66" 1 : (1) /11 . o T == 20
. L — D i
=U ‘Bunysej—uou ‘3 : —
4 nse; woo1 Lso i \\\w.w.\.. 2o
(1u/3 ) i 7 JovE
$192JUnjoA AY)[eay ul uorjesistuIuIpe N -7 s
1on e P e A X140 1095
[eJ0 3[3uls € 13)je 1,986 O Ay{ JO S[9A9] wnlaS T[] S1g VA i P XTIN R
/= ——- vdd 08
- L986 © AVd
e Joor
%

wasAs 0002 JIN 4q

w/S[[390 T : 3zis wnndouf

(sutens 0g) YNO—JIN 19Y30 jsurese
S1U3ge [eIqoIdIWIUE 13410 pue ;986 O Avd jo Ayanoe [eusneqnuy o181y



570 CHEMOTHERAPY DEC 1985

(h) P. aeruginosa (30%k)

BAY 0 9867 ® MIC f#130.05 zg/ml &£0.2 gg/ml &
2RO E— 2 28, RRBEDETIE PPA,
NFLX, OFLX & )  SIW I A Tz, 77,
MICsosofE 1 N Z10.1 ug/ml £0.2 ug/ml TH 5 72
(Fig. 9)o

(i) ZDftho NF-GNR (30%k)

BAY 0 9867 ® MIC &3 <0.025 g g/ml 2 550 zg/ml
T CIL ML 725 BIEESETIE PPA, NFLX,
OFLX & ) b NI MENR T W7z, 72, MICsosofE 12
ZFNEN0.39 ug/ml £6.25ug/ml TdH 57 (Fig.10),

2) WYX - HEt

4 ZORBERAIZ BAY 0 9867 100 mg % B 1%305 12
1 BEOKRS S - HOERFHMFRE % Fig. 11138
T REMA R 2B %120.39£0.09 xg/ml
(mean £ SD) T h, 12BFRI#£12130.01£0.02 g/ml
(mean £ SD) T o7 T 72, T1/2121.99+0.53 hr.
(mean £ SD) T& » 7z, Fig. 1213 F DIFE DR BEE
ERBRPBETH S, BERTIBEIX 0~ 2BHR
T283.6192.4 ug/ml (mean £ SD) TH Y, 22~24KF
Mo 2EFERTE2$3.0+1.5,g/ml (mean £ SD) O
RAPBESRE SN, T/, BRERPHEERIZ48.1+

4.3% (mean = SD) Ta& o7,

2. EePREYRRES

1) ZFEMEAEBERRCTS 2 BRDE

SR LG 7-8LER D BRFR S| % Table 1135
Fo ERTIR20KL50/8ICE— 2 5807, BIELLZ
23 TOHMIZ 1 BLPIA36H (44.4%) L %Eh o1z,
B 1 EMOBREADERAIZO0ED b DA27H & %4 5
7o BRIE+ 93360 (40.7%) & Bh o7z FRIRERIZ—
2580 (30.9%) Tdho 7zo FERAHREIZ — 205
(24.7%) TH o1, HERFAHA216] (25.9%),
+AENENIB (37.0%) Th o720 BRIRITH 53661
(44.4%), H 51661 (19.8%), +7%29%) (35.8%) T
Ho 7o M E R X 107cells/ml 4556 B (69.1%),
10%ells/ml #% 13 B (16.0%), 10%cells/ml #% 5 i,
10%ells/ml 257 B (8.6%) T o7z Ll EDEFIIZH
35 BAY 09867100 mg 1 H 1 HiZ5 12 & 2 B4 EHK
MR EZRET L7z, Table 213 3 HIREZR OB SEHRME
Tdh b, ER6AB, BB CHEDEIN% TH o710
Table 3137 BRFEZROREBERMRTH 4R LE
72508 5 b, FEX4SHI, B 5 I THZEI0% T
Hol,

$7:, TIORLZBLER® 3 B HEDEABERIE &

Fig.12  Urinary excretion of BAY o 9867 after a single oral administration in healthy volunteers
(pg/ml)
%
400 ’—100
T 100mg, non—fasting
Concentration (n=4) L 8o
«~——— Recovery rate
300
[~
2 Leo =
N b
g 2
@ - LY
2004 | I ,___{——} 3
g g
ol 40 ©
o -
= J [ E
100 <. 3
20
T T T T T T i T T
0 2 4 6 9 12 15 22 24 hr
Time after administration Mean+SD.
Time after administration (hr) 0~2 2~4 4~6 6~9 9~12 12~15 15~22 22~24
; : 283.6 166.3 93.9 58.2 27.8 15.4 5.9 3.0
Urinary concentration (ug/ml) | 1%95"4 | +767'1 | + 14.5| + 10.7 | + 18.2 | + 8.7 |+ 42|+ 1.5
Cumulati % 14.0 28.5 35.0 40.3 44.1 46.2 47.8 48.1
umulative recovery rate (%) + 23|+ 31|+ 26|+ 29|+ 39|+ 4.0|+ 44|+ 4.3
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Table 1 Background analysis in acute simple cystitis W&+ 5L 7 BEREIZL W FENEIT2% 27 690% 12 L
AL ENbD b, Table 413 3 HIXEFZDOHBEN
Item (81 cases) WRTHD, KFEMEMAERERROEBRE L L TH8
SN T BHESABROEHEEIZI00% Td - 12 R
16 ~ 29 23 HBE & LT S. epidermidis 7 1 $kIBLL 720 Table 5
Age (yes) po . £ S OBED MIC £ BIHKE L ORBIETH B, MIC
50 ~ 59 22 fE13<0.025~1.56 pg/ml DFFIZH D, TXTHEEL
60 ~ 69 5 Twa,
2) BHEMRBRRGSE AT B BRI R
0~ 1 36 Table 6 (4 ERE LB 1BIOBKREFATS 2,
Duration until 2~ 3 24 B, 4, 7, 10, 11k 5 B, B2, 3, 5, 6,
first medication 4~ 7 X 8, 9RIOBMMEEST-70 LAL, %9, 10, 11
from first onset 8~ 14 3 _ . _ -
(days) 15 ~ 1 i UTI EREFHE SIS S B TEER O A RE L7
Unknown 8 $7:, BIR, MER, LEEKHREES HEOMIZ10B
BEOLDLFRRLTV 5, Table 7125 HEHENTE
0 27 1= 8 BIDHREHRSIETH A, E%h2 6, AH2HT
History (times/yr) ; g B HMEUS0% TH > 12, Table 8 10B BHENT
Unknown i E1S5PIOREHBERDETH LN, ER16], ASH1H
ThH YW EHEIZO% TH o7, RI—EFIZBITA5HE
# 20 DEEBRDFRIETIIRTIEL, A¥ETH -7,
+ 19 Table 93 UTIRREEFNIZ A5 ABDREHERERD R
Frequency of
micturition + 33 Thb, EFBIKLL DGl HTE1IHFTEHE
- 9 0%, G-4 BT 5BITFEME%, G-5BTIz 16
Unknown 0 AHEI00%, G-6BTIE 1 PIFHMED %Tho7,
" 16 L7:h- T, BHE, BEEREEOVTRIZIBVTH
" 16 BEHIZ50% Tah 72, Table 1013 MM IR MR GLAE A
Sensation of N 10 Bld o RAE E LTl S N7 1088 BRI 1T 5 5 B
residural urine - 2 BEEOHEFONETH 5o REBHETIE K. eumo.
Unknown 14 niae 252K TH Y, E. coli, C. freundii, E. cloacae, M. mor-
ganit, S. marcescens, P. aeruginosa, P. maltophilia, A. cal-
t ig coaceticus, S. aureus B E 1R TH 72, FNHIHT A
Discomfort on + 9 {HEZFINL E. coli, E. cloacae, M. morganii, P. maltophilia, S.
urination _ 20 aureus 73100% T & - 72 5% K. pneumoniae Ti350%, C.
Unknown 22 freundii, S. marcescens, P. aeruginosa, A. calcoaceticus TiZ
0% Thorz, 72, HEXRLEREAL LT A. calcoaceti-
# 21 cus, S. haemolyticus, Flavobacterium spp., S. aureus 75 %
Urinary pain * 30 FR1BSOHMBIL 7, Table 112 DBADREE
* 30 MIC ¢ BHAR L DMERTH 5, MIC i1 <0.025~
" 36 12.5 ug/ml DFEFTH Y, MIC {EA <0.025 xg/ml D
Pyuria + 16 2 BT IIBEEI00%, 0.39~3.13 ug/ml © 8 BT i3I
+ 29 KH50%, 12.5ug/ml D1 KRTREELO%STH 72,
3) EIEH
o %6 BIMER & LT abh s S B 4681 51 & HUMEPE R B
Bacteriuria o p FEFIOF2HI 5 THHRRES 160 (1.1%) 1-
104 7 DOTNEREIEDP /2720, FOF THEYHREL -
EXAHBMBBICHE Lo, T 72, Fig. 1313 BN R Bk
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Table 2 Overall clinical efficacy of BAY o0 9867 in acute simple cystitis
100mg X 1/day, 3days treatment
Symptom Resolved Improved Persisted Efficacy on
Pyuria Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged bacteriuria
Eliminated 2 2 5 3 1 1 2 80 (98.8%)
.. | Decreased
Bacteriuria (Replaced) 1 1(1.2%)
Unchanged 0
Efficacy on pain 9 o 9
on urination 69 (85.2%) 9 (11.1%) 3 (3.7%) Case total
Efficacy on pyuria 71 (87.7%) 7 (8.6%) 3(3.7%) 81
[ Excellent 64 (79.0%)
Overall effectiveness rate
[ ] oo 17 (21.0%)
81/81 (100%)
: Poor(or Failed) 0

Table 3 Overall clinical efficacy of BAY o 9867 in acute simple cystitis
100mgX1/day, 7days treatment

Symptom Resolved Improved Persisted Efficacy on
Pyuria Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged bacteriuria
Eliminated 1 1 1 48 (96.0%)
. .| Decreased o
Bacteriuria (Replaced) 1 1 2 (4.0%)
Unchanged 0
Efficacy on pain o o o
on urination 48 (96.0%) 1 (2.0%) 1 (2.0%) Case total
Efficacy on pyuria 48 (96.0%) 1 (2.0%) 1 (2.0%) 50

Excellent 45 (90.0%)
Good 5 (10.0%)
Poor(or Failed) 0

Overall effectiveness rate

50/50 (100%)

3days result in the same cases

Excellent

36 (72.0%)

Good

14 (28.0%)

L

Poor(or Failed)

0

Overall effectiveness rate

50/50 (100%)
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Table 4 Bacteriological response to BAY o0 9867 in acute simple cystitis
100mgX 1/day, 3days treatment (81 cases)

Isolates No. of strains | Eradicated ( %) Persisted S;rfigstff;(:;?g
E. coli 76 76 (100%)
K. pneumoniae 3 3 (100%)
C. freundii 1 1 (100%)
P. aeruginosa 1 1 (100%)
A. xylosoxidans 1 1 (100%)
S. saprophyticus 1 1 (100%)
S. wameni 1 1 (100%)
S. epidermidis 1

Total 84 84 (100%) 1

Table 5 Relation between MIC and bacteriological response in BAY o 9867 treatment

3days treatment

Isolates MIC (#g/ml) (Inoculum size 10° cells/ml) Not done | Total
<0.025[0.025| 0.05 | 0.1 0.2 10.39|0.78 |1.56 | 3.13 | 6.25
E. coli 2/2 |59/59|11/11| 1/1 1/1 2/2 76/76
K. preumoniae 1/1 | 2/2 3/3
C. freundii 1/1 1/1
P. aeruginosa 1/1 1/1
A. xylosoxidans 1/1 1/1
S. saprophyticus 1/1 1/1
S. wameri 1/1 1/1
Total 2/2 |60/60|13/13| 1/1 2/2 2/2 2/2 2/2 84/84
(100%) [(100%)[(100%)](100%)|(100%){(100%) (100%) (100%) |(100%)
PAEEFILLGNIC B1) 2 BHEEERREEICH T 228 TH 1. EBERRET
%, KM #EHRE (RBC, Hb, WBC), FFHEREHRE (S- 1) #HEH

GOT, S—GPT, Al-P, Total bilirubin), & # f KR &
(BUN, S—creatinin) 2BV TEFIZL B ELBbh bR
FHEIEDON D 51,
m. #* =3

WE, MBARZ VVOILWEF 2 Y HANVKBERD
EHRMEFOMBEIEEI L, Tho0iEERIR
Nalidixic acid (NA) & [E14£i2 DNA A BRE T H 5 75,
R T v EEATAIEICE WEAEBAMI L,
NA D75 aBEMEICHLTEL BN,
FNAWHEB LU T LABHE I L TLHEVIE
NEFHEDEL ) IIho Y, T o DFABIMEA L,
NFLX, OFLX, ENX & 4 [#5t L1872 BAY 0 9867 % T
HoH, AFMBIR L) bIFL AL OB IS LTS
SICHE NI ASTE (6N, fF3k O RBEBRYAEIZ BV CHEEM
MEFEEIND,

4 ERRET L 72 &H| &, PPA, NFLX, OFLX OHERHF
BRSEK T 2B EB L 25, XFD
MICsofi i E. coli, K. pneumoniae, P. mirabilis {25\ T
<0.025 pug/ml, Indole Bz £ Proteus spp., Enterobacter
spp. {2 BV TO0.05 xg/ml, Citrobacter spp. {2 3> T0.1
pg/ml, P.aeruginosa {282 TO0.2 ug/ml, S. marcescens
ZBWTL.56 xg/ml, £ DD NF-GNR 2842 T6.25
pg/ml EFFITECHEANERL, WTFhoMEIcs
WTOBIER LY S BERF R MENER LI, 2D
BABOBE L FKTHY, BOFFIZL 2 bS
9 S. marcescens, P. aeruginosa, & DD NF—GNR {Z5F L
TOEAD LA FO 72O IEEHNC b B 5 BRI R
WMEFELES,

2) RN - HEitk

4 BORBBENIAH * £%100 mg EOHKS L, M
FRELIRPBEYME LA, 22~24BB%kD 2
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Table 7 Overall clinical efficacy of BAY o 9867 in complicated UTI
600mg 3 X/day, 5days treatment
i Effi
Bacteriuria Pyuria Cleared Decreased Unchanged bacltC:rCiﬁr(;:
Eliminated 2 (25.0%)
Decreased 1 1 (12.5%)
Replaced 1 1 (12.5%)
Unchanged 4 4 (50.0%)
Efficacy on pyuria 4 (50.0%) 0 4 (50.0%) Case8total
@ Excellent 2 (25.0%)
Overall effectiveness rate
l:] Good 2 (25.0%)
4/8 (50.0%)
: Poor 4 (50.0%)

Table 8 Overall clinical efficacy of BAY 0 9867 in complicated UTI
600mg 3 X/day,10days treatment

Bacteriuria Pyuria Cleared Decreased Unchanged E;fcitc;fi{lr‘;:
Eliminated 1 (20.0%)
Decreased 0
Replaced 1 1 (20.0%)
Unchanged 3 3 (60.0%)

Efficacy on pyuria 2 (40.0%) 0 3 (60.0%) Casestotal
Excellent 1 (20.0%)
Overall effectiveness rate
‘:’ Good 1 (20.0%)
2/5 (40.0%)
T ] 0.0
5days result in same cases
:] Excellent 1 (20.0%)
Overall effectiveness rate
l::} Good 1 (20.0%)
2/5 (40.0%)
I I Poor 3 (60.0%)

FMERTE XS, RPBES3.0£1.54g/ml (mean
SD) ERKRh, B LABERES 5 LIEMEH
DIRTHOMICofEL H bBETH Y, FREBYAEIZH
LTH, FA1I00mg 1 B 1EHRSICE>TH 5%
BT R 2 i L18 5,

2. BRREVRES

1) R HEAEREb 23+ 2 B R

ME N B & CRIL, Btk EBERIRET A © 100 mg
1B 1 E5CTHaeBRHRFBONDL £, &F
SHEMERBRAESIY LT, o5 HiETTH
MR L7 3 BIRERIEREERDE & HE L5781
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Table 9 Overall clinical efficacy of BAY 0 9867 classified by type of infection
5 days treatment
No. of cases Overall
Group Excellent Good Poor effectiveness
(Percent of total)
rate
G-1 1 (12.5%) 1 0%
G-2
‘Smgle. G3
infection
G-4 5 (62.5%) 1 60%
Sub total 6 (75.0%) 1 50%
. G-5 1 (12.5%) 1 100%
Mixed
. . G-6 1 (12.5%) 1 0%
infection
Sub total 2 (25.0%) 1 1 50%
Total 8 (100.0%) 2 2 4 50%
Table 10 Bacteriological response to BAY o 9867 in complicated UTI
5days treatment
Isolates No. of strains | Eradicated (%) Persisted S;ré;:st:epa‘z(:;?g
E. coli 1 1 (100%)
K. pneumoniae 2 1 (50%) 1
C. freundii 1 0 ( 0%) 1
E. cloacae 1 1 (100%)
M. morganii 1 1 (100%)
S. marcescens 1 0( 0%) 1
P. aeruginosa 1 0( 0%) 1
P. maltophilia 1 1 (100%)
A. calcoaceticus 1 0( 0%) 1 1
S. aureus 1 1 (100%) 1
S. haemolyticus 1
Flavobacterium spp. 1
Total 11 6 (55%) 5 4
Table 11 Relation between MIC and bacteriological response in BAY o 9867 treatment
S5days treatment
Isolates MIC (ug/ml) (Inoculum size 10° cells/ml) Not done | Total
<0.025) 0.05 | 0.1 | 0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5
E. coli 1/1 1/1
K. pneumoniae 1/2 1/2
C. freundii 0/1 0/1
E. cloacae 1/1 1/1
M. morganii 1/1 1/1
S. marcescens 0/1 0/1
P. aeruginosa 0/1 0/1
P. maltophilia 1/1 1/1
A. calcoaceticus 0/1 0/1
S. aureus 1/1 1/1
Total 2/2 1/2 | 1/2 | 1/2 | 1/2 0/1 6/11
(100%) (50%)|( 50%)|( 50%)|( 50%) ( 0%) (54.5%)




VOL. 33 s-7

CHEMOTHERAPY

577

Fig.13 Influence of BAY o 9867 on clinical laboratory examination
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BlizBwT, ARERII0% Tho o, 72, 7HEE
BIREBERDE L HE LBS0FIIc BV T HERERI
100%THoto LAL, EHNFIIHEOZ%H 67
BE®DI0% L ERL, 3HMI b 7THMIEETZZ L
Lo TEDRAEMT A EELON, TOKIL, K
FotERE RIS AT 5 BRRSI R IR ICHE TN
AERTHY, $7, EREMAFEREFSIBAEX
MBS NHES LRI I AN TRERSN-CEESE
2IFA%ETH -7

RIZ3 BREXOHMBEFHHETIK, 77 2EHE, B
HELEOREEERIZI0% TH ), ERENTEHOK
BrriamLi, LaL, 3BHEREBRELLT
S. epidermidis 7% 1 BRI L 7275, £ MIC {120.2 ug/
mlThh, 7THEICREBHILLTYS,

DEog# s h K F 2 EAEBER R T 25F 0
5 HER, 100mg 181 E7 BMXELTHLLE
F RS (WA

2) BHEMERBEREAE (AT B BRRENR

A EIRRET U 7 MM IR B TR SR AE B 12§ R TR R
BEESITHY, BRI B HAT—TNVEBL2ETHE
ERDOBVERITH - 72, £D720, EHFI600 mg 35
BRiCC5 BRI % 721210 BI#RE L CEBIRBUE RET L 720
5 AEZICREERDRE L RET LB 8B TRADER
50% Thotle CORKIIEEESDT8.5% L h LK
ETH o 7055, EPERBHIMERERE & v BiEHED
BUWRATHLZILEZRTALMETNEEMTH A
EEZONT, 7, 10BHRERICREBRIR &R
LiB7- 5 BITIERITRIO%TH Y, RERSIZLHER
HOLREBRDON L7000, REESEOHERE
KOUE L BBIERL 7

Kz, UTIRERGI OS5 BHREROREGBRHRT
BEFBESBIL L vk rT—TVEES (G-1#
16, G-581#), »7—7FILVFELEH G-485
Bl, G-6H16l) L LAMEIS0%THY, EEEEY
DHTF—FNEBEH0.3%, HhT—TNIERESI2.7%
ERRDVAT—TNOREIZL ABKREENDEIZD S
Ned otz BMMREEEEIC B 2MEFHHRT
IEHEEEIN.5%TH), SEEFHD8.6%L DD
BUWETH 57245, ZOBHLBEIBEEOHVRE
Thol:1-DLEXBLIENTEL, $72, TRTOE
REIZBVTI2.5 ug/ml LTO MICETSH 9, MICHE
EHERIH HREMAEMAED b, 5 BRERI

B & L TS aureus, S. haemolyticus, A. calcoaceticus,
Flavobacterium spp. B*ZhZFh 1 (kB L 7225, Th b
D MIC fE1325~50 zg/ml L BIETH - 72,
3) EUEA
SEEER R LEL-2BAITESARERE1.1%12
BRERLIN, BEFBL L ORELREFLALLIS
HETHEL TV, ZORKIIEELEIDHEILRE
K2.1% &0 bERETH - 72, 7, BKIREBERE
LBIBITREFRICL L EBLNLREFNRIEIZD S
hWiahol, bbb, BIERHICDVWTREFOROE
FERBL TS ZOHBHEBEREC, FIZZ0BOEH
LRSS h 2 RERITE o 2 (BDON A h o7,
UEidTlowsd, FAIEOEATHY 2675
LG, B LLERICHEMVYRENZAL, 3
72, REPIBE O RERER N, RESERSSE 33 5 Bk
BEL B, »oBHEHbIIEAL RV EHNS, AR
HOBCRORK THLEELDILHNTEL,
X 13
1) %320 B AMLFREFSTAFITLE, FES
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2) KEBIEH, fb: UTIEMFMEE EZHo
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3) HHRMbFRMEFS  BRAREMELERE (MIC) @
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of Ciprofloxacin, Norfloxacin and Nalidixic acid.
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6) Van Caexensercie, D. L & S. R. Pattvn @ In vitro
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BASIC AND CLINICAL STUDIES ON BAY o 9867

Takaok1 HIROSE, YOsHIAKI KUMAMOTO, SHIGERU SAKAI and NORIKO NISHUIMA
Department of Urology, Sapporo Medical College
(Director: Prof. Y. KUMAMOTO)

Seut Furuya and Eut Yokoyama
Department of Urology, Japan Red Cross Kitami Hospital

Akio Honma, TaTsuo AovyAMA and TosHiYUKl DATE
Department of Urology, Japan Red Cross Asahikawa Hospital

TakaHIRO TAMIYA, KEUl TAKATSUKA and SHINICHI MIYAMOTO

Department of Urology, Sunagawa Municipal Hospital

HitosHi TANDA and TAKETOSHI SAKA
Department of Urology, Higashi Sapporo Sanjukai Hospital

CHOSHO ENATSU
Department of Urology, Tomakomai Oji General Hospital

Masataka Fujita
Department of Urology, Hakodate Goryoukaku Hospital

KEeut Ocuma
Department of Microbiology, Sapporo Medical College

The basic and clinical studies on BAY o0 9867 were carried out. The results were as follows.

1. Antibacterial activity.

The in vitro activities of BAY o 9867, Pipemidic acid, Norfloxacin and Ofloxacin against gram negative bacteria iso-
lated from urinary tract infection were compared. The activities of BAY o 9867 against gram negative bacteria were su-
perior to those of Pipemidic acid, Norfloxacin and Ofloxacin.

2. Pharmacokinetics

A 100 mg dose of BAY 0 9867 was administered orally to each of four healthy male volunteers, after which the con-
centration of this agents in serum and urine were measured. The mean serum concentration of BAY o 9867 peaked
approximately 2 hours after the oral dose (0.39 xg/ml). The mean urine concentration of BAY o 9867 peaked 0 to 2
hours after the oral dose (283.6 xg/ml). The mean urine concentration of BAY o 9867 was found even 22 to 24 hours
after the oral dose (3 «g/ml). Urinary recovery of BAY o 9867 was 48.1%.

3. Clinical effects

All eighty one patients with acute simple cystitis administered with daily oral dose of 100 mg (1 X) of BAY o 9867
for 3 days showed excellent or good efficacy. This result shows the high efficacy of BAY o0 9867 for acute simple cysti-

tis. Eight patients of neurogenic bladder with complicated urinary tract infection were orally administered BAY o 9867
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with daily dose of 600 mg (3 X). The clinical response to 5 days treatment was excellent in 2 patients, good in 2 and
poor in 4. Therefore, the efficacy rate with 600 mg per day for 5 days was 50%. The clinical efficacy rate with 600 mg
per day for 10 days treatment was 40% in 5 patients.

We believe that this lower effective rate in complicated urinary tract infection patients reflect the fact that all the pa-
tients had severe underlying disease such as neurogenic bladder with residual urine or indwelling catheter.

4. Side effects

Abdominal discomfort was observed in 1 patient (1.1%).



