CHEMOTHERAPY

WR25FLFAISZ BT A BAY 0 9867 D ERERY - BEIRAIARET

BA K-HE i - kEEF
B HIEH K F R AR E R E
(EME : BEEFERNBIR)

BAY 0 9867 120\ TN, BRIRIRE 21TV, UTORRER,

1. REBEEYAE & Y 538 L 7=, Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus
faecalis, Escherichia coli, Klebsiella pneumomiae, Serratia marcescens, Proteus mirabilis, Proteus
vulgaris, Pseudomonas aeruginosa 2 XT3 5 AH| 7% & UFIZ Ofloxacin (OFLX) OMIC ##IE L, S.
marcescens TIX[EE%, FOMOBERETIRAAAMOFLX ICHL 1 ~3EREENT-MANE*RL,

2. BB 3 &2 AHI300 mg % cross over IEICTZERRE 2 & NICEERAIR S ¢, 24/ TD
e, RAPBELEEL . MAREIZEHERAMRE 1 B, RRIIARE 2 BB T peak 7R
L, #DfEIZ#n #12.1840.20 g/ml, 1.87£0.22 ug/ml Tdh o7z, RFIBEIX 0 ~ 2 BFEITZE
MEE566.7+84.5 ug/ml, E1%£496.7+63.9xg/ml L BBRPIBELRL -, 24658 T ToORPEYT
FIXZEMRES3.120.2%, K%44.810.7%ThH 72,

3. SYEEMMERER R S B, BMEMMIRBEREEIS R ICAF EFFITIE 1 B300mg, &
Fi2i2600 mg % 3MICF TR S €, ZDEZhE UTI EEICHE - TRET L7, SHEBLMIMRER %
SPITIIEFIETH Y, BRIEE LB CIBMHRMMAIRBERRETS T3 ELI3E, AZ106), &
WABITH 57,

4. BIER I BRUEMAERIRZD 6y, BRIREMET GOT - GPT O LR A1), GOT, GPT,
Al-PDOEANEREFNR 1P, FEEIROHMAIFRD O N2, WTFhLBE, —BMETho7,

DEC 1985

BAY 0 9867 I3TG N4 v - A T VHTH IR
N7 FrANVEBREBMERT, Fig. 1 &
RNEET 5,

SEL b EEF IOV TETFOEBMRIT TS
bz, HAeORBBRIEICAFLIZG L, TOED
#, EEHIIOVWTRE L-DOTHET %,

1. ¥RELVUHX

1. EH

REEESRFEL D DBEL 7, IHHE, ITHRIZOVTHH
% & UFIZ Ofloxacin (OFLX) @ MIC ¥ H &{LEHFEF
SEEFEVM S THIEL 72, BEBEEIAFIZOWT
13108¢ells/ml B & U10%ells/ml TH H, OFLX (Z2WVT
13105cells/ml DA & L 72,

2. M, RPIBESL L URPEIE

BB A 3 %24 H#)300 mg % cross over £ TZE
B, FOICARBARSE, ARE24FE T Comb s &
URBIRE ZREL 720

HEE, E coli Kp (k28R l e T 28 H » Tk T,
EREEOERMPBEICB TIEI -5 (BXK)
%, RPBEIZBVWTIpHT.0 0.1 M BMEHE %
AL,

3. BRRMRES
SRR R S B, @M R BB AEI0S %
HRICAKF ZFEICIE 1 H300 mg, H£EIZI13600 mg %
SENCAT TR S ¥, F0E%% UTI EXFMaHE
(BTHR) 212t > THE L 720

I. & %

1. ;EH

Table 1 (ZAH|IZ2 v Tid108ells/ml B & UF108cells/
ml, OFLX {22\ Tix10%ells/ml #EHERE O KM E 1<4F
T2MIC %R L7, FFICOVWTEBERIZL 5 MIC
DEBY% 2B L E. coli, P.aeruginosa % B %, 10%cells/
ml BEFERF O MIC i2105cells/m] BEAEBRICH L, 1 ~2%
BEH > T2/, S. awreus, S. epidermidis, E. faecalis
TIXAHIZOFLX ICl L 1 ~ 3 BEREEN-HENE

Fig. 1 Chemical structure of BAY o 9867
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Table 1 MIC (zg/ml) of BAY 0 9867 and OFLX
Inoculum MIC (ug/ml)
No. of
Organism Drug size )
(cells/ml) | =0.025]0.05{0.10{0.20|0.39|0.78|1.56 |3.13|6.2512.5| 25 | 50 | =100 | *'7*"¢
10° 1 4 2
BAY o 9867 i
S. aureus 10 1 3 3 7
OFLX 10° 1 3 3
108 2 1
BAY o 9867 i
S. epidermidis 10 2 1 3
OFLX 10° 1 2
]
BAY o 9867 105 3
E. faecalis 10 1 2 3
OFLX 10® 3
6
BAY o 9867 105 2 ! 2 !
E. coli 10 23 1 2 1 27
OFLX 10° 15 9 3
8
BAY o 9867 10 3 ! 2 1
K. pneumoniae 10° 2 2 2 1 7
OFLX 10° 6 1
]
BAY o 9867 10 1 2 1 9 11 2 3 1
S. marcescens 10® 1 1 1 2 18 2 2 3 30
OFLX 10° 1 3 2 13 6 1 4
10®
BAY o 9867 6 3 1
P. mirabilis 10® 6 3 1 10
OFLX 10° 4 5 1
]
BAY o 9867 108 4 !
P. vulgaris 10 2 3 5
OFLX 10° 5
L]
BAY o 9867 108 ! 4
P. aeruginose 10 1 3 1 5
OFLX 10°® 1 1 3
10° 1
E. 1 BAY o 9867
coli 108 1 .
NIHJ JC-2
OFLX 10° 1
-]
BAY o 9867 10 !
E. coli Kp 108 1 1
OFLX 10° 1
108 1
P. mirabilis BAY o 9867 10° .
1
ATCC 21100
OFLX 10° 1
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R L7z K. pneumoniae 7 #RTi31.56 pg/ml LLF T2tk
FHIE & h, OFLX IZLtL 2 BREEEN TV 72, P. vulgar-
is SHE, P.aeruginosa SERIZB W T LRHIE T 2 ERE,
HETIERE, OFLXICHLERZRENERLL
(Table 1),

Fig. 2 ~ 4 {2 A#) % & U°IZ OFLX @ 10%ells/m] # 58
BED E. coli, S. marcescens, P.mirabilis {28175 MIC R
A %R L 720 E. coli 2THETIZAH]120.025 pg/ml LA
T2 MIC @ peak ¥ 38%, OFLX 2L, 1EREENI
HEHE*HE LT (Fig. 2)o S. marcescens 308K
BV TIIEHRI2.5 xg/ml LT CTHILE & h, BZH peak
131.56 pg/ml TH Y, OFLX L B IXIFZHOREN 2R
L7: (Fig. 3)o P.mirabilis 108kIZ B\ T3 AHF|120.025
#g/ml LLFIZ MIC @ peak % 32%, OFLX & ¥ 3ERE
En-MEHNEAEL T (Fig.4), Fig. 5, 6IlE.
coli I TFIZ S. marcescens 12 BT 5 &K & OFLX DM
HEERL,

2. M, RPIBESB L URPOIE

1) Mg

IR AR 1 BRI, B 1RIZPIMRE 2 BEM T peak
¥RL, ZOMEIR3BDOFYTENEN2.18£0.20 pg/
ml, 1.87+0.22 ug/ml T& »7- (Table 2, Fig.7),
FD%, WHRMIM L, 24BME T ZHEE0.071
0.01 gg/ml, E1%0.06+£0.00g/ml X7~ L7,

2)  FReHEE

RepigrE AR 2 BE R £ TI2, T3, ZRERES66.7
+84.5ug/ml, H1%496.7163.9xg/ml & B b FHVIRE
R L7, PIBRTE 6 ~24B5R T b ZEfHRF44.3210.8 g/
ml, H#%49.0£3.5ug/ml /R L7z, NARTE24BFM & C
DR B ELRIZZEPEEES3.140.2%, Ri%44.8£0.7% T
& 572, (Table 3, Fig.8),

3. ERIRMURRET

1) StEEMMERE L

Table 4 (25 BIDELHERL D, BREBKRIHIRIES
Ble bEHERL, BREAADHEIZI%TH 72, BH
EHHRTH TS ARFIRG AT SN E coli S
BI~xThRESHh BEREABELZD 2 ho
(Table 4, 5),

2) HEMEVERBRERRIE

Table 6 (CEFEBINEH %R L 72, 0B 2764 UTI
REHCEE L, BRIEOHERITVIE . BN L
23BICixERI2G, HRTH, EE4FITHY, BHF
TERAGITEIER LB, AH3BTHo 7 (Table
6)o

Table 7 327FIDOREBBERHRERLIGDTH %,

MER A L Tid216) (77.8%) »BatE(t, 1612584,

2 BN, 3BHAARETH o7 BRICHLTRE
HALA14BI (51.9%), HEHF 1B, FEAFL2HTH-
7o SMBR, BIRZISEL LREARBRKIRIZ276H,
EW136) (48.1%), AR, EH4BIT, HHRI
85.2% L EN-BME/R L (Table 7),

EEREHRD T BB RS 2250, BEEBRE
M2BITHB, BHMAREFITOEDETII8.0%THY,
BHEREGO 2HENH LV IZEHTH o 72 B
DEMNETIXAFENE.0% 2R E, $<TI0%DHEH)
FERL7 (Table 8), MEFMHEL AL L, KH
BERIICRP LD FBES N I EE29D ) b 25k
(86.2%) HBRE & Ni=d%, S.epidermidis 5 ¥k 1 #%,
K. pneumoniae, P. aeruginosa & 3 ¥k 1 &, S. marces-
cens 1 R 1 ¥R R L 7 (Table 9), —4, k5%
HIRE X S. epidermidis, E. faecalis, Acinetobacter anitra-
tus, Pseudomonas cepacia, Y. L. O. & 1%k, 5t S5 #%T
& o 72 (Table 10),

3) &ElEH

BIER X35BIC DV THRET L7288, FANCE 5L BD
N2BEMENEERI1FLZD L h o7

FRZGH %O MBAELFEHIREMEE Table 11, 12
TR L 7o BEMEMEIRBERAAEIED 1 12 BV THRER TH
transaminase fE) & (GOT : 19—41 LU./L, GPT:
16—34 LU/L) 2o oh, S6IZI0BHDERTIE
E#1t (GOT : 28 LU/L, GPT :18 LU/L) LT#
0 AK L OBRIIEBEET & 2\, BHMREBELERED
4IZBVTIRS®RTE GPT O LR (43—78 LU./L)
HERD SN hT, BAERITIIEBEEB L L CERMEFRD
by, FHEOMBRIIAETH 5, WHMEREELEE
BIIIS BV THERTHGOT D LA (28—49 LU/L)
HROLN, SHLIZ6HEVDHERTEREI (29
LU/L) LT 7z, BMMRBERIEEZIIZE VTR
BERTHE AI-POER (235—305 LU/L) #RBDHSL
n7ze ABUIBWTRUZOEBBIEITVETL Y,
FEBIL9, 218 bAH E DBURRIBETE LV LD EER
720 F70, VMMIRBBEEES T, 12, 2618V TR,
5%, BB GEBI7 :5.0~9.0%, ExHT
310—504/mm?, FEHI12 :1.0—+7.0%, *FEH T67—
427/mm®, FEHI26 : 10.0—16.0%, #& *x+ %K T 600—
1024/mm®) P RBH LN H, WTFRGEETH h FH
%5 EnBRIEENE I ICBEbNRT,

m. % &=

BAY 0 9867 kS E &LV 7 LEHHE, VT4
BAECH L TREVWREAEAL, HICZEALDHE
& CREIZRHM D Norfloxacin, OFLX, Enoxacin (ENX) &
D2~ 4 EHRAENERTY,
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Fig. 2 Sensitivity distribution of clinical isolates Fig. 5 Correlogram between BAY o 9867
E. coli 27 strains (10cells/ml) and OFLX E.coli 27 strains
108cells/ml
1007 BAY o 9867 (ug/ml) (10%ells/mi)
2100
50
= 807
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£ 12.5
& 607 6.25
Z 3.13
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=
E 401 > 1.56
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5 o7 2|1
0.39
204
0.20
0.10/9
5] 0.05 | 0.10 | 0.20 [ 0.39 | 0.78 | 1.56 3;3 6;5 12.5 2.5 slo loo 0.05/14
MIC( ug/ml) | S0 .0 . . . X . . . . 21 <0.025
BAY09867| 23 | 1 2 1 £0.025 0.10 0.39 1.5 6.25 25 2100
OFLX 15 9 3 0.05 0.20 0.78 3.13 12.5 50
BAY o0 9867 (xg/ml)
Fig. 3  Sensitivity distribution of clinical isolates
# Y Fig. 6 Correlogram between BAY o 9867
1 6,
S. marcescens 30 strains (108cells/ml) and OFLX S. marcescens 30 strains
1001
(ug/mh (108cells/ml)
g 81 2100
< S0
; 60 %
v 12.5 1(2
k- 6.25 1
s " BAY 0 9867 w13 S/
3 1.56 8
=
20 O 078 1
0.39
0.20]1 2
¢ . A . , . . L 0.10 1
MIC(ug/ml) | 5005 0.05 | 0.10 | 0.20 | 0.39 [ 0.78 | 1.56 | 3.13 [ 6.25 | 12.5 | 25 | S0 | =100
0.05
BAY 09867 1 2 |1 9 (1M 2]3]1 <0.025
OFLX 1 3 2 13| 6 1 4 £0.025 0.10 0.39 1.5 6.25 25 2100
0.05 020 0.78 3.13 125 S0
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Fig. 4 Sensitivity distribution of clinical isolates
P. mirabilis 10 strains (10%cells/ml)
100 1 BAY o 9867
g 89
§ 60+
3
§ 404
204
'l 1 1 1 1 1 . 1 1
MIC(ug/ml) | 50.05) 0.05 | 0.10 | 0.20 | 0.39 [ 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 2100
BAYo9867 6 | 3 1
OFLX 415 1
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Table 2 Serum levels of BAY o0 9867 after a single administration of 300mg in 3 healthy volunteers
ime after administration(hr)
Case No. 0.5 1 2 4 6 24
Fasting 0.95 1.85 1.60 0.96 0.80 0.09
! Non-fasting 0.16 0.80 1.50 0.78 0.70 0.06
Fasting 1.05 2.55 1.80 1.05 0.51 0.06
2 Non-fasting 0.19 1.25 2.25 0.81 0.47 0.06
Fasting 0.97 2.15 1.55 0.95 0.59 0.06
3 Non-fasting 0.15 1.15 1.85 0.71 0.48 0.05
Mean | Fasting 0.991+0.03 2.181+0.20 1.65+0.08 | 0.9910.03 0.63+0.09 0.07+0.01
+S.E. | Non-fasting 0.17£0.01 1.07£0.14 1.87+0.22 0.77+0.03 0.55+0.08 0.06%0.00

Fig. 7 Serum levels of BAY o 9867 after a single administration
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Time after administration (hr)| 0.5 1 2 4 6 24
Fasti 0.99 |2.18 [1.65 [0.99 |0.63 |0.07
asting +0.03 |+0.20 |+0.08 |+0.03 |£0.09 |+0.01
Non-fasti 0.17 |1.07 |1.87 |0.77 [0.55 [0.06
on-lasting +0.01 |+0.14 [+£0.22 |+0.03 |£0.08 [+0.00
Mean + SEE.

bhbh OHE N TOMETT b FHI2 OFLX 124 L,
I LEMET] ~ 3EHRE, oIl 7 LBHERTS
Rz 1 ~3EBET ChRENERL, FRDLW
BRIRICH AR T & B,

AH) RN CEORS Loe, ma i i
WEMIC LA L, mepmEifiziziz 3~ skMT, Kb
112 24B5 ] T40~50% IR & L B2,

bbbz BERA 3 %12 cross over {12 TAHAI300
mg % ZeMEE 7 & IC LR & €T, RPIEYRE % BT
L7zo ZePBFIZPIARTE 1 S, L% i3 PR 2 BER) TR
BMRRE AL, 2O EhEN2.18+0.20 xg/ml,

1.87£0.22 ug/ml T » 72, FRAPIBE ZPIBRE 2 BEH
3 TIZZEMIB¥566.7 1 84.5 ug/ml, 1%496.7+63.9ug/
ml 2R L, MR 6 ~24BF M T 22/ #$44.3+10.8
pg/ml, B%49.013.5ug/ml & BVIRPIREENTE SN
Too THUT invitro 2B BN LHEEIEE & b IS,
AH 15 HBRALE R < T b+ 2 BRE R AW
AN, HRBEEMBLET RO L LTIXAE 2FIA
THrHEHZD, 208M T TOHRADEULEI:2IH53.1
10.2%, H%44.810.7%Th o775, Zhizbhbh
A0F TITHA L 72 ENXY, OFLX® & He# L T & T ENX
L322 %, OFLX & h 34656 #TH -7,
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Table 3 Urinary excretion of BAY o 9867 after a single administration of 300mg in 3 healthy volunteers

o Mo Time after administration(hr) 0~ 2 9~ 4 i~ 6 ~24
Cumulative Fasting 20.7 30.8 40.8 53.5
recovery (%) Non-fasting 14.8 22.0 28.1 43.6

! Concentration Fasting 690 275 235 58
(ug/ml) Non-fasting 600 350 260 55
Cumulative Fasting 17.4 31.3 39.0 52.9
recovery (%) Non-fasting 11.9 21.5 29.3 44.8

2 Concentration Fasting 580 380 175 52
(ug/ml) Non-fasting 510 320 300 49
Cumulative Fasting 26.7 37.8 43.0 52.8
recovery (%) Non-fasting 16.0 21.3 28.7 46.0

3 Concentration Fasting 400 82 68 23
(ug/ml) Non-fasting 380 120 82 43
Cumulative Fasting 21.6+ 2.7 33.3+ 2.3 40.9+ 1.2 53.1+ 0.2

Mean | recovery(%) Non-fasting 14.2+ 1.2 21.6+ 0.2 28.7+ 0.3 44.8%+ 0.7
+S.E. | Concentration Fasting 566.71+84.5 245.7+87.3 159.3+48.8 44.3+£10.8
(ug/ml) Non-fasting 496.71+63.9 263.3+72.2 214.0£67.0 49.0+ 3.5

Fig. 8 Urinary excretion and concentration of BAY o 9867 after a single administration
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. 566.7 245.7 159.3 .3
Concentration| ' 2sting +84.5|  +87.3|  +48.8|  +10.8
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Non-fasting | ™"'463 9| t72.2|  £67.0| + 3.5

r 100

Cumulative recovery rate (%)



752

CHEMOTHERAPY

DEC 1985

Table 4 Clinical summary of simple U. T. L. cases treated with BAY o 9867

Criteria for clinical evaluation in simple U.T.I

Case Agel s D Dose s * p * B * Evaluation Side oft
e | Sex iagnosis ymptoms yuria acteriuria ide effects
No. g en mg X day UTI Dr
H H E. coli10®
1 20 F ASC. 300X 3 = Excellent | Excellent -
H + E. coli10®
2 50 F AS.C. 300%3 =) Excellent | Excellent -
Ht- H E. coli 10*
3 39 F AS.C. 300%3 - = Excellent | Excellent -
E. colil0®
4 34 F AS.C 300%3 it hus = Excellent | Excellent -
H + E. colil0®
5 26 F AS.C. 300% 3 = Excellent | Excellent -
Before treatment UTI : Criteria by the committee of UTI
After treatment Dr : Dr’s evaluation
Table 5 Overall clinical efficacy of BAY 0 9867 in acute simple cystitis
Symptom Resolved Improved Persisted Efficacy on
Pyuria Cleared | Decreased | Unchanged | Cleared | Decreased |Unchanged | Cleared | Decreased | Unchanged bacteriuria
Eliminated 5 5 (100%)
. . | Decreased
Bacteriuria (Replaced) 0
Unchanged 0
Efficacy on pain 5 (100%) 0 0
on urination Case total
5
Efficacy on pyuria 5 (100%) 0 0
l:] Excellent 5 (100%)
Overall effectiveness rate
Moderate 0
5/5 (100%)
Poor 0
(or Failed)
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Table 6-1 Clinical summary of complicated U.T.I. cases treated with BAY 0 9867
Diagnosis UTI Dosage e . «| Evaluation Side
No. | Age | Sex Underlying condition | group H;(gégg Bacteriuria Pyuria (UTI**) effects
C.CC.
_ # .
1|65 | ™ BPH. 6005 =l * | prop-out | ST 2
Urethral stricture =)
C.C.P. P. mirabilis 10* +
- 0X5 —
2 36 F Lt-renal stone G-3 60 ) T Moderate (=)
C.CC
- . coli 10° HH
3|8 | M BPH. G-4 | 600X5 E. coli 10 Excellent (-)
Neurogenic bladder =) -
C.CC. S. epidermidiS) 108 "
4 68 M Rt-renal tumor G-6 600X5 | E. faecalis Moderate GPT 43—78
B.P.H. post-ope (=) +
C.CC. (=) +
X - —
5 66 M BPH. 600X5 o) — Drop-out (—)
CC.C. E. coli 10* H
1 - X —
6 5 F Neurogenic bladder G-4 600X5 = — Excellent (—)

Before treatment

After treatment

Table 6-2 Clinical summary of complicated U.T.I. cases treated with BAY o 9867

* % Criteria by the committee of UTI

Diagnosis UTI | Dosage N . «| Evaluation Side
No. | Age | Sex Underlying condition | group “;gé‘;‘;i Bacteriuria Pyuria (UTI**) effects
C.CP. E. coli 10¢ + Eosino.
7 70 F -3 600X 5 E
Lt-ureteral stone G 00 (=) - xcellent 5%—9%
.C.C. . epi idis 108 H
8| 81 | M cee G-4 | ooxs | S-cpidermidis Moderate (=)
Prostatic cancer (=) +
CCC
- . ept idis 10° H#
9| 8 | M BPH. G4 | 600x5 | S-epidermidis =— | Excellent (—)
bladder stone =)
C.CC. E. coli 10° 1
10| 73 M - X —
BPH G-4 600X5 = — Excellent (=)
.CC. . coli 108 ++
11| 75 F cee G-4 600X5 E. coli Excellent (=)
Bladder tumor post-ope (—) -
C.CC. S. epidermidis 10° + Eosino.
12 78 M -
B.P.H. G-4 6005 A. anitratus 10° - Moderate 1%—7%

Before treatment

After treatment

% % Criteria by the committee of UTI
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Table 6-3 Clinical summary of complicated U.T.I. cases treated with BAY o 9867
Diagnosis UTI Dosage e . «| Evaluation Side
No. | Age | Sex Underlying condition | group ";gég% Bacteriuria Pyuria (UTI**) effects
CCC. P. aeruginosa 10° #
- X —
131 8 M B.P.H. G-4 | 600X5 P. aeruginosa 10° H+ Poor =)
C.CC. K. preumoniae 10° H#
S. epidermidis
-4 0X5 P —
14 6l M Prostatic cancer G 60 K. pneumoniae| 10° + oor =)
Y.LO.
C.CC. E. coli 108 +
15 | 5 -4 600X 5 Excell -
6 F Neurogenic bladder G (=) - xcellent =)
C.C.C. P. aeruginosa 10° H#
16 | 48 M Lt-Ureteral tumor G-4 600X 5 () " Moderate (=)
Neurogenic bladder
C.C.C. P. maltophilia 10° Ht
7 - X —
1 70 M BPH G-4 600X 5 P cepacia 10° m Poor (=)
C.CC. E. coli 108 H#
7 - X -
18 8 F Neurogenic bladder G-4 600X5 ) — Excellent (=)
Before treatment % % Criteria by the committee of UTI
After treatment
Table 6-4 Clinical summary of complicated U.T.I. cases treated with BAY o 9867
Diagnosis UTI | Dosage e . | Evaluation Side
No. | Age | Sex Underlying condition | group n)x(gég% Bacteriuria Pyuria (UTI**) effects
.CC. . 108
9|9 |F cee G-4 | 600x5 | —Excloacoe 10 H | Excellent | GOT 28—49
Neurogenic bladder (=) -
C.CC. K. pneumoniae 106 +
- X -
20 | 64 F Neurogenic bladder G-4 | 600X5 () — Excellent (=)
CC.P. E. coli 108 H Al-P
- 600X
21| 6l F Lt-renal stone G-3 0X5 (=) + Moderate 235—+305
CCC. S. epidermidis 10° H#
X - -
22 | 62 M B.PH post-ope 600X 5 = m Drop-out (=)
CCC. E. coli 108 +
23 | 51 M Neurogenic bladder G-4 600X 5 ) — Excellent (=)
C.CC. S. marcescens 10° +
24 | 68 M G-4 600X —
B.P.H. 5 S. marcescens 10° + Poor =)

Before treatment

% %k Criteri i TI
After treatment Criteria by the committee of U
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Table 6-5 Clinical summary of complicated U.T.I. cases treated with BAY o 9867

Diagnosis UTI | Dosage L. . «| Evaluation Side
No.| Age | Sex Underlying condition | group ";gé‘;% Bacteriuria Fyuria (UTI**) effects
C.CP. E. coli 10° H
- X M _
25 | 66 F Lt-renal stone G-3 600X5 = Ty oderate (=)
CCC. S. epidermidis 10° H Eosino.
- X
267 | M B.P.H. post-ope G-2 | B00XS | o dermidis<10° | # | Moderate | 1000 1169%
CCC. P. aeruginosa 10° H
- X —
21| 60 M Prostatic cancer G-4 6005 E. faecalis<103 H# Moderate =)
C.C.C. E. coli 10° H
- X _
28 | 72 F Bladder tumor G-4 600X 5 = pm Moderate (=)
E. coli "
29 | 61 F cece. G-6 | 600X5 | K. pneumoniae )10 # Excellent (=)
Neurogenic bladder (=) -
C.CC. E. coli 10° +
0 - X —
30 | S F Neurogenic bladder G-4 600X5 = — Excellent (=)
Before treatment % % Criteria by the committee of UTI
After treatment
Table 7 Overall clinical efficacy of BAY o 9867 in complicated U. T. L.
Criteria for clinical evaluation in complicated U. T. L.
Bacteriuria pyuria Cleared Decreased Unchanged ggcitc:ﬁl:;:
Eliminated 1 7 21 (77.8%)
Decreased 1 1 (3.7%)
Replaced 1 1 2 (7.4%)
Unchanged 3 3 (11.1%)
Efficacy on pyuria 14 (51.9%) 1 (3.7%) 12 (44.4%) CaS;'ltOtal
l:l::l Excellent 13 (48.1%)
Overall effectiveness rate
:I Moderate 10
23/27 (85.2%)
: Poor (or Failed) 4
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Table 8 Overall clinical efficacy of BAY o 9867 classified by type of infection

Criteria for clinical evaluation in complicated U.T.I.

No. of percent ; Overall
Group cases of total Excellent | Moderate Poor effeggeness
1st group (Catheter indwelt)
Single 2nd group (Post prostatectomy) 1 (3.7%) 1 100 %
infection 3rd group (Upper U. T.1.) 4 (14.8%) 1 3 100 %
4th group (Lower U.T.L.) 20 (74.1%) 11 5 80.0%
Sub total 25 (92.6%) 12 9 84.0%
. 5th group (Catheter indwelt)
Mixed -
fection 6th group (No catheter mdyelt) 2 (7.4%) 1 1 100 %
Sud total 2 (7.4%) 1 1 100 %
Total 27 (100%) 13 10 4 85.2%
Table 9 Bacteriological response to BAY o 9867 in complicated U. T. I.
Criteria for clinical evaluation in complicated U.T.I.
Isolates No. of strains Eradicated (%) Persisted®
S. epidermidis 5 4 ( 80.0) 1
E. faecalis 1 1 (100 ) 0
E. coli 13 13 (100 ) 0
K. pneumoniae 3 2 (66.7) 1
S. marcescens 1 0( 0) 1
P. mirabilis 1 1 (100 ) 0
E. cloacae 1 1 (100 ) 0
P. aeruginosa 3 2 (66.7) 1
P. maltophilia 1 1 (100 ) 0
Total 29 25 ( 86.2) 4

* Persisted . Regardless of bacterial count

Table 10 Strains® appearing after BAY o 9867 treatment in complicated U. T. I.

Criteria for clinical evaluation in complicated U. T. I.

Isolates No. of strains

S. epidermidis

E. faecalis

A. anitratus

P. cepacia

[UR G B U

Y. L. O.

Total 5

% . Regardless of bacterial count
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FUNDAMENTAL AND CLINICAL STUDIES OF BAY o 9867
ON URINARY TRACT INFECTION

SHIGERU MATSUMOTO, OsaMU SuGiTA and YukiTosHl Funta
Department of Urology, Kochi Medical School
(Director: Prof. Y. Funta)

BAY o 9867, a new oral antimicrobial agent was investigated on antibacterial activity, absorption and excretion, cli-
nical evaluation and side effects.

The results obtained were as follows:

1. The antibacterial activity of BAY o 9867 against S. marcescens was equal to that of Ofloxacin. The antibacterial
activities of BAY o 9867 against S. aureus, S. epidermidis, E. faecalis, E. coli, K. pneumoniae, P. mirabilis, P. vulgaris and
P. aeruginosa were slightly superior to those of Ofloxacin.

2. 300mg of BAY o 9867 was administered to three normal volunteers orally. Serum levels reached to the max-
imum of 2.18 + 0.20 £g/ml at 1 hour on fasting and that of 1.87 + 0.22 xg/ml at 2 hours on non—fasting. The urin-
ary recovery rates within 24 hours were 53.1 * 0.2% on fasting and 44.8 * 0.7% on non—fasting.

3. 5 cases with acute simple cystitis and 30 cases with complicated urinary tract infections were treated with BAY
0 9867. Clinical effectiveness rate was counted 100% for acute simple cystitis and 85.2% for complicated urinary tract
infection.

4. No side effect was observed except slight elevation of GOT, GPT in one case, slight elevations of GOT, GPT, Al—

P in each one case, and slight increases of eosinocyte in three cases.



