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Fig. 1 Chemical structure of BAY o 9867
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Chemical name : 1—cyclopropyl—6—fluoro—1, 4—
dyhydro—4—oxo—7—(1—piperazinyl)
—3—quinolinecarboxylic acid—
hydrochloride—monohydrate

Code No.: BAY o 9867

Generic name : Ciprofloxacin (Prop. INN) : List 50

Molecular formula : Ci7H1sFN3Os + HCI « H20 (385.82)
(Molecular weight)
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Table 2 Sex and age distribution of 101 cases treated with BAY o 9867

Male (64) Female (37) Total (101)
20 10 Age 10 20
1 n 1 1 1 1 1 AL
[: ~19 11
[ 20~29 21
[ 30~39 28
40~49 14
50~59 12
(] e0~69 [ ] 5
70~ 10
Table 3 In summary
Age (Mean) 10~89 (39.5) years
Sex Male 64 Female 37
Dose/day 100mg X 3 7 200mg1X 3
200mg X 3 93 200mg X 2
Duration (Mean) 3 ~13 (5.61) days
3 days 2 8 days 3
4 days 21 9 days 1
5 days 46 10 days 1
6 days 1 12 days 2
7 days 23 13 days 1

Total dose(Mean)

1.2~7.8 (3.22) g

Effective case Excellent
88 cases Good

Effectiveness rate : 88/101 87.1%

Side effect

Nausea and stomach pain 2
Incidence rate :2/101  1.98%

UL EDORETH -7 (Table. 4),

I & BERREIR 12, 10150, EXH5061,
32960, A% 8B, %8 HI, MBHEAHE6HI
ThHh, AHRIIEI.2%TH 7,

EEBENAZERICE L T, #92.9%, RfHHE
88.2%, iH80.0%, W#578.6%, BIHH81.8%, HHE
%62.5%, HLMEFEBEE100%, ENS %66.7%, i
HIRA, &5, EBRMTFREIMNRL100%DEEY
RL7z,

NEHNEOFEIC L 2HREIE (Y] Tia726)%
6161 (84.7%), 7% L] Ti323B186) (78.3%) »AK
HUAEDOHETdH 57 (Table 5),

BAY 0 9867 X 5-R M DI AT & A{LEMETE
% & HIE & 108012 DT BAY 0 9867 DRIE # KR
8 L7, BAY 0 9867 #5112k b, CEX EXH 76,
CCL E#B 2 Bl, CDX EHFI 1 FloLplizxtL, ED
160, A% 9Bl L EFAEMULOK LR L7 (Table
6)o

3) MEFEMZHE

101809, MBEARRE S NEFIIT2HITH ) SRER
13968k Td o 7= (Table 7), 10155, HKAEFIMEF
BERLTHESSE, BA 16, FH76, TBE3BFITHD
THEFI2636IF55BIH Kk, 87.3%Th -7, NEHLE
DEEIZ L BREITIR, [H 0] TS5 44FIAHE
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Table 4 Clinical efficacy of BAY o0 9867
(physician's assessment)
Total Clinical efficacy Effective rate (%)
ota
. . : Surgical d
Diagnosis cases |Excellent| Good Fairly Poor | Unknown - urgical proce ure Total
good Without With
Furuncle 19 17 2 4/5 (80.0) |13/14 (92.9) [17/19 (89.5)
Infected atheroma 17 2 13 2 - 15/17 (88.2) |15/17 (88.2)
Felon 16 15 1 - 15/16 (93.8) [15/16 (93.8)
Abscess 14 2 8 4 4/4 6/10 10/14 (71.4)
Wound infection 11 3 7 1 10/11 (90.9) | — 10/11 (90.9)
Phlegmon 8 2 6 2/2 6/6 8/8
Periproctal abscess 6 2 4 - 6/6 6/6
Folliculitis 3 1 2 - 1/3 1/3
Pustula 3 1 1 1 2/3 - 2/3
Carbuncle 2 1 1 - 2/2 2/2
Hidradenitis 1 1 - 1/1 1/1
Arthritis 1 1 - 1/1 1/1
Total 101 13 75 12 1 22/25 (88.0) |66/76 (86.8) |88/101 (87.1)
Table 5 Clinical efficacy of BAY o 9867
(study group committee’s assessment)
Total Clinical efficacy Effective rate (%)
Di i i i
1agnosis cases [Excellent| Good Fairly Poor | Unknown $urg1cal procedure Total
good Without With
Furuncle 19 11 2 1 5 3/3 10/11 (90.9) |13/14 (92.9)
Infected atheroma 17 8 7 1 1 - 15/17 (88.2) {15/17 (88.2)
Felon 16 11 1 2 1 1 - 12/15 (80.0) |12/15 (80.0)
Abscess 14 3 8 1 2 2/4 9/10 11/14 (78.6)
Wound infection 11 7 2 2 9/11 - 9/11 (81.8)
Phlegmon 8 2 3 2 1 1/2 4/6 5/8
Periproctal abscess 6 4 2 - 6/6 6/6
Folliculitis 3 2 1 — 2/3 2/3
Pustula 3 3 3/3 - 3/3
Carbuncle 2 2 - 2/2 2/2
Hidradenitis 1 1 - 1/1 1/1
Arthritis 1 1 — 0/1 0/1
Total 101 50 29 8 8 6 |18/23 (78.3) |61/72 (84.7) [79/95 (83.2)
‘Table 6 Clinical effect of BAY o 9867 against the poor cases treated with other antibiotics
D Clinical effic
rug for No. of cases - reacy Effective rate(%;)
pretreated Excellent Good Fairly good Poor
CEX 7 1 6 7/7
CCL 2 2 2/2
CDX 1 1 1/1
Total 10 1 9 10/10(100)
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Table 7 Clinical isolates from surgical specimens

Organisms Strain
S. aureus 36
S. epidermidis 21
S. pyogenes 3
Streptococcus 3
GPC
S. faecalis 2
Corynebacterium sp. 2
Micrococcus sp. 1
Coag. (—) streptococcus 1
Sub total 69
E. coli 6
K. pneumoniae 5
K. oxytoca 3
E. cloacae 2
P. mirabilis 2
GNB Pseudomonas sp. 2
P. ageruginosa 1
P. fluorescens 1
H. influenzae 1
A. faecalis 1
S. liquefaciens 1
Sub total 25
Anaerobe B. fragilis 2
Total 96

L, HEHE86.3%Tho7o [% L] T12HH115]A
HEL, HEFRIZI.T%TH 7 (Table 8),

Hhm BABYC & BRETTIE, HMRBAS4E|
40BNk, 7HIfERL ABTHITH Y, HERIAFG
40BASIH S L85.1% T » 720 ¥ 72 IRAKYL18HI T34
K156, WA 161, RBE2HITHH, HEFEIR166]H15
BUATE S L93.8% DA R L 70

SEER T I BRI S BV T B REE OB
S. aureus TIX27THRP21HI7H %, FH46l, TEH2HIT
&, 25B1F21BIHHE L, HEE84.0%TH -7,

S. epidermidis Tz 168k 10BIH KL, Frfk 2 61, NBH
4BITH Y, 1260P10BIATHE L, HEFE.3%TH -
7 (Table 9, 10),

4) EEH

AEZ G THONAEERIZ10ESIF 2 51 (1.98%)
Thotlo TORNRIBER 1B, LBEHMHLIGITHY,
IR DEFI S, BAETH h ARGtk +5 L %K<
WYX 5 ASTTHET & o 72 (Table 13),

5) HHMHE

FHEEICE W HESh-EREOHE R, 1015154,
JEEICHRLI06, WETH, TTI I 8B, A7 4,
O THY, 1015F86HIMHRULTH Y, FHE
1385.1% T - 72,
AERBOREIZL 2HEHEE, [Hh] Tl766
646 (84.2%) HWHERLETHY, % L] Tiz2sa
#2261 (88.0%) HHRULDBEKTH -7
EEAOABAMICE LTI, BH9BIPI166I (84.2%),
BEMBBELI7TH D146 (82.4%), EHEH166I 154
(93.8%), BE14BIFI0B (71.4%), BIEEF11HH10
Bl (90.9%), k86, APERBRECH, L5 2
B, {LIRETFRELF, {LREME R BT
100%DERERRXR LI, EDOIREIIFAF1IH
(33.3%), ERdMERRASIX 3B 26 (66.7%) DHERAE
%/~ L7 (Table 11),

6) ERIRSBERR OB

BRIk ST BERR D 5 b MIC % JllE LB - EARE 198, 9
KBThb, TORRETOEKII3. 1 wg/ml UTIZH
L7, FICTHEEDOLLEIE Y, S aureus 355K T
2, ETOEKIZL6 pg/ml LTFIZHAHL, S
epidermidis 18¥K TIE & T D#120.39 pg/ml LLTF IS, E.
coli 6 BRTIi3&Ti30.025 xg/ml LATF IS, K. pneumoniae
5B TIEETO0.05g/ml AT ICBHIE &7z (Table 12,
Fig.2~5),

V. E E 3

NEEIRIZ BT A EE L CEM - SRIRHL - SRR
PefE I LT BAY 0 9867 # x5 LBERMRET 2170
7o MREBILM, BAMNE, BH BE SIRE
Bk, ILPIRERE, REHED ) K, BEERE,
X, {bBRMETRE, B & OREMBAR KL £ 01015
BlThs,
FHEHEC & 5 ERKRADE 210160, EXHIG, A
M5B, LRHHIG, EH1FTHY, AHERE
87.1% T 720
SEBRBOEEI L 2HEMERE [H Y] T86.8%,
[ L) T88.0% L EEEEEDON LD o0 —FH
—HEEHEID L ARR W, 101615, EHS506, A
2961, *<HL8 B, Exh8H, HEWEAREEHT
Hh, AHEI.2%TH o7
NERRBOEEIZL2ENKRIE [ ] T84.7%,
[% L] T78.3% LBV DENRDENED b NI,
MEFHRETICBVT S, BMERESGERICBITA
MEOMHEKII85.1% 2R L, —HIRGERSEISERTI
93.8% DIEEERR L7z, 3 7-45BIOBRKRES & 58
XN 71988, 90BKIZOWVT O MIC DEETH, 2T
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Table 8 Bacteriological efficacy of BAY o 9867 classified by diagnosis
Total Bacteriological efficacy Eradication rate (%)
Diagnosis cases |Eradicated| Decreased | Persisted | Replaced | Unknown Surglcal procedure Total
Without With
Furuncle 19 10 1 8 1/1 9/10 10/11 (90.9)
Infected atheroma 17 8 9 — 8/8 8/8 (100)
Felon 16 12 4 - 12/12 12/12 (100)
Abscess 14 8 2 4 3/3 5/7 8/10 (80.0)
Wound infection 11 4 1 6 4/5 - 4/5
Phlegmon 8 4 1 3 1/1 3/4 4/5
Periproctal abscess 6 5 1 - 5/6 5/6
Folliculitis 3 1 2 - 0/1 0/1
Pustula 3 2 1 2/2 - 2/2
Carbuncle 2 1 1 — 1/2 1/2
Hidradenitis 1 — 1/1 1/1
Arthritis 1 1 - - -
Total 101 55 1 7 38 |11/12 (91.7) |44/51 (86.3) |55/63 (87.3)

Table 9 Bacteriological efficacy of BAY o0 9867 classified by clinical isolates

(Monomicrobial)

Organism ?t(:"ai:sf Eradicated | Decreased | Persisted | Replaced | Unknown | Eradication rate (%)
S. aureus 27 21 4 2 21/25 (84.0)
S. epidermidis 16 10 2 4 10/12 (83.3)
K. pneumoniae 4 3 1 3/ 4
E. coli 2 2 2/ 2
Pseudomonas sp. 2 1 1 1/ 1
S. pyogenes 1 1 1/ 1
K. oxytoca 1 1 1/ 1
H. influenzae 1 1 1/ 1
Total 54 40 7 7 40/47 (85.1)
DHEREIX3.13 pg/ml LT ICFRIE S h, WftERRIZ 1Bk D X 79
RO 1o 120 BTN - BB S 540 T 1) 320 R KRS AT R AL BES, D

RZED60%ix 7 K EREIZ L AREFETH Y, S. aureus
DMIC IZ2 T b 55 BERK354K120.2~1.56 ug/ml IZ&
BRASA LB R R LT L7odt o THARIRLISHER
BHER2 B,

IHODBEBIIMBOBEOMEREOKEN - SREHERR
VAT 2 — R B AR RBRBUE I B L T O 7 U
EExbhnnsses, BE FIREREDHFIHT LR
T4 CEX, CCL, CDX #EXhEBFIL0FIZx L TEBIAR
BEDBKRGREERL,

DEDOR#EL Y, BAY 0 9867 i2fE W - #RfMk g
AL, 1 BEO600 mgZ 5L W AP RERE
Megzons, $72BERICE L TORICRIEIE 2V
tEiohnn,

4)

KT L1, BAY o 9867 (Ciprofloxacin), [i]
1, 1984

FIL— - SBGE= - JIEEAE - IO Tk - i
BEF - BlfER S HEIBI B 5 Pyri-
donecarboxylic acid 58K AT—-2266 DAAEFHY
¥&t, Chemotherapy 32(S—3) : 949~954, 1984
pl—H - BEE= - TR - SRR - R
qt i AEFFRISIC B (T B # Pyridonecarboxylic
acid F5EK AT-2266 DEEKRKIHRET, Chemother-
apy 32(S-3) : 955~966, 1984

pll—# - JIAGAE - N0 L - ALK -
S TR - SR - MIEEEE - RIIEE
CAVERBRIEIZ 81F A Benzoxacin R H A B O
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Table 10 Bacteriological efficacy of BAY o 9867 classified by clinical isolates

(Polymicrobial)

Organism

No. of

cases

Eradicated

Decreased

Persisted

Replaced

Unknown

Eradication

rate (%)

S
S

. aureus
. pyogenes

2/2

S
C

. aureus
orynebacterium

2/2

S
S

. aureus
treptococcus

2/2

. aureus
. epidermidis

1/1

. aureus
. fluorescens

1/1

. aureus
. aeruginosa

|l lvmh| Tk | »nhn

Coag.(—) strept.

. aureus

coli
. oxytoca

1/1

coli
pneumoniae

1/1

mirabilis
fragilis

1/1

aureus
epidermidis
treptococcus

1/1

. faecalis
coli
cloacae

1/1

coli
cloacae
. liquefaciens

1/1

mirabilis
. faecalis
. fragilis

0/1

vimrv|omE | MEe|[vne By | x| AE

. epidermidis

E. faecalis
Micrococcus
K. oxytoca

1/1

Total

18

15

15/ 16 (93.8)
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Table 11 Clinical usefulness of BAY o 9867

Usefulness Useful rate (%)
Diagnosis Total Very Fairly Surgical procedure
cases useful Useful useful Unuseful |Unknown Without With Total
Furuncle 19 16 2 1 4/5 12/14 (85.7) |16/19 (84.2)
Infected atheroma 17 1 13 3 - 14/17 (82.4) |14/17 (82.4)
Felon 16 15 - 15/16 (93.8) [15/16 (93.8)
Abscess 14 1 9 1 3 4/4 6/10 10/14 (71.4)
Wound infection 11 2 8 10/11 - 10/11 (90.9)
Phlegmon 8 2 6 2/2 6/6 8/8
Periproctal abscess 6 2 4 - 6/6 6/6
Folliculitis 3 1 1 1 - 1/3 1/3
Pustula 3 1 1 1 2/3 - 2/3
Carbuncle 2 1 - 2/2 2/2
Hidradenitis 1 1 - 1/1 1/1
Arthritis 1 1 - 1/1 1/1
Total 101 10 76 8 7 22/25 (88.0) |64/76 (84.2) |86/101 (85.1)
Table 12 MICs of BAY o 9867 against clinical isolates (10%/ml)
Organism <0.025 |0.05| 0.1 | 0.2 {0.39]0.78|1.56|3.13|6.25|12.5| 25 50 | 100 | Total
S. aureus 14 18 2 1 35
S. epidermidis 16 2 18
S. pyogenes 2 1 3
Streptococcus 3 3
S. faecalis 1 1 2
Corynebacterium 1 1 2
Micrococcus 1 1
Coag.(—) strept. 1 1
E. coli 6 6
K. pneumoniae 5 5
K. oxytoca 3 3
E. cloacae 1 1 2
P. mirabilis 1 1 2
P. aeruginosa 1 1
P. fluorescens 1 1
H. influenzae 1 1
A. faecalis 1 1
S. liquefaciens 1 1
B. fragilis 2 2
Total 13 7 1 31 29 5 2 2 90
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CLINICAL APPLICATION OF BAY o 9867(CIPROFLOXACIN), A NEW SYNTHESIZED
ANTIBACTERIAL AGENT OF PYRIDONE CARBOXYLIC ACID DERIVATIVE,
TO THE INFECTIOUS DISEASES OF SKIN, SOFT TISSUE AND JOINT.

IssEl NAKAYAMA
The Third Department of Surgery, Nihon University School of Medicine

Yozo AKIEDA
Department of Surgery, Akieda Hospital

TETSUYA WATANABE
Department of Surgery, Itabashi Chuo Sogo Hospital

TosHIAKI SUZUKI

Department of Surgery, Kanamemachi Hospital

KaNj ITokAWA
Department of Surgery, Seya Chuo Hospital

Clinical investigation of BAY o 9867 (Ciprofloxacin), a new antibacterial agent of pyridone carboxylic acid derivative,
was performed in 101 patients with the skin infection, soft tissue infection or joint infection. The objective diseases
were furuncle, infected atheroma, felon, abscess, wound infection, phlegmon, periproctal abscess, folliculitis, pustule, car-
buncle hidradenitis suppurative and pyogenic arthritis. BAY o 9867 was orally administered mainly in the daily dose of
200mg t. i. d. for 3~ 13 days.

The clinical effectiveness assessed by the physicians in charge was “excellent” in 13 patients, “good” in 75, “fairly
good” in12 and “poor” in 1, out of 101 patients, leading to 87.1% of effectiveness rate. On the other hand, the clinical
effectiveness according to the unified assessment standards in this study group, was “excellent” in 50 patients, “good” in
29, “fairly good” in 8, “poor” in 8 and “not assessible” in 6 out of 101 patients, leading to 84.2% effective rate.

The bacteriological investigation revealed that eradication rate was 85.1% in 54 patients with simple infection,
whereas it was 93.2% in 18 patients with mixed infection. MIC measurement against 90 strains of 19 species clinically
isolated from those patients revealed that all strains were completely inhibited with the concentration of 3.13 xg/ml or
less, showing no strain resistant to the drug.

The clinical effectiveness in 10 patients who had not responded well to previous antibacterial drugs such as CEX,
CCL, CDX, was “effective” or “excellent” in all cases.

As to the adverse reaction, nausea and epigastric pain were noticed in only 2 patients, suggesting no special problems

in the drug safety.



