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Fig. 1. Chemical structure of ciprofloxacin (CPFX).
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Table 1. Collaborating institutions

Department of Internal Medicine, Sapporo General Hospital of Japanese National Railways
(JR Sapporo Hospital)

Department of Internal Medicine, Hokushin Hospital (Department of Internal Medicine,
Sapporo Social Insurance General Hospital)

Department of Respiratory Diseases, Sapporo General Hospital of Japanese National Railways
(JR Sapporo Hospital)

Department of Internal Medicine, Research Institute for Chest Diseases and Cancer, Tohoku
University (Institute of Development, Aging and Cancer, Tohoku University)

Department of Respiratory Diseases, Iwaki Kyoritsu General Hospital

The First Department of Internal Medicine, Kyorin University School of Medicine

Department of Respiratory Diseases, Toranomon Hospital

The Second Department of Internal Medicine, The Jikei University School of Medicine

The Institute of Medical Science, The University of Tokyo

Department of Respiratory Diseases, Kanagawa Prefectural Nagahama Hospital
(Department of Respiratory Diseases, Kanagawa Prefectural Cardiovascular and
Respiratory Disease Center)

Department of Internal Medicine, Toyama Central Prefectural Hospital

Department of Internal Medicine, Nagoya-Shi Koseiin Geriatric Hospital

Department of Internal Medicine, Tane General Hospital

Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School

The First Department of Internal Medicine, Faculty of Medicine, Kyushu University

The Second Department of Internal Medicine, Nagasaki University School of Medicine

Department of Internal Medicine, Sasebo Municipal General Hospital

Department of Internal Medicine, Nagasaki Municipal Hospital

Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University

The Second Department of Internal Medicine, Oita Medical University

The First Department of Internal Medicine, Faculty of Medicine, University of Ryukyus

Department of Urology, Sapporo Medical College

Department of Urology, Akita University School of Medicine

Department of Urology, The Jikei University School of Medicine

Department of Urology, School of Medicine, Tokai University

Department of Urology, Hiratsuka Municipal Hospital

Department of Urology, School of Medicine, Gifu University

Department of Urology, Fukui Medical School

Department of Urology, School of Medicine, Kanazawa University

Department of Urology, Kobe University School of Medicine

Mita Terasoma Urological Clinic

Department of Urology, Okayama University Medical School

Department of Urology, Okayama City Hospital

Department of Urology, Hiroshima University, School of Medicine

Department of Urology, School of Medicine, The University of Tokushima

Department of Urology, Kochi Medical School

Department of Urology, Faculty of Medicine, Kyushu University

Department of Urology, Kitakyushu City Wakamatsu Hospital

Department of Urology, Kurume University School of Medicine

Department of Urology, Shakai-Hoken Kurume Daiichi Hospital

Department of Urology, Faculty of Medicine, Kagoshima University

Department of Surgery, Keio University School of Medicine

First Department of Surgery, Nagoya City University School of Medicine

Department of Surgery, Tokai Teishin Hospital (NTT Tokai General Hospital)

Second Department of Surgery, Osaka City University Medical School

Department of Surgery, Fujiidera City Hospital

Department of Surgery, Momoyama Municipal Hospital of Osaka City

Department of Surgery, Osaka Municipal Sirokita Citizen’s Hospital

Department of Surgery, Higashisumiyoshi Morimoto Hospital

Department of Surgery, Haruki Hospital

First Department of Surgery, Faculty of Medicine, Kyushu University

First Department of Surgery, School of Medicine, Fukuoka University

Department of Obstetrics and Gynecology, Koto Hospital

Department of Obstetrics and Gynecology, Kyoto Prefectural University Medical School
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Table 2. Background data of patients assessed for clinical efficacy

Item Total (%)
male 40 (57.1)
Sex
female 30 (42.9)
19 1(14)
20-29 1( 1.4)
30-39 6 ( 8.6)
40-49 3 (4.3)
Age (years) 50-59 11 (15.7)
60-69 22 (31.4)
70-79 18 (25.7)
80-87 8 (11.4)
Sepsis 3 ( 4.3)
Respiratory tract infections 22 (31.4)
Chronic respiratory tract infections 13 (18.6)
Pneumonia, lung abscess 8 (11.4)
Empyema 1( 14
Urinary tract infections 24 (34.3)
. . Complicated urinary tract infections 20 (28.6)
Diagnosis
Others 4 ( 5.7)
Surgical infections 15 (21.4)
Biliary tract infections 6 ( 8.6)
Intraabdominal infections 5(171)
Postoperative wound infections 2 ( 29)
Others 2 (2.9)
Gynecological infections 6 ( 8.6)
mild 5 (17.1)
) moderate 22 (31.4)
Severity severe 21 (30.0)
unknown (in case of UTIs) 22 (31.4)
no 12 (17.1)
yes 58 (82.9)
Underlying disease mild 2 (34)
moderate 17 (29.3)
severe 19 (32.8)
unknown (in case of UTIs) 20 (34.5)
Preadministered with no 38 (54.3)
antibiotics yes 32 (45.7)
100x1 1(14)
100x2 36 (51.4)
Daily dose (me) 200 %2 30 (42.9)
changed 3 (43)°
3- 4 2 ( 29)
5 28 (40.0)
Duration (days) 6- 7 14 (20.0)
8-14 22 (31.4)
15-30 4 (57

*100 mgx 2 X 5 days and 200 mgx 2 x 8 days
100 mgx 2 % 7 days and 200 mgx 2 X 3 days
200 mgx 2 x 6 days and 100 mg* 2 X 2 days

Ik (4] 13328 (45.7%) Thol. 1 HixE5R
(&, 100 mg #5451 B (1.4 %), 200 mg (5 2) &
5% 36 B (51.4 %), 400 mg (% 2) #5730 Bl
(42.9 %) T, 200 mg (5% 2) 5 400 mg (5 2) 2
BESN-FEBD 2 B, ZOWHH 1 Bldo7. &5H

M, 5 HRA% 28 # (40.0 %), 6~7 HRA 14
(20.0 %), 8~14 HRA* 22 # (31.4 %), 15 HELL
EA 4B (5.7 %) Hotlo MEZKGHMIE 200 mg
(43 2) 57T 15 HE, 400 mg (5 2) %5 T 30 HFH
Tho7
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—‘ No. of patients evaluated for clinical efficacy: 70 l
Reasons for exclusion and drop-out from evaluation
+ Concomitant use of antibiotics 2 patients
- Serious underlying condition 2 patients
+ Discontinuation due to adverse reactions 2 patients
- Discontinuation due to reports of serious adverse events 1 patient
No. of patients from other institutions
enrolled: 77 [ |
_( No. of patients evaluated for safety: 75
Reasons for exclusion from evaluation
« Serious underlying condition 2 patients
—*{ No. of patients evaluated for usefulness: 72 |
Fig. 2. Number of patients evaluated.
2. BRIRZHE IREMEEER, t7220% 471 % (817 #), <

KBREERR R % Table 3 IZRT., &KBTI, ¥
% 13 B, Hxh 28 B, RAH%) 13 B, #EX) 16 HIT,
BE (ARLULE) 586 %Thol. REBHNARE
X, MR RIE 59.1 % (13/22 1), REGRYE
50.0 % (12/24 #l), A FHERRIE 73.3 % (11/15 #l) T
HY, ERARBIIETIZ 6 Bt 2 FIBAERULETD
o720 FRHEBRTIE, BYMFERGE 61.5 % (8/13
Bl), HHMRBEERE 40.0 % (8/20 Bl) OFEHMET
HY, Mgk WILBRETIZ 8 #ith 4 BIAER), MBEZRYE
FETIZ 6 Blrh 4 BIARILAE, BERERERSSETIX 5 Bl
4 BIDEMULETH - 720

1 BS5EMCABE, 1 H 200 mg 5T 528 %
(19/36 #1), 400 mg 5T 66.7 % (20/30 Bl) TH -
7z (Table 4),

HuA BN B H R I 50.0 % (16/32 ) T,

=Y R 4BP 2BAEHULE, ZFofh 4 Fidh 3 HE
MUk, 2K LG 6 Bl 3 BIFRTH 572 (Table
5)o

BHEPE R B R YE R 20 B1D 5 B, UTI HRhaFMli R
N RBNL 14 BITH Y, REEICEYHESIILR
AERHEE, EX 1B, %5 6, EHSHT K
BHERE 429 % (6/14 Bl) ThHoteo hT—7 VHEY
BTIXEME 60.0% 6/10 Hl) THY, »7—FVE
B4 BITEHEZTH 72 (Table 6)o

3. MIBZEMER

BERNCTBSh - BREDOHEEZ Table 7 1277,
7o ukEMHE 16 B, 75 ABHHE 66 BRDE 82 HA
SEEXh, BHEARIZIhZN 56.3 % (9/16 #%),
74.2 % (49/66 #) T, EHROHHEELEEIX 70.7 %
(58/82 #k) Th o7 HADOREENIIABZE, VT

Table 3. Clinical efficacy classified by diagnosis

Clinical efficacy
Diagnosis No. of patients Efficacy rate* (%)
excellent good fair poor

Sepsis 3 1 2 3/ 3
Respiratory tract infections 22 1 12 5 4 13/22 (59.1)
Chronic respiratory tract infections 13 1 7 4 8/13 (61.5)

Pneumonia, lung abscess 8 4 4 4/ 8

Empyema 1 1/ 1
Urinary tract infections 24 7 5 4 8 12/24 (50.0)
Complicated urinary tract infections 20 6 2 4 8 8/20 (40.0)

Others 4 1 3 4/ 4
Surgical infections 15 3 8 1 3 11/15 (73.3)

Biliary tract infections 6 2 2 2 4/ 6

Intraabdominal infections 5 1 3 1 4/ 5

Postoperative wound infections 2 1 1 1/ 2

Others 2 2 2/ 2

Gynecological infections 6 1 1 3 1 2/ 6
Total 70 13 28 13 16 41/70 (58.6)

* (excellent + good) /no. of patients
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Table 4. Clinical efficacy classified by daily dose

Clinical efficacy .
Diagnosis Daily dose No. of patients Efficacy rate
excellent good fair poor (%)

Sepsis 400 mg 3 1 2 3/ 3
200 mg 5 2 3 2/ 5

Respiratory tract infections 400 mg 15 1 8 2 4 9/15 (60.0)
changed 2 2 2/ 2
100 mg 1 1 0/ 1

Urinary tract infections 200 mg 16 5 3 1 7 8/16 (50.0)
400 mg 7 2 2 2 1 4/ 7
200 mg 9 1 6 1 1 779
Surgical infections 400 mg 5 2 2 1 4/ 5
changed 1 1 0/ 1
Gynecological infections 200 mg 6 1 1 3 1 2/ 6
100 mg 1 1 0/ 1

200 mg 36 7 12 8 9 19/36 (52.8)

Total

400 mg 30 6 14 4 6 20/30 (66.7)

changed 3 2 1 2/ 3

* (excellent +good) /no. of patients

Table 5. Clinical efficacy in patients who did not respond to preadministered with antibiotics

Preadministered with No. of Clinical efficacy Efficacy rate*
antibiotics patients excellent good fair poor (%)
Penicillins 4 1 1 1 1 2/ 4
Cephems 17 2 6 5 4 8/17 (47.1)
Quinolone 1 1 0/ 1
Others 4 1 2 1 3/ 4
Two antibiotics or more 6 3 3 3/ 6
Total 32 4 12 7 9 16/32 (50.0)

* (excellent + good) /no. of patients

Table 6. Overall clinical efficacy in complicated urinary tract infections according to UTI criteria

UTI group No. of patients Clinical efficacy Overall efﬂéacy rate*
(% of total) excellent | moderate poor (%)
group 1 (indwelling catheter) 2 (14.3) 2 0/ 2
Monomicrobial group 2 (post prostatectomy) 1( 71) 1 1/1
infection group 3 (upper UTI) 2 (14.3) 1 1 2/ 2
group 4 (lower UTI) 4 ( 28.6) 2 2 2/ 4
subtotal 9 ( 64.3) 1 4 4 5/ 9
Polymicrobial group 5 (indwelling catheter) 2 (14.3) 2 0/ 2
infection group 6 (no indwelling catheter) 3 (214) 1 2 1/ 3
subtotal 5 ( 35.7) 1 4 15
Total | 14 (100) 1 5 8 6/14 (42.9)

* (excellent+ moderate)/no. of patients

ABHR DK X Staphylococcus aureus BETY  881% (37/424k) ThHo7,

Enterococcus faecalis T, Z#hZHh 7tk 2 ¢k, 6 # 4. =&Y

o5 BAEE L. 75 LMK T Pseudomonas AT o RBNT R 29 B, WK &R HUR
aeruginosa % &t 7 N MERREE Y 5 ABURED 24 24 PFIB L USRI 22 BIOGET T5 FITH - 720
BEMU3 &b, HHEEIE 500 % (12124 ) T 1) BIfEM

Hotre ZRUND Y T 2ARMREORBERIIEHRT REEAEGCRRT A EE 2 oNRAERIE 5 6
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(6.7 %) = 12 8 507z (Table 8), EELEIEH
ELTHR - Y3y Z7ER B ¥a v 7ERS
% 1BICEDONT, oM, FEHEBMOMER - B
A h@H-BFE-BELE, BR - HE, WHBEM
& (W) & 1PIThHo7ze P a v 7ERDPEDLR
2 BIDREM & LLT ISR L 7

JEB 1 (T. K., 30 &K, B): P. aeruginosa 2L 5

o

CEAMAMAEXIRDODH DD L 12, cefmetazole
(CMZ) 3 XU netilmicin (NTL) (Z THHEFEL L 724t
RERBOI2% CMZ %% 1k L, piperacillin (PIPC)
BLXONTL IZEE L. LALERES, BIRF+50
7z@, CPFX %200, 1 H 2 BoE (1K) #pHg
L7zo AEZEHG 6 HE X ) AERGHICBEDR
RUIFBRBLT722%, RERTHICHETS-04K

Table 7. Bacteriological response classified by causative organisms

. Eradication rate*
Organism No. of strains | eradicated | persistent (%)
S. aureus 7 2 5 2/ 7
S. epidermidis 1 1 /1
GPB S. mitis 1 1 1/1
E. faecalis 6 5 1 5/ 6
C. pseudodiphtericum 1 1 0/ 1
subtotal 16 9 7 9/16 (56.3)
M. catarrhalis 2 2 2/ 2
E. coli 7 5 2 5/ 7
Citrobacter 3 3 3/ 3
Klebsiella 9 7 2 779
Enterobacter 5 4 1 4/ 5
S. marcescens 4 4 4/ 4
GNB | Proteus 3 3 3/ 3
M. morganii 2 2 2/ 2
P. rettgeri 1 1 1/1
P. aeruginosa 16 7 9 7/16 (43.8)
GNF-GNR 8 5 3 5/ 8
H. influenzae 4 4 4/ 4
Bacteroides 2 2 2/ 2
subtotal 66 49 17 49/66 (74.2)
Total 82 58 24 58/82 (70.7)
*eradicated/no. of strains
GPB: gram-positive bacteria, GNB: gram-negative bacteria
GNF-GNR: glucose-nonfermentative gram-negative rods
Table 8. Adverse reactions
Department Daily dose
Total
I M. urology | surgery | 100mg | 200 mg | 400 mg | changed
Total no. of patients evaluated for safety 75 29 24 22 1 37 33 4
No. of patients with adverse reactions 5 5 0 0 0 2 2 1
(%) (6.7) | (17.2) (0) (0) (5.4) (6.1)
Nausea 1 1 1
Heartburn 1 1 1
Convulsions 1 1 1
Headache 1 1 1
Redness 1 1 1
Itching 1 1 1
Shock 2 2 2
Palpitation 1 1 1
Chest distress 1 1 1
Chest pain 1 1 1
Vascular pain 1 1 1
Total no. of adverse reactions 12 12 0 0 0 6 4 2

I.M.: internal medicine
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EICEDHBMEMBEL Tz, 9 HE (17 BB D#%S
B, #1915 7, FUEBIETHE 30 BLANICR S AR,
EXR, WARREXHE, K@EESCHhEsh:,
BRI T AL VICAT &SR, M4 LISTEMRINLE,
MR EEE, ROMAOALTE R, BERAICTEE
&F, F7/—¥HHE, /AT FLFY L, TFLF
) yORGIZTMEREH. FAFICARENEEL, AL
MR xR, F—/S3 Y 20 y/ke/sr, N4 Foa—py
1g#5, acidosis fMIED7-DEERS, 13 B 30 41
WHRE, 20 BRICEAREORS 2L L, UREIE
FERBICEL, FFHELLTER LY 75 0—0,
YIRS FF—E, a7 FAPEEIh T, &
E5d L%, PIPC BX U NTL O H %17 - 7225,
3 H#%®D 7 H 26 HIZREMHBAL/-DOT, PIPC %2
ELESBEEELZ. 7 B 29 BIZ NTL I2h1X aztre-
onam (AZT) %##% 5L, 8 A 1 BICRBHHMEAL,
NTL B X U AZT ZHIEERESIZHE L2 8 B4 B &
D NTL ZHHL, 8 A 8 HX W RESEAMHBEL, NTL
ZHik L7, CMZ, PIPC, AZT, NTL IZ& 2 R&EHS
HHEILDPOLBEIBILZEYT LA —24ALRT
WEREKREZERIS, SEOY 3 v sEREIEAELD
MENHAOLTHLLEZ NI,

fEF 2 (T. 1., 68 1%, 3B): £ 2 » H i &EHEF#.
TO®RRE - BEEKRL, M- MERRBE, BEHD
&Y P. aeruginosa, Xanthomonas maltophilia, S.
aureus DSBS N Tw/z, Ceftazidime (CAZ) B &
U amikacin (AMK) (2T 11 HRE#E#E (oM, EL
PN 2 HEIT L, MBICH=—2—LEEA) LN
RITEL L/, CPFX i£ 200, 1 H 2 H®HH
(1.5~2 K¢f) ZBAMEL7z. 3 MHOSEE, riEkG
1 REEICH T EFRREEH Y, KT 4a~5 B
DORRMEENEEL, ROTMEKT, FEREILE,
TREBICALR, Ly H—Y & T, LAEL—

Y- EE LHBUBLEBL A E L, HKBIC
TRE  GHEIRSHORETLNALNT, KK
BEHOBREELLTCTRFF—¥ 6 HH, 2N
BeA T — T 2,000 mg/ B AN M 3 P if 7L ¢ B AE
BERO-OFHINh TV, XBEBAVEELKRET
HDN, —IAEEFPIIRELE-BRTHY, KE
LOMEIIZHHY LEZ ORI,

2) BRBREMRE

HEEA L ORRBBEPEDLDN L BERREBORE
ZEE, 13 61 (17.6 %) 12 27 hEH S 7z (Table 9)o
GOT, GPT Y DONEFEMEDO LAY 9 # (12.2 %)
EbotbE L, TOMEFHBREE L EAMRBKRICE
FAEHH 3B, RFvovy ) -5 0RE 1 HT
otz WEEEOEAZRSENIIASL, 1 H 200
mg $5 Tl 36 B 3 B1 (8.3 %) 12, 400 mg 5T
1338 66 (182%) IZEDSNT,

3) Yav ZREBEHM (T. K) OmiEREENKRE

Yav 7 RBER (T. K) oY avy 7 RBRABABE
U 43 BRAKOME AV RIE2 R 2 EKXE K
FEERREZHE (BM BHEE) CTEBL
WEELT, RV ) ryay 7BAEREOMBSL X
O CPFX 0% I HHERABOERE 5 RBIZSML
TRERANS FORFIMIEZ AL 72

(1) Invitro \Z B} 3 futhigtE D ¥k

Bovine serum albumin (BSA, > 7 <) ¢ DS
WORLLZEFNZN 4 EO CPFX % 52 PIPC @
P (CPFX-BSA B & 0 PIPC-BSA) #H\T, Mi&
H0 1gGi-s, IgM, IgA B LU IgE HifkOiEM 2 H%
L7 $§%bbH, CPFX, PIPC OEE% 2 mg/ml {2
LT, BSADRER 10%, 1%, 0.1%, 0.01 %I\2%
ATRAEL, 24 BEKBE®R) v EBEHREK (PBS)
TENL7ZDOEZNREFRE V. ZhODHETE
NZMN 0.1 mg/ml DHFERET 96 KD ELISA i7 L

Table 9. Abnormal laboratory findings

Department Daily dose
Total
I M. urology | surgery | 100mg | 200 mg | 400 mg | changed
Total no. of patients evaluated 74 28 24 22 1 36 33 4
No. of patients with abnormal findings 13 4 4 5 0 6 7 0
(incidence %) (17.6) | (14.3) (16.7) (22.7) (16.7) (21.2)

Eosinophil t 2 1 1 1
Neutrophil t 1 1 1
Basophil 1 1 1 1
GOT t 7 3 2 2 3 4
GPTt 6 3 2 1 3 3
y -GTP t 3 2 1 3
ALPt 3 1 2 1 2
LDH t 3 1 2 1 2
Urobilinogen 1 1 1 1
No. of abnormal findings 27 9 7 11 0 11 16 | 0

1. M.: internal medicine
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—F (A2url, ¥4F57 v 7HB) 2a— Mg,
AT 4 T ATEHEY, 110 20BEARL - &%
ERMiE % 1 BERIRUG SEHEEHEL, VA F T ¥ —
YEEEL-EEE ) 70—tk (1 1gGs, IgG,
IgM, IgE/X < 48R, #l IgGy, IgGe, IgA/~ A W R
#) 1ug/ml % 30 SIS S EHEHE, ELISAY —¥
—THIE L7,

1 %iBED BSA LiRE S N7z CPFX-BSA XU
PIPC-BSA W=z R LA (Fig. 3)o Ya v’
RBERO Y 3 v 7BRBABHB LV 43 HEBHOMF
Tl&, CPFX-BSA, PIPC-BSA & 12, IgG IZET %
REDAPHMBE LB OB SNz, T4 b b AHEH M
HFHIZIE, CPFX EHMCAS 20BN TS TIC
CPFX ® PIPC ( RXRIbERTHAESHFLELIZZ L
PR Eshi, ¥, BREXZONHFZZRETN
=¥V rvayv s oBRERHY, D CPFX o5 %
S0 VEEMEFICBVTY, CPFX & PIPC
EDIIRIET % 1gGr TIPS S 2 LAHBL 72,
TF715F 3 —DEHRTHS IgG BL U IgE Ot
WD ShAEhot, £72, ZOMD IgG,, 1gGs, IgM

Wit

BIU IgA HikOiEHED
#5),

(2) In vivo 2 X 2HKEROBRE (ZBIEZHE T+
1 9% ¥ — RS RER)

IgE MREHRZ S S ICHRBICBRBT 2720, A=/
AFN 2 ROMEEE AT, Yav 7 RBEMS
TRV U Vay 7R EOMER 1:1 Ly
MARLUCRMEL, 24 Rk CPFX-BSA % RATici
SLTZBEETF715F%F— (PCA) RIbDER
ZRATZ, TOHKR, WTholiELd 1:1 OFRE
RTH PCA BHRBZZEDOhedh o7z, &b, Bt
e LTHW bOH Y = IgE HA T 1:1,000
%% T PCA BRI ZRL7,

BT, ENVEY FOEAEZHW PCA RIGRERT
X, HHEMmEEHRERMEL 6 FEM#%IC CPFX-BSA
7 5 U PIPC-BSA BEX U TNV ATV —%BELT
PCA b2 ERR L7228, ¥ XTEERIGERLY,

5. EARE

AR B ST T B, IRHEIR 27 B, WRER
23 BB L OHBHEIR 22 IO 12 I TH o720 2D

RO OLheh o7z (RBRER

a) CPFX-BSA
1) 1gG, 2)1gG. 3 IgE
0.5 0.5 4 0.5 *
> o—=a lot J-1
b o—olot 1
» o——e ot ?
g a4—a4 ot 71
o A—a ot 12
o 0.25 0.25- 0.25
M
o
Q.
S
1710 1/20 1740 1/80 1/160 1710 1720 1740 1710 1/20 1/40
Dilution Dilution Dilution
b) PIPC-BSA
1gG, 219G, IgE
0.5 4 0.5
w 1 *
> 0——a ot J-1
b O0—0lot 1
« o——a ot 2
g a—alot Tl
< &—a4 ot 72
~ 0.254 0.25 0.25-
«
(3]
Eal
Es)
(=%
o
—— ==
1710 1/20 1740 1/80 1/160 1710 1/20 1/40 1710 1720 1/40
Dilution Dilution Dilution
lot J-1 . Serum from a patient with Penicillin shock history
lot 1 : Serum from patient(T.K.) obtained the day after shock
lot 2 Serum from patient(T.K.) obtained 43 days after shock

lots 71 and 72
b.i.d. for 7 days

Sera from healthy volunteers obtained after administration of CPFX 200 mg

Fig. 3. Antibody activities against ciprofloxacin (CPFX)-BSA and piperacillin

(PIPC)-BSA.
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Table 10. Usefulness
Usefulness
Diagnosis No. of lichtl . K Usefulness rate*
patients very useful shghtly minimally useless mt‘ieter- (%)
useful useful useful minate
Sepsis 3 2 1 3/ 3
Respiratory tract infections 24 1 10 4 6 1 2 11/22 (50.0)
Urinary tract infections 24 8 6 2 8 14/24 (58.3)
Surgical infections 15 3 6 3 3 9/15 (60.0)
Gynecological infections 6 1 4 1 Ve
Total 72 15 23 13 18 1 2 38/70 (54.3)

* (very useful + useful)/ (no. of patients — indeterminate)

b, BIEAO-ddIE L7 2 i3, FTHRECIVHAE
Ryl shiz, 2FTOEKRAEREIX, FEFICH
R 156, R 236, 59 13 #1, TG 18 #, 3k
B 1L BT, FHF (WREMUL) & 543 %
(38/70 B1) THolzo KBRHNIIAD L, HHIERY:
FEA50.0 % (1122 Bl), REZREGLAED 58.83 % (14/24
#l), SEHRSAEDT 60.0 % (9/15 Bl) OEHET, ¥
BARRIGETIE 6 BIdh 1 BIASEEICHRETH - 72
B fEAE B Tid, 3 Bl bR ETH -7z (Table
10),
I = =

4mE, RIS IHEBRAR ORELEE 2, AR,
WRHR, SABB L UERARBRBOPEE LR
PHE\ZHF 5 ciprofloxacin (CPFX) ViSO ARIMES
JUOREHRZRIATE7:0, LHBIRIICLLEHUE
IHBERRBR LB L (1987 £ 5 A)o L2 L,
19874 7T BICEBLRBWER L LTy a v 7ERY 241
CHEShAZENS, ARBRIZL W H R T 1987 4F
12 Adlr s 7z, hiE TICER S 5ER KX
77 BT, 209 HLAMEFMES R 70 FITH 72,
BBYSE L DV BBITORITIED - 7oA, BRIR
TOHERERIZ, MPREEYEIE 59.1 %, REEERIE 50.0
%, NRFEIBRREIE 61.9 % Th -7z, 1 BHESEHIC
A5, 1 H 200mg %5 Tid 52.8%, 400 mg &x5T
12 66.7 %L, HhsHERAEICHLT1H 400 mg BLE
DBEEHFRELTVWDLEEZ bR, iz, MAIEZE
IR B2 AEEIZ 500 % (16/32 H)) ThHho72,

RV R BT HR IR 29 B, WIRGH 24 B
BLONBHER 22 BIOE 75 BITH o 720 REBRIFEHIX
SCRET L E2oNLBIERIE, BRT - Y ay
7R, W - 3y ZER, EHBEOMER - R
F-r0Ah - BE - WELS, BR - BE, BEHEM
B (W) & 18058 (6.7%) Tholo

Yav s RBEFMDS L 1 B, P. aeruginosa I
E20F AMNMAE XL DIER T, CPFX iE 200 O
1 H 2 EAE#ERSTbh, 17 EEB (9 HE) O
BEBBERICY 3 v ZERBRI L5, ALK

BIUOREEL POBSIZEIVEERRBIZELL, K
FEFIIARBEAC L 2HEBOBBICERA SN HRE
#® CMZ, PIPC, AZT BX U NTL §XTIZHLTDH
REVED LN TV,

KEFADY 3 v 7HRBABAB XU 43 HEBHZOMIE
FRHOWTRIEELNRE 2 ER L7z In vitro TOIMHKIE
HoKETIE, CPFX BX U PIPC iR L b iZiER %
RIHMED IgG PRI NIZORT, TF+74 7
$Y—OERTHD IgG BLU IgE (WBT HAKIIR
HEahTB6¥, IR7TLAVXF—25RBRTEMRIZE
DN h olze BEFIZMS DOLRTICZT 2 HE
X VHRICRMESRTEY, MiEHD IgG ICRT
PHBEHPESMERE RIS ERT I EHHL 7.
LA L7225, AmiE%xH\w7: PCA RSAERTIZBEHE
KisizZH5hd, ChIEREORPHMED-DITE
FEORRILTCIRHE e -7-b DL HEESI N,
JTE, & b IgG DHEIZ~T X PIREZ IR X  BRAE
LER% I VHEBABRSHIRTILIZAOATY Y,
L7225 T, REFDY 3 v 7 BREAVPTRTRIS
FETS IgG R 2D MET A LIZHEET
HHEZ NS, MOFREZWEBFEDRESHEESLT
Wi EBEZ LN,

> 1 BUiE, P. aeruginosa, X. maltophilia B X
U S. aureus X Bk - MBROEHTH Y, CPFX
¥ 200, 1 H 2 Bix5» BB SNz, 3 BE O HHS
¥ 1 BREBICEREES 3y 7RESREL, HA
MBIZH»2bOTRELL, HROER, BERK
BICHITS MR EEEILER B L 20 %O M HR
RABIIBIIRELEVHRASI N, T2, KRR
AN X B b, PURME M PO I B R M A oD 7
BT ERFF—EBLUA Y NVEBEAXREY— M HHEHE
NTBY, REFNIIEYSE, ABKBEL HICEEMAL
EroNl, P2LERIOLAT, REEFR L OB
HAHBICERT A EIEITELRVA, RELFPIC
RELTVBRIENS, ARIZIDVFRSALDBDOL
HIWT L 720

R MEREICOWTIX, 74 Bk 13 B (17.6 %)
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WKBD SN, GOT, GPT 2 EDHEEREDN LA 9
Bl (122 %) EBERICEDOLN, 2 1 H 400 mg %
5RFITORBEE X 18.2 % (6/33 #) & 200 mg #%
50 83 % (3/36 Bl) \CHLENo72 ZOMORE
ZE LTI, HRIRHLSLLEOAMKRBRIIBITILE
A3 6, RFEyoE) )45 OREN 1 HTH-
PA

Ciprofloxacin O % 1 HEKARL L 05 E O
BRRBICIB I 2RSERNZELET, FEOREN
WCDOWTHRE L7z, RIxGEMIE 225 FITHY, £
D9 HREVE M RAEEIL 220 FITH - 72 FE
WCRERATSEEZONEIERI 22 #] (10.0 %) <
35 RO ON, TOWRIZ, BE, KBLEOHBK
FERAD Ot (4.1 %), HALBERD 7 # (3.2 %), M
B, BIRR L L OEFERMORITERY 7 4% (3.2 %),
T 1 2 ECRBERE 6 27 %) RETH-7
Vayv 7 RBARSHOBRABR TR LN 2 FITH
27, 1 BESENORIERARERAE LA S L, 1 H 200
mg &ZEEFITIX 5.9 % (6/101 ) THo7zDZxtlL
T, 400 mg Z5ERTIX 13.6 % (15/110 Bl) L 13i%
2 HEEVRRAXTH 720 BRREMBOREEB IOV
Ti, 216 Btk 29 B (13.4 %) 2 50 fED SNz,
FFEEEEO LA 15 HIT 31 HEAEMEEDTW
ROTHBHREEE T HTHo72o BICHBEZEEO L
ABED SN 15 FIZOWT, #0 1 BESRNOR
BExA5L, 1 H200mg#%57T50% (5100 #),
400 mg %5 T 9.3 % (10/108 #) LBIER L FAIRKICE
HETORRENEN 72, CPFX &, ¥ TIIHOXE
ELTERBRIEICH L TRVWASE L REE R
EhTBY, AFIBITHEOFE (FIT 1 H 400 mg~
600 mg) 2 & Y HEEIITbNI 2,575 BITORIERSB
JUBKBEBEREOREARIE, #hFh 3.0 % B&
O3.7% TholzVe BIE - PHEERBFICBIT 20K
TORBEEBELBIITE LW, PEEMULONSK

ARBETHON-EEREOE I HERABRRETY,
BIEAB L UOBRREBREORBBEN %1 EL
AT EHRBEENT,

U EDOBRER S, CPFX HHE X, PEEULDE
HRYSEICH LT, 1 H 400 mg YA L5 THE#H
Hrsh 2, ABER, MBERLZEORERLS
CUHBEEOLALZEORANBRESNE =D, &
BOBEBIPLBELSNIBEREIIHRERELTH
BICERABEZEBL TIHRNETHELEEL S, L
L, BELRERELTY 3 v Z7REN 2 iz
LR ENS, URABORRBRIED ShTVRK
Xk TOBKABRRBLRITL, SHICREAEOHREY
REMOBMEREDDEET, AFICBITLBERR
BIZEVDHITHHTRETHELHMSh, 1987 &
12 A#lr s hiz,

X 13
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Phase II'b study of injectable ciprofloxacin

Hiroyuki Kobayashi”, Kohei Hara”, Joichi Kumazawa® and Katsuji Sakai¥

" The First Department of Internal Medicine, School of Medicine, Kyorin University, 6-20-2,
Shinkawa, Mitaka, Tokyo 181, Japan

» The Second Department of Internal Medicine, School of Medicine, Nagasaki University

 Department of Urology, Faculty of Medicine, Kyushu University

“ The Second Department of Surgery, Osaka City University Medical School

The efficacy and safety of injectable ciprofloxacin (CPFX), a pyridonecarboxylic acid derivative,
were investigated in patients with moderate to severe infections in the fields of internal
medicine, urology and surgery. Patients received 100 or 200 mg twice a day intravenously for 5
to 14 days in this study. The following results were obtained:

1) Out of the 77 cases enrolled, 70 were evaluated for efficacy and 75 for safety.

2) The clinical efficacy rate was 59.1% (13/22 cases) for respiratory tract infections, 50.0%
(12/24) for urinary tract infections and 61.9% (13/21) for infections in the surgery field. In poor
responders to preadministered with antibiotics, the clinical efficacy was 50.0% (16/32). The clini-
cal efficacy classified by daily dose was 52.8% (19/36) in the 200 mg dosing group and 66.7%
(20/30) in the 400 mg dosing group.

3) The elimination rete of causative organisms was 70.7% (58/82 strains) in total, in terms of
bacteriological efficacy, being 56.3% (9/16) for gram-positive bacteria and 74.2% (49/66) for
gram-negative bacteria.

4) Adverse reactions were noted in 5 cases (6.7%) with 12 events: 1 case each of heartburn -
shock, convulsions * shock, vascular pain - redness - itching - palpitation - chest distress,
nausea-headache and chest pain. Abnormal laboratory findings were noted in 13 cases (17.6%)
with 27 events: 9 events of elevated liver enzymes, 2 of eosinophilia.

These results suggest that injectable CPFX can be expected to show efficacy in various moder-
ate to severe infections with a daily dose of 400 mg. Considering the 2 shock cases noted as a
serious adverse reaction, however, it was concluded that further investigation should be suspend-
ed in Japan until international evaluation of injectable CPFX is achieved.



