VvOoL. 33 §—7

CHEMOTHERAPY 885

AEHEISIC 81T A BAY 0 9867
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1. IE BB E S8 D S. aureus, E. coli, Klebsiella spp. , P. aeruginosa {23 L, BAY o
9867 RV TN OEKIIH L THENLTEN AR LIMEEIZ LAROED R o720 E. coli 1IZ4FL
Ti30.05 £ g/ml LAF, Klebsiella spp. \2xF L Ti30.1 xg/ml, S.aureus, P.aeruginosa \2xf L Ti30.4

pg/mliZMICOE— 27 #3071,

2. MBHRAT | BRFRBI 8 BiIx) L AFI200me R O S-BOBH R RITICOVWTRI L7z, ¥
Y¥— 7 EF190.92 pg/ml, BB E -7 EOFHIIT.7 ng/ml & BIFRBHSBITERL

3. ERAREARRE | KRR SAE % o0& T A NE RS E 4B IS AR 25 L, E2
Bl, EHH8BI, LA IB, EI1BIT, AHRIRTNA%THo 72, BEHL LT, BRERERY

LBl RO h7eAs, BRIORGHERATETS - 72,

BAY 09867 i, FIL<RAESNAF /U - ANK
YBROROMERTH Y, FolbF#EiEE Fig. 1
ITRL7, BHORESMHIZoWTIit, — S, B3
%, WEEYE, RN, —HERERZ2LCO VWTTT
KRET s, BICHEE st EREShATY
B,

FRBANEEZED, VI LBHE»S 75 LEBH
IO L TIRIEVIREARY M2 5AT A% SEK
4 RERDOREBE % Z 13720 THERIRIZ B B ERR -
BREORET 21T, BETORKRE2BLOTHRET 2,

1. % *

1. JllD B L W8S N/ S aureus, E. coli,
Klebsiella, P. aeruginosa \Z 2 W T R/PEEFBHILBE
(MIC) ##%E L7z, % 7-Ofloxacin (OFLX), Enoxacin
(ENX), Norfloxacin (NFLX), (23F3 % MIC & [FBIC
BE LHBRET L 72e £DHREIR MIC 20002 X7 4 %
Hwlczzo7ztavFREC LTy, BEREER
10@/ml1 & L 7=,

Fig. 1 Chemical structure of BAY o 9867

(Ciprofloxacin)
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2. BB #1T : BRE CHLAIEEYIB T—tube drain-
age ¥ FBAT L7z 8 BTt L, #£10~20H 8, FBit5
WORE LI, FH200mg ¥ ZHEEICES L, &
BB MM R ORBH % SREX L 72, fEBIIZE 2 fil % 6 BT,
EWII55~85F, F1Y966.6F Tho7:, KEIZI6~
68kg, F1949.8kgThH o7, 2B, TNHDH b 4 B
{2XF L Tid cross over (2 & ) OFLX 200mg ¥ & Ok 5
L, M, RBAREE % HBRET L 7o, RERIE R, E.
coli KpBR A REB & L= » 7HEIC L TITV, 1Ei
HIERICRMERAE LTar+—75 (BK) %, REi
B & L TiX1/15 M Phosphate Buffer (pH8.0) % FBw:7:,

3. BRRMEFRE | MBS % bk L s
AR REAESN AR 2 ER L, ZOBRKRNE, T&h
2V TIRE L7, FRDHFESFERTFhLEORS
T, 1[@100mg, 1H 3MEA&EH%30~605L L, 50
i3 ~8HM, Lix58Ei130.9~2.4gThHo7,

BRI RHE IR EOH R TR - TiTo 1
THLLEH LIRS I BB TEEERDIT L A LHE
WEFEERLAEOD, AL 3RS 5 BRI CEERER
O@ERPVERT ZIXHEELLZLD, LA, 7
SHDERDEIEDALNI- LD, EEE X3 ARBLLE
DEGICTHALERDEFELDOL VLD, F3E
fELAbDE L, &b, WhERD X ) FHRGHIEIC
—RMBRE, MBELFRELZITVERNICLAEEL
Bt L7z,
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Fig. 2 Susceptibility of S. aureus to BAY o 9867

18 strains MIC 2000
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g. 3 Susceptibility of E. coli to BAY o0 9867

23 strains MIC 2000
BAY o 9867
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Fig. 4 Susceptibility of Klebsiella to BAY 0 9867
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Fig. 5 Susceptibility of P. aeruginosa to BAY o 9867

13 strains MIC 2000
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1. JUEHD WL BESNT7: S, aureus 184k, E.
coli 238k, Klebsiella 238K, P. aeruginosa 13RICD W T,
A# RO OFLX, ENX, NFLX 2% % MIC 2 #lE L 7
R ERERIE Fig. 2 ~ 5 IZKR L7, S. aureus IZ4F LT
124 ~XT3.2ug/ml LT MIC %77 L, OFLX & (31Z[d]
% ENX, NFLX & h & 1 BEERfEELRL 72, E. coli
THE23k T < TH90.05 pg/mA T O MIC %7~ L, o
3EMEID L, 1 EEREENT VI, Klebsiella \xF L
T, 0.1ug/miZMICDODE—2DH Y, §XT0.4
ug/mLTFOMIC 27RL, HOEA LY b 1 EELRT
V72, P.aeruginosa Tid, 0.4 pg/ml TMICHE—2 %
AL, OFLX, ENX £ h 6 2ENFLX & 0 & 1 EENT
(AVAN

(ug/mh)
2. RBHEBAT ¢ 8 FEFICH L AFI200 mg % R
KEORS L, MARCETHRELHIELZ, 205
% 4 B14Z 1% cross over 2 TOFLX 200 mg ##% 5 L,
oM, BrhiRE Tl L, E0HRE Fie
6 ~13ITR L7228, EFI 1 TikhEEOFRERENSR
bNBIEbdHoTh, M, ABHPIREL bMERIC
HUBMELRL 7, MABEEEFHT 1 RMO0.76 g/ml,
2 BFf0.83 g/ml, 4 B§RH0.54 wg/ml, 6 BFMI0.32 ug/
ml Tdh o7z, B FBREIIFEYT1REML.5xg/ml, 2
FFRIS.1 pg/ml, 3 EEM5.7 ug/ml, 4 B§[I5.0 xg/ml,
5 BEM3.1 £g/ml, 6 FFHI3.3 ug/ml, 6~ 9BFHEIT2.3
pg/ml TH oo BHEEGIE b IZIBH A I3 M P il
L0 bBEERLA, MPREIR 1 ~ 28T, Bitd
BEIVLBCAT2~3BHTY—2 2R LI, B
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Fig. 6 Serum and bile levels of BAY o 9867

Case 1 SK. 61y F, 68kg T-tube drainage
BAY o0 9867 200mg P. O. Fasting
Bile culture (-)
T.Bil 0.5 mg/dl

pg/ml GOT & U/
GPT 330 U/
1.0 - 1.0 Al-P 213 U/
BUN 8 mg/dl
Recovery rate (0~6h)
0.047%
Bile
0.5
0.13 Serum
0 T T T T T —
1 2 3 4 5 6
Hours

Fig. 7 Serum and bile levels of BAY 0 9867

Case 2 T.N. 57y. M, 46kg T-tube drainage
BAY 0 9867 200mg P. O. Fasting

T.Bil 0.7 mg/dl

pg/ml GOT 59 U/
GPT 59 U/

8 7.95 Al-P 191 U/
BUN 10 mg/dl.

6 Bile Recovery rate (0~6h)
0.18%

4

2

0.62 Serum
0 T T T T T 3
1 2 3 4 5 6
Hours

FTOMMINKIL 6 BM T TEY0.18% Th o 720
OFLX ixfip, fEHA L bIcAR L ) S BIRES TR L7,

3. ERPRfHF B | Table 11278 L 72214801 xf L AH)
EEHLL, BEHEET7 (&7, £#i219~78FFY

Fig. 8 Serum and bile levels of BAY o 9867

Case 3 FK. 62y, F, 50.5kg T-tube drainage
BAY o0 9867 200mg P. O. Fasting

pg/ml T.Bil 0.5 mg/dl
15 - GOT 90 U/
GPT 218 U/
- ]
12.25 Al-P 142 U/l
BUN 11  mg/dl
Recovery rate (0~6h)
0.55%
10 Bile
5
1.13 Serum

0 v T T v —

1 2 3 4 5 6

Hours

Fig. 9 Serum and bile levels of BAY 09867

Case 4 M.O. 55y, F, 65kg T-tube drainage
BAY 0 9867 200mg P. O. Fasting

T.Bil 0.8 mg/dl

wng/ml
GOT 65 U/
5 GPT 219 U/
Al-P 173 U/
BUN 6 mg/dl
4 3.80
Recovery rate (0~6h)
Bile 0.084%
3
2
1
0.64
Serum
0 T T T —
1 2 3 4 5 6

Hours

B.7FThot IERE 26, HTHRE 26, EH2
Bl, FREIRSR2 0], 0BG, BEL BE
RUEBERSE, FURK, BAMRMAFE, REMER
& 16T, ZOBKHRIED 26, HH8H, ©%
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Fig.10 Serum and bile levels of BAY 0 9867

Case 5 M.H. 73y. M, 50kg T-tube drainage
(BAY 0 9867 200mg P. O. Fasting
Crossover .
OFLX 200mg P. O. Fasting
pug/ml
5 14.5 Bile culture (-)
T.Bil 1.4 mg/dl
D.Bil 0.9 mg/d]
GOT 148 U/
GPT 269 U/I
Al-P 287 U/
BUN 16 mg/dl
S—Cr 1.5 mg/d!

5
OFLX (Bile)
BAY o 9867 (Bile)
OFLX (Serum)
0 BAY o 9867 (Serum)

T T T T T T T T T

1 2 3 4 5 6 7 8 9 Hours

Fig.11 Serum and bile levels of BAY o0 9867

Case 6 S.H. 85y, F, 36kg T-tube drainage
BAY 0 9867 200mg P. O. Fasting
OFLX 200mg P. O. Fasting
Bile culture ; G.N.B.
T.Bil 0.7 mg/dl
D.Bil 0.4 mg/dl
GOT 36 U/
6.2 GPT 33 u/i
Al-P 10.1U/
OFLX (Bile) LAP 161 U/
BUN 16 mg/dl
S-Cr 1.4 mg/dl

Crossover

ug/ml

4 3.7

OFLX (Serum)
2.0

J BAY 0 9867 (Bile)
0.4

BAY 0 9867 (Serum)

1 2 3 4 5 6 7 8 9 Hours

20

Fig.12 Serum and bile levels of BAY o 9867

Case 7 S.Y. 72y, F, 44kg T-tube drainage
BAY o0 9867 200mg P. O. Fasting
OFLX 200mg P. O. Fasting

Crossover

pg/ml Bile culture ; K. pneumoniae
Enterococcus

T.Bil 0.3 mg/dl
GOT 13 un
GPT 8 un
Al-P 10.4U/1
BUN  10.0mg/dl
S-Cr  1.1mgdl

\):‘LX (Bile)

BAY o 9867 (Bile)

21.8

OFLX (Serum)
BAY 0 9867 (Serum)

o H—H—TF—F 77—

1 2 3 4 5 6 7 8 9 Hours

Fig.13 Serum and bile levels of BAY 0 9867

Case 8 T.T. 68y, F, 39kg T-tube drainage
BAY 0 9867 200mg P. O. Fasting

Crossover
OFLX 200mg P. O. Fasting

ug/ml

15 14.4 Bile culture (=)

T. Bil 1.7 mg/dl
D. Bil 1.4 mg/dl
GOT 101 U/
GPT 168 U/
Al-P 173 U/
10 LAP 74 U/
BUN 10 mg/dl
S-Cr  0.6mg/dl

8.9

OFLX (Bile)
3.2

1.7 BAY o 9867 (Bile)

OFLX (Serum)
BAY o 9867 (Serum)

) =F/—m———————— 17—

1 2 3 4 5 6 7 8 9 Hours
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Table 2 Laboratory findings
N RBC WBC Hb Platelet GOT GPT Al-P BUN

> (X10*/mn®) | (/mm?) (g/d)) (x10%/me®) | WA | WA | WA | (me/d)
) B 490 5900 13.4 36.7 23 26 86 8
A 488 6500 13.7 34.1 — — — —
3 B 546 4500 15.6 19.1 21 17 159 11
A 521 5800 15.8 19.5 12 11 164 15
12 B 308 6100 10.0 37.3 28 8 — 7
A 327 4400 10.5 28.2 18 11 - — 15
1 B 464 4200 12.5 17.5 12 4 88 20
A 473 4600 13.0 16.1 13 8 86 20

B : before, A :after

Ax36, B 1GICTHEDEINA% TH 72, THEEL
L Tit S. aureus 2 ¥k, Coagulase negative Staphylococcus
(CNS) 3%, E.coli 1¥k2"# SN, CNS, E.coli 1%,
WEFNR LK, S aureus 1 BRI, 18RIIABHE W
VERTH 7,

4. BER EFI6 ICBWTARIKS 3IAB L AR
TRV RO N7-hS, BETH ) FHIONE * Ee 3 IRE
EREFEL, HERTHREFTERS THL,ITHRL
% BERRREMENLBIZ DV Tid, Table 2 127K L7 4
BITHRET S N/zhs, BERRGICLH LB s REMI
BOLh ol

o, = %

BAY 09867 3%/ V) - AWK UVBROFLWEDO
HEBMEF THh, OFLX?, ENX¥, NFLX"L[EHD
EHITH 5,

AHIE, BREMELEYD, S LBHELI LT T AR
HHEE TIRLC, B HBENEET 2, 40, 4D
&t T b, E.coli, Klebsiella, S. aureus, P. aeruginosa
I2A LBV MIC 2R L, oM E* £ BD%d 5
720 BMEVE R THAFIIH T 2WERIES TH %,
KHOBLVREN» 6 20E RS TSNS,

AR, MHORFROERY & RIBLBY B 2B
FRITVRON, KA OB TIZ200 mg x5 Tl
¥ — 7 fEF350.92 pg/ml 25t L, BBt € — 2 EFY
137.7pug/ml T H, RHEBRRAEICHT 5 AKFOF S
NKEZ LN,

PRERMERIBR & L Tit, BEMBKERMERSREE % Pl L
TANBREAEMBIC AR L ERHL, EHFRIIA%LR
HaETH o7,

FREMICHL TR IFICABRRNR S,
BRESHUTETH ), REXTRAKERS TR0
HEL, BICMEL 22 2o I VEORRERIL
FlzBd b o, TAEEER THLEREHRRE
BO0%LIEETHY, TO)LIFILEEL DRI
DOt BESKTEY, EEHOBVERLE
Zbhtz,

BRREBOEHICBVTIR, BRETLEBLERNOHT
BAFICRIEE 2 ARELDEBD RN o7,

Lk & b BAY 0 9867 IXEEOMEH & L THED THE
h7-EHTHy, SNEERICB 2 20EEN, T2eH
MEDONIEEZLND,

X 13

1) 4320 A RMLEREERTAEIRRE, FEY
YRIY LI, BAY 0 9867, L, 1984

2) HMBIER, @IEX, Al A, BEEm, &T
EZ, KFELTF, FR G FEEX EL §
KERE : S REBIC 317 5 DL — 828000 8%
1 - BRERA9RET, Chemotherapy 32 (S—1) : 853
~864, 1984

3) HEI, RIEX, B A, =SEEE, 2
FiK, TR, $BEME, =% #F, +HEL
KESF  NBHERICB T 5 AT- 2266 D EBE
) - BRIK B 5t Chemotherapy 32 (S— 3)
967~972, 1984

4) BB, BIEX, B &, WEEE, HRiE
&), TEHRE  ABEBRICB A AMTIS0E
PERY - BRERAYRRET, Chemotherapy 29 (S— 4)
649~654, 1981
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FUNDAMENTAL AND CLINICAL STUDIES OF BAY o 9867 (CIPROFLOXACIN)
IN THE SURGICAL FIELD

JIRO YURA, NAGAO SHINAGAWA. SHU ISHIKAWA. YOSHIMASA TACHI
YosHITAKA SHIBATA and AKI0O KOBE
The First Department of Surgery, Nagoya City University, Medical School

Bacteriological and clinical effects of BAY o 9867, a new quinoline derivative for oral use. were investigated in the
surgical field and the following results were obtained.

1. Antimicrobial activity : The in vitro antibacterial activity of BAY o 9867 was evaluated in comparison to OFLX,
ENX and NFLX, using clinical strains of S. aureus, E. coli, Klebsiella spp. and P. aeruginosa.

Minimal inhibitory concentrations of BAY o 9867 were <0.05 ug/ml for E. coli,<0.4 ug/ml for Klebsiella spp..and
<3.2 pg/ml for S. aureus and P. aeruginosa.

2. Biliary excretion: Biliary excretion of BAY o 9867 was studied in 8 patients, receiving 200 mg of BAY o 9867
and the biliary mean peak value of 7.7 ¢ g/ml was attained under serum mean peak value of 0.92 zg/ml.

3. Clinical effect: BAY 0 9867 was administered to 14 patients with soft tissue infections. Clinical effect was excel-
lent in 2 cases, good in 8, fair in 3 and poor in 1 and the efficacy rate was 71.4%.

As the adverse reaction, anorexia was observed in one case.



