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B LW OABPIER BAY 0 9867 (Ciprofloxacin)
DR 2RISR SE (X3 A HBERY 2 © U ERIRIARET

HAE= - EHFR
PR R AL R B

BHES - B AR BE - MIRE R
BEFEREGERFEFRURBHFRE

FOE—ER - 1L Al
HERARIRLRBH

RAR—H
EIR A H R HM &84 2 1) IRBLR 37

BIEAE - AEF— - fEHRA
B+ FRRLREH

REFHRIT
FHREERRTUWREH

# L WEOABIEHR BAY 0 9867 (Ciprofloxacin) 22 W T T ORE % 157,

1. EBERRES

1) Hi#h REHkO GNB & GPC % &t 1SH 2028k D EEAR 55 #EbR 1233 L T BAY 0 9867
DHEH % OFLX & WBKRET L7z £ DR, P. maltophilia T OFLX & (2IXFRED MIC 27RL
72i3d, TNTOEMEICH LT MIC 90.39 gg/ml LU F TREHSOEROREF A HIE & h, OFLX
I 1EI UL FT CNABREREERL

2) DRI E i BEEERAE FIC100 mg % ZEREEE, |ARICRS L, AABEEZ I OAL -
ETHh7o MAPBEDY — 2 3BT 1 BER1%0.5410.07 ug/ml (n = 5), MARKT 2 HHK
0.4240.03 pg/ml %187, 1285R  TORPEINHKI233.843.5~45.816.6%THh - 72

3) b} PF~OBIT 200 mg PIART% 1 BRI T PF PR 120.15 pg/ml, MAiRAEIX0.54 g/ml
T, PF & MR I30.31 (31%) OBITTH -7

2. ERRHIIRES

12361 DR BRI RBEICER EES L, 120820V Tl % 1T - 720 BMEEHM UTI 2651
1T EIC 1 BHE58200 mg T96.2%, MRMEHMEME UTIBIBIZ IR 12 1 BIx 58400 mg T76.4%,
BRI - PESRRRUSE 5 BIIC1360% DAEMEL B, 2L LT, 12000h96BIHEH T, AHE
80% L BN TH o 720

3. et

HEWEERE LTAB, 6EOREL A, AFEHILERE 444, PEAEEE2HTH2
(RIESERE, 123610 4 B, 3.3%)o WFNOERR LRI L 3% 6 %0 o 7o, BRIETIIREM
R 26 GFPERRL 16, WMRRD 1H) a7z, ZOMIFREEOBERE3IBH -7,
BB II8IFIH S B, 6.0%TH o7,

4. 30

BAY o0 9867 1 GNB, GPC M2 & A L OBHICHVWHEEE /R L, Thi KB L THRICEEGEE
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BEROLEVHEMEM UTI TORZEHVEN TV LDONERNTH 72, REMICLBEFORRA L I
BLT, BET~NEENRL, o THAROFMEBCS A TRLEELLNT,

BAY 0 9867 (Ciprofloxacin) (3B FA Y - /¥4
IVHTHRES K, KFICBASAZF ) )Y ANEY
BMROHFLVWEOSKRER TH 5, LFEERN I
Fig. 1 127" L7z & 9 i Norfloxacin (NFLX) &EfAL T
W5, BAY 0 9867 i2BEicThER & TV 5 NFLX R ELf
% 0 [ % o H ¥ A Ofloxacin  (OFLX) % Enoxacin
(ENX) ICHAXT, BEALLETOBEEIIALT2~4
BERBEEEI C LA E LTHITOR TV,

bhbhidd# e /4 TVEJRL Vit 2 1T
ERORE & LCHEN, BIRE SR, v MaTZRE
(PF) ~DBEBITEIE L 720 BRIRABRET 2R B RS
fE (UTD) & MBBREHEDERICAF 2RSS L, AH
LEREMDFMEIT - 70

Fig. 1 Chemical structure of BAY o 9867
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1. ZEBEBIRET

Vik:s

1) HEH

REEHI3k © GNB & GPC % & 151852028k 0 BE AR
THRIZOWT, BARBHILEE MIC) *HIEL %,
REHE I B R LEREFSFERNCER L TTV,
BREH R I1210° cells/ml & L7, 3HHE L LT OFLX %
vz,

2) RN & Bt

SZDREBASE FIZ BAY 0 9867 100 mg % Z=HERs
CERAERIC7ORA - N—ETHR S, nFRE, R
PR, RPOLEEZBE L, MEHEIRER I
E. coli Kp Bk % F\v>, agar well #i2 & 5 bioassay 2 & »
AR

3) PF ADBREBIT

3 DRI IRK D BEIC BAY 0 9867 200 mg %
5L, 1B T2 EEMM%IC EPS (expressed
prostatic secretion) % PREXL TREEHIE % miF & 3tic
fTo7:0 EPS BAIMRZ vy H— T THA, BEHMTR
SoMmiE, RPBEDHEESLEKRTDH S,

2. BRERHIRRES

1) % (Table 1)

HERENREBEEABIILEMMY UTI (acute sim-

ple UTI, AS-UTI) 26%), & tE# M UTI (chronic
complicated UTI, CC—UTI) 92%1 & fR:& - Y 8F&RLIE 5
BIOEH123BITH B, HFTIXBM60H, LE63F) & (2
1Tl I 1 Thol, BEOERITII6~BFICLL ML
720 20 bESF U LEDOERE X B 446, KH14FT
BES8BICEkD4T.2% % o, ThEEIIHITAH
e, BHTRTIIBLEBERTH LD, KHETIX22.2%
LIERTH - 72, AHEIAIZBMS84E11A b & BHSIE
SADT rRIIblizotz, FERIEBLTIIEBEDNT
BERTITo 70

2) ®k5&, B5HE %5 (Table 2)

HREBGTIZ AS-UTI ® 5 b 2 M B AR A
(acute simple cystitis, ASC) T3, 100 mg #8534 2@,
SHEHMETEE R (acute simple pyelonephritis, ASP)
Tit200 mg % 2 @& 5 L7, #5433 AR T
HAHH, THLULE30E £ THRES LB 138H > 70
CC-UTI Ti3200mg ¥ 1 B2 ~ 3 @5 2 B2 S H» -
7oo HiMIZ 5 B £ TA%436), 7~14H, 326, 15BLE
BET0B E THAIBITESNICL W IZ62&2h 51, &
BRSBRATTREOEBEEHETEZE X (chronic
complicated pyelonephritis, CCP) 2400 mg ~200 mg %
70HMH, §16.6g 5 X -fEBITH o7, Rl - HEEFRE
ETIHHREK 151 T400mg, 1EDADEIH B, #
D200 mg % 2 [8], 14~17HME % 720

3) HRHAE

AS-UTI & CC-UTI DIEBI D 5 b UTI E%hF 1l %
#Y (LLT UTI25) CAERTHEMIIIRIZE VSR
HEXITo7o TINERINTIRHUENSTEETD -
TEFIRETERRICLED2HEETo 720 ZDHEDYH
ED BRIG5> 2B T 5 726

3. ®&etk

BEMEVERCEZRICHEZ - 2% L W BE L
AR & OBERICOVWTIE, FEEDHKIZL VTS,
BRRBREEORE X, T& L TkREMm, i, SHERE
ZownT, REIKZS (78HLULE) %2475 726 % .01283
PITHET L, FH L ORE®IZOWTRETL 72,

I. & |

1. EBEAIRRET

1) #EH (Fig. 2 ~16)

MIC 2l L - B HE I T 2 BO R L DA I
DVTOBRERDLTOLB)TH B,

S.aureus (7 #k) DBSEME — 212 BAY 0 9867 Ti
0.2pug/miZHY, 0.39ug/ml TEKRDEE ZFHIEL 7,
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Table 1 Patients studied
Sex
. . Male Female
Diagnosis No. of cases
Age
< 65 65 = < 65 65 =
Acute simple UTI 26 24 2
Chronic complicated UTI 92 10 45 26 11
Uro-genital infection 5 5
Total 123 15 45 50 13
Age :16~93
Table 2 Administration of BAY o 9867 daily dose and duration
Dose period | Daily dose Duration (days)
(mg X time No. of cases(%)
Diagnosis /day) =3 =5 =7 =14 =28 29=<
100x2 11 7 4 22 (17.9)
2002 1 1(0.8) 26
Simple UTI
100X 2— 1 1 2 (1.6) (21.1)
100x1 .
200 X 2—
200X 1 1 1 (0.8)
100% 1 1 1(0.8)
100 x 2 7 2 1 10 ( 8.1)
200 2 31 6 12 7 56 (45.5)
200x 3 1 4 1 8 14 (11.4)
200 X 2—
. 100 2 2 2 1 5 (4.1) 92
Complicated UTI
200 X 2— 1 1 2 (1.6) (74.8)
200x1 :
100 X 2—
100% 1 1 1(0.8)
200 X 2—
200 X 1— 1 1 (0.8
100 X 1
200 X 3—
100 % 3— 1 1 (0.8
100 % 2
200 X 2—
200 % 3— 1 1 (0.8)
200 % 2
200 %2 3 1 4 (3.3) 5
Uro-genital infection (D)
4001 1 1 (0.8) ’
Total 13 43 17 30 14 6 123
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OFLX 120.39 prg/ml iZBEM Y —2 %R L7 (Fig. 2)o

E.coli (17#R) 243 LT BAY o0 9867 130.05 peg/ml Lk
TCTEHOEEFELMILL, OFLX & h 2 LENLHAES
¥/~L7 (Fig.3),

C. freundii (14%%) Tix 1 #k (0.78 pg/ml) % BR &
BAY 0 9867 ® MIC i20.2 xg/ml A FiZ&» b, OFLX &
DENRTHENLRLE (Fig. 4),

K. pneumoniae (20%k) Tix BAY o 9867 D EZH D
E—27130.05 ug/ml L FiZdh b, OFLX & h 1 EEHE
nTw (Fig. 5),

K. oxytoca (4 #k) (ZXF L T BAY o0 9867 130.05 g/
ml U T CekDEFT LML (Fig.6),

Enterobacter BOBEED 5 b, E. aerogenes (7 ¥k) IC
LTt BAY 0 9867 130.1 ug/ml TLENREE # I
L 7zo E. cloacae (18%) 1213 2T %0.05 ug/ml LT D
MIC #/;RL7: (Fig.7, 8),

S. marcescens Xt 3 5 BAY 0 9867 DEEHY — 7 ik
0.05ug/ml LATFIZH h, OFLX & 0 2 BB A
Zovohr: (Fig. 9),

14 F=NVIEEE, 1 F=NBEHEVFTID Proteus
BIZxF L TH BAY 0 9867 120.05 xg/ml LA F TE&%D
BEXMHEIEL, 72, WTFhOBEICH W TH OFLX
I 1 ERERHENEZRL (Fig.10~13),

P. aeruginosa V23t % BAY 0 9867 DEAE M <0.05
~1.56 ug/mlF TIZHA L72AS, €= 2130.05 x«g/ml
LT Cédo7, OFLX &t DHE T 1 HRZE BAY o
9867 »& 5 7: (Fig.14),

7 N BEIEBEEE O P. maltophilia T i3 BAY o 9867
DEREME—2133.13 pg/ml L BEHIIE 5 7228, P.
cepacia Ti31.56 pg/ml TEHROBE % MHIE L 72, BIHE
TiX OFLX & 2IZFFEE, #ER 1 EEEAIMICO
B %R L7: (Fig.15 16),

2) RN & et (Fig.17, 18)

ZHEEBEOMTEENO Y — 713 1 BE#T0.5410.07
pg/mlT, LAARRRREIZHA L 8 BER]1%0.07+0.01 ng/
ml, 12B5M7£0.02+0.01 xg/ml &3 & A XTI H & H
B 7, BREMRFITIIY — 212 285RI% T, 0.42+
0.03 ug/ml & ZHBFICHNTRRE L, LUEGEA IR
A L1285 17 C0.0410.01 xg/ml TdH - 72, FHT1/2
I3ZeBET2.72 hr, HEFT3.15hr TH o726

R IZ R, BREEMAL 6120 ~ 2 BREA
bot bB<, FNFNI2.44123.0 pg/ml, 94.8%
11.2 ug/ml TH o 720 HIE T 8 ~1285M % DR p il
FEI23.840.9 pug/ml & ZIZERIBELT Th o 7245,
%FT1220.816.7 pg/ml & LEHRIBEE OHE % 320
7o REEINRIIZEEFTA5.8+6.6%, HAHKT33.8

+3.5%CTh o7

3) PF~OBIT (Table 3)

PF 0 1 BRI 4 OB EE#FI130.08~0.22 pg/ml, FIY
€0.15 ug/ml, 2 BERH% D 161Ti20.30 ug/ml TH o
7oo 1 ERRIE DM iR E O F50.54 ug/ml T o 7:
DT, PF LML DHIZ0.31 (31%) THH, 2
BRI DRIETI30.44 (44%) TH 72,

2. EERARRES

1) AS—UTI (Table 4)

FEBI® 1 ~%19F T ASC i3 UTI £#12 X 3R HE
WEEBITH 5, EBIF20~%26% TD ASC 586l L ASP D
2HRFEEEDOADHRAELITo 720 UTI HESHK
B ASC 19BI DAERE 12176, 89.5% A E. coli D HEIE
BThr, 552609 H 16id, Staphylococcus sp. 2
5D, L 16, E. coli, S. epidermidis & DL
BIlEB0DTH7,

FIEEHEEIT> 7= 5 B0 ASC DERKE I E. coli D
B A 2 B, Klebsiella sp. DEIREA 1Bl L E. coli &
Candida sp. J U Klebsiella sp., E. coli %, 4 BEOEK
BICIDbDONENREFNR1HITH -7, ASP O 2 Hli,
1BIATE. coli fib 2 8, D 1 11 Kiebsiella sp. fl2 1 &
DEBE L 2BREFITH 572,

Table 5 & UTI 5 Tl L 72 1961 0 42 & B PR A 4
Thr, EOUEHLULOBERTH - 720 ZORRITE
%1661, 84.2%, Axh3 B, 15.8%Th 57z, B4 DI
BTabE, MBI L TIZHEELITH, 89.5%, WD 2
Bl, 10.5% THo 2o BRI L TIRIEEALLI7H,
89.5%, AE 26, 10.5%Thh, fEHRKIIx L Tididk
1861, 94.7%, XFE1H, 5.3% T, WTFhoigE il
LTOBERARREED T,

Table 6 -1k, 19FIOMBEENNEL A bDTH
B, 208D BISKKIZE.coli T, Thi&LETOM

Fig. 2  Sensitivity distribution of clinical isolates

S. aureus (108cells/ml)
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Fig. 3 Sensitivity distribution of clinical isolates
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Fig. 4 Sensitivity distribution of clinical isolates
C. freundii (108cells/ml)
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Fig. 5 Sensitivity distribution of clinical isolates
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Fig. 6 Sensitivity distribution of clinical isolates

Fig. 7 Sensitivity distribution of clinical isolates

K. oxytoca (108cells/ml) E. aerogenes (10%cells/ml)
100 y 100 /
/ //
® g / & /
& 1 g /
] ! s /
§ 60 l, § 60 /
3 ! 5 I
=% ] a 1
2w | 2 w0
= ! s !
] ! —BAY 0 9867 5 ! —BAY 0 9867
6 20 II ---OFLX 6 20 II --—OFLX
B I
MIC(pg/ml) | <0.06( 0.1 {02 {0.39]078]1.5%]3.3|65(125(% | % |10 >1[ll‘ToLaI MIC(pg/ml)  {<0.05) 0.1 0.2 (0.3 {0.78[1.6[3.3]65]125) % | 0 |10 >l(l)lTotal
BAY 0 9867 4 4 BAY 0 9867 61 7
OFLX 3|1 4 OFLX 5(12 7
Fig. 8 Sensitivity distribution of clinical isolates
E. cloacae (108cells/ml)
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Fig. 9 Sensitivity distribution of clinical isolates
S. marcescens (108cells/ml)
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Fig.10 Sensitivity distribution of clinical isolates
P.vulgaris  (108cells/ml)
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Fig.11 Sensitivity distribution of clinical isolates
P. mirabilis  (108cells/ml)
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Fig.12 Sensitivity distribution of clinical isolates
M. morganii  (108cells/ml)
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Fig.13 Sensitivity distribution of clinical isolates
P. rettgeri (108cells/ml)
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Fig.14 Sensitivity distribution of clinical isolates
P. aeruginosa (108cells/ml)
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Fig.15 Sensitivity distribution of clinical isolates Fig.16 Sensitivity distribution of clinical isolates
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Fig.17 Serum levels of BAY o 9867 after a single oral
administration (100mg, cross over)
#g/ml
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Fig.18 Urinary excretion of BAY o 9867 after a single
oral administration (100mg, cross over)
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Time after administration (hr) 0~2 2~4 | 4~8 | 8~12
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Fasti (ug/ml) +23.0| £15.5| = 4.1 | = 0.9
sting Cumulative urinary 25.4 35.0 43.7 45.8
excretion rate (%) + 7.6 = 6.9| + 6.6 = 6.6
Urinary concentration 94.8 87.1 45.9 20.8
Non- (ug/ml) +11.2 | £21.8| + 9.9| + 6.7
fasting Cumulative urinary 12.3 22.1 30.2 33.8
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Table 3 Diffusion of BAY o 9867 into human prostatic fluids (200mg p.o., 1hour or Zhour)
Case 1 2 Average 3
After 1 9
administration (hour)
Sample a b a b a
PF 0.08 0.22 0.17 0.13 0.15 0.30
Concentration (¢ g/ml)
Serum| 0.22 0.78 0.79 0.35 0.54 0.68
PF/Serum 0.36 0.28 0.22 0.37 0.31 0.44

Concentration of control PF : <0.02ug/ml

BAES L7, Table 6-2 RIXSHEBEX*AL LD
TdH b, Streptococcus sp. & Lactobacillus sp. B*E L EFh
18RS hz,

Table 7 i3, 7EEBE O MIC Lt REHR LA LDT
b, HWRISKD MIC V¥ h b <0.1xg/ml T, 15
$83.3% 13 <0.025 pg/ml DENEEMER L, &
NEOHHKI, R LLS T2 TRBIN,

FEECLD2HREHUELITo 72 5 BID.ASC 1, EH
3B, AR 1B, EX1FITHRERSO% TH 72 EX
D 1 BUIE. faecalis # &4 4 BHEIZ & 2 EHEXYET
b, MOBHEILHE L7225 E. faecalis BFFE L2 L,
BRICHEEZ AL Do =D TEHE L7z, ASP D 25
BRI R, MBEROATH 72, 160125 HM, 1
B33 B IR 5 %97 - 72 MIEEMICHRE LR, EK
DYET-IFEEEEGETTNOEAEYDEHEL

2) CC-UTI (Table 8)

UTI £ 12AFT 58013727~ *93m67H T, Thd
S L, EBEDADHERIT - 2-B13%94~*118%
THBHTH B,

Table 943 UTI ##Z & 0 Gl 21T - 67H 04
B#ERL-bDTHB, EXh298), 43.3%, Hxh22H,
32.8%, EXNI66U, 23.9% CTHREFIFEILT6.1%TH -
7co B4 DIETH D EMERIIK L TikiF %4261,
62.7%, WA 26, 3.0%, @EXMA166, 23.9%, TK
T8, 10.4%Th > 7z, BRIZH L TIRIEFIL3451,
50.7%, B4 8%, 11.9%, %254, 37.3% TIEFEAL,
WA %G IANEIL62.7%Th 572,

Table 1013 RN OBKRBSEL A D TH D, B
MERLBEITH DR SR F1383.8% CHENI MK L
T, BEEEREI0FTII66.7% & RRWREIL 720 &
BATAHAB L, G-3,6-6,G-1,G-4 DJHIL, Fh¥h
93.3%, 91.7%, 85.7%, 80% L HEHL LT oKL 2
HEBMA LN, G-2 TiX66.7%THhH, G-5 Tit
40% LEHED S 5 & bF o7z,

Table 11- 1 BB FWHNRE AN TH B, 261
1108k BE S L, 1018%, 91.8% A BRE s 7, HFED
THBES. epidermidis # 13 Lo &+ 5 GPC IZ1333%k
29%k, 87.9% HMBEH & N7z, S. epidermidis 1213 5 ¥R
4 ¥, 80%, E.faecalis 208k 178k, 85%, S.aureus 3
BReR 3#k, 100% SN ELBHETH D, GNBIZEETT7
Bep728k, 93.5% BB AN, ERERIIOVTHS
& E. coli 19%: 0 18%k, 94.7%, Citrobacter sp. 7 ¥k 7
B, 100%, Klebsiells sp. 9 %k 9 ¥k, Serratia sp. 6 ¥k
g1 58K, 83.3%, E.cloacae 2 ¥ 2 Bk, 100% % D,
Proteus B (4 v F—VE5tE, BBt), 7 FoEEBEE
EIZLETHMTH 5720 P. aeruginosa 123+ LT b 128k
108k, 83.3% DEVEREHMRIRD 57z,

Table 11- 2 RIS HMHBEZ 270D TH 5, 16
BRI E N TV A2, D5 108k, 43.5% 1%
C.albicans 21 UDETLIEBEBETH - 720

Table 1213388 D MIC & BERRRBUEDHB % & 72 b
DTHb, 1108ED H HLI3BKRIZOWVT MIC (2 #I%E L 72,
D) b66kk, 71%1x<0.39 xg/ml D MIC T, 27%k,
29% #%0.78~12.5 ug/ml DEHEIZH 5 720 <0.39 ug/
ml O MIC %7K L 7 E#k668k 644k (96.7%) HPREE &
N7, 0.78~12.5 ug/ml DEBKR T 2721 R HSBRE
SN, 77.8% LRIBICHNTRRMEN S -2, LU T
S L THREEEA T, MIC K<, BRESE
bENRTVEAN, EFMICHE»-> -EnEME, E
faecalis & P. aeruginosa TdH 5, E. faecalis 130.39~3.13
pg/ml, P.aeruginosa 130.1~12.5 pg/ml DFHRIZH -
oo LD LEIR %A% L, E. faecalis Ti2178k % 145,
82.4%, P.aeruginosa TiX108kS 8 ¥k, 80% TEH % {,
BENBHETH o 720

FREHEDA 1T o HEOBIEL, EBHIF, A
76, LLEZ3IB, EHIF, FHIFT, FHEE
BRo} L ETAl L 13 72280 b 16BI A AR LT, 72.7% DA
fﬂng‘&)otc
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Table 5 Overall Clinical efficacy of BAY o0 9867 in Acute simple Cystitis
Symptom Resolved Improved Persisted Efficacy on
Pyuria Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged | Cleared | Decreased | Unchanged Pyuria
Eliminated 1 17 (89.5%)
Bacteriuria| Decreased 1 1 2 (10.5%)
Unchanged
Efficacy on pain 18 (94.7%) 1(5.3%) Case total
on urination
Efficacy on pyuria 17 (89.5%) 2 (10.5%) 19
[ Exceltent 16 (84.2%)
Overall effectiveness rate
[ ] Moderate 3 (15.8%)
19/19 (100%)
Table 6-1 Bacteriological response to BAY o0 9867 in acute simple cystitis
Isolates No. of strains Eradicated (%) Persisted
S. epidermidis 1 1 (100.0) 0
Staphylococcus sp. 1 1 (100.0) 0
E. coli 18 18 (100.0) 0
Total 20 20 (100.0) 0
Table 6-2 Strains appering after BAY o 9867 treatment in acute simple cystitis
Isolates No. of strains
Streptococcus Sp. 1
Lactobacillus sp. 1
Total 2
Table 7 Relation between MIC and bacteriological response in acute simple UTI
MIC (ug/ml) (10%/ml) Not
Isolates Total
<0.025(0.025/0.05| 0.1 [ 0.2 |0.39/0.78]1.56|3.13]6.25[12.5| 25 50 100 | >100| done
S. epidermidis 1/1 1/1
Staphylococcus sp. 1/1 1/1
E. coli 15/15(1/1 1/1 1/1 [18/18
Total 15/15 [1/1|1/1]|1/1 2/2 [20/20
(%) (100) | (100) | (100) | (100) (100) | (100)

No. of strains eradicated/No. of strains isolated
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Table 10 Overall clinical efficacy of BAY 0 9867 in each group

No. of Cases Overall
Group Excellent Moderate Poor effectiveness
(Percentage shared) rate
1st group (Indwelling catheter) 7 (10.4%) 1 5 1 85.7%
Singl 2nd group(Post prostatectomy) 3 (4.5%) 2 1 66.7%
ingle
. . 3rd group(Upper UTI) 12 (17.9%) 10 1 1 91.7%
infection
4th group (Lower UTI) 15 (22.4%) 9 3 3 80.0%
Sub total 37 (55.2%) 20 11 6 83.8%
Mixed s5th group (Indwelling catheter) | 15 (22.4%) 1 5 9 40.0%
ixe
. ] 6th group (No indwelling catheter)|| 15 (22.4%) 8 6 1 93.3%
infection
Sub total 30 (44.8%) 9 11 10 66.7%
Total 67(100.0%) 29 22 16 76.1%

Table 11 -1 Bacteriological response to BAY o 9867 in complicated UTI

Isolates No. of strains Eradicated (%) Persisted

S. aureus 3 3 (100.0) 0
S. epidermidis 5 4 (80.0) 1
Staphylococcus Sp- 3 3 (100.0) 0
S. pyogenes 1 1 (100.0) 0
E. faecalis 20 17 ( 85.0) 3
Bacillus sp. 1 1 (100.0) 0
GPC total 33 29 (87.9) 4

E. coli 19 18 ( 94.7) 1
C. freundii 5 5 (100.0) 0
Citrobacter sp. 2 2 (100.0) 0
K. pneumoniae 4 4 (100.0) 0
Klebsiella sp. 5 5 (100.0) 0
E. cloacae 2 2 (100.0) 0
S. marcescens 5 4 (80.0) 1
Serratia sp. 1 1 (100.0) 0
P. vulgaris 2 2 (100.0) 0
P. mirabilis 9 9 (100.0) 0
P. retigeri 1 1 (100.0) 0
P. inconstans 1 1 (100.0) 0
P. aeruginosa 12 10 ( 83.3) 2
P. maltophilia 1 1 (100.0) 0
P. putida 2 2 (100.0) 0
Pseudomonas Sp. 2 2 (100.0) 0
Acinetobacter sp. 1 1 (100.0) 0
Alcaligenes sp. 1 1 (100.0) 0
Hafnia alvei 1 0( 0.0 1
GNB (not identified) 1 1 (100.0) 0
GNB total 77 72 ( 93.5) 5
Total 110 101 ( 91.8) 9
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Table 11- 2 Strains appearing after BAY o 9867
treatment in complicated UTI

Isolates No.of strains

S. epidermidis

E. faecalis
Streptococcus Sp.
Corynebacterium Sp.
E. coli

P. mirabilis

P. aeruginosa

P. cepacia
Pseudomonas sp.
A. faecalis
Alcaligenes sp-
C.albicans

C. tropicalis

C. parapsilosis
Y.L.O.

Fungi

=W o R = N DN e e e e

Total

N
w

3) JRIE - HEREYIE (Table 13)

WED 14112400 mg 1 B DOxRS THELES L HIE
L7z, BIEH%ED 1612400 mg, 14BE D5 T, fEK
HEEREL, PRAEME Lz, MEMZRED 36
X, £ E N EPS % 5 Klebsiella sp., S. epidermidis & E.
coli, S. epidermidis, E. faecalis DRB I BEE N2 1HTH
5o FRENE Kiebsiella sp. i2 & 5 1 BIAEHE T, 20
o 2B1IBERTHL, Wb 1 H400 mg DIRE
¥14~178 251172, SR IZEMANIER, BHRO 2
Blixe 2 H%h L AR TREAMIZIE 3BT 26, 66.7%D
BEYETH - 720

4) FHEEICL HEEFOREHREAE (Table 14)

12303 RERBICH T HHELRIET 5L, SHEHM
% UTI Cix 2663 LT77.9% DEFERT, HHUL
DEE#IL96.2% Tdh o 72, BUHEMME UTI T k3Rl
2896012 af L, ¥E%hH40.4%, FHLULETIL76.4% T
Hotr, RE - WEBRBRISETRIADLULS60.0%TdH >
o THERXRAETH LER48.3%, AHHLLES.0%D
BEERL,

on= %2

1. BEMEIER (Table 15)

AENCE B EBON L BEMRIER 46, 6A5
hiz, 6fFONBRHLBRE 44 (BHAR3IH, O
Bospn 1) LPiEAEEE2H (562514, »

TV1ff) Thol, HILBERELALFIIVTNLE
BET, EMBAETD - 720 HREKIE T NEDEIRI
WENR G EILE T, BB L7, PIRMERE
D2HDI HLAE 6D EFHRIEFIL, 65FXHT, 1H
200 mg X5 14BNV BEVSELDEXHFLIHN, £0
T IEEUTHECTH o720 FIEBEBKBTHEL, DT
% A IFEBIZTTF BT, 1 H600mg NARE 2 BB C
REEL, %81 B#EL, Fo%PIELA, FIEHK 2 H
HTERGHEE L. BREAZIZ12361F 4 61, 3.3%T
H otz

2. BRIRBREMBRE (Table 16, 17)

KM, BF, BHEERELXHEITL26I83FITH S
(Table 16), D) LAANIZLZREELEZ LN/ BT
Table 17iZ/R L7z, KM Tk 2FRENALNTL, §F
RERRL (66%—28%) D15 & M/IMRRESD (18.5—
10.4) DEREFNRLIBITH B, ZD) LHEFETIIEHE
TEFRIH T B IEFTL00 mg H 5 x5 & % tapering L
100mg i2E % TT, 61HMIC13.8g#&G LD TH
b, BEBBEIOMEIIARHATH 245, 5 HEUBEORE
T18.5DM/MEAR A B L 7o = OIS BT EENE
DREMNIBIALNT, GOT LH 16l, GPT LH 141
GOT,GPT D EAX1HITH B, WIFhi LRDOEEIR
B, 280 B0BHTI4~27HICIZIEEBEICEL
Twiz, BBFEEL8FIF 5B, 6.0%Th 70

V. # =

1. EBERORE

REEEIR D GNB & GPC * & tr15E 2028k 22\ C,
BAY 0 9867 DEZM % RE L &R, E. coli (1785),
K. oxytoca (4 ¥k), E. cloacae (18%K), P. vulgaris (9
%), M. morganii (128K), P.rettgeri (12%k) 22 W T
&, MIC fE120.05 ug/ml L FCH o720 72, S. au-
reus (7 8K), C. freundii (14%%), K. pneumoniae (20%%K),
E. aerogenes (7 ¥%), S. marcescens (14%k), P. mirabilis
(20%%) =2 T, W $0.05ug/ml $ 72122 HLL
ThYE—2&L, 0.7 ug/ml  TIZLHREETOMIEA
H b7z, Pseudomonas J& Tid, P. aeruginosa (213 &5
MEAED, €—21320.05g/ml LT TH 5 72785, HE
BB EETFHIMAPILL, &4 T3 <0.05~1.56
pg/ml 253G L7z P. cepacia Tid P. aeruginosa & Y ¥t
BiEMEE Y, ©—2131.56 ug/ml TH o 72, P. mal-
tophilia |2 I XHEBRBEF T b o & b REMNL Y, ¥—
713313 pg/ml T, TOWMIZH LTt OFLX & [F%
THolo TNUNDOEHETIZIHLUTOFLX £ h 1%
LLE, BAY 0 9867 DHLE A E - 720 HFIZEFOEE
ELTHhITONBT LiIX, GNB DS biEkH & EHi
HHDOL WEIETH B C freundii, E. aerogenes, E.
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Table 15 Incidence of side effect
No. of side effects Relation to the drug
Type of side effects | geverity of symptoms | Total® o
%) Definite | Probable | Possible | Probable | Definitely
0
" " + not not

Stomach discomfort 3 3 (2.4) 2 1
Lips rough 1 1 (0.8) 1
Dizziness 1 1 (0.8) 1
Light head feeling 1 1 (0.8) 1

Total No.of 4 2

] 1 5 6
Total No.| side effects 6 0
of cases
evaluated |[Total No. of
123 cases with 4 (3.3)** 4 (3.3 0
side effects
, . No. of cases with side effects X100 # : Severe
Total No. of cases # ° Moderate
*+ . Total No. of cases with side effects 100 + : Mild

Total No. of cases evaluated

cloacae, S. marcescens, P. aeruginosa Z\Zxf L T/RE N7z
BOHEEETH 5, LEOBEY O X DORED LT
BWANRYZ b7 AICHL TR, BEOHRKEFRTIZL -
LV, bokbEnbDEEZLNT,

BAY o 9867 ¥ # B A B T 12100 mg PARIX 5 L 7
BomTRED Y — 2 12 EMEFT0.541£0.07 ug/ml (1
BERIf%) &A% T0.42+0.03 wg/ml (2 BEFE)
BDHNT, ROBEIR O~ 2BMICE— 2 d5dh b R
T132.4+23 ug/ml, BAHKTI4.8111.2ug/ml ThH o
7o COBEERFZD NFLX LB+ 5 L9, M - K
PIRE L b IHITEN L CFASETH D, OFLX L DT
137 BAY 0 9867 ixMAPIRETH L Z1/2RETH 5 47,
RepiBEE T E A EEMNR W, 727 L OFLX RAXR
Rl OB AR <, RPEILEIZ BAY 0 9867
DBLEETHD, ZOERH, 5 BAY 0 9867 DA
BYEE X BEAE O NFLX & 121X TH 5, BEHRED
OFLX L DB TIZ, #1/2BETHA ) LBbhiz,

ZoRE L SBARE L OLBITIX, EREBOBEOAIM
chi D Y — 7 APIARE 1 BERE & AR 2 BRA & e~
TRhol, ¥— 7 REOBAEHEIZ0.5410.07 xg/ml
£0.4240.03 ug/ml T, ZBEBEOFHEIC L HE LR

8

L7, ROVKERETEHRVWE)THDH, RPIBE,
EUNREATH, ZHEETIREBNE CRP~HEE s h
B, BABTRLPELTHESh 2 EAER L,

LALERICKEREZERAONZVWDOT, BEICLHE
BREVBZVEZEZTIVERETH 72,

PF ~D 4712200 mg PR 1 BRI TO0.15 g/ml (n
=4) Thoto DI OFLX D1.34 pwg/ml (n =
3)%& ENX @1.69 ug/ml (n =5)2L DHETIZEH
DBITDFH4 5, Dawnorr b D e Tix'9, BAY o
9867 IXEERMICIE PF ~NDOBITA L VL LTHY, k
FOPF CORKTH NENIFLTE, 7275L, I
DRI 1285/, 24BN b DT, & L THEERH
Ot s N2 b DTH B, 1EMH%DELE T OFLX,
ENX £ D b BVETH - 72Dk, FHOMP~DBIT
WENZ N —DONERTHEEBbN L, BBRNET
COREDRERIT, FILBRROEBICED» LS »
EV) HIZDNTI], EBRICRIFT T THTHALTR
WEMIER L Z L IRT ARV, RN S &,
MEMALRROERENE CIXE coli THH'™, Zh
12313 5 BAY 0 9867 D MIC0130.10 pg/mlV %2 O T,
CNITODLRDOIOBRARIT P LAT, T L7
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Table 17 Abnormal laboratory findings after treatment
Total dose Relation
Case (g) Item to drug Follow up
25 2.0 Neutrophil 66% — 28% Possible 38%(-9days)
32 8.4 GOT 21U — 53U Probable 18U(-14days)
41 2.8 GPT 16U — 35U Possible —
52 13.8 Platelet. (104/mm?)
N.D.(before) — 18.5(5days) Possible —
— 16.6 — 12.0 — 10.4(61days)
. OT 29 — 66 25
m 3.2 G o Possible (-27days)
GPT 14 — 45 1
No. of 5
Rate of occurrence ( 0. of cases . ) (6.0%)
No. of examined 83

HRITEP L BN RISPFHERESL, —F E. faeca-
lis VAT VIR OELRBE LTEETH 54, BAY o
9867 M MICs0t31.56 ug/ml L FLE KL BB DT,
ZLOMBRED 2\, S. epidermidis O MICe0130.39
pg/miV T, b HICIRAREAPFLEES,

2. ERRERRET

AS—-UTI DR UTI ZE#T19BI1961, 100% DHE
R, TIEEHET266IH256, 96.2% DEIER B,
HEEEORRBEAE coli I2EBbDNMIEEALET,
BAY o0 9867 iZxf 3 A MIC i K¥ #<0.05 xg/ml T
HolDT, TOFENLBERBEFIEIEEEICES
CHDELTEZTEV, MIBFEMNMRETTH UTI i
TEME L =B CROBELTHRBEENTBE Y, invito
TORCHEEEY 20T $BRICKBLZEETH -
7o E-COBMWIEEMS L, BEHERITT.I%EVIE
WHBICE W TwabDEBbnb, 5 LMK
#1213 1 BIRSE 12200 mg THDTH 54, BEER
Ti3400 mg ¥ TR L 72 HH8FF LV,

CC—UTI Tt UTI & # T676 51612 F % T,
76.1% DEFEERL, FEEEHETIZ8IFIHBIHER,
HEERT6.4% L N FDHETELENZL, BUEHE
237, ThidHiBENRE» 545 &, GPC TIRE.
faecalis X1 E LD ETHITE AL DB LT, GNB
T3 P. aeruginosa, S. marcescens ¥ 13 L & ¥ 5 BEGH
DHMIE*ELIF L ACOBEMICH L TERTHRE AT,
FOER I, SOBEID ) H1018, 91.8% DKRE
RIRENTW D, 40 CC-UTI 7 6 58 L - MIE <
x4 5 BAY 0 9867 ® MIC fid, BEF X 2BEFHEDFE
FOEHNIHNT 2 ~ 4f5ELY, ThEITIZaLR
BEROBEOL b & (—FH LT,

BRI Tk, G5 T40.0% & FREIEH 5 727,

ZOMDOETIZIILALNMNBO% LU LEDERIEERL, B
HE, EEEREOVTRICLENEREB, 2N
WEICE N7 & 512, FHFIATGPC, GNB DV il & il
WHEEERRT L, 2 LA UTIRENOM S
PERRHEEICELE T 2HEO LD TH L 2 & 2 Eft
FTWVa, HRIZOVWTHB & UTI ZEHEMBI675 D
5 5228l 32.8%EBHT—TNVBITHY, P aeru-
ginosa |2 & BEFEMN12BIE T N T iz, - THEBIT
HrhbEVoT, LT LS EBKBRORENIEVHIT
PN TERV, ABRMEBIOE W EFH &8ss &
BT LOBRE LIV RV, Bipe LTid, E5H
FEZHALT 2 AT 55, BlWiREREFECHE
boTwatBbhr, $/-FAEZNEMAER OFLX &
DHBTRHMEDETKELREZRIR LON LD o7, &
i OFLX (2 BAY 0 9867 X W B W EFH L6 D
DORIX, PEMIZEN TV T &, #IZ BAY 0 9867 it
IR, HEtIE2 b ODMENIED, T ORKRERME
LTRIZIFESIB 2 b D EE X LT,

1 BR5 R340 mg ¥ 1EH L LT L, R
B 5 &) IHICHIEL 0T, RIS TETSH 5,
S EORETId CC-UTI Tix926+39%1, 42%»8 H
PEHEG %1700 SDI bbb bEMiIbE o0
DIRTOBRT, Z5REII6.6gI1EL 7, OS2
DT, BELSL, W bvEL LB L E2 5N s a%
bREBZSEICHIELTORXY) » ML TS,

% BIRE - MERRBGE ESI B AL % (, BRtkico
WTRBEIZER L TRET*ET 5,

3. &ett

HEMEER & L CHLEEE 4 4, PR REE
2HET AP (BEBE 3 %) \TAhH, (3L ACHERE
T, Fb$ 5T &% CEBRBRTRT, EEEPIRICE
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N LB CIE#ICH L7, BAY 0 9867 d X 3 IZ GPC,
GNB IZBAV G 2 R T EFIL, HILBERED S b

THI,
AR

BEL Vo LEWEAORERELF BV ESE S o
SEIOMEFT TR ) LAESZ IS ALRL

Moti, PREMEREES ZOFOEHL LTR, M

BEFHESNLLEIATH B,

2L, BEDS

BOBICHEE RS 2D 5T,
R T, KM CHPIRED & M/MRORBD % £

nEN1BIAA, BEL LTRELC, K TH- 7

LA LESHICL 2R E0BRIEET 2LEND L, =
DREFFHEEEME I RE % AP 3B o 727%, REED
LEIAL %, —HOMERARSORL I LAHES
LHRVHRTH o7, BEMICKEHICTERTY S LFF
filfi % 7=
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BASIC NATURE AND CLINICAL EFFICACY OF BAY o 9867, A NEW ORAL
CHEMOTHERAPEUTIC DRUG, IN TREATMENT OF URINARY TRACT INFECTIONS

KEizo Suzuki and HIDEKI TAMAI
Department of Urology, Hiratsuka Municipal Hospital

Yorio NAIDE, TaDAsHI Ocawa, SATOSHI HIRABAYASHI and MASANORI Y ANAOKA
Departmant of Urology, Fujita Gakuen University, School of Medicine

RyuicHIrRo MoriGucH! and TSUYOSHI Y AMAGOSHI

Department of Urology, Nerima General Hospital

IcHIRO NAGAKUBO
Department of Urology, Tachikawa Hospital

Noriaiko OkisHIO, KoicHI IsHIGURO and TOSHINORI HANAI
Department of Urology, Shizuoka Red Cross Hospital

HARUYOSHI ASANO
Department of Urology, Aichi Saiseikai Hospital

BAY o 9867, a new oral antimicrobial agent, was assayed for the in vitro activity and for the serum concentrations,
urinary excretion and the concentrations in human prostatic fluid (PF) and evaluated clinically for its efficacy in treat-
ment of 123 cases with urinary tract infection.

1. Antibacterial activity : The in vitro activity of BAY o 9867 was tested on 202 clinical isolates in which were in-
cluded 15 species of both GPC and GNR. The test was compared with ofloxacin (OFLX). The susceptibility of the strains
tested to BAY o 9867 was higher in one or more tubes than in the cases of OFLX with the exception of P. maltophilia
where the susceptibility was approximately same to OFLX. All strains except P. maltophilia were inhibited in concentra-
tions of less than 0.39 xg/ml

2. Absorption and excretion : BAY o 9867 was administered to 5 healthy adult male volunteers at a dose of 100
mg in fasting time and after meal. The peak serum concentration was 0.54 xg/ml after 1 hour administration in fasting
time, while it was 0.42 gg/ml in 2 hours after administration when the drug was given after meal. Urinary recovery
was obtained to 33.8 ~ 45.8% in both studies.

3. Concentration in PF : One hour after administration of 200 mg with chronic bacterial prostatitis, the average
concentration of the drug in PF was 0.15 xg/ml and the ratio of PF to serum was 0.31 (3.1%).

4. Clinical results : A total of 123 patients was treated with BAY o 9867. The drug was used at a daily dose of
200 ~ 400 mg mostly for 3 ~ 5 days on acute uncomplicated UTI, whereas on complicated UTI and uro—genital infec-
tions. It was usually given at a daily dose of 200 ~ 600 mg for 5 ~ 70 days. Of 26 patients with acute uncomplicated
cystitis, 19 were evaluable. They were evaluated for excellent in 16 and moderate in 3 by UTI committee’s criteria
(effectiveness rate, 100%). In chronic complicated UTI, 51 of 67 cases (76.1%) were evaluated as excellent or moderate.
In uro—genital infections, 3 of 5 cases (60.0%) were evaluated to be effective.

5. Toxicity * There were abnormal values in 2 cases with peripheral hematology (one of neutropenia and one of

thrombocytopenia) and in 3 cases with liver function (transient and mild GOT, GPT elevation in 3 cases).
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As for side reactions, the disturbance of gastrointestinal system in 4 cases and that of CNS in 2 cases were observed.
They turned normal within a few days after the discontinuance of the drugs.
6. Conclusions - We were convinced that BAY o 9867 was useful chemotherapeutic agent against UTI and there

was no significant problem in tolerance and safety.



