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BAY o0 9867 DUWMRESFIFEISIC 31T 5 EBER - BRRAIRFZE

WTHRER - FIED f - HE B - LHERHE
ABAKKRFEEFWREBHFRE
(EAE - THEHHERER)

F L < B8R & Iz quinolinecarboxylic acid 25K Ta % BAY 0 9867 (Ciprofloxacin) (22T
WRUX & HEit i B 2 HBEARET, % 6 CICBRIRMRET 21TV, ROER B,

BRI L LT, BERA3HF, BAREEE (Cor =7.5ml/min) 1HIIAHI00 mg * BXE
EfE L, BRELPREE, BRATIBERR%KIC0.584£0.09 £g/ml, BAERE K 4 BREKIC

0.65xg/ml DE% Lo 7z RAPHEM CT1E, BRAAN 2 ~ 4 BERIC

B R APIRRE69.4+15.8 pg/ml

2R L, 24RFRIRPHEERI240.418.0%, —HBAEBE L2 ~ A RFRICRERPIBE20.9 ng/

ml, RGeS 6% & BEERL 72,

BePR AR ET C il S B MM R B E CTRABAHEI0%, BUERMERBERIE CREADE
60% T -7z, MEFHHHR T3 M EMMIRMEREE CHREFICTBEI N 3HE6 bR~ TaHs
HEL, BYESMM R RYAE T3 14BRE29RK P21k AL L, T2% DIHERTH 572, BIEAIC
BLTREENIC O MBENFRETCOLREIA LD, 7,

BREAY - NAZVHTHES LH LW quino-
linecarboxylic acid A Td 5 BAY o 9867 (Cipro-
floxacin) &, 5 FE385.82C, Fig. l L RTHAR%
ATH2WHETH 5,

FHo, gEN, RUOBREEBETORIL, Ptk
RO LTV, T A WRBRRISREAE IS ¥ 5 BBIR
HR, BWEH, FRAKORF LT 20 THET %,

I. B EF &

1. BB
RN, PEtRERSEERABT 3R, EreB8E1 4%
(Cer =7.5 ml/min) 2A#100 mg # KX EEEOKRS
L, MiESRE, RPBE, BIURSH®HUEETITO
RAPEHERERE L 7zo BIEICIE E. coli Kp BRERER

Fig. 1 Chemical structure of BAY o 9867

o

F COOH
/ \ ‘ +HCI-H.0
HN N zs
Code number : BAY o0 9867
Chemical name : 1—cyclopropyl—6—fluoro—1, 4—dihydro—
4—o0x0—7— (1—piperazinyl) —3—quinolinecarboxylic acid—
hydrochloride—monohydrate

M.F.: Ci7H1sFN3Os « HCI - H20
MW.: 38582

&35 Agar Well EE W72,

2. BRIRBIRRET

ABARRERCWREBF AR UCAREEDORN, 2
BRI R B AAEL106], BMEMEIR BRI SAE265112, A
&ELT1[m200mg % 1 B 3 [FH600 mg AHEZEOHKRS L
7oo BESHMGERIE L CREMME I 3 B/, 8BS
MtEixsHME L7,

FRIRZD R O HITE L, UTI EXhEFMEEIZ Lod5 T
HE L7 $ERARSAIZROMBAEFHREBEOH
B, BEMEEROREYRETL 7,

I. B 5

1. EBEMRE

Fig. 2 i3 BAY 0 9867 100 mg RO 5 % 0 MiE &
EOREERL-b DT, Fig. 3 13RI EEE R ORSHE
MFEERL T2,

BRmrbiSrE iy, BEBEAT 1 BRI#%120.58+0.09 g/
ml, BLA2EH TN 4BEE%I20.65xg/ml DIEY & 5
726

RPBEMTIE, BRAN2 ~4BMICRERDEE
69.4+15.8 pg/ml 7R L, 24BFRIRPHEME1340.4
8.0%, —HEBEALBERI 2 ~4ABMIEERTERE
20.9 pg/ml, PRAPEMERS. 6% & KMERRL 720

2. EERRHIRET

1) 1B MEME R R S E

FEBID —% % Table 112/RL7, SOR UTI E#EF
HEEICEH LA b DH206T, £hsDREHRKRDE
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% Table 2IZ/RL72,

=376, A5, EXSHIT, EH, AMEhHd
ERAEHER, 208IH126), 60%THoo INE
FEBRIERERC & 72 BT Table 3 T 5, BIHEZ
P1260 B & CEBRERS 8 FIOARETIL, ThENS0%,
5% ToH o7,

WESEMEE T, Table 4 IIRT T & (REHIR &
A E29RK AT ME S N, P. mirabilis 2 ¥k 2 B, K.
preumoniae 2 kP 2 Bk, P. aeruginosa 6 #RF 1 %, S.
marcescens 2Bk 1 ¥k, S. faecalis 6 ¥k 1 Bk, Staphylo-
coccus sp. 1 BRI BRE IR &, 29BkP21BRASAFIIR 514
BELTBY, T2%DHEEETH o 72, KSHREFHER,
S. marcescens 1 ¥k, Candida 1 BRTH 72,

2) BMEEMMEIR AR

Table 5ZEFID—E#/R L7z, UTI ERFFMAZELEC
SEL-6BINREHIKMEE Table 6 IIR L7, &
$ABl, B2 Bl TREEIEL, 6 FIF 65, 100%
Thot,

MBS EHE T, Table 7 ZRT T &L, Staphylo-
coccus sp. 1 ¥k, E.coli 4 ¥k, P.mirabilis 1 BRDSBEE
h, TXRTHEELTw A, 2BRGHEBARIRO L
ol

FHNC & 5 & Bbn s AR L IBESMM265, SH
BEEI0B0WTRICED 5T, MEELFENRE
THREFBICFRNC LD DL BLN L REMEETRLL
bDbhh ot (Table 8),

o. % =

BAY o0 9867 (Ciprofloxacin) & KA Y - /34 )b
HTEREENS 1A cyclopropyl XX AT HF /) ¥
HNE L BROFEREORERTH 5, FFIIHED
CERL, MEnEr et 7 ABUE, 77 LBNR

X LCIBLECERAENEEL, BLALORAT
[ ## @ Norfloxacin, Ofloxacin, Enoxacin & § 2 ~ 4 &
VBN R R L. ARBIAER IS IR PiRE A RK
R ER L, MAPEEiaizix3 ~skMT, KPS
12245 B TH40~50% AN X N B & STV B2,

A @A HAT - 7 RIR B BRI B %100 mg 1 EIHX
57w, BEANTOREMARAEIL0.58£0.09 1g/ml
T, FOV— 7 5% 1BEICHY, TL/28=4.77
hr Thotle NI EBHROER L FIZAKNOER
ThBY, FrRPEE RPHEERE A D E, RPE
OV —7{Hit 2 ~ 4B T69.4pug/ml EFHEY VK
SHATOREIVETFOE—/BOBNE, E—/V1H
DETE2RD7,

—%, BREBZIIB T A EAFOMF B, 6.4
hr EBEERADL.7T7Thr IS LEERLTH Y, 24RFf%
2BV T $0.06 xg/ml DIFFRIFL A H L ize RPHE
MY, BEERA T24EER F TI240.4£8.0% THBH D
I3 LT, BASERE TII24BEM T TIZ5.6% L2 o
7o ORI, BALEREORBBEE I LARE
LWz BAE, RPBEOY— A2 ~ 4B T20.9 pg/
ml, $7-4~8REEITH13.5 pg/ml BEHFEIATY
BILAERTHEINE ) AFAREBREIIIFLTHAE
FORRILH L EEHFTE 2, ELL2EF~ORERK
ELEBEOEROES, H5VIIENKEITIC L 5FH
OBFEREIZOVTIEH I D 6 DREIAFLN S,

FRRS SRR T, SMEATERBEERGE I LT
UTI B4 HE I & 5 ¥ TE%XN66%, HZHE100%
EFCNIBETH -7,

BMERBREEICH LTS, AL CADEN0% LB
HREETHY, TORERLNRYLFHELFELLOT
B2 P. aeruginosa 6 BRR SRR BE S hTwa Z ik

Table 2 Overall clinical efficacy of BAY o 9867 in complicated UTI

Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriﬁria
Eliminated 3 1 11 (55%)
Decreased 1 1 (5%)
Replaced 2 2 (10%)
Unchanged 3 1 2 6 (30%)
Efficacy on pyuria 10 (50%) 5 (25%) 5 (25%) Cas;ototal

IZ' Excellent 7 (35%)
Overall effectiveness rate

D Moderate 5 (25%)

12/20 (60%)
E Poor or Failed 8 (40%)
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Table 3 Overall clinical efficacy of BAY o 9867 classified by type of infection

No. of Clinical efficacy Overall
Group ) effectiveness
cases Excellent | Moderate Poor rate
1st group (catheter indwelt) 1 (5%) 1 0 (0%)
2nd group (post prostatectomy)
Single
) . 3rd group (Upper UTI)
infection
4th group (Lower UTI) 11 (55%) 5 1 5 6 (55%)
Sub total 12 (60%) 5 1 6 6 (50%)
5th group (catheter indwelt) 5 (25%) 2 2 1 4 (80%)
Mixed .
. ) 6th group (No catheter indwelt)] 3 (15%) 2 1 2 (67%)
infection
Sub total 8 (40%) 2 4 2 6 (75%)
Total 20 (100%) 7 5 8 12 (60%)
Table 4 Bacteriological response to BAY 0 9867 in complicated UTI
Isolated No. of strains Eradicated (%) Persisted*
E. coli 2 2 (100%) 0
P. mirabilis 2 0 (%) 2
P. vulgaris 1 1 (100%) 0
Proteus sp. 1 1 (100%) 0
K. pneumoniae 2 0 (0%) 2
Enterobacter sp. 1 1 (100%) 0
P. aeruginosa 6 5 (83%) 1
P. vesicularis 1 1 (100%) 0
S. marcescens 2 1 (50%) 1
S. plymuthica 1 1 (100%) 0
S. epidermidis 1 1 (100%) 0
Staphylococcus sp. 1 0 (0%) 1
S. faecalis 6 5 (83%) 1
Streptococcus sp. 2 2 (100%) 0
Total 29 21 (72%) 8

* Persisted : Regardless of bacterial count
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Table 6 Overall clinical efficacy of BAY o 9867 in acute uncomplicated UTI
(200mg X 3/day)
Symptom Resolved Improved Persisted Efficacy on
Pyuria Cleared | Decreased | Unchanged | Cleared | Decreased |Unchanged | Cleared | Decreased | Unchanged bacteriuria
Eliminated 1 1 6 (100%)
Bacteriuria Decreased-
Replaced
Unchanged
Efficacy on pain o o
- 5 (83.3%) 1 (16.7%)
on urination Case total
6
Efficacy on pyuria 5 (83.3%) 1 (16.7%)
[:’ Excellent 4 (66.7%)
Overall effectiveness rate
S Moderate 2 (33.3%)
6/6 (100%)
: Poor or Failed 0
Table 7 Bacteriological response to BAY o0 9867 in uncomplicated UTI
. . . Strains appearing
Isolates No. of strains Eradicated (%) Persisted after treatment
Staphylococcus sp. 1 1 (100%)
E. coli 4 4 (100%)
P. mirabilis 1 1 (100%)
Total 6 6 (100%)

BETNELDEERD,

LHZDOREOIDE UL F 7)) » h VK BERILE
HTHAH NFLX %, SPEHEMMEREB X186, BYEHEMH
MR R YA 14B)I A LIER LK 494.0%, 36.0%DF
METH - EHEL TN, ZORKELBLTE
Flidsh BIFBEERL TV D,

B PR IR R S SE 34050 D A H 0 £ EEE TOREH
NHT8.5% LHLBIL T, EEOOBRMIBEMEC 2o T
Wb, IO LRLEEFTHBMBIFLRETH o/
E—B (67.7%), 8 (68.4%), £=H (80.9%)
DIEBI DL o 2BV BER BB EEX LN D,

BITERICH L Tix36613 N TEMEMRE REO T,
MEELEHRE CHRSRZICERIZL2bDERDbA
BEBMO A Fo N o, OBBEDIKRTEHEFD
REMEMETAILIITELZY, L LEE%EEITI
257561h776) (3.0%) WEIWERORER % AT 575,
EEZLDIRR L, T8 HMHILIFEIRTH - 72,

REIRYIZ & A Quinoline RIEA ORIEREE T2 NA

6.47%, PA7.05%, PPA 6.85%, MLX 7.24%, CINX
3.64% DBEEMBEERORBARTH 2, ThoDORIER
RBER LB THFFOBEARBEIELC, TR
ZEHEIBVLDOLEBbns, UL b &y FAElIZR
BERASE S L ThR Y FHE»r 2 RER KR CHLLE
PN
X 13
1) KBIER, b UTI E3FEMmEE (82 ).
Chemotherapy 28 (2) . 324~341, 1980
2) H3REBRMLFEREEETIAFIHRE, FES
YRI AL 1, BAY 0 9867 (Ciprofloxacin), [
1, 1984
3) AR &, LEERHE B #F—, FE B BR
& RBRLAEIZK T 5 AM-715D i, Che-
motherapy 29 (S—4) . 622~630, 1981
4) FEIRI$— : Cinoxacin O BIER—& R % e fE
90661 M ¥ Et—, Chemotherapy 28 (S—4) : 368~
376, 1980
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FUNDAMENTAL AND CLINICAL STUDIES ON BAY o 9867
IN URINARY TRACT INFECTION

TAKURO YAMASHITA, TsuToMu OKABE,
OsaMmu YosnizuMi and Kosaku Eto
Department of Urology, Kurume University School of Medicine
(Chief : Prof. Kosaku Eto)

Fundamental and clinical studies on BAY o 9867, a new oral antimicrobial agent of quinolinecarboxylic acid deriva-
tive, were performed and the following results were obtained.

1. Serum levels and urinary recovery rate :

BAY o0 9867 was orally given to 3 healthy male volunteers and a patient with chronic renal failure (Ccr = 7.5 ml/
min) at a time of non—fasting in a single dose of 100 mg. The peak of mean serum level of BAY 0 9867 was 0.58 zg/ml
at 1 hour after the oral administration in the former and 0.65 xg/ml at 4 hours after in the latter. The urinary recov-
ery rates during 24 hours were 40.4% in the former and 5.6% in the latter.

2. Clinical study :

BAY o 9867 was effective in 100% of 6 patients with acute uncomplicated urinary infection (according to the
Criteria for Evaluation of the Drug Efficacy for UTI) and 60% of 20 patients with complicated urinary tract infection.
The rate of bacterial elimination was 100% in the former and 72% in the latter. No subjective side effects and abnormal
changes of laboratory examinations were observed.



