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BAY o0 9867 (Ciprofloxacin) DZEBER - BRIRAUKRET

Mg - HE F - KERE
PEINTER - AR - EKIRK - MHEE
BHEHKFWRSHFHE

FLwF )Y v A NE U BRERIAERI TS 5 BAY 0 9867 22T, ZOHEN 6 & UHEAE
BEARBEREICBVTEDL ) ICRBESh 22 L, UTORRER

1. REEHEED S. marcescens 308k, P. aeruginosa 408K, E. faecalis 40¥RIXT 3 % BAY 0 9867 D
MIC {2 Pipemidic acid, Ofloxacin (2T ChTW7z,

2. AH100mg 2 ARTEOKSG LL 25, MPRENOE— 27 31.5RHBI20.44 pg/ml Z7RL

72o RHOBEDOY— 2130 ~ 2 KR T156.2 #g/ml 278 L,

Holo

8B T CORFPEUNZEIZ3L.8% T

3. AMBEMRERK 6 Flx T A RABEKRDHRIEHENTH - 72,
4. BYEEMERERLEIRICHT 5 BABENIRTCIRAENENNS Th o720 $72, HE
SRR T I SR8 S N7z S. marcescens, P. aeruginosa, E. faecalis IZ2 W TIREKRHEEL, £

BOHREIEI%TH » 720

5. BIfER R o s HEERS L UMRELEWREBORTEIFEOON LD o7
BEozery, AFIGRBEIMEOIGRICERALZREREEZ o0,

BAY 0 9867 I3FE F A vV - /NA T VAIZB VW CHK S
L) ) o ANK O BRERIERTHY, %
DAL %3 1—cyclopropyl—6—fluoro—1, 4—dihydro—4—
oxo—7 — (1—piperazinyl) —3 —quinolinecarboxylic acid—
hydrochloride —monohydrate Td %, Z ® BAY o 9867
i, E.coli i3b & &V HREROZOMERICIKMERT P.
aeruginosa, S. marcescens, Proteus {26 CHMEN
2RT L L bIT, S aureus, E. faecalis 2 ED T T LM
HERE I LT HEROIERIC VBN 2 AT
LR E L OEATH DY, I h b ORI IREBRGE
DERICBTHARNBVW LS LDT, &
FOTES, ARBES X UBREKHR LRI L7

I. B @#m&a

1. /7 &

1) H&EDH

ERERRERDOBRREOTERBZHEOREHE
& LT S. marcescens 304K, P. aeruginosa 40k % # U, %
7275 LEMEEKE & U T E. faecalis 40Bk % B A 72, 1R
PUB A1 42 Pipemidic acid (PPA) & Ofloxacin (OFLX)
EL, KAEINLOTMBEROHRES & MIC THEL
77 {EFIEEH 12 3 A 1 Mueller—Hinton Broth (Difco),
FEH AR E A1 Mueller—Hinton Agar (Difeo) % FJ
v, HIEAER BRI LEREFSFEEICE - 7

2) KAEAE

B 3 B2 AH100mg * ZHEICEOKS L, 8
BRI COMABES L CRFIBE 2 EEAICHIZEL
7oo BEMEIRE. coli KPEEEZRER & 35 Agar well
EILTITo 7co MERFRLETICAV, ROFRE
1/15M phosphate buffer % V7=,

2. & R

1) #WEH

S. marcescens 30BRITH L TAFIX12.5 pg/mIAF &
WEBIET 2 )T CRiEHE/RL, OFLX 2k
~N1%E, PPAICKNRSET ChTw (Fig. 1), P.
aeruginosa 40BRIZHT L T & AH131.56 xg/ml LLT T80%
DEREMEIEL T Y, OFLX, PPA D8O%MIC AFHE
N12.5ug/ml, >100 ug/ml TH 5 DIZH~XT 7
BH%ERL7 (Fig. 2), % 7:100 ug/ml LAt EER
PEBRIE A & OFLX Tix 1 8%, PPA Tz 9D LN
720 E. faecalis 40BRIZxF LT & AHN133.13 pg/ml LT T
E¥EMEIEL, OFLX 2k~ 1 %B#ET Ch, PPA A
EHR100 pg/ml LEOBERMEER LA & a0,
E. faecalis I3 L TH EbDTHWIRE N2 ED 7=
(Fig. 3),

2) MBI

FH|100mg &K 5- % O F 3y f i 130,58 F 1£0. 14

pg/ml, 1 BE@IT%0.37 pg/ml, 1.585R7%0.44 pg/ml,
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Fig. 1 Sensitivity distribution of clinical isolates Fig. 4 Serum levels of BAY o0 9867 in healthy subjects
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Fig. 3 Sensitivity distribution of clinical isolates 50 - ©
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100 108 cells/ml |
1]
i
PPA|
80 | BAY 0 9867 OFLX ! . . .
_ ! 0 2 4 6 8 hr
R Time after administration
Z 60 F ,’ Mean £S.D.
g ! Time after
5
b ,’ administration (hr) 0~2 2~4 4~6 6~8
¢
= - ! R
g 40 ' Urinary concentration | 156.2 82.2 2.3 41.5
H h (pg/ml) +194.8 +49.0 +16.1 +5.2
3 I
2 | | Cumulative urinary 13.7 23.7 28.5 31.8
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/’,
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2 BERT1%0.35 g/ml, 8 BFMI%0.09 ug/ml THhH, I
B O peak 113X 5-1%1.5BMICA 6 (Fig. 4)o

THRDEEIL 0 ~ 2 BFE156.2 xg/ml, 2 ~ 4 BF
82.2 ug/ml, 4 ~ 6 B§[E152.3 ug/ml, 6 ~ 8 B¥f#41.5
ug/ml THH, 8B T TOFHRPMEMINEIL3L.8%
THo7: (Fig.5)o

I. B 6k Y & &
1. #88 I U0K5HE
BFIS9LE12H & 0 IRFI60E 7 A T Tl LB 2B L

S APERERE 21051, 1RMERMEMERERE 221061 0 FH2051

23 L, BAY 09867 k5 L TZ DR ERET L7

ZD—%% Table 1, 21ZRL7, HREEB LUVKRSE

PR ER L L AR AR A 1 B300mg (5

3, BHE%) 38, BEREEEKRLICIZ] B300mg

(%3, BE%) SHMEE LAY, SMELEERLD

5165 B, 2637 BRIKZS &Y, F-MBM

BMEERAD ) b 3611 7 BRERS L % - 7. BRRS

BOHERIFEREHAEIIOVWTREHNIITR 5, UTI

BRI L B HEIR, REPEOEBIZOWT

BRot & 7 BB B S b2 o 72728, UTI ERFFAE

EHIART A ERAND R <, SEISEEAERERA

BHRSHMA 3 B E 2135 B, BEEMERERKLLS

HE7:127 BEZS &9 T UTI BHFMEHECER

LCHEL 72,

2. EERRACE
S i B A RERE 22 10610 0 B 12 FIRER I E CTER 9 B

BN 1B THEEIRI0% Th - 720 UTI ExpFHEHE

ICHEHL L - RS BRR R HIETRE R 6 BIEBINERT

» ) BAHEDEIZI0%TH 72 (Table 3), KEATD

SEEE L 6 BIR ABIAE. coli (4%k) T, P.ovulgaris &

S. epidermidis 7S 1 ¥R S D Tho LW EHRIHK L -

(Table 4),

B RMERE RO BRI, EEEHETED S B

BHHAB, BH1BITHIEIZIO% THo 72 UTIE

SEFM e c B L 2R E T, HIETREZI0BIO ) B

MEERICxt L 6 BIICIEHEIL  midckE %, MERICHLT

7Bt L R, REBRDRIEHSH, M2

B, #%h3 B THREENERIITO% TH o7 (Table 5)o

CREEBIREMNICA D E BMEER TIRADE

87.5% L BUWAMEL R LA, BEEREFIE 2HILIE

BB E L D o2 b DD 2P L b B TH o720 BT —

FNEBHEIESHN1IFOATH - TN TH o720

WABDS5BIERE D E. faecalis 25, S. epidermidis

161 5BIF 3BIAT T LBHEKETHHIZ10b5b

FEH 4B, 1B THEEHEI0% TH o7 (Table

6), EBORREE LTIz SHEIZERA THES 1,

o

205 H10kk (83%) HEKL, EhHTEHWHKET
o7 (Table 7). 5 HEFE 21065 35 (30%)
» o 3BRBED b N, FDORRIL P. aeruginosa 18k,
Candida 28k T& »7: (Table 8),

3. ElEH

FE 2 %5 L 720680 BEMEIVER & 4 FlomE
FEMRAMBIZOVTRET LA, BENBWER 22017
bDIX1BIL %<, FLBRRREENLE L AFI»HS
THEEZONZLDIZ1BIL %A 57 (Table 9),

o % %

HEROEZEDHEH Td % Nalidixic acid (NA),
PPA IR OKXSHWEET, 77 LBRHREE I LTR
FRRENERTE VS 2 CREBSBEISFLTLE
LIZAWORT A%, 75 ABMIRE IS L TIRIAE
NHEFEIIREHNH B, HL AR ST 5 Norf-
loxacin (NFLX) % Bi% ® OFLX, Enoxacin (ENX)
77 ABHRECH LTS ChAMENERL, &
DRE%H->Twa2, SEMA%E S 7 BAY o 9867
i, ThoDEMEINLIBLALOHEBIZBVT2~14
BEREDSEHR SN Ty 2SI H Y, FEBHNEIC
BT RAIBOHENH 529, SEIOFKADHENIZ L
BRETL ZOFMMF L) dbhi, Tabb,
(EOEOMERICHTEE SN b S. marcescens, P. aerugi-
nosa 2% L TAH)IZ PPA, OFLX X W WIE N % b
S Z L HEEZ S h, NFLX, ENX X ) 3WEH R
T rRLELETLEDOATVE, —F, T A
B IRE CTd 5 E. faecalis 123 L T bV HE N 2HER
i, o S. aureus, S. epidermidis \ZxF L T b Al &
NHEVWHBENERT I EDNTHONT D, TDEH I,
AHi2 wide spectrum T, P ORBREFEH,I LS L
B EDHVETOEEIIN L THRVREN T T&O
HERE LTEBICET A EE X 5N,

) LW HENPBRRHRICED L IR h
Twhh iR LA LA, SHEMMEREN T 6 6P
6% (100%), BHEMMERER K TI06% 76 (70%)
DEBRERLUEOMER & LTRFFICT CIEE
EBbnt, SHEMMERROBKIIEENFEES,SL
ATHLRMBTELHERTH Y, LELTLESED
#3100% TH - 7o ZHid PPA, NFLX, OFLX, ENX
DREBEHRNSFNENI3.4%Y, 98.6%°, 99.6%,
99.2%%TH 2 DI NBIF B TH - 72, BURMH
MRER R DREENERIO% R LEEETINDT8.5% &~
HEETH-TBY, REBED 2HINEH 722 &
HEREELEZONLH, ERREILLVIOISIITE
v, ¥ 7-fH & © LB Tid PPA, NFLX, OFLX,
ENX DRBEEFEHENFZ R F154.2%%, 69.6%°,
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Table 3 Overall clinical efficacy of BAY o 9867 in uncomplicated UTI
Symptom Resolved Improved Persisted Effect on
Pyuria Cleared | Decreased | Unchanged | Cleared | Decreased |Unchanged | Cleared | Decreased |Unchanged bacteriuria
Eliminated 6 6 (100%)
B .. | Decreased -
acteriuria Replaced
Unchanged
Efficacy on pain o 6 (100%)
on urination Case total
6
Effect on pyuria 6 (100%)
|:, Excellent 6 (100%)
Overall effectiveness rate
Moderate

Poor (or Failed)

6/6 (100%)

Table 4 Bacteriological response to BAY o 9867 in uncomplicated UTI

Isolates No. of strains Eradicated (%)
E. coli 4 4 (80%)
P. vulgaris 1 1 (100%)
S. epidermidis 1 1 (100%)

Total 6 6 (100%)

Strain*appearing after BAY o 9867treatment : ¥ -Streplococcus (1)
* .regardless of bacterial count

Table 5 Overall clinical efficacy of BAY 0 9867 in complicated UTI

Bacterioria Pyuria Cleared Decreased Unchanged ngzcrtifr‘}a
Eliminated 1 1 7 (70%)
Decreased
Replaced 2 2 (20%)
Unchanged 1 1 (10%)

i o o o Case total
Effect on pyuria 5 (50%) 1 (10%) 4 (40%) 10
@ Excellent 5 (50%)
Overall effectiveness rate
l::l Moderate 2 (20%)
7/10 (70%)
: Poor (or Failed) 3 (30%)
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Table 6 Overall clinical efficacy of BAY o 9867 classified by the type of infection
No. of Clinical efficacy Overall
Group patients effectiveness
(% of total) | Excellent Moderate Poor rate
1st group
(Catheter indwelt)
2nd group o o
(Post prostatectomy) 3( 30%) ! ! ! 66.7%
Monomicrobial 3rd group
infection (Upper UTD)
4th group N o
(Lower UTI) 5( 50%) 4 1 100%
Sub total 8( 80%) 5 2 1 87.5%
5th group o o
(Catheter indwelt) 1010%) ! 0%
Polymicrobial 6th group
0, 0,
infection (Catheter not indwelt) 1( 10%) ! 0%
Sub total 2( 20%) 2 0%
Total 10(100%) 5 2 3 70%

Table 7 Bacteriological response to BAY o 9867
in complicated UTI

Isolates No. of slrains| Eradicated (%) |Persisted™
K. pneumoniae 1 0 (0%) 1
P.mirabilis 1 1(100%)
S. marcescens 3 3(100%)
P.aeruginosa 1 1(100%)
S. aureus 1 1(100%)
S. epidermidis 1 1(100%)
E. faecalis 3 3(100%)
Candida 1 0 (0%) 1
Total 12 10 (83%) 2

* . regardless of bacterial count

Table 8 Strains® appearing after BAY o 9867
treatment in complicated UTI

Isolates No. of strains(%)
P.aeruginosa 1 (33%)
Candida 2 (67%)

Total 3 (100%)
* . regardless of bacterial count

80.6%", 68.1%%Ta h, AHlix PPA, NFLX, ENX &
DT THY, OFLX & IZIZFRIZEDORHET: - 720

MEFHRE TIREH D in vitro DEERMFEBRKRBIIC S
SARBENRTEY, MEHAFEBI% LEBETH -7,
RSB METERERE 2 A & B & L7z S, marcescens 3
Bk, P.aeruginosa 1 %%, E. faecalis D 3 BRIz & THELL
TBhH, TNHOEBEDHEKEII0%THo72Z i
BEITNEZETHD,

BIVER 1 20BIh AR & B L Bbh s BMENEIER,
GRBREERELZO- VDR 1B 2h o, EEE
FOTORIERARBEEE3.0%Th Y, Ke&thiiowT
LB zWERDLNT,

LUEDEERENS AT BAY 0 9867 REEKRMIZHTC
NEESERLEEHLEL, FAMEE(HETES
EHLEZ NI,

X [
=1 320 B A LEREF ST B AEHR
&, BESURYYAL, BAY 09867 (LEA),
FEL, 1984
Wise, R. ; J. M. Anorews & L. J. Ebwaros © In vitro

activity of BAY o 9867, a new quinoline deriva-

1)

2)

tive, compared with those of other antimicrobial
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3

4)

5)

6)

Table 9 Laboratory changes before and after treatment with BAY o 9867

RBC(10%/mm3) Hb(g/dl) Ht(%) WBC(103/ml)
500 - 16.01 4601 16000
480 15.01 44.0 140001
460 14.01 42.0-\ 12000+
440 1 13.0+§ 40.01 100001
420 - 12.o->,< 38.0-\ 8000
400 11.0] 36.0->< 6000 N
3804 10.01 34.01 4000+
360 9.0 32.0 2000
Before After Before After Before After Before After
s—GOT(IU/L) s—GPT(IU/L) BUN(mg/dl) s—Cr(mg/dl)
60 60 301 1.4
501 501 25-/ 1.2‘/
40 401 20 1.0;
301 30 15-% 0.8
zo-\ 20 10- 0.6
101 —d 10 5 0.4
Before After Before After Before After Before After
agents. Antimicrob. Agents Chemother. 23 . 559~ =, 1980
564, 1983 7) B O#— 300 B R LFEREF ST AEAIHE
Fass, R. J. . In vitro activity of ciprofloxacin (BAY &, FEI ORI YL, DL—8280 (E&EK : W R
0 9867). Antimicrob. Agents Chemother. 24 : 568 &8, BaHE, 1982
~574, 1983 8) FRREX . 310 B AR LEREFLRE, HEY
FEIRIR— © 453200 B AL HEF LT B AL vRT LM, AT—2266 (BRIK @ WIREH - &
R, FEIVRIY L1, BAY 0 9867 (BafK : AR, KBR, 1983
WAREFFE), ML, 1984 9) /MKREAT | 320 B AL FEHEF ST A AN E
TWHEEE | 230 B A LEFEESRE, HrEm K, HEVERI Y AT, BAY 0 9867 (BEFK :
K&, PIPEMIDIC ACID (IR 2 RH4EIR), Teob L URIER), i, 1984
fiE, 1975 10) KBIERK, f: UTI EXhFMmtd (52 5),

BHER] | $280 B AL FEREFELRE, HES
YRI AN, AM—T715 (BRFK @ WREEN, ®

Chemotherapy 28 : 321~341, 1980
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FUNDAMENTAL AND CLINICAL STUDIES ON BAY o 9867 (Ciprofloxacin)

Koyt MuraNaka, MANABU OKANO, HIRONOBU AKINO, Y UKISHIGE ISOMATSU,
Yusuke KANIMOTO, YASUO SHiMIzZU and YukiMicHi KAWADA
Department of Urology, Fukui Medical School

Using a new oral antimicrobial, BAY o 9867, which belongs to quinoline—carboxylic acid derivatives, we studied the
relationship of antimicrobial actibity and pharmacokinetics to clinical efficacy in urinary tract infections, and the follow-
ing results were obtaind.

1. The MICs of BAY o 9867 for urinary S. marcescens (30 strains), P. aeruginosa (40 strains) and E. faecalis (40
strains) were superior to that of pipemidic acid and ofloxacin.

2. The peak serum concentration after oral administration at a dose of 100mg was 0.44 xg/ml at 1.5 hours. The
peak urinary concentration was 156.2 #g/ml at 0~2 hours. The urinary recovery rate within 8 hours was 31.8%.

3. Overall effectiveness rate of BAY o 9867 in 6 cases with acute uncomplicated cystitis was 100% and all cases
showed excellent response.

4. Overall effectiveness rate of BAY o 9867 in 10 cases with chronic complicated UTI was 70%. All strains of S.
marcescens, P. aeruginosa and E. faecalis isolated before treatment were eradicated, and eradication rate was 83%.

5. No subjective side effects and abnormal change of laboratory examinations were observed.

In conclusion, BAY 0 9867 was suggested to be useful for the treatment of UTL



