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Y KU ANEVBRILEE ciprofloxacin (CPFX) VEHERIZ X 2 HEEL L ONREERES L O
PR R SN T 288 B L UOREMIIOVWTRET L7z, #5812 1 H 200 mg (4 2) %7-
1 400 mg (4 2) % 3~14 HREAWBEEL, UTOREEZE,

1) BIXG5ER 148 BN S H, ARMFMARENE 126 B (FRHHER, WRFFE D 63 ), €&
YR REIE 145 B (RRHEIR 74 B, WREHF 716 THo7o

2)  FRERARRRGAE N T A BRRI R Tk, Mk - MiLBRE 80.8% (21/26 #), @Y T X EREIE
42.9% (15/35 Bl), &4KT 59.0% (36/61 Bl) DAEFETH - 7z. A EHFN T T 25 HRIFIX 60.0%
(12/20 #1) THo7o 1 BIERERNDOAEHEIL, 200 mg %5 60.9% (14/23 #1), 400 mg &5 57.9%
(22/38 Bl) TH o720 —H, MAFNHMEICBITZHEHEFIL, 24T 62.3% (3363 H) ThHho7z,

3) HBHMRBBREE N T A2REEKREE (UTI BFMEEbE) 3, BEET 54.5% (18/33
Bl), BEBRT57.1% (8/14 §), £BIT 55.3% (26/47 Bl) DAEMETH -7z, MHEHFIHT S
HXFEIL 60.0% (24/40 Bl) THho72. 1 HIEXGRHOERFIX, 200 mg &5 42.9% (9/21 #i), 400
mg %5 65.4% (17/26 B)) Tho7:o —F, MEAFHHRICBITHEHEFTIX, 24K T 80.0% (48/60
) THhHholo

4) BMERHIZ 17 # (11.7%) & 23 D SN ZONFRIGBREIERD 7 14, HALIBRERSY 5 4,
MAIERA 4 tF, MERHE 5 AL ThHY, EELDLDEI LD o7, BMRREMBORELEIZ 16 #1
(11.0%) iz 28 B oh, HEZRMEO LAY 9, HRRHEENX54LETH-7

L EDR#ED S, CPFX 43, Mgz 3 UL T 5 h%ENEOMRERESES & O8N R
BYSEDHBRICERN TH S Z LHRENT,

Key words: ciprofloxacin 114138, FPR#H@EAE, RHEVEREERAYE, KRR
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Ciprofloxacin (CPFX) ¥§%i%, FA v - N4 T4t
THEShZEY FYANVKYBROMD TOES AN EE
ThHb, TOEESTH S CPFX DIL#HEER L, Fig.
1IERTEBYTHSE, AL, 7S2BHE» ORBEZ

CirHi1sFN;0;
Fig. 1.

. Mol wt: 331.35
Chemical structure of ciprofloxacin (CPFX).

ELr7 L BT TB I RBEVIREARYZ bV, BoH
BAOBLUREZEBBTEHEAZEL, TTICROE (BRY
Juzuidy ) & LCHREREE, REBRELIIL
DETHEMREECREVERNADENZDOOATY
B0, REHEORERABTENRE L% I HEKRA
EXTix, CPFX 50~200 mg ® ¥ E &5 REBB L U 100~
200mg 1 H 2 H 7 ARMESxS RBEERS N, +0%
BEBRHPHRZENRTVEY, FROEELS, REHEIM
I FE R BEPI RS X BB RO & ) R BEERERE, BOR
H AR B TS B O BSAE BE % &~ OB K EIE A
Iha,

&, A IZH%EN EOMRSREYE S L CHRESRE

=N 6-20-2
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Table 1. Collaborating institutions

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

Department of Internal Medicine, Kanagawa Prefectural School of Nursing and Hygiene Hospital

Department of Internal Medicine, Tokyo Women’s Medical College

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

Department of Respiratory Diseases, Toranomon Hospital

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

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

Department of Urology, School of Medicine, Tokai 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, Faculty of Medicine, Kyushu University
Department of Urology, Kitakyushu City Wakamatsu Hospital

BRAE IS T 5 CPFX EHREOAMEL L UOREEIIOW
TRETAIELZHBMELT, RIS IMHERAR (£ —7
VRER) #ERLI-OTHET 5,

I. MEBLUHBRFE

ARExIL, Table 1 {Z/RTHNFHHM 10 MEix, WK%
B 7 HERRICB VT, 1985 4 11 AA5 1986 4 10 A %
TOMMICEmS iz,

1L o %

MREBIE, R EERAE (W%, MWCBRE, 8%
AEXK, UFAMAMAE IR REIREICHE
IBPIER L) BLUOBHESERERYE (FLER,
BEks) &L, PEEUEOEME Lz, &8, [UTI
ERFMERE (8B 3 M) 0 ORFHERICH - TE, [
REOBELMIEHTHI L L LT

WEBEEZ, HHEMbT, 20 KU LOARBEL
Lo 7272L, ROVWTFIANCELTLBEEIHTRH,
HERA L 72
FERVPEDLODTEETTEARLEDNLEAE
EELL, WERIERERELATLEE
BEIEBREOD L BE
RSB EE L BE
i, AR -RERLCV2TREDH S
i

OB ONCNORCRS)

YRV ALKV BROGRMEAEIIT LY
—DBEDH L BE

@ ABEEEECHEESES ShT TIERD
BELOoOHLBE

® 20, FHREHFAEOKEMNRELTHEY
LN LB

2. BEOFE

REREIBIZHY, HorLOBEIIRBRATZHR
BL, 2mMoRAE2EBsZLE Lz, BEFRAREORE
HERIBEICIE, ChilhrboTHELXZLESD

O (K% CHBLZOREEZRIILE L

3. ABEH

Ciprofloxacin {¥£4f# 100 mg (CPFX V¥ 100 & B%):
1 754 7V 50 ml #iZ CPFX 100 mg # &4 3 5K
2H,

Ciprofloxacin {£§4% 200 mg (CPFX i¥ 200 L H§):
1 784 7))V 100 ml {2 CPFX 200mg #* &4 ¥ 5 #iK
2,

4. BEHEBIOKEG M

16 CPFX 100 mg $7:13 200 mg % 1 H 2 B, J&
A& LT 3~14 HHEAWEET A5 & & L, CPFX
i 100 H L <12 200 DA 7V E, AHEER 5%
TROEEE I ZTOMOERER 200~500 ml DN
A T7TVICEBEZHOTELL, 1~2 BRR»T TR
BEL 7o

%38, 18 200 mg LLEEMICOWVTIX, 100 mg &%
ENEBEPNCBILIEERLHEL-OLICHBAL
72

5. BEA%EA
MOMEEBL T+ 741 voORAEITbENE
Ll ¥/, BIERERATOA N, y-Fu7)
VHF, MRER, M- EEAL L, BRDHEICE
BE2BIITEEZONIEAOMHI, FAELT
fThhwz kL,

6. W& - BIZEH

1) EERER
ROBGHRAER DR B 2 WREZR R Y BIgE L 72,

(1) PPk 2s EAHE

O KR 1 HoOREKR

@ gk + (BRGEESHWLRE), +, -

® Wi w (50 mVHBLE), + (50~10 ml/
H), + (10 mVA&K#), — 72272L, ml H5VIiiHE
HCRBRLTH Lv.



822 HALERE? ¥R

OCT. 18997

@ Wt P (B, PM (REM), M Oth)

©® FREE: + (RANBRREE), +, -

® M.+, -

@ MEEs T #+, +, - (HEXEdFEREOHE
2k 5)

LARE: +, -

@ F7/)-—¥. +, —

© MIMXHBE 5a, &5%)

(2)  HHEE IR B RS E

® kiR

@ HR, BERBIE, PERIE

® R&A, BR, #WHERK

2) MEPHRE

5 BEE, RSP BIUORSHICHBEXORES
EHL, BOBEEZRIT L. BEHIX, WHELRDY
BW=WHILA T4 ANVF L T v R L MIC fIE %
ﬁoto

3) BIfEH

BIfER & £ 2 5 h 2 BRERDED S h 2581243,
ZoEROMEE, BE, BRHEH, LBBIUVZOH#D
BBEELEIZODVWTREL, RABREFALOERBRIZD
WTTFROEEIZEIVHEL .

O HSH,ICHED Y REMICHAZMHBER (X
Ed#oKRbEL) b)), »OTiovThdr
WCHYUT A

BROBEEICEVEAROMREZED BG5S

- HHI RV RB (V) U oEREEEE, KT X M)
BB E

@ Z45HEDHD: BENICHAZHEBEER (&5%
LH#OEBLEL) Y, »ORKEB, &6E, #
¥, BERWE R ERBRER DN DOBRRAITIZERN S
na%a

@ BELVE DV RV RREBICHAZAHEBEEER
(BEFILE#OKBLEL) ¥dY, FEKRAB, 6,
PR, PFRREZ CBOERDEE SN S D, RER
AL TS FOUMLEYEED TAREICRAKD
HE2xHHLD, XEBEAILHEEINLI D) bR
NTERVEE

@ BA#EZRL: RERMICHAZMHBEBEERS R, FK
B, A0, BFHE, HFAULEZLMMOERIZE S E
Z2OoNBEE
® MERH (HWERF): Mt ARD L D
4) MR

FAEIE LT, BSABIORTRICTEROEHAIZD
WTHRAEL,

Mz KNP, ~EF0E V&, A< b2y
ME, AMmEKkEk, AmERE, mAHEK, Fororye
BRI
A ¥ #%: GOT, GPT, ALP, €Y VK ¥

(H#, M#, %), LDH, y-GTP, BUN, &L
7#=v, PSP, ZVLT7TF=v27 YT IR, L%
Y (Na, K, Cl) %2k&

gk &H, &, vyo¥vy /-7, pH, k&L
»

Z0fs: CRP, mit (1 B¥ME), 7 —2XRBK (&
¥, H&% nr

hd, AEESHIIBRBREEBORELHZ0 5
hi-Bai, BURELERL, XBREFANLORE
BRICOVWTHETHZ L E L7

7. FHEiB & UHE

FHRENUTOHBIZOWTHE L. ML
HTHETEZWHARHESEE L. 72, [UTI
R AR (55 3 WO ) WX BREHERICH - TH,
FEECLHZRHEDNEERL 720

1) ERZR

BZERTRIZOEY, OF%H, OXLHEY, O
D 4 BFETHE L7z,

2) MBEFHER

HERRBEOHE, RRAOHBROFEIZLDY, O
HE: BEBNEERLEZDD, QR BREFELSL
b0, QERR: RRL-EFBEECEREEZALT
WBIBE, OFE: BREVBI Ledo7:b0, -
BEMLEb00 4 BERETHE L,

3) EMHERE

Aot ketezEEL, OFFCHE, OWR,
@FTEY, OFH, OFFICRHD 5 RETHEL
720

II. # g

1. ARSI

1) EFHRBLUCREER

BIX5ERAKIE 76 BITH Y, B - BEL Lo
13 BlZ B\ 72 63 PINEMUEF MR RATH 5720 B
- BEERONRIZ, HEEHM 6 B, FRIVKE
2 B, £HREEE 2 7, BIEA - WERREERED
72wk 2 B, Staphylococcus RO 7z IE 1 HIT
bole REWMFMIRAIZ, 2HRBEED 2 iz
B 74 BITHY, SRAREFENREIL, FRHEF
i RBNCEIER - BRREEREOLDHPLELL 2
Blemziz65 P THo72 (Fig. 2),

A R SEA R R D BB R & 5 L7z (Table 2)o
B 40 #] (635 %), &tk 23 B (365 %) T, Fi
X 35 WA S 83 I TIZAAL, 60 UL EOFEFIH
2D 60.3 % B ED TV, EBORFUL, ik -
{LBesE 26 B (41.3 %), BHERE LK 1765 (27.0 %),
AR (BRSRE) 8 B (12.7 %), U'FAKNRM
RELETH (111 %), BYEMPRSEE (B X
JEH X OWE) ORES 36 (48%) THY, £O
anBEEEAL L UBBEARVYE 18 16%) T
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—-| No. of patients evaluated for efficacy: 63 |

Reasons for exclusion and drop-out from evaluation
« Concomitant use of antibiotics
* Ineligible disease
+ Serious underlying condition
* Discontinuation due to adverse reactions or

abnormal laboratory findings
No. of patients |——| « Discontinuation due to Staphylococcus sp.
eﬁrolled~ 76 isolated during treatment

—-I&. of patients evaluated for safety: 74

Reasons for exclusion from evaluation
* Serious underlying condition

—LNo. of patients evaluated for usefulness: 65

Fig. 2. Patients evaluated in the internal medicine field.

6 patients
2 patients
2 patients
2 patients

1 patient

2 patients

Table 2. Background data of patients assessed for clinical efficacy in the

internal medicine field

Item Total (%)
Sex male 40 (63.5)
female 23 (36.5)
Age (years) 35 2 (32)
40-49 5 (179
50-59 18 (28.6)
60-69 23 (36.5)
70-79 12 (19.0)
80-83 3 ( 4.8)
Diagnosis Pneumonia, lung abscess 26 (41.3)
Chronic bronchitis 17 (27.0)
Bronchiectasis with infection 8 (12.7)
Diffuse panbronchiolitis (D. P. B.) 7 (11.1)
Secondary infection of chronic
. . 3 ( 4.8)
respiratory tract diseases
Acute pyelonephritis 1( 1.6)
Meningitis (suspected) 1( 1.6
Severity mild 8 (12.7)
moderate 48 (76.2)
severe 7 (11.1)
Underlying disease no 36 (57.1)
yes 27 (42.9)
mild 4 (14.8)
moderate 19 (70.4)
severe 4 (14.8)
Pretreatment with no 43 (68.3)
antibiotics yes 20 (31.7)
Daily dose (mg) 100% 2 24 (38.1)*
200 %2 39 (61.9)**
Duration (days) 3 4 (63)
4- 5 9 (14.3)
6- 7 25 (39.7)
8-14 19 (30.2)
15-31 6 ( 9.5)

* One case administered 200 mgx 1 % 3 days

«*One case administered 100 mgx 2 X1 day and 200 mg x 2 X 13 days
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B olzo BRYEEIERIIEAE 8 Bl (12.7 %), FHE
48 Bl (76.2 %), |E 7H (11.1 %) &, &40 87.3
NP EREULETH o7, BBHRE [H] X 27 #
(42.9 %) T, REFEAXSAONHERS [A] &
20 Bl (31.7%) TH-o72o 1 Hix5RIX, 200 mg (7
2) #5725 24 Bl (38.1 %), 400 mg (% 2) #x54% 39
#l (619 %) THhorzo HZE5HMIL 6 HH»H 14 HE
» 44 B (69.8 %) LBEHEE LD, 5 HEUAD 13
Bl (206 %), 15 HELED 6 B (95%) Ho7e B
Rix5HHE 200 mg (4 2) 5T 31 HE, 400 mg
(472) &5 T20 HMT3» -7 (Table 2),

2) ERIRZHE

REBRIERMREEZ/R L2 (Table 3), &HKBTIE, F
%8BI, X 30K, LLAHERTH, EXI8HT, F
BE (ERUL) 60.3 %Tho7. KBAJNEZEIE,
fifi 5¢ - Bi{LERIE 80.8 % (21/26 #1), BUREXL
47.1 % (8/17 1), VEAMAMKRE L% 7 Fl+ 3 H
AL, [ENRE (BRYRe) 8 ik 2 FIAR,
BEFPRSFRED ZREY: 3 Fivh 2 BIARIT, MREE
BRIE R TIE 59.0 % (36/61 Bl) THotzo 7o,
SHBFLERBIUBERRNE 1 L, LHIZED

Tholzo MEBBRREEICHTIERDE (FHX)
1 A%E5EICAS L, 1 B 200 mg %5 T 60.9 %
(14/23 Bl), 400 mg %5 T 57.9 % (22/38 Bl) T, %
BRI TIZMIZ% - MifLBRE T 200 mg %5 9 FlidT~T
AERILLE, 400 mg &5 70.6 % (12/17 ), BHTE
BEREFETIZZNZN 35.7 % (5/14 Bl), 47.6 %
(10/21 #1) TH -7z (Table4),

fto ) DB 0SB AR IE 60.0 % (12/20 #) T,
FLEMEREEDFAICTLTIE, ¥ 720% 8 fih
6 PIAZILLE, ¥/ur% 3 Fl% 1 FIER, 203
Bie 3 BIARD, 2 HIPEAH 3 Bl 2 BIAERTH o7
(Table 5)

PR 2R B AE IS T AR RBHNOERTIZ, HHE
BYTIE 51.4 % (19/37 Bl), ZOWRIZZ 5 LBHE
BYT63.6 % (T118), 75 LBEEERET462%
(12/26 Bl) TH o720 —F, BEEEBRETIE 8 Fit 6
BIAERTdH -7 (Table 6),

3) MHZEHRE

MRS REEIC BT 2R EHENMBEZMEZRT
(Table 7). EBEEHTOREELEIL 55.8 % (24/43 )
Thh, HHERPETIE, 57.1 % (20/35 #l) T, #

Table 3. Clinical efficacy classified by diagnosis in the internal medicine field

i . No. of Clinical efficacy Efficacy rate*
Diagnosis .
patients excellent good fair poor (%)
Respiratory tract infections 61 8 28 7 18 36/61 (59.0)
Pneumonia, pulmonary abscess 26 5 16 1 4 21/26 (80.8)
Chronic bronchitis 17 2 6 1 8 8/17 (47.1)
Diffuse panbronchiolitis (D.P.B.) 7 1 2 2 2 3/ 7
Bronchiectasis with infection 2 2 4 2/ 8
Secondary infection of chronic respiratory 3 2 1 2/ 3
tract diseases
Acute pyelonephritis 1 1 Vi1
Meningitis (suspected) 1 1 V1
Total 63 8 30 7 18 38/63 (60.3)

* (excellent + good)/no. of patients

Table 4. Clinical efficacy classified by daily dose in respiratory tract infections

Diagnosis Daily dose | No. of patients Clinical efficacy Efficacy rate®
excellent good fair poor (%)
200 mg 9 5 4 9/ 9
Pneumonia, pulmonary abscess 400 mg 17 12 1 4 12/17 (70.6)
subtotal 26 5 16 1 4 21/26 (80.8)
200 mg 14 2 3 3 6 5/14 (35.7)
Chronic respiratory tract infections 400 mg 21 1 3 8 10/21 (47.6)
subtotal 35 3 12 6 14 15/35 (42.9)
200 mg 23 7 7 3 6 14/23 (60.9)
Total 400 mg 38 1 21 4 12 22/38 (57.9)
total 61 8 28 7 18 36/61 (59.0)

* (excellent + good)/no. of patients
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Table 5. Clinical efficacy in patients who did not respond to pretreatment with antibiotics in the internal medicine field
) o Clinical efficacy
Pretreatment with antibiotics | No. of patients Efficacy rate* (%)
excellent good fair poor
Penicillins 3 3 0/ 3
Cephems 8 1 5 1 1 6/ 8
Quinolones 3 1 2 1/ 3
Others 3 3 3/ 3
Two antibiotics 3 2 1 2/ 3
Total 20 1 11 2 6 12/20 (60.0)
* (excellent + good)/no. of patients
Table 6. Clinical efficacy classified by causative organisms in respiratory tract infections
X No. of Clinical efficacy Efficacy rate*
Organism j
patients | excellent good fair poor (%)
S. aureus 2 1 1 V2
GPC S. pneumo‘niae 7 3 3 1 6/ 7
S. agalactiae 1 1 01
Peptostreptococcus spp. 1 1 0/ 1
B. catarrhalis 1 1 1
Monomicrobial K. pneumoniae 1 1 o1
infection P. aeruginosa 11 3 2 6 3/11 (27.3)
GNB X. (S.) maltophilia 2 2 0/ 2
GNF-GNR 2 1 1 0/ 2
H. influenzae 8 2 5 1 7 8
B. corporis 1 1 Vi1
subtotal 37 5 14 6 12 19/37 (51.4)
two P. aeruginosa + other 2 1 2/ 3
Polymicrobial pathogens | others 3 2 1 2/ 3
infection three pathogens 2 2 2/ 2
subtotal 8 6 2 6/ 8
Total 45 5 20 6 14 25/45 (55.6)

* (excellent + good) /no. of patients
GPC: gram-positive cocci, GNB: gram-negative bacteria

GNF-GNR: glucose-nonfermentative gram-negative rods

BEBRETOREKIE 8 BIH 4 BITHo e E72, W
ERTOREMHEFIL 62.3 % (33/63 tk) THY, 77
LEMR T 85.7 % (12/14 #) T, 77 LBHEAT
¥ 53.8 % (21/39 #) TH -7z 10 HRULLTBES N
Pseudomonas aeruginosa, Haemophilus influenzae
T RHERIEERENR 154 % (2/13 #8), 90.0 %
(9/10 %) TH Y, Streptococcus pneumoniae 8 Bid &
Bk L7: (Table 8).

2. WREF

1) FEFERE I CBEEER

RESEAIBIE 72 BIT, HEGHEBED L CEHR
R 5 8l, BIWEAOoHmIE 2 B, K5 HIHEEGR
CEDERSE 1 ABEOLSREBEE 1 HIOE 9
K< 63 BIASH AR RBITH 5 7o REVERFM
NRBPNI LG RBEE 1 flZR< T1HT, EHRAHE
A GBI, ARV IR R R PCRIER R 2 Bl
Mmz7z65BTH-o7 (Fig. 3)o

HHMFMMSRFIOBEY R % Table 9 IZ/R"F. B
PR 45 B (71.4 %) EHFEIFEL, F#HIE 20 &5
90 MICAA L, 2/3 DIEFIH 60 UL ETH 70, KA
DN, BHEERERE 42 B (66.7 %), BHNEL
B 16 Bl (25.4 %), BIEHR 3B (4.8 %), RiVAR
%28 (32 %) THhot:o RBREHZEAMOMBEER
5 A X 40 #1 (63.5 %) THo7o 1 HIE5EIZ,
200 mg (43 2) 52334 B (54.0 %), 400 mg (5 2)
5529 Bl (46.0 %) THhH, H5WMIE 5 HEHK
55356 Bl LAEFI DK 90 %% Hd TV 7z,

2) BRZR (FHREHE)

FHRIEC X 2HBRIERE% Table 10 IZRT, &
KBTIX, EX OB, A% 316, a1 6, &
12 BT, AR (FRLLL) 635 % Tho7. KR
PNCAB L, BHMEPEREE & TIX 59.5 % (25/42 Bl), #
HUBEEEFLATIE 625 % (10/16 #l) DBEMETH D,
BIEAR 3PIB L OFVIRE 2 BUIEBARTH -7
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Table 7. Bacteriological response in respiratory tract infections

No. of Bacteriological response Eradication rate*
Organism .
patients | eradicated | decreased | persistent | replaced | unknown (%)
S. aureus 2 1 1 V2
S. penumoniae 7 7 T
GPC .
S. agalactiae 1 1 01
Peptostreptococcus spp. 1 1 Vi1
B. catarrhalis 1 1 Vi1
Monomicrobial K. pneumoniae 1 1 Vi1
infection P. aeruginosa 11 1 1 8 1 1/10 (10.0)
GNB X. (S.) maltophilia 2 2 0/ 2
GNF-GNR 2 1 V2
H. influenzae 8 4 1 2 1 6/ 7
B. corporis 1 U1
subtotal 37 16 2 13 4 2 20/35 (57.1)
two P. aeruginosa + other 3 1 1 1 V3
Polymicrobial | Pathogens | others 3 2 1 2/ 3
infection three pathogens 2 1 1 V2
subtotal 8 3 3 1 1 4/ 8
Total 45 19 5 14 5 2 24/43 (55.8)

* (eradicated + replaced)/(no. of patients — unknown)
GPC: gram-positive cocci, GNB: gram-negative bacteria
GNF-GNR: glucose-nonfermentative gram-negative rods

Table 8. Bacteriological response classified by causative organisms in respiratory tract infections

Organism No. of strains eradicated | persistent | Eradication rate* (%)
S. aureus 4 3 1 3/ 4
S. pneumoniae 8 8 8/ 8
GPC | S. agalactiae 1 1 0/ 1
Peptostreptococcus spp. 1 1 V1
subtotal 14 12 2 12/14 (85.7)
B. catarrhalis 3 3 3/ 3
K. pneumoniae 1 1 2
K. ozaenae 1 01
E. cloacae 2 2 2/ 2
GNB P. aeruginosa N 13 2 11 2/13 (15.4)
X. (S.) maltophilia 1 3 UV 4
GNF-GNR 3 2 2/ 3
H. influenzae 10 9 1 9/10 (90.0)
B. corporis 1 1 Vi1
subtotal 39 21 18 21/39 (53.8)
Total 53 33 20 33/53 (62.3)

*eradicated/no. of strains

GPC: gram-positive cocci, GNB: gram-negative bacteria

GNF-GNR: glucose-nonfermentative gram-negative rods

T E BT B EHEFIE 60.0 % (24/40 B) T,
FALERRBRERYFICHLTIE, E7x24% 66.7 %
(14/21 B1), R=3 ) 7% 5 fivh 2 BIABLE, */
o v 8 Hirh 5 BIARILLLE, Zofth 6 it 3 BIARILL
LETH -7 (Table 11),

3) UTI ¥EhaFli 28 & (BT IR B IR SIE)

(1) REBWERE

BHVE R RYSER 58 D H b, UTI ExhFEMEE
MR 47 P TH o7z REBIZEYHEILL
REMKRRRIE, Exh6sl, F% 206, EX)21HT,
REHRE 55.3 % Th o7 (Table 12), KEBRBH
WTid, BHMERRT 472 % (17/36 #1), HHEHEEE
T 81.8 % (911 #l) DEMETHY, —K, H7-T
NVIEEEBH (52,34 BL0°68) T625% (1524
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——ilo. of patients evaluated for efficacy: 63 1
Reasons for exclusion and drop-out from evaluation
* Bacteriuria less than 10*CFU/ml 5 patients
* Discontinuation due to adverse reactions 2 patients
* Improvement with previous antimicrobial treatment 1 patient
+ Serious underlying condition 1 patient
No. of patients ——
enrolled: 72
—i&of patients evaluated for safety: 71 1
Reasons for exclusion from evaluation
* Serious underlying condition 1 patient
—LNo. of patients evaluated for usefulness: 65 —I
Fig. 3. Patients evaluated in the urology field.
B), A7 —TVEEH (1 BLU5H) Tk 478
Table 9. Background data of patients assessed for clinical % (11723 ) OFMETH -7 (Table 13) o
efficacy in the urology field ﬁ%g”@%ﬁ%ﬂg%%(‘i’ ﬁ%ﬁﬂ%}yﬁ&f 54.5 %
Item Total (%) (18/33 #l), HBIMEMEEBLTIZ 571 % (8/14 Bl) @
Sex male 45 (71.4) ARNETHo7. 721 BESEFITIE, 1 H 200 mg
female 18 (286) #5T 42.9 % (9/21 #l), 400 mg &5 Tid 65.4 %
Age (years) 20-29 4 (63 (17/26 Bl) DEFETH -7z (Table 14),
30-39 2 ( 3.2) 2) AL
40-49 3 ( 4.8) . " —
s0-50 12 (190) ME MRS X ORG HMBABLR L7 (Tables
60-69 13 (20.6) 15, 16) . &5-Hi 7 BERBR 60 BRh 48 BRASIHE L, £k
70-79 24 (38.1) DRHEEE 800 %Tholko 77 LBUES LUV
80-90 5079 7 ABEHREOENERIR, TheEh 83.3 % (1012 #)
Diagnosis Complicated cystitis 42 (6.7 BLU19.2% (3848 B) Thoreo ELEMATE,
gﬁéﬁﬂf&tiis 16 (25.4) bolbE L pBESNT: P. aeruginosa T 66.7 %
Epididymitis 3 (48 (8/12 #k) DHKFTH Y, Enterococcus faecalis 7 ¥k
Prostatitis 2 (32 B XU Escherichia coli 5 %iZ3XTiH%k L, Serratia
Pretreatment with  no 23 (36.5) marcescens TIX 7 % 3 thASTHE L7z, 5% HBE
antibiotics yes 10 (635) i, 47 Blth 15 B (31.9 %) I 19 BAEH L, 2
Daily dose (mg) 100% 2 34 254-0; DFEALDT NIREFRRES 7 LRHRE 6 %)
29 (46.0
2002 & U Yeast like organism (7 #k) T - 72,
Duration (days) 5 56 (88.9) 3. w4tk
6- 7 2 ( 3.2) : R
5 9 3 ( 48) RAEVEFFMA ROUSNFHER 74 B, WIRBH 71 61
10-14 2 (32 DEF 145 BITH o 72, RBREHZG TRHET L L E 2

LhRIfERR, Theh 126 (162 %), 5 # (7.0
%) T, £RTIZ 178 (11.7 %) 2 23 fFORIVER A

Table 10. Clinical efficacy by physician’s judgement in the urology field

No. of Clinical efficacy Efficacy rate*
Diagnosis patients | excellent good fair poor (%)
Complicated cystitis 42 4 21 10 7 25/42 (59.5)
Complicated pyelonephritis 16 5 5 1 5 10/16 (62.5)
Prostatitis 2 2 2/ 2
Epididymitis 3 3 3/ 3
Total 63 9 31 11 12 40/63 (63.5)

* (excellent + good)/no. of patients
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RH L7 (Table 17), %%, K& % EOBBIERD 7
HedoLd% <, HILSHERD 5 fF, HEBLEEOH
BIERP 4 B THotee T, MER/M» 5 FERDOLN
72 1 BRERINCABZ L, 1 H 200 mmg 5T 6.2%
(4/65 Bl), 400 mg %5 T 16.3 % (13/80 Bl) &£ 1 H
400 mg X SER TRAFED T2 o 720 FRISHILEFE
KTH2THB X OHEERIE 400 mg 5 DOAIZERD

bhizo TRTCOBMERHIZEED LLEPEETHY,
BEELZLDORBDOA Loz, BMEHO D54
HFIE L7-fERIL 9B (6.2 %) THo7z,
REEALORREBEIELNIERREERS
(MELRHEZ &) 1%, 16 8 (11.3 %) 2 23 #:&ZH s
n7: (Table 18), GOT, GPT % X DFEEEMED LR
e 9OfF) LboldbEL, ROTIHEHRIES s

i

Table 11. Clinical efficacy in patients who did not respond to pretreatment with antibiotics in the urology

field
Pretreatment with No. of Clinical efficacy Efficacy rate*
antibiotics patients | excellent good fair poor (%)

Penicillins 5 1 1 3 2/ 5
Cephems 21 2 12 2 5 14/21 (66.7)
Quinolones 8 2 3 1 2 5/ 8
Others 6 1 2 1 2 3/ 6

Total 40 6 18 7 9 24/40 (60.0)

* (excellent + good)/no. of patients

Table 12. Overall clinical efficacy in complicated urinary tract infections according to UTI criteria

Pyuria -
T~ cleared decreased unchanged Effect on bacteriuria
Bacteriuria
eliminated [ 6 12 23 (48.9%)
decreased
replaced 2 1 9 12 (25.5%)
unchanged 3 1 8 12 (25.5%)
No. of patients
Effect on pyuria 11 (23.4%) 7 (14.9%) 29 (61.7%) :7
ﬁ] excellent 6 (12.8%)

20 (42.6%)

Overall efficacy rate*
26/47 (55.3%)

l:] poor 21

* (excellent + moderate) /no. of patients

Table 13. Overall clincial efficacy classified by the types of complicated urinary tract infections according to UTI criteria

UTI group No. of patients Clinical efficacy Overall efficacy rate*
(% of total) excellent moderate poor (%)

group 1 (indwelling catheter) 19 ( 40.4) 1 7 11 8/19 (42.1)
Monomicrobial | 8roup 2 (post prostatectomy) 6 ( 12.8) 3 3 3/ 6
infection group 3 (upper UTI) 4 ( 85) 2 1 1 3/ 4
group 4 (lower UTI) 7 ( 14.9) 1 2 4 3/ 17

subtotal 36 ( 76.6) 4 13 19 17/36 (47.2)
Polymicrobial | group 5 (indwelling catheter) 4 ( 85) 3 1 3/ 4
infection group 6 (no indwelling catheter) | 7 ( 14.9) 2 4 1 6/ 7

subtotal 11 ( 23.4) 2 7 2 9/11 (81.8)

Total 47 (100) 6 20 21 26/47 (55.3)

* (excellent + moderate)/no. of patients
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ATHY, TOMM/PMK, BMERB L) O KOE
Pt Thoto £72, BUN- 2L 7F= VB LUK
OLEAME 1 BB SNz, &5 2k L7-Esik
BUN - 2 V7F=YDLRAL7 16T, BEBELRLIC
IVHRERLOREMERL TV, REREMBS
M 3 HEOKRETHENZDOOh D KRELZ LY
ik XN7ERATH 72, 1 BRGRINCABE, 1 H
200 mg #5 B LU 400 mg 5T, FhZFh 108 %
(7765 B1), 11.7 % (9/77 B) LIZIZFMBOEBERE T
Y, WEEEMEDOLRAIZ 200 mg 5T 26 (3.1%),
400 mg 5T 4 Bl (52 %) IZALN=H, WiFhd
ZOREBEIBETH -

4. EHRAERE

EfA BB AT T R B, PRSI, WR SRR

Table 14. Overall clinical efficacy classified by daily dose in compli-

cated urinary tract infections according to UTI criteria

Overall efficacy rate* (%)
Diagnosis
200 mg/day 400 mg/day total
Complicated cystitis | 7/14 (50.0) | 11/19 (57.9) | 18/33 (54.5)
Complicated 27 6/ 7 8/14 (57.1)
pyelonephritis ’
Total 9/21 (42.9) 17/26 (65.4) | 26/47 (55.3)

* (excellent + moderate)/no. of patients

% 65 BlDEt 130 I TH o720 TS B, BEAH LK

BERREERELH O OFIE L AREBRO 2 #)

3, EREFHESREL AL, £F0eRAHE
Table 16. Organisms appearing after treatment in

complicated urinary tract infections accord-
ing to UTI criteria

Organism No. of strains
S. epidermidis 2
CNS 1
C. freundii 1
K. pneumoniae 1
S. marcescens 1
P. aeruginosa 1
P. putida 1
P. (B.) cepacia 1
F. meningosepticum 1
A. faecalis 1
Alcaligenes spp. 1
YLO 7
Total 19
Patients with organism appearin
after treatment g(%) " ) 16/47 (31.9)

CNS: coagulase negative Staphylococcus
YLO: yeast like organism

Table 15. Bacteriological response in complicated urinary tract infections according to UTI criteria

Organism No. of strains Eradicated Persistent Eradication rate* (%)
S. epidermidis 4 2 2 2/4
a -streptococcus 1 1 11
GPC .

E. faecalis 7 7 7

subtotal 12 10 2 10/12 (83.3)
E. coli 5 5 5/5
C. freundii 3 3 3/3
K. pneumoniae 1 1 V1
E. cloacae 3 3 3/3
E. aerogenes 3 2 2/3
S. marcescens 7 3 4 3/7
Serratia sp. 1 1 171
P. mirabilis 1 1 11
GNB | M. morganii 2 1 1 2

P. aeruginosa 12 8 4 8/12 (66.7)
P. putida 1 1 1
P. (B.) cepacia 3 3 3/3
P. stutzeri 1 1 1
X. (S.) maltophilia 1 1 11
Moraxella sp. 1 1 1/1
A. calcoaceticus 2 2 2/2
Alcaligenes spp. 1 1 171

subtotal 48 38 10 38/48 (79.2)

Total 60 48 12 48/60 (80.0)

*eradicated/no. of strains
GPC: gram-positive cocci, GNB: gram-negative bacteria
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3, FEFICHE 176 (18.83 %), ik 52 Bl (40.6 %),
FE9 21 B, Aih 33 B, FEEIIAW S5 HIT, FH
% (WREULE) & 53.9 % (69/128 #l) THo &
(Table 19), FKBHEINICAD L, FHRIEFREIEH 49.2
% (30/61 Bl), HEHEVEIRBERIEDS 56.7 % (34/60 #1)
DERETHY, ZOMORYAETIX 7 Hh 5 FIAH
RTHhot
Inm. = =

Ciprofloxacin (CPFX) i%, norfloxacin (NFLX),
ofloxacin (OFLX), enoxacin (ENX) & RIEkDOE) F
CPANKEYBROGRARETHY, F72GHESE
U7 7 ABHEIIH L TRIEVCIEANRS bV &K
WHENEZAL, TONRERE 77 2BHRB LT

S ARHEDIZE AL TNTOREMEICH LT, NFLY,
OFLX, ENX ICHNR 2~4 v LA HEShTn
51, KEORPIERREL LTORRBIEIEIROX
LLTEDOR, AEORFLZMBEBITEICEY, &
BRYEREICHVCERNAAEFEEI LTV AW,
LAL%DS, BMMESLCENBREICELIMRELENE
fERBAERE, SOHCRBORSTETSHESHOR
PIERZ R LEOBBIZBVTIE, REOBBEENL
REHEOREIEIN TV, FA4Y - Nf i
THRE &N CPFX EHE X, ARKOHRAE TR
DTOFFHBATH S, FIEFEOE I HEKRAR
T, BERABFIC CPFX 50~200 mg DBEHRE
HREXB & 1 100~200 mg » 1. H 2 [ 7 HEEHRx LR

Table 17. Adverse reactions

Field Daily dose Test drug
Total
I M. urology | 200 mg | 400 mg | continued | discontinued
Total no. of patients evaluated for safety 145 74 71 65 80 145
No. of patients with adverse reactions 17 12 4 13 8 9
(%) (11.7) (16.2) (7.0) (6.2) (16.3) (5.5) (6.2)
Diarrhoea 5 3 2 5 1 4*
Light headed 1 1 1 1
Headache 3 2 1 3 2 1
Wheals 1 1 1 1
Rash 2 2 1 1 1 1
Bullous eruption 2 1 1 2 2
Drug eruption 1 1 1 1
Drug fever 1 1 1 1
Hot flushes 1 1 1 1
Vascular pain 5 3 2 2 3 5
Phlebitis 1 1 1 1
No. of adverse reactions 23 16 7 4 19 11 12
I. M.: internal medicine
*ADR occurred after discontinuation of ciprofloxacin treatment in one case
Table 18. Abnormal laboratory findings
Field Daily dose
Total
I M. urology | 200 mg | 400 mg
Total no. of patients evaluated 142 73 69 65 77
No. of patients with abnormal findings 16 10 6 7 9
(%) (11.3) (13.7) (8.7) (10.8) (11.7)

WBC t 1 1

Eosinophil t 5 2 3 2

Lymphocyte t | 2 2 2

Platelet 3 2 1 1 2

GOTt 3 2 1 1 2

GPTt 5 3 2 3

y —GTP? 1 1 1

BUN t 1 1 1

S-Crt 1 1 1

Kt 1 1 1

No. of abnormal findings 23 13 10 11 12

I. M.: internal medicine
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Table 19. Usefulness
Usefulness
Diagnosis No. of Usefulness rate*
patients very useful useful slightly | minimally useless indetermi- (%)
useful useful nate
Respiratory tract infections
Pneumonia, pulmonary abscess 28 4 11 6 5 2 15/26 (57.7)
Chronic respiratory tract infections 35 1 14 3 16 1 15/35 (42.9)
Others 2 2 2/ 2
subtotal 65 5 27 9 21 1 2 32/63 (50.8)
Urinary tract infections
Complicated cystitis 44 6 18 8 3 24/44 (54.5)
Complicated pyelonephritis 16 6 4 1 10/16 (62.5)
Others 5 3 2 3/ 5
subtotal 65 12 25 12 12 4 37/65 (56.9)
Total 130 17 52 21 33 5 2 69/128 (53.9)

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

BYEERI N, +0 22N RS EhikE
KRBT B AALE 100 mg O 1 B EHEE, 200 mg
D 1RHEB IO 2 REAEFERD Conx (MEE) 13,
FhZEh 1.34 ug/ml, 1.89 ug/ml B & 1.67 ug/ml, MM
HEEY (BH) 3% 3 KRTHY, R5EBDK 60~
70 % HEREAKE LTRPIZBERS A TS, T,
ERZEEICLHABFFRDIBOONA TRV,

S, BAZEROERHRETEEZHI R, BF
FELL L OFPIR 2 RREAE B & O IRBE R YAE B E I CPFX 1
B 100 mg % 721 200 mg % 1~2 R A T RuEHE
L, %S X OREHIIOVTRE Lz, HRERE
PSE T B BRI RIE, MK - MifLIRE CHRE
80.8 % LEVARMMIHRINLD, BEREIR,
SEXIRE (RYeBF) & L OBHE T RE BRI
LTI 42.9 % L ARRIZED o 7o BHT RE BRI
T 2EMEEZ 1 BERSENICAS L, 1 H 200 mg
#5 T 35.7 %, 400 mg 5Tl 47.6 % & 400 mg
BEEBTETECEMESB O, 61T, A
ERBH T 2 HEREL 600 % THY, EHROERHE
1360.3 % L IZIZR L THhH o720 BREAVTHMI N 45
FliB T RABUNERDNEZ A DL, WREEIE
NDEERRLBETH S S. pneumoniae BX U H.
influenzae WHEBREF TORHTIEILThZ N 85.7
%, 815 %r\vihd 85 %EBRTWIZH, P.
aeruginosa BHBI T 27.3 % Th o oo MEFERR
RIBYZEMBERIIOVTH IZIZAKOBETS -
720 KBREERE R THMEIED o 2 BH T XE &
B9E 35 Bl S b, BEREVFEEINA 30 FlIZONT
AbE (REXRFR), 18 Bl (60.0 %) #»* P. aerugi-
nosa, Xanthomonas (Stenotrophomonas) maltophil-
ia BEDT FoBERREY 7 LR E (GNF-GNR)
Xy LS BHERBREATH - 720 ZOHH)

KB IUHHEKEIL 278 % (5118 ), 23.5 % (4/17
Bl) &, ZoORRRERES 12 BITD 66.7 %
(8/12 #l), 72.7 % (8/11 #l) [Tl LE» 570 S HIC
1 HRS5EIZASE, 1 H 400 mg 5 EFTOER
i3 41.7 % (5/12 Bl) TH 7275 200 mg %5 6 #l
TREWLLEBNI R o720 ThOLDEED S,
GNF-GNR (2 X 2@ T 5AEREREICHLTIE, 1 H
400 mg YL LD G RBVLETH S I EARBRI NI,

—7, BHMRBREE ST A RABKRE (UTI
HAF MR E) 13, BFIT55.3% Tholo KA
RIREINCA S L, HEBMBEREEI T 47.2 %, BHEE
REFITIIRAMI LRV 81.8 % & BB RSB
TOENEVRE» o2 AT —TNVEBHRLIEGER
LDOBTIE, 478 %, 625 %L HhT—TVEHEBER TK
%R L7z, SRR 60 BRICHT 2MEAHRD
BT, Y7 LBMET 833 %, 77 ABRMRETTI.2
%, KT 80.0% DHHEETHY, in vitro DKK
EFRBLAEBCREENEON, bo LS 7H
&N 7z P. aeruginosa Tt 66.7 %L, BVEREEI R
LRl hhbod, EROBEANEN 55.83 % 12
HEonid, BRIWTI2HEVBOON LD o7
FEBIAS 617 % L& h ozt EZ N5, 1 HiKYS
BAICREEEMR*A DL, 1 H 200 mg %5 T
42.9 %, 400 mg %5 T 65.4 %DEHFETH Y, 400
mg HG5DOHEREIE , HHEERBEREIISLTD
1 H 400 mg L ELOESEPULELEZ OGN, 72,
oA EZD B0 B ERIRIZ 600 % THY, ok
MFELIZZFLETH - 72

ZEMICHL T, RBREAKGICERTLIEER
SN7ZBIERAS, WRHEM 12 B (16.2 %), WIREF
58 (7.0%), &L LT 176 (11.7 %) (Z#EHH
iz BERMAKTIE, BE, KELREOHABIERD 4.8
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% Lhol b, RNTHERE L & DES SN RRT
SERAS 4.1 %, HALBHEIRA 3.4 %, B L OMRE
K228 % Thotzo BEAFKEZ 1 HIRGRNIIAS
L, 1 H 200 mg 50 6.2 % 2H~, 400 mg 5T
¥ 16.3 % LRBABENEL, TRABIVFHELZEOM
BRIERH 400 mg JHEDOHICEBD SNz, MEBICHL
TREBHAEIZZIZOOA R 572, TXTORIE
BHEIPEELTTHY, EELLOEIRDOOLNLZD o
2o BIRKRAEMEREIZ, 16 F (11.3 %) DEFIED
bh, GOT, GPT ZEDHEEMED LAMBIHLED -
EDBEL, ROTHERHEE Y 5 FTho/e 1 HIX
SRNOBAREMBRERIABEICOVTIE, £KT
ZiihweEZ SN,

U EDOR#EH» S, CPFX FEEIE, MizidLoHE
F % AEHE DL b o PR 83 RRGYIE B X OVHR A PR B R
FEWERTHEIENREN, LA LEMDL, P.
aeruginosa % EDT N REREES 7 LEMAERNICE
BN T RERGAEL L O RS RYEICE, 1 H

400 mg L5 CTOEFRFS 2 RAERDILENDH S L2
Zbhiz. 1 H 400 mg &5 TIREIERA B L URKRE
BREORBEEABL 25 LABESND 1D,
SHEBRABRTEBL TITSBRIZE, +9%2BE0}
EICHEBICEDTITARETHLLER S,
X [73
1) % 32 BHALEREZEBAAIBRE, FE Y
KY AT, BAY 0 9867 (Ciprofloxacin), L,
1984
2) Burine J, Burnie R: Ciprofloxacin. Drugs future 9:
179~182, 1984
3) Daikos G K, Mashimo K: Ciprofloxacin Antimicrobial
activity, pharmacokinetics and clinical evaluation,
Proceedings of a workshop held at the 14th interna-
tional congress of chemotherapy, Kyoto, 1985
4) R M-, RAFEZMW, LFH—F, fii: BAY q 3939
(E44H Ciprofloxacin) D% I HERKARR. ERLE
FK 31: 2433~2466, 1997
5) UTIHMIi%ES (R¥k: KBIERK): UTI 3Pk (%
3 l)o Chemotherapy 34: 408~441, 1986

Phase Ila study of injectable ciprofloxacin

Hiroyuki Kobayashi”, Kohei Hara? and Joichi Kumazawa?®

Y 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 efficacy and safety of injectable ciprofloxacin (CPFX), a pyridonecarboxylic acid derivative,
were investigated in patients with moderate to severe respiratory tract infections and complicated
urinary tract infections. Patients received 100 or 200 mg twice a day intravenously for 3 to 14
days in this study. The following results were obtained:

1) Out of the 148 cases enrolled, 126 (63 each from internal medicine and urology) were eval-
uated for efficacy, 145 (74 from internal medicine and 71 from urology) for safety.

2) The clinical efficacy rate for respiratory tract infections was 59.0% (36/61 cases) in total,

being 80.8% (21/26) for pneumonia/lung abscess and 42.9% (15/35) for chronic respiratory tract
infections. In poor responders to pretreatment with antibiotics, the clinical efficacy was 60.0%
(12/20). The clinical efficacy classified by daily dose was 60.9% (14/23) in the 200 mg dosing
group and 57.9% (22/38) in the 400 mg dosing group, respectively. The elimination rate of
causative organisms was 62.3% (33/53 strains) in total, in terms of bacteriological efficacy.

3) The overall clinical efficacy for complicated urinary tract infections (according to UTI crite-
ria) was 55.3% (26/47 cases) in total, being 54.5% (18/33) for cystitis and 57.1% (8/14) for
pyelonephritis. In poor responders to pretreatment with antibiotics, the clinical efficacy was 60.0%
(24/40). Classified by daily dose, the clinical efficacy was 42.9% (9/21) in the 200 mg dosing
group and 65.4% (17/26) in the 400 mg dosing group, respectively. The elimination rate of
causative organisms was 80.0% (48/60 strains) in total, in terms of bacteriological efficacy.

4) Adverse reactions were noted in 17 cases (11.7%) with 23 events: 7 events of hypersensi-
tivity symptoms, 5 of gastrointestinal symptoms, 4 of neurological symptoms, 5 of vascular pain,
etc. None were serious. Abnormal clinical laboratory findings were noted in 16 cases (11.0%)
with 23 events: 9 events of elevated liver enzymes, 5 of eosinophilia, etc.

These results suggest that injectable CPFX is useful for treating moderate to severe respiratory
tract infections such as pneumonia and complicated urinary tract infections.



