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BEAY - NAZVHTHRLICARERALEY F U - FVKR U BROSGHMEA TSH % BAY o
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HEHIC2 W TRBRDBR O S. aureus %2 & IZFETE S 7 ABRHRRIIH T 5 FH O MIC %
Ofloxacin, Enoxacin, Norfloxacin, Cephalexin, Cefaclor 3 & UF Ampicillin ® Z h & HEIRET L 7:
& 2B, S. aureus t213 Ofloxacin & (JZFAETH o 7045, 77 ABRMERHICIRE L EEATIRY
ThOLEER L ) ZRIERHENER L.

299 ) FERE YL IE V2 AH) % 1 H200~800mg &5 L C2UBIC AU LDERE R D (AHE

72.4%), BIVER & LTI, 3361 HRHERELBIZET) +,
2o oh, REHEOBRBRE % 1T T & 7221604,

BERZLDIALNLZ 57,

W, BEOYY) Py - AVKRYBEROSHRIMER D
FHAREMNTTADOH B,

4-m, /N4 TNV TRHI% & L7z BAY o 9867 (Ciprof-

loxacin) {3 75 LB HE B L URRHE I LERHE

25060 ELTEBESNTY S, ZOHER % Fig.

1IRT. bhbidAFIZ>WTHEALMEL, —
%, BRIRIEBI3IFIIRG L, ZOMELR S CIZEIERII
D ERET L7
I. EBOHR
1. piED
1) MEEHE
SEHOTRE L 0 o8 L 7oL & ITRERIZO W

T, BAY 09867 (LLF BAY) ® MIC % B &1L HEiE
FABREIZ L DERRARETHEL 2, T4bH
over night 2 % 100f& A F L 72 E & 10%fu/ml i % 1%
LT BAY @ MIC %l L, Ofloxacin (OFLX), Enox-
acin (ENX), Norfloxacin (NFLX), Cefaclor (CCL),
Cephalexin (CEX), # & ¥ Ampicillin (ABPC) D £ hL &
FEBHEET L 720

2) B #

(1) FEHREEFRICKT 2 MIC

S. aureus 209 P JC—1 T30.1 gg/ml, Terajima BRIz
120.2 ug/ml, M. luteus ATCC 9341 (2121.6 ug/ml, B.

4 Bz 5 6 0 & R iHALIRER A
2B %2 GOT, GPT D ELAHMR 6/

subtilis ATCC 6633 12130.025 xg/ml T o 720 E. coli
FEHERR1Z120.0015 £ g/ml, Enterobacter 12120.012 pg/ml
LLF, Proteus JB1Z $0.012 pg/mlLLF, P. aeruginosa @
EHEMRIZ0.05~0.1 pg/ml EFFFICRVEEMERLL
(Table 1),

(2) S. aureus

S. aureus S48k 1234 5 BAY @ MIC 2 < 0.05~3.12
ug/ml 20, S HA2BkH0.2~0.39 pg/ml I2d 5 126
INEMF LB L TR S &R OB 2 OFLX &
131¥E %, -\ T ENX = NFLX > CEX = CCL >
ABPC DJET#® »7: (Fig. 2)o

h o PR TRL DA Fig. 3T, CCL, CEX,
ABPC (2T PEDHRIZ & BAY 3 L VIRENERL T 4,

(3) Klebsiella

K. preumoniae 3382443 5 BAY O MIC i 2 BkLISLD
FTNTH0.025 pg/ml LT izH 0, MFAEHFS oL b

Fig. 1 Chemical structure of BAY o 9867
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Table 1 MIC of BAY 0 9867 against standard strains
MIC (ug/ml)
Organisms BAY o 9867

S. aureus 209P JC-1 0.1

S. aureus Terajima 0.2

S. aureus MS 353 0.4

M. luteus ATCC 9341 1.6

B. subtilis ATCC 6633 0. 025
E. coli NIHJ JC-2 0. 0015
E. coli K-12 C-600 0. 0015
E. coli 603 0.0015
K. pneumoniae PCI 602 =0.003

K. pneumoniae 6425 0.4

S. enteritidis G14 <0.012

E. aerogenes ATCC 13048 <0.012

E. cloacae 963 <0.012

P. mirabilis IFO 3849 0.012

P. vulgaris 0X-19 0. 006

P. vulgaris HX-19 0.0015
P. morganii IF0-3848 0. 0015
P. rettgeri IFO-3850 0. 006

S. marcescens IAM 1184 0.012

P. aeruginosa 1IFO 3445 0.1

P. aeruginosa NCTC 10490 0.05

P. aeruginosa PAO 1 0. 05

Eh 7 MIC #7R L 7, NFLX, ENX 3 X ' OFLX =
FXVFNI2IIAS % MIC #RL (13 A LDk
0.24g/ml LLF), CCL 130.39 xg/ml LLE, CEX 133.12
wug/ml LA E, ABPC i3 1 BRUAL D+ X TH12.5 xg/ml
UEDHEEZMToH -7 (Fig. 4). Fig. 512 DR
K%E/RL 72225, BAY 2349 5 &% 12 OFLX, NFLX,
ENX D2 h & BT AIEMA A S 7z h, oA &
DEIIHEMEFRIIERD S r 57,

(4) E. coli

E. coli 514123F ¥ % BAY @ MIC 13 Fig. 6 ® & 5 1234
BEEH & ) FEHIIR L, 3BkAT0.1ug/ml TH B A, i
X9 ~<XT0.006 ug/ml LLFIZd - 72, NFLX, OFLX,
ENX D=#F12121XFFEE (0.025~0.78 ug/ml) T, 2
WT CCL & CEX A% & { L7z MIC (0.78~25 ug/ml),
ABPC 120.39~6.25 pg/ml D4k & 100 g g/ml LL L Oifitt4
BEizgintws (Fig. 6), BEHOMBIK% Fig.
TITIR L 7245, BAY 1A+ 2B izfbo ¥ Ko -
ANVKBROENRE» R VHB LT,

(5)  Proteus &

P. mirabilis 54%k (24 5 BAY O MIC 13 T X T DA
0.1 wg/ml LLTFIZH h, 9 5428 £°0.0125 ~0.025
pg/mZERLTVE, WFROEER L H LER,
#£12 CCL, CEX # & UF ABPC Dl t#kIZ U < v MIC %
RL7 (Fig.8, 9).

P. morganii 158 T120.05~0.78 ug/ml \253 4+ 5 5
BAH B FEH OI08KIZ0.006 xg/ml LT T
(Fig.10), %12 h CCL, CEX # & UF ABPC Mitth#kiZ
IEWMIC #/RL T3 (Fig.11),

3 72, P. rettgeri 13¥RIZHF$ B MIC 130.006 L F ~
6.25 ug/ml LNFICHRIL K A L TV B (Fig.12) 7%, P.
vulgaris 168K T34 ~XTA%0.05 xg/ml LLFIZ (Fig. 14)
Hho WTFNOBELMAIDOT XTI T ATV,
¥ 7:, CCL, CEX # & UF ABPC Wit{E#kiC & BAF % MIC
ZRLTw5A (Fig.13,15),

(6) S. marcescens

BAY 11S. marcescens D27TRR DT XT%0.78 ug/ml LL
T (K%%4%0.05 £g/ml LLF) TR L7 (Fig.16),
AR $0.78 pg/ml AT TREIE & 7z (Fig.17),

(7) P.aeruginosa

P. aeruginosa 53¥k D MIC & T XT£%0.39 g/ml LLF
WHH, Lad 9IkAIZ0.1 gg/ml & v B MIC
(Fig.lS) THo720

BB, HOE) Ry - AVEKUVEBERIIOVWTAHAS L,
OFLX #* NFLX, ENX & 9 2% MIC 7% % 5, (3iX[[]

p MIC #7RL, 72 BAY ® MIC & % IZH 5

(Fig.19),
I.EEEKMHFER

1. 8B LUHKSHE

175% & 0 80 ¥ COBM13F, 206D 533K IS
AR %S L7

20 LEBBER, BHAOHKE Lah o726
BLUVEERO -5 ik Lz 2Bl # B HE L b
BROV L 7co L 7os» TRIRHEIESISER29BI T, 1 Rk
FEOPRITEHREI RG], BERETRO MR
BIH, BREMETT 16, BRL1E (PRI EERT20
Bl), IREXR1H, BHERER2H (REBEES3
), 2HBEEFIDF29BTHAH (Table 2),

B5FER, £F2owT BAY % 1 [E100~400mg,
1H1~3EA®KIEORS LA, R5HMI 1855
KHI4BBTSH - 72,

PRIRZDRHITE 1, ERIRAEIR & BEARMRACE & 253 % 2012
WEL-ODE “EL, B IEROKEY I
b0E AL, BRREEIIEE LS EREIROK
BEOLRBE 2 D% v f5h,, BEER - BARE
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Fig. 4 Cumulative and Distribution Curves of MIC
(K. pneumoniae 33 strains)
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Fig. 5 Correlogram of MIC
(K. pneumoniae 33 strains)
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Fig. 6 Cumulative and Distribution Curves of MIC

(E. coli 51 strains)
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Fig. 7 Correlogram of MIC
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Fig. 8 Cumulative and Distribution Curves of MIC
(P. mirabilis 54 strains)
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Fig. 9 Correlogram of MIC
(P. mirabilis 54 strains)
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Fig. 10 Cumulative and Distribution Curves of MIC

(P. morganii 15 strains)
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Fig. 11 Correlogram of MIC
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Fig. 12 Cumulative and Distribution Curves of MIC
(P. rettgeri 13 strains)
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Fig. 13 Correlogram of MIC
(P. rettgeri 13 strains)
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Fig. 14 Cumulative and Distribution Curves of MIC
(P. vulgaris 16 strains)
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Fig. 18 Cumulative and Distribution Curves of MIC
(P. aeruginosa 53 strains)
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By, oBcHIEL 2,

B, BWEREKICOV TS L6 (3361) 2ow
T, BRRREME CREMLEiEs & 0K - Bk 0%
LW TRAFIR SR BICRELITWER26II20n T

*ﬁg‘:j-lzf:o
2. B

ParRBZhR | IR AR SAE 2050, EM 16, Awl2
B, *RHEH3IH, EH4FTHEDE FHUL) &
65.0% T > 720 REEEAE 3BT TXTICAR, BE
BYSE 6 Bk, HZHS B, RLAMIBITHS (Table
4), FH29BIHR21BIAER 2V LER), THDLLAHE
1372.4% & 72 5 12,

1 85 &5i12R% & (Table 5), 800mg %5 3 Bl
600mg X 5 #*1760, 400mg x5 6 Fl, 300mg 1 i,
200mg 2 BT, 1 H600mg & E5HIAd oL bFW, I b,
800~400mg x5 DA EI273.1% (26%I19%1), 200
~300mg #5812, 3Bl 2 FIAER (FH%h366.7%)
TH -7,

RIS BEICERREIE % B2 6 02T Table 6 Thbo
B 5#11,200~6,600mg THOAEIIFTS.0% (4543
%), 4,200~2,400mg T 66.7% (18%p124)), 2,100
~1,400mg #°85.7% (7B 6 Bl) &, HS5EHDEWV
FHREPRHPRVEIICRZIBA, Thidn)ETh%
<2,400mg LT OB BMBRBEN SV v EELLN
5,

Fig.20i2 %% 161 (No.6) %R L 72,

BEITIROBME, EPKBE L L THLE - BHIREL
fii b & CHMEEREDL D 5,

AREIA0HEE ), BB - BEEEDL L IR,
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Table 2 Clinical Cases Treated with BAY o 9867
Age Daily Effect Side
No. | Case S Diagnosis (Underlying disease) [solated bacteria dose | Duration i
A effect
* (mg) Clinical Bacterial
1 | K.F. | 20F | Acute bronchitis N. D. 200% 3 4 Good unassessable
11 Good unassessable
4 Good unassessable
7 Good unassessable
5 | M.O. | 4M| Acute bronchitis Normal flora — N. D. 100% 3 7 Poor unassessable
6 | M.N. | 73M| Acute bronchitis (Art. scl, Hypert.) | S. Preum. = (—) 200% 3 7 Excellent Eradicated

40M

Pancreatitis ?

P. aerug.

S. aureus P. aerug.

Enterococcus
-
Corynebact. N. D.

Normal flora — N.D.

unassessable

unassessable
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Table 3 Laboratory findings before and after treatment with BAY o0 9867

RBC Hb Ht WBC Eosin. Neutr. GOT GPT ALP BUN Creat.

No. | Case | (x10%) (g/dl) (%) (%) (%) (Iu/L) | (U/L) | (U/L) | (mg/d) | (mg/dl)

B—=A B—A B— A B— A B—A B—+A B-A|B—-A| B—~A [B-A| B—A

. |493 — 485

367 — 398
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Table 4 Clinical Effects
Cases Excellent Good Fair Poor
Acute Bronchitis 11 1 6 2 2
Chronic Bronchitis 7 5 1 1
R.T.l.| Pneumonia 1 1
Infectious Bulla 1 1
(Total) 20 1 12 3 4
Urethritis 1 1
U.T.I.| Acute Pyelonephritis 2 2
(Total) 3 3
D.T.I. | Acute Enteritis 6 5 1
Total 29 1 20 4 4
Effective rate 21/29 (72.4%)
Table 5 Clinical Effects & Daily Dose (mg)
Effect
Daily Do Excellent Good Fair Poor Total (cases)
on O
800 mg 2/3
) 0000 CT|@o0 °
600 mg #6060 ° 13/17 19/26 (73.1%)
[ X JoXe] ® @]
400 mg 4/6
300 mg ¢ 0/1
2/3  (66.7%)
on
200 mg 2/2
o ®s Os 02 01 o2 01
Total o5 .: o1 a1 21/29 (72.4%)
®Acute RTI OChronic RTI & Inf. Bulla 4 Pneumonia BUTI © Acute Enteritis

Table 6 Clinical Effefts & Total Doses

Total Doses (mg)
11,200 | 8,400 | 6,600 || 4,200 | 4,000 [ 3,600 | 3,200 | 3,000 | 2,800 | 2,400 || 2,100 | 1,800 | 1,600 | 1,400 Total
Effect
[ ]
Excellent
I 21
O O [ J [ JeJoul | (e]e] [} ®0 R0 |0 on
Good 00 o (72.4%)
O [o] []
Fair
8
Poor ¢ © |2 e (27.6%)
2 1 1 4 1 2 1 3 6 1 3 1 2 29
Total
3/4 (75.0%) 12/18 (66.7%) 6/7 (85.7%)
® Acute RTI O Chronic RTI & Inf. Bulla 4 Pneumonia BUTI O Acute Enteritis
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Fig. 20 Case No. 6 : Acute Bronchitis (hypertension,
arteriosclerosis), M. N,, 73y, M

[ BAY 0 9867 200mgx 3/day for 7 days |
381
Body 37 4
Temperature
36 1
T v v T T v T v
26/ 27 28 29 30 31 YN 2 3
Causative S. pneumoniae . i
Organisms + ormal flora
Sputum w + + + + + + —
Cough  # + + + = + -
WBC 17,500 8,600
CRP 5+ +
ESR 50 20
S-GOT 32 30
S-GPT 18 2
Al-P 177 178
BUN 19 16
S-Cr 1.1 1.1
Chest X-p @ @

DWTEGBER M, F26RIZIEIBTEHNREHRE K
T LI o7,

B A, WHRXBEE CHMTE MR EMHEA
B3 o7:7-® BAY # 1 H600mg %5, 3 HBIZIIF#
L, B X UEESERICER L, REBELR

547, BMm¥k%17,500, CRP 5 +7 56, £h£h8,600,

1+ EHELTT, BBHPOEHEP LD S pneumo-
nige HHEE S h 7z,

MEFOHE: SUHREILRTIES. aures, P. aerugino-
sa, S. preumoniae HEFNEFN 1T oSN, 5
S. preumoniae \XBRE 2 N, P.aeruginosa 122V Tidix5
BEREN L SNTRHETH L, BUEREIROBHHE
T3 H. influenzae O BB R BRE S 7z, [ETL
EFED H ABI(No.14) T S. aureus & P. aeruginosa {2 & 5
HEFE ()12 P. aeruginosa HFEFE L, BRIAMEREK O H 5
5 C E. cloacae, K. aerogenes 3 & U H. influenzae * ¥t}
L7651 (No.17) TIRTXTRE S o

R HBLHE 12, Enterococcus & Corynebacterium % 53 B
L7-BI T HBEFEADESTRBETH % A5, B —Streptococ
cus & S. epidermidis % 538 L 2B TIHEE I HPRE S
7z (Table 2),

BIVER & L THENo. 1742 GOT 8 & ' GPT ® L8432
HoNTVED, KEITEBHAFRT, AFIESHICELIC
GOT 48 IU/L, ALP 537 IU/L £ &<, BAY 0#54%
LERLZZbDEEZ SRS (Table 2), No. 9 (55
2> X HBEH) ZLEHEGOT - GPT D LA ZED -,

LTFEROBIERBIZ > WTRT 5,

fEBINo. 9. MK. 305 & SHREX%X

BRFNS84E 8 A, —@MMMEMAEIE® & 72 LUK, &0
ETCEEMFERTH 5 70

FEIALAL )IHERS L CBHARL Y, LHTH
Bk - B AES &5 12% ) KK 1 B400mg x5 % FASA L
72o ARIRAS, 2~3ABIZSH 5D EBA—BFHIC
boHRALHIT, 7HBICRHEELLTY, AHIT
WBRTR D & 5 IG5 R TH%IZGOT - GPT OBELA*
Bdt, Ukl r AR BHOREMBIRIZIIEFIZLEST
Wico RHOBEKRIFEILLHERHEHEL 20

fEBIN0.22. KM. 308 4« TEEEB£

AE4A1H, 25BEERLEL, RAERKEL
b5 T38.4CIZFE, EIICHEY &7 L THRBEL,
AH| %600mg %5, 3 BBIZEHE@mRLFL, LUEE
e, ZOBROEARATHETH S, 2 BFKAKGICL
DEEERL S IR L b IcE LEBRICEDL
HIE L 720

fEFIN0.31. S. M. 588 & BHREIR

BECTEDES LUBAREOFRELHOBET,
BRANSS4E BE T MR BRE 12 B TR Tdh o 700 AE2
ATH), Wi & UTHEM % 57: L38 CHDREEN 2
HRE#5%, TECTHBALPEEERI ST EFEY
AR LI hREL 7z, A1 B600mg 5D 3
BEICALD @A L IZORRDDIZEFR, —HH
CEBHBE b7, DIETHEH, Bz WA
LMIING DEERIGHBL 2, 727 L, FOEKE
T, BHRHUELVBRA L,

fEBIN0.32. F. A. 37h &M%

Esh - Ok - IR O NS R L, AkEESn
MEXRCTEMPEICRELRD, FEFERLL, ¥
# % 1 H400mg 3% 5 L 72 %5200mg ARAE 2 [@ B »30~605
Bivm, F -OBOLUABREL LEKEFLTE
ZHEPIE, LBRERZ NS ORIERERKGHE LA,
FaRZhRFIE & h BRAL 72,

D EIZZ DM RHERIBNZ OV TREER Y 5

No.30it B2t - & HHEERK - AL TRz, W
EACAEMTHOMENM, SHILEILFEDEEH
G LA, Z0ROBEBL ) RTEMFRIZLBE
Kegzon, HERHAEL VBRALZ,

No.33ix ol & UM & £3F & L TREE, afBR
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DEVD L LKA FRE LD, ZOROBELERT
RPT7TIT—E¥DLER®RD, BheEionl, 1H
600mg ¥ 2 ARG S hTwasnATHIELTEY, %
BHEL VBRI L 720

0. ZRESVICKE

HFLLAESNI-ARIMER TH 5 BAY o0 9867
(Ciprofloxacin) @ MIC (22 &, [EBRIZHIE L 2o
K- ANKEBEER (NFLX, OFLX, ENX) #
L UF Do PMERILAER] (CCL, CEX, ABPC) @ MIC
EHBRET L 28R, S. aureus 1212 OFLX & (2 IX[EH
FOMDOIRET T LABEHE I L TRIWTFhOER LD
EBIZ¥ ¢z MIC #/RL, CCL, CEX, ABPC 23t
ARMEICOENLAENEZR L —KIZMEOE Y F
Vo ANVKUBRRER L VRENA T CR TN, B
BILiZA D ENR ) OMBBEIED SN,

—7, BRREIZ296 0EER B AR L iS5 L 7R,
QN ERLLE (72.4%) DOBEFEB LN, BKRME
fERELT2Hlich o0 &K, 3HIIEILESEER (14
HHEEH »*BHLN, REMBREL LT 26

GOT ' GPTOLANR O NIAERKL L DId e h 572,
Db IIZHIE L Ty vAsE 1 BN T AA
BOXSHOMPIRE %2 6 U RFHERE X NFLX &
NENTERMPBONRTE Y, KA YT LM - B
HEIH L TIRILC, 22 &bdTHEVIENDEYRTH
FRATER & L CEBRMICER T AffifEdrd 2 b D& ED
ha,
X [
1) MAKT | ERILFEHEE, HHFRY, 8, Supp.
1 :292~297, 1982
2) MAZT  IEMILERER, R 35467~
474, 1984, LEAFE
3) BAY 09867 BXE, /54 TV EMKA &, 1983
4) FROHAMFEFEFRTAELRLTES, FED
YRIY L1, BAY 0 9867 (Ciprofloxacin), [
1, 1984
5) HALFEHREFS  B/EBRMEILEE (MIC) #
EEHBHETIZ 2V T, Chemotherapy 29 @ 76~
79, 1981
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LABORATORY AND CLINICAL STUDIES ON BAY o 9867,
A NEW SYNTHESIZED ANTIBACTERIAL AGENT

Yuruko OkaMOTO, KEIGO MAEHARA, YUBE IIDA,
SEIBUN YONEZU, KANSHI MASE. MUNETO YOSHIOKA,
HirosH! KisHIMOTO, HIROYUKI KITAZIMA, SHIGETO MIYAZAKI
Teruko KAMIHATA and KOJIRO YASUNAGA

First Department of Internal Medicine, Kansai Medical University

YosHiHIRO UEDA and HirosHi OKUBO

Rakusai New Town Hospital, Kansai Medical University

BAY o 9867, a new antibacterial agent of quinoline carboxylic acid group synthesized by BAYER AG, West Germa-
ny, was examined on its antibacterial activity in vitro, as well as on its clinical usefulness.
The results obtained were as follows:

1. Antibacterial activity in vitro: MICs of BAY o 9867 against bacterial strains of S. aureus, K. pneumoniae, E. coli,
S. marcescens, P. aeruginosa and of Proteus species isolated from clinical infection foci were compared with those of other
agents of pyridone carboxylic acid group, i. e. Ofloxacin, Enoxacin and Norfloxacin, as well as with those of some anti-
biotics, i. e. Cephalexin, Cefaclor and Ampicillin. BAY 0 9867 showed distinctively higher activity against all species of
gram—negative bacilli examined than any other synthesized agents and antibiotics tested. The drug was also highly ac-
tive against S. aureus strains, too, similarly to Ofloxacin.

2. Clinical trials: Thirty—three cases of various infections were treated with BAY o 9867 100 ~400mg X 1~
3/day for 1~14 days. In four of the patients, the evaluation of effectiveness of the therapy was impossible. Qut of the
remaining twenty—nine cases (RTI 20, UTI 3 and Enterocolitis 6), twenty—one well responded to the therapy (efficacy
rate: 72.4%). As to the untoward reactions to the drug detected among the total thirty—three cases, two complained of
dizziness, and three of abdominal indisposition. Laboratory examinations, hematological and chemical, carried out in
twenty—one of the patients, revealed only slight elevation of S—GOT and S—GPT in two of them.

These results obtained suggest the clinical usefulness of BAY o0 9867 as a new antibacterial agent.



