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S. epidermidis, S. faecalis, E. coli, K. pneumoniae, C. freundii, E. cloacae, P. mirabilis, P.
vulgaris, S. marcescens B & U P. aeruginosa £27THk, FH2708k(Zx+3 5 BAY o 9867 (Ciprofloxacin),
Ofloxacin (OFLX) # & U Norfloxacin (NFLX) 3K OME N v L FEREFLIZHEEIZE Y
10%cells/ml, 10°cells/miBERECREL72e S 6V T LBUREB LUV 7 LBHBHEIIHT 2K
RORZHE — 713, 10%ells/mi#EHE T S. epidermidis 0.2~0.78 pg/ml, S. faecalis 1.56 pg/ml, E.
coli<0.1 ug/ml, K. pneumoniae 0.2 ug/ml, C. freundii, E. cloacae & ¥ P. mirabilis <0.1 ug/ml,
P. vulgaris 0.2 pg/ml, S. marcescens 1.56 p2g/ml, P. aeruginosa 0.39 pg/ml T& h, OFLX, NFLX
ERE, N 2BREUET ChTwiz, FRICEFIZ108cells/ml BEFET S. marcescens B £ U P. aeru-
ginosa \AT LT 1, 2HREBRVTEER6.25 pg/ml LTICOMT A EbOTHVENY L,
FRELA2EMEIIT L 3 A L b 108cells/mIBEFEIC I L 106 cells/ml M T3 EREMH IS T AT
LRBBHETH 720

FH B L UNFLX 200 mg £ BRBABF 7 BICERRICHR S €, MABRES X URPHREY
E.coli Kp BR* REH & T 5 Agar well (5 CHIE L7z, MEH L SAIRE 1BHBICE—7EIEL,
£F350.78 ug/ml, 0.63 ug/ml Td o7z MAFREMIEL3.578M, 3.868FMITdH 72, 1285
TORPEIIRIZE43.0%, 27.0%TH Y, FHORPPMIE NFLX £ ) RTH > 7o BERPIE
BERMER &b RAND 2EHEMIZZ ON, £FIY294 ug/ml, 309 xg/ml TH 572,

FH & AR 2 61, @HARMEMIREREAELZE), BFRINSREAE 3B L 20
16, EH18BUIMEA L7z, UTI EMFFMELEICESH T » SHERMERERAE 1 61z A%, BEEMNE
REBERSE 1 UTI haFMsEde B CERT25BI0ELD 26, ARH1BITH Y REED
Fi360.0% Tho7co HEMRERIPIENTH 72, BEL1FLBRCITFLFAICEVTEME
MEIER A LY, BRREIITSNAIFAICBTREBEDRELEII 2 A 572,

Norfloxacin (NFLX)V PARRICBAR S /=¥ ) FrH L
RUBRAER WUTEY PO VECBElET) 2}
Enoxacin (ENX)? & Ofloxacin (OFLX)® A& % 75, =
NoDERIZVTNR S EARBEORHI 7 » FRFHE
BEnTsh, 2bDTLVREARZ PVEFT R
HENEFLTCWD, Th6DEY) FU ALKy BOE
BELT—ICEHNS T BF TRV EASITON
5H5, MIC A& b T/HhE WO TREEREAHFIC
LE+SRROBESHEREN, T ChREDRES

CHEBRBEITZ SN TW ST,

BAY o 9867 (Ciprofloxacin) ¥ TN & ) ZFH LWEY
FYANKBO—DThAH, RFADOHES, BEK
ABFIiBIT2BBELRIEL, FREELIES L UB
FRMESBESE ST 2 A, TEMEIIOVTREL
LOTHET 5, FHOHER % Fig. 11T/ L7,

1. EBHESLVHZE
1. REH
S. epidermidis, S. faecalis, E. coli, K. pneumoniae, C.
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Fig. 1 Chemical structure of BAY o 9867
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freundii, E. cloacae, P.mirabilis, P.vulgaris, S. marces-
cens B & U P. aeruginosa £ 27TRRET2708kIZ X3 %5 BAY o
9867 (Ciprofloxacin), Ofloxacin (OFLX), Norfloxacin
(NFLX) 3FIOMEN 2 LFEREFRREEICL 10®
cells/ml, 108 cells/ml R THIEL -, EEKE M) T
FVATA3 Y B 37°C, 1REEEL, FHB &
10045 F IR % & 4 108 cells/ml, 10 cells/ml BEfE & L
T Microplantar (£ A B B/EFTSL) 12 T Heart infusion
agar (EHF) ICEREL /-, 37C, 20B¥R%EEA% MIC H
ri%ﬁ@f 27,

2. TRIX, Rt

BAY 0 9867 3 £ U NFLX 200 mg ¥ R AE T 7
%12 cross—over B & ) ZHEBRICAR X, 0.5, 1,
1.5, 2, 3, 4, 6BLUVI2EMACRNLE, 2, 4,
6, 88 XUI2EEMBKICIRIREITR o720 RIMKEDLIC
BILLOBELMFE, RREARXD) ¥ —TRE®
HELALDED—HMDOREREL L T—80C D deep
freezer IZHERFEL, RAMEICH L 22, ERIRER
TFILE. coli Kp BRERER & T 5 Agar well 12 TITV,
FRIEANERE% / ¥FAT0.1lmm £ TTE 52T IERIC
HE L7, FERBAEHE F OZ M ARVER I 2 M <X
LTitart—7 (BK) %, JRTi PBS £ MM L
LTH 7 Agar well ~NOEERBIZMFIFERKRE, Rid
PBS TI00fEMMR L TREM L 72

3. BRARHIIRET

AR E LERIY, BBFS8ELIZA » H594F10A % T
LRz o UBERREE X2 L - S EAMREN R 2 51,
YRR REEREAELS, BFRIMSRREEIFIS &
URFFEFRER1PIEN8HITH Y, AH % 1 H200~
600 mg, 325208 MEG L7e ThODEFDH L
UTI EXpFMEE (BT S8 T 5 S RME
Bt 161, 181 BHEMERBRIEIRIE 5 B112 D\ TRJZEHEL
o THREMBHELIT L, RERRIEL b o701
B EEE1THIC 2V T EBEIC L 2BREHES L U
BIfERRET 21T % - 72

I. & #

1. AN

S. epidermidis T i3 108cells/ml B FE T O AHF 0 MIC 12
0.2~0.78 pg/mliZ 27k 218k (77.8%) »* 54 L,

6.25 ug/ml £12.5ug/ml 2B L BRA R LD LN DA
Thh, BEOSHTH OFLX BLXUNFLX 2H & h ¥
CNIHMEN 2R L, 108 cells/ml #HE TixEH o
¥—2713<0.1pug/ml &% Y, OFLX D¥—20.39 ug/
ml, NFLX D¥—20.78 ug/ml 2 L 2 ~ 3 BRPE RS
BRI X 5T/ (Fig. 2, 3)o

S. faecalis 27RR 12 &F L 10%cells/ml ¥ %8 T & H) 121.56
pg/ml ICREBE—7 2B L, 286.25 ug/ml 2%
THHRCHENERL, B0 2K OHEIEEF L b
1~ 2BRES 570 100cells/m BEBTIE3IHEL 1B
RREMITBITFE %57 (Fig. 4, 5)

E. coli 2Tk T2 108%cells/m] R TAH B X UF OFLX ik
<0.1pg/ml {2, NFLX i30.2 ug/ml i2¥— 2 %R L,
105cells/ml 42 7% 2 L BEMIR E LIV vy — Tk o Tz,
A K] D MICso 13108 cells/ml, 10%cells/ml ¥ T £0.2
pg/ml, <0.1ug/ml THo7: (Fig.6, 7)o

K. pneumoniae 27 ¥k 1= 3% L 10%cells/m] ¥ #& T A& #,
OFLX 8 X U'NFLX 13%0.2 ug/ml, 0.39 xg/ml B & U
0.39 pg/ml IZBEMY — 7 Ao i, KHNZ25 pug/
ml OFEFERIM LR 1 BREBRC 28K1.56 xg/ml
LTS T 5T CR7BEATR SNz, 105ells/ml
BETH3IALLII] ~2BERESHA~BITLL
(Fig. 8,9)

C. freundii 2TRRIZH LA F O EEMH ¥ — 2 11 <0.1
pg/ml & ) OFLX & [E]%, NFLX & 1E&KET<Ch
TW 7z, 10%ells/ml R TII 3K & b ETFTREMIMR
ek ooh, FEBMERIC L L EEEREOLEN
LrweBbht (Fig.10, 11),

E. cloacae 27 ¥ 2 %F L 108¢cells/ml T ® A H| 0 &5 4
¥—213<0.1ug/ml THhH, 12.5xg/ml ® MIC k7R
L7z 1 BRI IZ24K1.56 pg/ml I3 A T 5 2 b TH
W1 TH 5 720 OFLX, NFLX 2 B OHEHIEEH
I 1~2BREHLEETH o 720 10°ells/ml BFET
B3FE S DT P LI OREMIRIFE 2 o7, FHOD
MICso IR E & $120.2 ug/ml TH o7z (Fig.12,
13),

P. mirabilis 278k 233 L 108cells/ml $:5& T4 #|, OFLX
BLUNFLX DESHY — 21384 <0.1 ug/ml, 0.39
pg/ml BLU0.2ug/ml THY, KEIM2H LY 1~
2EHET T Wiz, & CISERNIELHR].56 pg/ml LA
TICHFFEL, 10%ells/ml HAERF D MICso 120.39 pg/ml
Td o 7o 10%ells/ml BERE T3 3H & b 2 BT HH
NDBITHA Nz, 10°cells/ml BEFERE D Z&H) D MIC s0
120.2 ug/ml Tdh o 7: (Fig.14, 15),

P. vulgaris 2TBRIZHT L 108 cells/ml M Tz 3#/ & b
0.2pg/m ICE—2%FLTVEA, BRESRTIRE
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FipEbd T <N T W, 108 cells/ml TR 3AE B
BERE—-7 R 1BRERFLE 2 o7 FHD MIC s i3
B R T0.39 ug/ml T - 7= (Fig.16, 17),

S. marcescens 27THR T 12108 cells/ml HEHE TEHF| O ¥ —
Zi31.56 xg/ml T OFLX, NFLX & h BB+ <ChTw
720 10° cells/ml ¥ T2 AH| D ¥ — 2 130.78 pg/ml ~
L8 o720 FH D MIC o 12108 cells/ml, 108 cells/ml £
HEREE 123,13 4g/ml TH 5 72 (Fig.18, 19),

P. aeruginosa 27 Bk 12 3F L 108 cells/ml B8 T & A,
OFLX # & U NFLX O BEMH ¥ — 713 £0.39 pg/ml,
1.56 ug/ml B L U313 ug/ml TH H, FHfh 2 #H &
D2~3BRET Tz, 108 cells/ml H#RE Tt 3 K|
Eb 1~ 2BREEREHMA~BITL 720 AHD MIC o0 12
108 cells/ml, 106 cells/ml ¥ T % 1.56 xg/ml, 0.78
pg/ml ETSNIAMERR L (Fig.20, 21),

2. BT, Heit

A#)200 mg PIRAREF O M7 F iR E 12 7 & O TFHE T30
5%0.46 pg/ml, 1 BERIT£0.78 wg/ml, 1.58FMRI#£0.69
pg/ml, 2 BERE£0.70 pg/ml TLUA#E L, 12B5R17%
12420.06 #g/ml & % 5 72, —75 NFLX 200 mg PIARES
MR I33057%0.35 ng/ml, 1 BEREI#£0.63 pg/ml,
15BFR1%0.59 pg/ml, 2 B§M1£0.45 pg/ml, 12BR 1%
12120.05 xg/ml (294 L 7 (Table 1, Fig.22), iM%
PREDERY (T 1/2 B) 1 AH)i23.5785R, NFLX
133. 868 Td - 72,

FRIDRF~OPEMEE 2 BERISEIZ14.6%, 4 BRRIEC
26.6% L ¥R L, 128%R15E121343.0% DR P ELEH 2
b7, NFLX i 2 BERISEIC9.5%, 4 BRMIE1217.4%,
128521227 0% DIRPEILEH 2 b7z, BERPHE
B 2H L b BRAD 2BEMIZ 2 5, AFIE294 pg/ml,
NFLX i3309 #g/ml T 5 7z (Table 2, Fig.23),

3. ERERBLE

SEEMEERE 2H 05 b UTI BOEMmEE (B
ZHOOICEET A 1B TIHMEIZEE LAY, BRI
BT VHERIBERTH o7 (Table 3), 18
BHMRBERED ) bRAEEICEHT 5BV T
EWHeH, AW16, EM2HThy, BREEHER
60% Td > 7: (Table 4, 5), WERNEHEILE]
B¥1366.7%, £3BIZ0%, H4HIZI0%Tho /-
(Table 6), MBEFHEE I Table 7 IRT & IS,
faecalis B & U P. aeruginosa 12\ b 2 %k 2 BRIGH
SNTAHS, E.coli 1328 1 RDARBE SN, 14kidRE
L7 RRIRGHICS. faecalis 1 BRAZARE E LTH
HL7,

BFRIMERAE 3 BIP D RHEH T & - KE RS
x, BUHMIRAS IHAIEEY, CREYORET

Ho1: (Table 8)o —HEEEHEIC & 2 EENER
$hFid Good LAE % F%hE § 5 &L Table 9 DT & &t
HAMERERE 22100%, 1BYERMMEREE %50.0%, 18t
MMEEERER60%, KEMRERI0%, BMHLRE
0%, ZDfO %TH 72,

18FEB D 5 LI FEHEBEE 3 drop—out & % 5 72 1§l
EBRVZLITENC O W CEWERRET 21T % - 724%, HiE
HEERFICBBI N2 h 572, I-BERREDNTH
h7: 3Bl BV TEMM, GOT, GPT, Al-P, BUN &
& U Creatinine D R ELEBHRELHFEA T2
(Fig.24) o

o, % %=

€Y FUh VR BRAER WUTEY PRy
B LBEY) © 9 b Nalidixic acid (NA) ®, Norfloxacin
(NFLX) OE R I L Tz 22 h S#MICHiE s h T
BY, o 2K HEEREN TS % DNA gyrase ¥,
DNA nicking—closing enzyme® IZfEF$A 2 L2k 5T
BN RBET L2 LEZONRTWE, —KEY Foan
RBOWMEILIX R—plasmid 12X 2 DTt VI &
PHEDHLNTEY, BRER (mutation) HHE—DOFHHE
EDFEREZEZ SN TWEY, NA DERMEILIZE L TLL
TOZENRF ST B, EHTH 2 DNA gyrase
(topoisomerase II) FICHFHET HEIZFN S b, Nal A,
B, C, DD 4 oHERBEZMHICHS LT3, Nal A
gene @ mutation I HEMMIL* V¥ B39, NalB D
mutation TIXEAD L ) Z AHEE S I3 2 HELOE
B HBA/N S 9, Nal C @ mutation & NA 1213 FHE
L% EART % 4%, BAY o0 9867, OFLX, NFLX B & U*
Pipemidic acid (PPA) {2138 12 BE M0 % k7= 4,
Nal D mutation (X DNA &R B D ERIETH S L 0E
FOEBEOELE L 6T EEZ LTV B9, NFLX
% 6 UFIZ BAY 0 9867 2V N2 b 2Bl E LT
HBE D target XX T 2 affinity DR E, H 25 Wiz EE%
AFCRATVBIENELI LN S,

—7, FAEERD (pHS5.5) THEAREL (&
T3 2 BMAHERM S 1, E. cloacae 46464 D MIC i1 pH
7.5, 6.5, 5.5(2BVTEREN0.4, 1.6, 6.3 ug/ml
E LR Y %, K. pneumonice 57408 T b pH 7.5T iz MIC
120.8 ug/ml TH %25, pH5.5Ti36.3 ug/ml I 3 By
ERLTWwA9, L2 LAFIZ MIC & MBC DREEHL
ZVERAD—2THY, BRI DT5% 13 MBC #%
MICEHELWEESATWS, LAL2BREL 28K
BHHILVBETHBY,

E) R AR BEORPEE— 812 BEF 3w 2 2w,
BECHUELALZELE) FUh K 8200 mg P AR B
O % 8 M o iR BE V3 BB O F 39 {E C, Enoxacin (ENX)
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Fig. 2 Sensitivity distribution of clinical isolates Fig. 4 Sensitivity distribution of clinical isolates
S. epidermidis 27 strains S. faecalis 27 strains
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Fig. 3  Sensitivity distribution of clinical isolates

S. epidermidis 27 strains

Fig. 5 Sensitivity distribution of clinical isolates

S. faecalis 27 strains
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Fig. 6 Sensitivity distribution of clinical isolates Fig. 8 Sensitivity distribution of clinical isolates
E. coli 27 strains K. pneumoniae 27 strains
10%cfu/ml 10%fu/ml
100 [ o 1001 e
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80 - 80r
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Fig. 7 Sensitivity distribution of clinical isolates Fig. 9 Sensitivity distribution of clinical isolates
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Fig.10 Sensitivity distribution of clinical isolates Fig.12 Sensitivity distribution of clinical isolates
C. freundii 27 strains E. cloacae 27 strains
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Fig.11 Sensitivity distribution of clinical isolates Fig.13 Sensitivity distribution of clinical isolates
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Fig.14 Sensitivity distribution of clinical isolates Fig.16 Sensitivity distribution of clinical isolates
P. mirabilis 27 strains P. vulgaris 27 strains
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Fig.15 Sensitivity distribution of clinical isolates

P. mirabilis 27 strains

Fig.17 Sensitivity distribution of clinical isolates

P. vulgaris 27 strains
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Fig.18 Sensitivity distribution of clinical isolates Fig.20 Sensitivity distribution of clinical isolates
S. marcescens 27 strains P. aeruginosa 27 strains
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Fig.19 Sensitivity distribution of clinical isolates Fig.21 Sensitivity distribution of clinical isolates
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Table 1-1 Serum levels of BAY o 9867 (200mg p. 0.)
Time after administration (hrs.)

No. Case ( Body weight ) 0.5 1 s " 3 1 P 12
1 T.D. (57kg) 0.04 1.20 1.20 1.20 0.80 0.38 0.27 0.07
2 T.M. (85kg) 0.56 1.20 0.97 0.56 0.32 0.27 0.15 0.04
3 M. K. (68kg) 0.06 0.09 0.27 1.20 0.47 0.22 0.15 0.03
4 Y. I. (75kg) 0.74 0.73 0.57 0.37 0.35 0.22 0.20 0.06
5 N.K. (67kg) 0.37 0.94 0.69 0.48 0.37 0.31 0.22 0.09
6 A.H. (69kg) 0.07 0.39 0.41 0.46 0.35 0.29 0.19 0.07
7 T.T. (60kg) 1.40 0.93 0.69 0.63 0.48 0.37 0.29 0.09

Mean 0.46 0.78 0.69 0.70 0.45 0.29 0.21 0.06
+S.E. +0.19 +0.16 +0.12 +0.13 +0.06 +0.02 +0.02 +0.01
(ug/ml)
Table 1-2 Serum levels of Norfloxacin (200mg p. 0.)
. Time after administration (hrs.)
No. Case (Body weight )
0.5 1 1.5 2 3 4 6 12
1 T.D. (57kg) 0.18 0.80 0.94 0.70 0.45 0.35 0.24 0.10
2 T.M. (85kg) 0.16 0.80 0.70 0.40 0.31 0.25 0.13 N.D
3 M. K. (68kg) 0.35 0.46 0.31 0.25 0.14 0.11 0.09 N.D.
4 Y. I. (75kg) 0.27 0.45 0.46 0.26 0.23 0.17 0.08 0.04
5 N. K. (67kg) 0.59 0.70 0.55 0.52 0.34 0.30 0.23 0.08
6 A. H. (6%eg) 0.59 0.57 0.45 0.28 0.27 0.12 0.07 0.04
7 T.T. (60kg) 0.30 0.63 0.72 0.72 0.42 0.35 0.29 0.09
Mean 0.35 0.63 0.59 0.45 0.31 0.24 0.16 0.05
+S.E. +0.07 +0.06 +0.08 +0.08 +0.04 +0.04 +0.03 +0.02
N.D. :<0.02 yzg/ml. (ug/ml)
Fig.22 Serum levels of BAY o 9867 & Norfloxacin
in a cross over study, 200mg p. o.
(Agar well method, E. coli Kp)
1.0 T
_ 08t
E
: —e— BAY 0 9867, T'/i=3.57hr
-g 0.6 1 -—0-— Norfloxacin, T =3.86hr
& 0.4
o2t 0 TTT=—___
AN
0° — —

Time after administration
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Table 2-1 Urinary excretion of BAY 0 9867 (200mg p. 0.)
Volunteer 0~2 2~4 4~6 6~38 8 ~12hr
1 T.D Level 270 220 82 56 9.4
: Recovery 6.8 16.5 20.4 23.6 26.3
2 T.M Level 220 120 120 74 21
: Recovery 8.8 12.2 15.5 17.5 20.3
3 M.K Level 56 270 90 82 25
! Recovery 2.3. 11.6 14.4 17.2 19.9
4 Y. 1 Level 355 115 137 40 54
! Recovery 27.5 44.5 51.0 62.3 71.3
5 N.K Level 192 145 167 192 68
: Recovery 23.5 38.8 45.9 51.6 58.8
6 A.H Level 393 534 222 141 58
: Recovery 11.8 27.8 35.6 40.9 48.1
7 T.T Level 569 269 94 98 71
: Recovery 21.4 34.8 41.9 47.0 56.4
Urinary 294 239 130 98 44
Mean level +62 +55 +19 +20 +9 (ug/ml)
+S.E.
Cumurative 14.6 26.6 32.1 37.2 43.0
recovery +3.6 +5.1 +5.7 +6.8 +7.8(%)
Table 2-2 Urinary excretion of Norfloxacin (200mg p. o0.)
Volunteer 0~2 2~4 4~6 6~38 8 ~12hr
1 T.D Level 450 130 29 22 17
' Recovery 9.5 19.8 24.0 26.1 28.6
2 T.M Level 370 370 120 66 15
: Recovery 11.9 22.4 26.9 29.2 33.5
3 M.K Level 280 110 110 23 19
. Recovery 9.3 13.3 17.0 18.3 21.2
4 Y. 1 Level 52 77 26 14 22
' Recovery 9.8 14.6 16.8 18.7 21.5
5 N.K Level 395 160 24 65 32
: Recovery 8.9 18.1 22.9 27.0 31.4
6 A.H Level 325 170 42 37 13
. Recovery 9.8 16.4 18.6 20.2 21.9
7 T.T Level 290 185 86 72 54
' Recovery 7.3 17.0 22.4 26.5 31.0
Urinary 309 172 62 43 25
Mean level +48 +36 +16 +9 +5 (ug/ml)
+S.E. Cumurative 9.5 17.4 21.2 23.7 27.0
recovery +0.5 +1.2 +1.5 +1.7 +2.0(%)
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Table 3 Clinical summary of simple UTI cases treated with BAY o 9867

Dosage Lo . Evaluation Side
No. | Case | Age | Sex mgX days Bacteria isolated Symptom | Pyuria UTI D offect
Staphyl 105 + +
1 |HF. | 56 | F | 300 x 3 | Staphylecoccus 10 - — | Moderate | Good | —
E. coli 6 *
2 |s.s. |46 | F |300xs5 |zt 10 = | 2 |Sthday jude| Good | —

Fig.23 Urinary excretion of BAY 0 9867 & Norfloxacin
in a cross over study, 200mg p.o.
(Agar well method, E. coli Kp)
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1.16 ug/m1 @, OFLX 1.23 #g/ml ¥, NFLX 0.63 xg/ml,
FH0.78 ug/ml Tdh > 7z, 8 EFR T TORPEUNE L
-ENX 44.9% 2, OFLX 43.2% ¥, NFLX 23.7%, A%l
37.2% Thol:o AR OMPBERE, Kbtz & b
ENX, OFLX & 9455 %%, NFLX & Y 33 Ch BT
Hotz, SARZEREDAORITTHY, REOHEE:
BELTwRWA, NFLX Y, ENX?, OFLX?® 3#Tii
WTNLZHEBED AT max 25/hE <, Cmax i3 K&
WA TdH o 72 ZHEBTIXIF L b 1BMZICmTiR
BEOY -7 2H 605 0IZ T, BEHTI 2 HH%
CE—s R ont, EoTHATHMFRE XD B
BEFOEEEIFLLDELEB IR B, 108 cells/ml
BRETOXRH D MIC w0 132 S. epidermidis 0.78 pg/ml, S.
faecalis 3.13 ug/ml, E. coli 0.2 ug/ml, K. pneumoniae
0.39 ug/ml, C. freundii 1.56 pg/ml, E. cloacae 0.2 pg/
ml, P.mirabilis 0.39 pg/ml, P.vulgaris 0.39 ug/ml, S.
marcescens 3.13 g/ml, P. aeruginosa 1.56 pg/ml Td -
o TROI0EMICH L TTNT3.13 ug/ml LT D
MIC 80 TdHh 5 725 AHI200 mg NAREBE DR FIBEIZ 0 ~
2HFMIT294 ug/ml THYH, 6 ~8FFMTHI8ug/ml T
HBHNDT, hbORBERAESHED80% ix MIC D

* excluded from UTI criteria

31 ~490fEDFIBE DRI SEFRI LI LM 5 2 k12
% Aho Cun & Nev & DR T2, AHI D MBC i3 MIC &
D 2BEEREVETH B LV, L7245 T, MBCao D
8 ~ 120 DIRFBEH BB T A LIZh Y, R
BERIEORRE VXL E+ 5 2B/, bactericidal %
damage ¥ ) 1T A5 Z LS FR S B, T DfEIX MIC,
MBC t BEERADRFBEL LB L DTHY, &
RIZBOWTRERBICHFET 2EBAOEBRBED DI
host DIKRER LT L b —BTH WO T, HROEME%
FONFITHhTRHOTIVIEIZEZOARVWTH S,

B SLBR WL FEAZ X % active transport mechanism
BEELZVOT, BRI ORRAE~OBITIZOEH
DRgEY, @R TH A F ALER, OFRBEEEIC
KBS T2, —fFICHIMBRTREROEAS A {Lr
DEHBEGL TR WHFOANBITLIALEILN
Twb, ¥RIMRAMBOMBENNFET 28
TR EMMEA DS E S BRBITICHET 59, KH0
BEEATRII20% LB, FLEBEANTAD-DHL b
MmiEPTIRA A+ ALE N2 VDT, FiTRAG~NDBIT
IZIRERAD L VEBEEF 22TV A E V2 59, DavHorr
& Wemner'” 12104 DR A B F 12 815 2 AH1500 mg
PAR12EF & ORI ZAREE (EPS) DA I130.9~15
pg/ml THS7TEBRRTWVD, LALIOREIIEE
BRAZBWTZ6NEEDTHY, BEDHDTIR RV,
BRI RIEN H 2B/ AL B VB OERBITIIE
ZHEEZ LY, BERAOKEE F 0T $RaKE
ICERATEDLDTIR RV, MEMRILIREDORIHE I
FILTTLARHBERELEIONLY, RO DOE
BT AMICHEIZEDLDT/NEWDT, BRIFLEIT
BRBITHE DV T > THIEH TH 5 FEDERITT 5
AotErEifFEs b,

AW D trial TRETVZBRIZ1IBFIDATH 57245, Hi
IR W (EPS) F DBRIRAEA L 72D T Fair &
EENTVA,

HETOE) F U NEK L BEOEBMERMSERE K EE
X3 % UTI ERFME#C & 5H %K 12 NFLX
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Table 5 Overall clinical efficacy of BAY o 9867 in complicated UTI
Bacteriuria Pyuria Cleared Decreased Unchanged Effect on Bacteriuria
Eiminated 1 3 60.0%)
Suppressed ( %)
Replaced 1 1 (20.0%)
Unchanged 1 1 (20.0%)
. . 1
Efficacy on pyuria (40_20%) (60 .30%) Casestota
lzl Excellent 2 (40.0%)
Overall effectiveness rate
:' Moderate 1 (20.0%)
3/5 (60.0%)
[ Poor (or Failed) 2 (40.0%)

Table 6 Overall clinical efficacy of BAY o 9867 classified by type of infection

Overall
Group Noo. of cases Excellent Moderate Poor effectiveness
(% of total) rate
Ist group (Catheter indwelt) 3 (60.0%) 1 1 1 66.7%
2nd group (Post prostatectomy) ( %) %
Singl
. mgie 3rd group (Upper U.T.IL) 1(20.0%) 1 0%
infection
4th group (Lower U.T.L) 1(20.0%) 1 100%
Sub total 5 (100%) 2 1 2 60.0%
5th group (Catheter indwelt) ( %) %
Mixed
. ] 6th group (No catheter indwelt) ( %) %
infection
Sub total ( %) %
Total 5 (100%) 2 1 2 60.0%
Table 7 Bacteriological response to BAY o 9867 in complicated UTI
Isolates No. of strains Eradicated (%) Persisted No. of strains
appeared after treatment
S. faecalis 2 2 (100%) 1
E. coli 1 0 ( 0%) 1
P. aeruginosa 2 2 (100%)
Total 5 4 (80.0%) 1 1
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Table 8 Clinical summary of infection of male genital organ

. . Dosage . Pus in . Side
No. | Case | Age | Sex Diagnosis mgX days Bacteria isolated | Symptom discharge Evaluation effect
*
1 INM | a5 | M Gonorrheal N 300 X 6 N. gonorrhoeae + 1 . Excellent | —
urethritis - - -
— *
2 |T.T. | 32 | M | Nomeonorrheal | pp g + T | Unknown
urethritis
Chronic — +** 4~8/F .
. T. .. X —
3 |[K.T 24 | M prostatitis 300 X20 — T 2-4/F Fair
% Micturition pain %% Perineal discomfort
Table 9 Clinical evaluation according to diagnosis
Dr’s evaluation Effecti
Di ; No. of ectiveness
1agnosis 0 of cases Excellent Good Fair Poor Unknown rate(%)
. e 2 2 100%
Acute simple cystitis (1) (1) (100%)
Chronic complicated 7 2 1 1 2 1 50.0%
cystitis (1) (1) (100%)
Chronic complicated 5 2 1 ] 1 60.0%
pyelonephritis (4) (1) (1) (2) (50.0%)
Gonorrheal urethritis 1 1 100%
Non-gonorrheal 1 1 .
urethritis
Chronic prostatitis 1 1 0%
Other 1 1 0%
Total 18 5 4 3 4 2 56.3%

Effectiveness rate : Excellent + Good / Total

() : Cases meet to UTI criterion

71.4%". ENX 66.7%?, OFLX 84%9, &A#60% Ta -
2o A EIOEF O trial T2 184 MR BB AE T
UTI XA AR T 2 ERNI D b ool
AE OB R FMEIT) S ENTE LD ol HES ~
RT 7 LB T B RMENE R BRI RE O [F] # i (o
L AEIEIRTBE5%THY, FLVWE) FUrhLKUB
EREH 2V ENUEOBRBEESBONL EEZ S
na,
FRORIERARBRE, FEI V RITLIBITR
SHEBI2575BI 776 (3.0%), FHME3M (3.6%)
Tho7%, BWEAOEEIIERRIR, BHARE, E
LEOHLIHERASAE (2.1%) THOLE L, DIV,
560 EEOMRERIE (0.4%), RE, BEBRED
BEGEIRIN (0.4%), Zoft (LEZHHE, ONXE,
HF-OBOLUNE) 18 (0.7%) Tho7o VTR

DERGHED VRI Y LOFKETIE, HILBERORE
H® i3 NFLX 2.9%, ENX 3.8%, OFLX 2.8%, f#E
Kiz%0.9%, 1.2%, 0.6%, 7 LI F—IERITE0.3%,
0.7%, 0.7% L HE SR TWBE, ft 5 TEH DR
TERREBHE LHLBRER, MRERBLUOTLLF-
FEREBIIING 3HEAEHD 5Vt T BR
BEMRE CLITFHERNL1.96%, GOT - GPT LA
1.46%, ALP FRO.46%EMN LM EHD TV LY, £
DMOBREBEORE I —RBEVRARTHY, EELL
DIFHALNTELT, FEIEREEICB N THLREER
weBbht,
V. g & &

BAY o 9867 (Ciprofloxacin) D}, Wk, REE
PAE B & U5 FRIMBFBAE (a3 2 BRERE & Ic oW T
RET L 720 BHZ &b THROVIAES, KV ARY M
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Fig.24 Laboratory Test before and after Treatment with BAY o 9867
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3) NEEE, BEETL, KHTFE, JIETE, BT
#—8R, kHE—, AKBE JTaEk BH
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®H - BEARAYMRET, Chemotherapy 32 (S—1)
795~809, 1984
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acin into prostatic fluid. Eur. J. Clin. Microbiol. 3 13) %28 H A{LFMEERRE, FEIVRTIv4,
. 360~362, 1984 AM-715, ®&, 1980
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BASIC AND CLINICAL STUDIES ON BAY o 9867 (CIPROFLOXACIN)
IN URINARY TRACT INFECTION

TakasHt KAwABATA, TosHIHIRO GOTO, MOTOSHI KAWAHARA,
TAKESHI SHIMADA, NICHIRO SAKAMOTO and YOSHITADA OHI
Department of Urology, Faculty of Medicine, Kagoshima University (Director : Prof. Y. OHI)

SETsUO AsecHl, KuniHIKO KAJiki and MASATAKA MAsuDA

Division of Urology, Kagoshima Municipal Hospital

SHINICHI NAGATA and ICHIRO YANASE

Division of Urology, Saga Prefectural Hospital

MICs of BAY o 9867 (Ciprofloxacin), Ofloxacin (OFLX) and Norfloxacin (NFLX) against 270 strains such as S.
epidermidis, S. faecalis, E. coli, K. pneumoniae, C. freundii, E. cloacae, P. mirabilis, P. vulgaris, S. marcescens and P. aerugino-
sa were measured by agar dilution method. Each species consisted of 27 strains. Peak MICs of BAY o 9867 against
these various species ranged from < 0.1 to 1.56 ug/ml and from 0.1 to 0.78 xg/ml with the inoculum size of
10%cells/ml and 10°cells/ml. BAY o 9867 seemed to have same or more than 2 fold stronger activity than OFLX and
NFLX against all kinds of species tested.

200mg of BAY 0 9867 or NFLX was given orally to 7 male adult volunteers by cross—over method. Serum peak level
of BAY o 9867 reached 0.78 xg/ml after dosing and serum half life was proved 3.57 hours. Urinary recovery rate up
to 12 hours was counted 43.0% and maximum urinary concentration rose to 294 g g/ml during first 2 hours. Both
serum level and urinary recovery rate of this drug were higher than those of NFLX.

Clinical efficacy and adverse effects were evaluated in 17 cases including 2 acute simple cystitis, 12 chronic compli-
cated UTIs, 2 male genital infection and a cervicitis. According to the criterion of the second edition recommended by
Japanese UTI committee, overall clinical efficacy of a case with acute simple cystitis showed moderate. Of 5 cases with
chronic complicated UTIs showed excellent in 2 cases and moderate in a case. A case with gonorrheal urethritis and a
case with chronic prostatitis were proved to be excellent and fair respectively by Dr's evaluation. No adverse effect and

no abnormal clinical laboratory test were observed after giving this drug.



