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PREBIEGAE AT B BAY o0 9867 DERKHIMEST

A U - FHET
SR FRBEL R 2

FLOEY FUrAVEBEREABTER, BAY 0 9867 ¥ BERMICIRET, UTO T & &A% B

2o
1. SHEMAMERERA13601C 1 [100 mg,
n, AHEI%TH 72,

2. BYEREMETE IR B SR 145012,

1 @200 mg,
BEHT7H (50%), ExH46) (29%) OBFEEE,

1H2ME3BRRS LRSI ENOR, FH36TH

18205 BEHES LRSI ED I (21%),

AU EIOFITHBDEIRTI% TH - 72,

3. MEFMEHRIIOVTIE306 & h 8 S /135858, 328k, 29%k (90.6%) ABRE s hrs,
4. BWERIC oW TIEILSER, BEUEK, BRERE L2726 0RFAIR516F 1616 %

7]‘97_‘0

BAY 09867 B NSV - N ZWHTRHEESNE
VR ANEYBROFERIMER TH 5, {LFHEER
iX Fig. 1 @0 <, Norfloxacin L THBH, 1{4Lic
cyclopropyl X HO Z L RETH 5,

AHNIRENIIEAL, 77 LBRERERL LA,

77 LGB L CHIBLVRENEALTEY,

Nalidixic acid (NA) , Gentamicin (GM) WHHEIZ 4%
At 2HT, BVOHELEAEL TV, 3/, F%
## D Norfloxacin (NFLX) , Ofloxacin (OFLX) , Enox-
acin (ENX) &HAN2 ~4EHVWRENERT I LK
FOBFRTH %,

ROk y, mPREIHERENICER, M
FEMIE 3~ SRET, FHE~OBITREITTHY,
FRAFIZI324B5 R TH40~50% BN S M B

IR FH DR 6 FEELECCH S hER -
REESRE SR TV Y,

A2 (3 S R RERY %, R IR B RS AE (2
BAY 0 9867 ¥#&5 L, KHOHFHMYE, KeEErRITL
OTHRET 5,

I. MBRESVBEHE

xR ITIEAISSELLA & 1 594 8 A E i HEtdiFmbE
REFENKZ 22 L2185 0 SRR 22 &, A3k
6 N ABE b OIS BN IR B R B AE 2381 D EH41BI T B
5,

FER oG HEECIRSHMIC oW TR, FRlEL
TatE MK, 1E100mg, 1H2ET3I ARG
7THERS L, WHMRBEAAECE, 10200mg, 1H
2~3[, 5AL5HKEEMA T TR L1,

hRHIE S UT] BREFMAER IRV, SRR

3 B, 1361, SMMREBEREEICOVWTIXS B, 14
BIHITE L7245, fid UTI R IZEBETIBREHNED
Ak BT,

Chemical structure of BAY o 9867
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BAY 0 9867 % x5 L 7-fEBI ® 41z Table 127K
T I8BIT, EHR22F A HTSHETLILNTH
5, FEEICL 2EBRIFHIE R, EXH14B, FEHH 36
PREMIBITHoT, EMLEEMETOEHE
94.4% (17/18) TH > 12,

—7%, UTI ERFMEHE AR L 213 DRI E
DOREITIE, REBKREL LTiE, FHI08 (77%),
3B (23%) THIHKRE L TIRI0%TH -7, &
BHEEER, BR, f@ERISTH2EREFROEE,
77%, 85%, 100% Td o7 (Table 2),

2. HRHEMEIR BRI RAE

MM RBEEAEDEMIC DOV TIE Table 3IIRT
TE L, BYI6s), ik 7 FIOE236I TER 22 ~90
FETT, 60FLULEHDIBHILEC o TV D, EIREIL
X ABEERMERER, EHIG, A% HIOGIH, A
HEIL69.6% TH o 7o

UT] ERFMmEEICEE L UBIOLEGERIREIRIC
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Table 1 Clinical summary of simple UTI cases treated with BAY o 9867
c Treatment Bacteriuria Evaluation .
ase ide
Age | Sex | Diagnosis D Durati Symptoms | Pyuria
No. ose uration . ffect
o (mgx /day){ (day) Species Count UTI Dr ellec
1 + E. coli 104
1 28 F|ASC 100X 2 3 —_— Excellent | Excellent -
1 + E. coli 104
2 48 F A S C 100X 2 3 _— Moderate Fair -
+ + - -
H# + E. coli 106
3 40 F|ASC 100X 2 5 e Excellent | Excellent -
# + E. coli 10
4 32 F A S C 100X 2 6 —_— Excellent -
1 + E. coli 106
5 26 F|ASC 100X 2 6 —_— Excellent -
H# H E. coli 106
6 54 F|ASZC 100X 2 3 —_— Excellent | Excellent -
# + E. coli 107
7 22 F|ASC 100X 2 7 n —_— Moderate | Excellent -
# + E. coli 107
8 22 F|ASC 100x 2 3 " 5 Moderate | Moderate -
# H+ E. coli . 104
9 | 29| F|A S C| 100x2 3 —— | S. epidermidis | 104 | Excellent | Excellent -
1 #+ E. coli 107
10 63 F A S C 100x 2 3 —_— Excellent | Excellent -
# + E. coli 104
11 32 F A S C 100x 2 3 _ Excellent | Excellent -
H# + E. coli 10¢
12 41 F|]ASC 100x 2 3 —_— Excellent | Excellent -
# + E. coli 104
13 33 F A S C 100x 2 3 B Excellent | Excellent —
H# + P. mirabilis 104
14 36 F A S C 100x 2 3 _— Excellent | Excellent —
# +# E. coli 105
15 26 F|ASC 100x 2 7 e Excellent | Excellent -
1 + E. coli 105
16 75 F|ASC 100% 2 3 n E— Excellent -
200X 2 7 - + Enterococcus 103
17 42 F A S C 100X 2 . s Bl R — _ Moderate -
+# + - -
18 41 F|ASC 100X 2 3 e —_— Moderate -
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Table 2 Overall clinical efficacy of BAY o0 9867 in acute simple cystitis
(Criteria by the UTI committee)
Symptom Resolved Improved Persisted Efficacy on
Pyuria Cleared | Decreased |Unchanged | Cleared | Decreased | Unchanged | Cleared | Decreased |Unchanged pyuria
Eliminated 10 1 2 13 (100%)
Bacteriuria| Decreased
Unchanged
Efficacy on pain 10 (76.9%) 3 (23.1%)
on urination Case total
13
Efficacy on pyuria 11 (84.6%) 2 (15.4%)
I:I Excellent 10 (76.9%)
Overall effectiveness rate
Moderate 3(23.1%)
13/13 (100%)
Poor
DWTIRER 3B (21%), AR 76 (50%), EXh4 6] YF $r 3 AN

(29%), AL EIOBI CHIMETI% THhH > 7= (Table
4),

REHNOEHRIZOVWTIR, ¥ HOTHIIE4HT
B, izl ~ 26 e % BT B ICREFSD LW
(Table 5),

EABOTHD, EHI6, A4 LBEHT
Hoto X, BB L L CiI1lfIH, EH3H, &
%76 EB%HEIZ0.9% (10/11) THo 7245, 3FlD
BHEBREEIIOVWTIRVTh O EHTH -7, L L
CD3FF, 28z TNRL AT —TFIVEEBGIT Pseu-
domonas aeruginosa TREHE & REDEVIEFITH - 72,

3. MIEFEHTR

MEFBZIRICO VT, BaMBERRL VSRS
-3 WU T NTRE S ATV 5, FHEEEREDS
OB S nN-128 M, 18% S, P. aeruginosa, Entero-
coccus, C. tropicalis & 1%, &t 3 ¥k (17%) »HEmHEL
(Table 6)o

B, HEEREFEBBREIZOWVWTIEGNR, T. beigelii D&
1BREF 2 B BES TV B,

4. BIEA

EWERIZ oW Tk 5 L7418l > T, HIL3EK,
BHEGER, ARERKERD- D227,

BHRBREEORE IOV TIESHI%T, Mg 0o
BEFELRELAZIFI TRV TR REBEERLLD

o. & ®

HE, EYVRYANVECBRABHOBRREE LY
bDNH B, ZDRHEDEKITHE D DNA DEEH &
LTHIb ATV A,

19624F, Nalidixic acid (NA) A RR S h, F0%,
Piromidic acid (PA), Pipemidic acid (PPA), Cinoxacin
(CINX)» £ T4 FIAHICH 724, Tho#BE—ttor
DR AHNK U BRERIEL LT, 75 ABRMREIC
MENEHFSL, 77 LBEHERE L Pseudomonas aerugino-
sa 7% EVIR L CTRIE A5V,

19834 12 F % & h/z NFLX LL#%, OFLX, ENX, BAY o
9867 LE_MHRELEHEONL—HEOE) KU HNKEY
BRIEAIL, ThEITo4FELIN, RETH-1Y
TLEHEREICOMEBEN»SH Y, &2 hET
Pseudomonas %50 L+ 5 7 N HEREE Y 7 LBHE
WEEICOLENRZMIC 25, HONA, GMEHHEIC
HLTORXMMEE G727, ERLRBENEHE2LW)
¥R H B, TS BAY 0 9867 131 NFLX, ENX,
OFLX &N, BEALDOHET 2 ~4EDHRNIED
FREOIEMRERTVAY,

BAY 0 9867 DAAEIREIZ DO\ T, Mgk, HE
WIFRIC ER L, mAEiix3 ~sEMTHy,
HRBF~OBITL RFTH DY,

R~ 1324850 TU0~S0% AN & h, EHIRETHLE
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Table 4 Overall clinical

efficacy of BAY o0 9867 in complicated UTI

(Criteria by the UTI committee)

P i Effi
Bacteriuria yuria Cleared Decreased Unchanged Bac‘f:rci’l'“f’ig
Eliminated 2 5 10 (71%)
Decreased
Replaced 1 1(7%)
Unchanged 1 2 3 (21%)
Efficacy on pyuria 3 (21%) 3 (21%) 8 (57%) Case total
@ Excellent 3 (21%)
Overall effectiveness rate
‘:] Moderate 7 (50%)
10/14 (71%)
] b 1 29%)

Table 5 Overall Clinical efficacy of BAY 0 9867 in each group
(Criteria by the UTI committee)

No. of Cases Ov.erall
Group Excellent | Moderate Poor effectiveness
(Percentage shared) rate
1st group (Indwelling catheter) 2(14.3%) 1 1 1/2(50.0%)
2nd group (Post prostatectomy)
Single
infection | 3rd group (Upper UTI) 2(14.3%) 2 2/2(100%)
4th group (Lower UTI) 7(50.0%) 3 4 7/7(100%)
Sub total 11(78.6%) 3 7 1 10/11(90.9%)
5th group (Indwelling catheter) 2(14.3%) 2 0/2 (0)
Mixed
infection | 6th group (No indwelling catheter) 1(7.1%) 1 0/1 (0)
Sub total 3(21.4%) 3 0/3 (0)
Total 14 (100%) 3 7 4 10/14(71.4%)

BREEEZD 5N TN,

DEo#niRrE L, Ko 3R LI
LTt 1[E100mg, 18 2ED%FEE5T, T/, HEMEMR
BRELIAE LA L Tid 1 [E1200mg, 1B 2 ~3[Ek5 v
SRR EDKRE L,

UTI E3EFMEEICER LB~ T, REH

I2H100% L VO ENRLAMETHY, 70, BRI
THMELLT8% (11/13) HELTV B I E»bE
BIALaviehod, SHBEMRICHT 2 XE O
YHELBHLNTHAS,
BHMRBEREEORSHBRMNEX71% (10/14) T
BHO 4B 1BEREIFIII T —TFLEEBITH Y,
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Table 6 Bacteriological response to BAY o 9867

(Criteria by the UTI committee)

No. of Strains appearing
Isolates Eradicated | Persisted
strains (%) after treatment
S. epidermidis 1 1 (100%)
E. coli 12 12 (100%)
P. mirabilis 1 1 (100%)
Subtotal 14 14 (100%)
S. haemolyticus 1 1 (100%)
E. coli 3 3 (100%)
C. diversus 1 1 (100%)
Citrobacter sp. 1 1 (100%)
K. pneumoniae 2 2 (100%)
E. cloacae 1 1 (100%)
P. mirabilis 1 1 (100%)
P. vulgaris 1 1 (100%)
P.aeruginosa 2 1 (50%) 1
Enterococcus 3 2 (67%) 1
C. tropicalis 1 1
T. grabulala 1 1 (100%)
GNR 1
T. beigelii 1
Subtotal 18 15 ( 83%) 3 2
Total 32 29(90.6%) 3

ERATOR U B2 P. aeruginosa * & U EERE 2 51,
Enterococcus 2 Bl &, BMEMRBBREEOH T b HiGH
DT N—TIZBT HIEFITH o7, BAY 0 9867 DERIK
A S WTEHEY Y RY Y AIIBITAHEE,
DEFREY FyANVE L BRERIOFES VRV T 40
BEELIE~2 L, ZTOAHERRIF D, HAirlo
NFLX*, ENX®, OFLX%& W8T 5 &, SHEEMMELK
RIZBUTRVThOEF GBBLULOEHEELRLE
DERZBRIIZIIED S hzv (Table 7).

LA L, SEMEEREREEEDEDHRIIOVTHET S
E, FNREFRRFLELTFER LTS R %
VA%, NFLX, ENX & lt~#10%% <, OFLX & (31X
RTHb, T LRERHNADRICOVTIE, HHRLE,

Table 7 Overall clinical efficacy compared with

pyridone—carboxylic acid derivatives

Diagnosis| Acute simple .

. Complicated UTI
Drugs cystitis
CINX* 314/331(94.9%) |194/319(60.8%)
NFLX** 415/421(98.6%) | 265/381(69.6%)
ENX®)* 252/254(99.2%) |231/339(68.1%)
OFLX%'* 263/264(99.6%) | 226/330(80.5%)
BAY o 9867!)* | 214/214(100%) | 267/340(78.5%)

% New drug symposium of each drug!~¢)

Table 8 Overall clinical efficacy in each group compared with pyridone—carboxylic acid derivatives

Drugs
CINX NFLX ENX OFLX BAY o 9867
Group
1st group 35 52.3 42.6 69.0 66.7
2nd group 42 67.6 73.3 70.6 68.4
3rd group 54 73.5 65.3 83.0 80.9
Single infection
4th group 75 75.0 78.0 88.7 83.2
Subtotal 63.5 70.6 67.6 81.7 79.8
5th group 43 35.0 61.5 56.7 53.1
6th group 47 76.5 76.0 89.6 88.0
Mixed infection
Subtotal 45.8 64.8 69.7 76.9 74 .4
Total 60.8 69.6 68.1 80.6 78.5

New drug symposium of each drug!~6)
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Table 9 Adverse reaction compared with pyridone—carboxylic acid derivatives
ltem No.of cases Gastro intestinal | Skin sensitivity Nervous system o
with side effects . . . Laboratory findings
Drugs (Frequency) system disorders disorders disorders
GOT 1 :2/327(0.61)
CINX 33/947(3.48) 19/947(2.0) 7/947(0.7) !

GPT 1:2/310(0.65)

NFLX 78/2062(3.8) 60/2062(3.0)

7/2062(0.3)

GOT,GPT 1:11/881(1.2)
GPT 1:2/881(1.0)
Eosin 1 :3/583(0.5)

18/2062(0.85)

ENX 117/2516(4.7) 96/2516(3.82)

17/2516(0.68)

GOT 1 :8/1229(0.65)
GPT 1:9/1183(0.76)
Eosin 1 :6/1250(0.48)

30/2516(1.19)

OFLX 99/2856(3.5) 80/2856(2.8)

21/2856(0.7)

GOT,GPT 1 :11/1465(0.75)
GOT 1 :5/1517(0.33)
GPT 1:9/1475(0.61)
Eosin 1 :27/1051(2.19)

16/2856(0.6)

BAY o 9867 | 77/2575(3.0) 54/2575(2.1)

10/2575(0.4)

GOT,GPT 1 :20/1367(1.46)
GOT 1 :10/1369(0.73)
GPT 1 :9/1368(0.66)
Eosin 1 :22/1120(1.96)

11/2575(0.4)

BEBEOVTIROBIIB N TL80%EVAEERTH 5,
REBEBIHENF TR OBEMTCHL2 T —TVEEHT
b4 1866.7%, H5853.1%, FRAREBTHAL
E6RIL, 8% & OFLX L IZIIFBEOENERE AT
W5 (Table 8),

BIERIZDWTIdFRA DIX5 L :41B TRABL~NE
B MEORERR 1B 2h o, ZORKDOEH
BAGERICHET 2 MlEEs RO 5T b,

NFLX 13100 pg/ml i CEBRMICHEFABOE
B EATED, BRI MEERERTES 0.4
~119%HB LTV A Z L4k, BICCOHFEOERE
BB RENFE-NLLDTH S (Table 9),

X .13
1) %320 B & bEREFETAEAIHRE, FEY

4)

5)

6)

7

New drug symposium of each drug'™®

YARI LI, BAY 0 9867 (Ciprofloxacin), [
1, 1984

KBIERK, WHEX D UTI (REURSAE) BT
filiZkH#, Chemotherapy 28 : 321 ~341, 1980
%260 A AL FREFRBAEXIRELR, FES
YRIh, Y FHT Y, R, 1979
280 H R LFREFSRE, FE VRV V L,
AM—715, ®3, 1980

E30E B FMLFRMEFSTARLHRE, FES
vRI7 h, DL—8280, &HE, 1982

310 A AL EREELRE, FEIVRIY L,
AT—2266, KBx, 1983

HHE  FLuREWEOFE VS, 20OXBERR,
FA47% 4R, KHFE, 1983



620 CHEMOTHERAPY DEC 1985

CLINICAL EVALUATION OF BAY o 9867 IN URINARY TRACT INFECTIONS

Isao Sarto and Yoko TERADA
Department of urology, Tokyo Kyosai Hospital

BAY o 9867, a new pyridone—carboxylic acid derivative, was orally administered at a dose of 200mg divided twice a
day for 3 days to 13 patients with acute uncomplicated cystitis, and at a dose of 400 ~600mg divided 2 or 3 times a
day for 5 days to 14 patients with chronic complicated urinary tract infection.

According to the criteria defined by the UTI committee, the overall clinical efficacy in 13 evaluable patients with
acute uncomplicated cystitis was excellent in 10 and moderate in 3, and the effectiveness rate was 100%.

The overall clinical efficacy in 14 evaluable patients with chronic complicated urinary tract infection was excellent in
3 and moderate in 7, and the effectiveness rate was 71%.

No subjective side effects were observed.

In conclusion, BAY o 9867 was suggested to be effective and safe antimicrobial drug for the treatments of UTL



