454 CHEMOTHERAPY NOV. 1990

181 AR B R E (23T 9 A Fleroxacin® i & S BGGAER

BEOgESR EHEER - WWOE= - X AR - SHERR
OB - BELE - L 22 )| L A T S B P A B TR B PO R
Pl E-HEH—
B KRS AR B L O R /NEYIEEB - SR - Z/AT

)| PE R B OEOR AR £~ & — IR SR
wE B - SREEE - Pl
bl K FERATE A8 B & U e RE EEEZ - MEFEZ - M¥E— - FO0FE
AR A S TR B X OB M
KEBAES - 0 ¥ - HFRE— - AEHSE

S8 % RIEAR - TH X =ARICHE®?

FAL RSB BRFT AT AR 35 & OB ek % iRk PR

HoOREE - RKIBE K - Eith 3 BlEMGE® - AR TER - HEFER - AIIEA
(** B (B )R SR B B PP IS BERE KT 23 PO

Vb X A A SR G L BRI B3R
WnEHRE - HEFEZ
B 1E%-BE_ -fwmisk- L8 B JIE BE R A7 IR )1 I 7 B PO T
=] 37,75 4 R PR
(A EER - AR fHE—
IINREATH - i LB KFESHE N
BEHKFES IS — AR

ARE RBE*: - LG 0E - EFFH

IBEFEIER - ¢ FAh - I iEfd thik - BCER
AE B -EF K KRR K5 M F

HREEREMAFEE AR

AR - AR B - DEEA - KANE
BH - RRER RIS K IHBEFRF AR 5 & OBE R
WECNFRRA ST B e S R B & OB AR

ik E - EESE - FREBR

AT - DT - /NE I HE INEEE - KE—
WA K 3 K2 LR SN SREKA R E S —E B L OB R
PEHE—BR - PAREE - RHRERE ANIL R AR
WEKEE - BOE3E - iR TR R E
1 O PR B ITL 25
BogE—*
AZEHE—ER - /IMESEK HAROBHRREL > 5 —
105 787 57 )1 |35 e P R
#1 $ES
RARES - thHE X #2 JIERARKZEA
BRI A H s — AR #3 I hO—5-—

#4  WEPNEERMR

* T852 RWFTIRAHN7-1



VOL.38 S-2

1814 58 R gL FE (231§ 5 Fleroxacin® Fl & L8 EABR 455

Z a—% /0 2 FRIH Alfleroxacin O 18 P K8 K B AE 122t 5 B A W R MET T 5 HMT, oflo-
xacin(OFLX) # A BEE & L TIHeda B2 i L, LLT OBKIE 72,
Fleroxacinid1 B A #&200mg ¥ 7-13300mg#* 1[04%5- & L, ofloxacini2600mg% 3[EI250F, 14HI)

HEEEAME L7,

1) BEDE ATRESHEICE B2, fleroxacin200mg#62.2% (28/45), fleroxacin
300mg#£90.0% (36/40) 8 & 'OFLX#77.3%(34/44)T, fleroxacin200mgh¥ & fleroxacin300mghit:®

HICHEENRD LN,

2) MBFEE . B 2 fleroxacin200mg #£ 65.4% (17/26), fleroxacin300mgif 73.9%

(17/23)3 L UOFLX#75.9%(22/29)Th » 72,

3) FITER - HBl% L fleroxacin200mg ¥ 8.5% (4/47), fleroxacin300mg#f9.5% (4/42) B L O
OFLX#4.3%(2/46)T, EELZEAIEHERZOONEHh 572,

4) BERMAEEY . BBiE2 leroxacin200mgfif7.1%(3/42), fleroxacin300mg#¥8.3%(3/36)1
Y UOFLX#256%(11/43) T o775, WTFhLEETH - 72,

5) HHEM: NRESHEIZL S HZE I leroxacin200mg#f62.2% (28/45), fleroxacin300mghf
85.4%(35/41)8 & NOFLX#£75.6% (34/45)T, fleroxacin200mghf & fleroxacin300mght & DI 1247

HENBRDOLNI,

LU E ORUEE D O 18 B B E L4 T B fleroxacin D ERIA F 12 1[0]300mgl A 1 [0l4% 5-H5@ 24 & #

Zbhrz,

Key words : Fleroxacin, Chronic respiratory tract infection, Dose-finding study

Fleroxacinid M B EHXESH THESIN =2 —F
70y RHAT, LFEE Lo /o h sk
VEEREAFHE LT, MLOMEES L U6, 8fiLil7
yEFBALL, WhWAMN)7LFOF /O ThHh,
AR T LBHREB L O T LRI LILEE L
MBARY PVEEBNRRENEAL, FIIvY 28
BB L QMR SRR CENEFEDRAGRED LN TY
AV AN OWRINABIFC, RS A 2K
FECER L, M a4 1085 & BEAE DR R 3
AelE L T—FR Y, SHAR - HBNANDOHITY
RifFTH 5,

AHOKRER - BRIOREIIEICE BT TEHE Y,
NS ORI 370 B R LFHEF AT A AR
£(1989%, M) DHFEL > RI Y LBV THE
NP, 1100614 ) O—AEEERRERD 5 b, MR
THRET & N7 IR0R B3 LB AE 297 DA 5hH1184.8% T,
MEZHNHRTIZ Y T LBMHE, 77 2BREROHRE
&% 784%, 77.3% Th Y, THHBELOE, - 12
Haemophilus influenzae T1397.8% DEVHKFE ER LT,
R 33 R BfE ) 5 biB M R R E 1626 D H BHE L
79.6% Tdh o720 BHFEBREIEINT HEAPRZ 1
BiX58 - x5 EHHICHA S & 200mg(1[0]) T78.8%
(26/33), 200mg(4»2)T83.3%(35/42), 300mg(1[al)
T94.4% (17/18), 300mg (% 2) T71.4% (15/21),
400mg(432)T78.9%(30/38)T, #&5-i - x5 Mm% &
BRRZD B & DRICBAME L HBIREED SNk o7, LD

Ll m AR 108H E RV &, 1H1EESTH
FRLRERDEPESRTVSL I ELL, FE5EIHIT]
Al & L, 8MSEREE ST 5 AR O E B &
Y HBIISEHET 5 BMWT, KAI200mgF 7:13300mg %,
ofloxacin(OFLX) % *tBB3E & 3~ B 3BT, Me#ialBr % &
L7z
1. ¥R&ELUHARHZE

1. MRHEEB LU RER

19886 A A 51989428 T TIZEE22Mtiak B L U
Z DELER &2 Lo i@ SOl R YE R T, AERH
WHBIZH- ) BMORES G ONIBEEZNRE L. &
SHRBIEMRELLB L ORETIREE L, B4E
KOBHELEIREL W LPSREDOBHE Lz, BHE LT
FEIT16IL ET0MUT & L, AR EB L UM
Mbhdote 12720, ROVTRADEMIENT S
BHEIFEISBRA LT,

1) EIERRETHEOES LD ERTEIHEIY

FTaiWBE,
2) EELKEBEEDR AHETHL, ABREHOH
otk REMOHENSWEE L EH,
3) EELM - FHEEELHT LB,
4) b - RIAPOBHF I EERL TV S0 g

NHLHEH,
5) F /70 FRIMEFNCTLILF-DEAENS DN
%O

6) AMERANI=—2—F /0 RIHAEHEHLT



456 CHEMOTHERAPY

DR,
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AM 200
(fleroxacin 200 mg/day)

o O

AM 300
(fleroxacin 300 mg/day) @ @

OFLX
(ofloxacin 600 mg/day) . .

O fleroxacin (100 mg tablet)
@ fleroxacin (150 mg tablet)
. ofloxacin (100 mg tablet)

Fig. 1. Administration drugs.

NOV. 1990

L7 EiEER, BENHEBEOEMNIERTLIL
PR L, HEEICIVBEESRILEBYICERL
BETHILE L, S MMIZI4E MELERS 4R
A& L7oAs, R LA, BIERO- O &5 cx
HEWVIGE, ERFELALALSS, S22 6BAT~E4
B ESRGEHICHBE L mA 1, FREOHK Ciy
P LTI EE Lz, R LARERMYED LY
WrL, MEICEET DHA I RET2RMUEIITS
LNE L7

4, FEHIOE YT
REREHIIGEFF1MEL, I u—5—-{2kh
AM200mgH, AM300mgHf 5 L FOFLXBEASK 4 24E
EnB I, BEBICEVFIN SN, $4, 2
YhO-S—l3FOMBELRRL-HELEEL, gy
itz F— - = FIlHt - TIRERREEZ AN, 8
FiFtcF— c a—-FIIRBRTEITa s bo—-5-3%
EL, NATFHORBICED, B, EHE Y FiE,
HERBILARIIC T b O — 7 — AYE(E AT LR E
FIIoWTEERRE B RANR: R RFENF
HE(RHBEAFIE) TITV, WTROKEBREHR & &K
CBALLDDTHA I ENHmREINT,

5. BERISEA

REEFIXS B, oONEF, BEEEXT7T04 FA
BLUFERTOM FEERERENIFRA L2 EEL,
HRBER, BEH, v-ru7) LB, REHLE
BlE LTHB BT AL L L, R LAIBRER
FO4 FHIIDOWTIE, RARERFHBI0OB M LFTA LR
BahTnt, BIBEEATOA FERG I LR
SNBIERDEANROONT, POoFKRBRRTHET
FREDH B VIZFNLUT ORI REGIRS ShAHARE
LEzBWbDE LI, T/, SEERH, HRHRE
B WEEBEA 2 CRERAYRHAILE LI &
B, WTFhoOHEIZ bR %R LGER, &7
AERICENSG, X558, F50H, tRBdikEERE
WThHIEELTS

6. fEX - TROBEL L UBRRE

1) f#ER
BEHEBSIUBELERITROEBYELT, FH
ELTEBHEGT A L E LY, P & biEH,
RS HH7ASK, 14BKICRLTRBTHIILELL,

(1) % B:1H2~4EWE(ENE)
(2) BMmERY, ARiC(1FERE), CRP: EMELiER
¥5,
(3) Wbk : + (EIEAHEE X hb8E), +, —D3
BeRE

(4) WEIE



VOL.38 S-2

18 M T R AE L2 4F § A Fleroxacin?) f & 80 BR 457

& . #(50ml/HLLLE)
H(10ml/ B LA L50ml/ B Aiij)
+(10ml/ B i)

— (% L)Dagkk
AR - BRTE(P)
Hil 4t (PM)
FETE(M) D 3B
m o+, — 2Bk

(5) DRURREE :  GRIEMNIRIZE), +, — D3R
(6) M 5. H, +, —D3ER
(7) ME7H -+, +, —DO3ER
(8) MEAHEIR : +, — 2B
(9) F7/7—¥ -+, — D2k

2) BRI

T HB L OEREY % Table 118 L7z, WTFho
BOFFEDBIZERTE WA, BB F/2ERBI
EfiL, 14A KRBTGS 2l L aiiasp Bl
TORBEYERTH I L & LIz, KSR A
DIGRNI O MEBL L7561, S BREEAIE
BRICOWTHRET 2R A & 3C, EWHE T 7233565
EIET A2 ClReR R Y BMHESR T L E LT,

3) BEL v by

BERGR B L RS 4BZOMWIL » 7 > e

FLHEL, TANLERETHIEELT,

4) MIRFHRRE

PG paGE, X5 7R%B L O T4B%RICEGE )ik
V&g O 058 - [ - Rl xRy, ke
R ELIBOMETI DT, RRRE T 72135 & ik
E SN AHWIZD W THIEE & i fleroxacind £ OFLX
WA AMICHE (B AR Lk R FE 128D
10°CFU/mITMZE) & W AR A~ ¥ —IF7EH
THEPHIIT > 7

7. FBBECEBHE

FHBEOHELEIZL ), KEE L TOEIER P
SE, BHEO 2 BRI, MBS At L, Bl
(—#BERk) , I, WO B L OB, BIK
MAE R, %), AR, HHOIER B X O
AL Lo SHICBMRDIRLZEMETHRLT, 17H
HEBHTHH, AR, 6H, TRy, #FHT
NETHVOSER S L OHEAREIZHE L7,

8 INERAKIZLBHE

NNEERANIZT Y O — 5 — 3 EEROHRERIZOV
T, EAES, Mkt HLEMYAB L OEGENED
gk asnz=fnt 7514 FL, BIZEELIZHIESNTE
SR L. ANEEEHE SHHEGEST ORAE L Wi
LY MNT 740 6% I To 70 SHEBIZDWT,

Table 1. Items and schedule of laboratory tests

Item

Before Day 7 Day 14

Chest roentgenography
Sputum culture

CRP

ESR (1 h value)

erythrocytes
hemoglobin
Blood hematocrit
analysis leukocytes
leukogram
platelets

S-GOT

S-GPT
Hepatic AL-P

function test LDH

v-GTP

total bilirubin

Renal BUN
function test S-Creatinine

protein
Urinalysis sugar
sedimentation
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SATERE A5 LLT O b DA% 5358 13 Fisher DB k%
SHEEERC . AEKERIMES% L L7,
I.E B B #&
1. M RIEB
Table 31278 L 7= & 9 IC# 4% 5 AE 6113 13881 (AM200

Table 3. Case distribution

(MECTEEOTRIHET DL RHE)DIBR L i
L7 oRx w
FERRIRAEIZ DWW TIX, ZOEE * HEXDIEFE &t Bfficacy T'MNS 1
KL, ROEEIZGE > TRBRER L OREEDOFEIZD Excluded
WTHE L7, Mo 3
OFLX 3
(1) E¥EBE—-REHE Tod 9
BEN20% L E* RELB LT 5,
(2) REE—RH1E m““:.?‘%
HIEO2HEL L % RELB E T 5, oLX 4
(3) KOBEEEIZOVTIE, FTROKIEERE L S tecs _—
Y5, Al;::cmm
200
B MEKER : 3000/ mm®k i T A0 H
otal number 1
DFEEERE  10% AL, EHfEL L T500/mmLL o ente Tod 3
_t AM 300 43 [—
OFLX 47 Tncluded
Mm/MRE - 1075/ mm® & i Towl 138 A0
HEM I Table 20K EICH T, MHOTHHA, HH, o e
N otal 121
LRFH, HRATRVOIERS L UHERETHEL fndings N
f:o Excluded
AM 200 6
9. ¥—-3—-FORE, 75 DR preroa
NEREBLU Y bO—F 2L DEBIOR D K Tow 17
AHRE SNk, ERZORBREBIBLEI/NERESN [—MT
FEEIIOVTRBN L E KD L%, SEFO AMan 1
FoyRMEL, Ty hO-T-Ak— - a- FRRY e ) o 0
L7 AM 300: fleroxacin 300 mg/day Uity ™
OFLX: ofloxacin 600 mg/day
REHERT— 5 ORARREIE LT, ¥HRE, AMZ0 3
Kruskal-WallisOHKE & Bl V> C3RAIBER O —HEME £ 4R oRx 3
Total 7
Table 2. Criteria for judgement of utility
Side-effects and Clinical efficacy
abnormal laboratory findings excellent good fair poor undecided
No + + + - ?
mild + + + - ?
Yes moderate + + - - -
severe - - _ _ —
+ : markedly useful, + :useful, =+ :slightly useful, - :useless, ? :undecided
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gL L7zo BR4VBEIE % Table 413R L 72

a1 Bl O f AT 25 % 45043 135450 (AM200mg #¥ 47 B,
AM300mgBE42%), OFLX#E46%), BRIKMRAMME O
AT 2 01212150 (AM200me¥ 4260, AM300mght 36
5, OFLXEE43%), 4 3 i F A % 2R 3 4l i 51
2B (BHER O 7z l) RN 7213161 (AM200mgHf
45%), AM300mgiE41f, OFLXH45%)) % 4T+ 4651
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2. HRENF
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AN
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SHMICEE R EBD LN h 5 7,
4) EEKIEIR, BRAHA(H
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LB L UCRPIZOWT W NG 3BERMNIAT R Al 0 12
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MNEREICTERERE I MLE S N IHEBIE 794
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AM300mg®E 2160, OFLXEE27%)), #Ek 41294l
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- 7:(Table 7). KW & ffw SN /89kH, 374D
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1) BEEHE

Ba A Zh BT R 129B /MRS W 2 & B EIKA
He% Table QIR L7zo ATAD#E(FR+A7%))IZAM200mg
162.2%(28/45), AM300mg#t90.0% (36/40) % & OF
OFLXM77.3%(34/44)T, AM200mgff & AM300mg#t
DRNIATEEDGLD H N/ (Po=0.007 ),

2)  BEIBRIREIATH A

LRSI A H- % Table 101273 L7z, MR L LD
A7 %h %< 12 AM200mg B 77.8% (21/27), AM300mg I¥
95.7% (22/23) 8 £ 'OFLXT79.2%(19/24)T& Y,
IR HE O F U id AM200mg BE 38.9% (7/18),
AM300mg #f: 82.4% (14/17) B & U OFLX # 75.0%
(15/20) TAE FTHLIRIE TAM200mg i & AM300mg it
DINATEEDRD 5N (Po=0.023),

3)  HEAERE DB DA

e 5-BARAEE O FAE LR B U 72 BRI )AL % Table 11

W2k L 7o BEE 1 O A7 %h % 13 AM200mg £ 60.6%
(20/33), AM300mg#:87.1% (27/31) ¥ £ 'OFLX &
82.8% (24/29)T, AM200mght & AM300mg it o ]2

Table 4. Reasons for exclusion from evaluation of clinical efficacy

Reason AM 200 AM 300 OFLX
Pretreatment with enoxacin 1
Violation of administration schedule 1
No further consultation 1
Disease not included in protocol
Pneumonia 1 1
Lung abscess 1
Clinical symptoms of infection unclear 1
Discontinued due to side effects? 1 1
Total 3 3 3

a) included in statistical analysis of utility
AM200: fleroxaxin 200 mg/day

AM300: fleroxacin 300 mg/day

OFLX: ofloxacin 600 mg/day
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BAEMEIEAM200mgBE68.2% (15/22), AM300mght
81.0%(17/21)% & UFOFLXE£66.7%(18/27)Tdh » /2,
RRED D HH. influenzae BIRE GBI M $ 5 A2
AM200mg®:75.0% (6/8), AM300mg#88.9%(8/9) %
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FHIENR % Table 1312, ERBEHIOMEFMHE%
Table 141278 L7z, JEBIHDOBEHILZIE, AM200mght
65.4% (17/26), AM300mg#¥ 73.9% (17/23) B & ¢
OFLX#75.9% (22/29) THEERRD N h o1,
REEEOMEZE N R 1L AM200mg B T328k 5 248
(75.0%), AM300mgHf T25%kF20%(80.0% )5 L Uf
OFLXT TII314kH264k(83.9% )DIHKE R R L1, I
23 EAIE DKM RE & SNDH. influenzae Tiz %
L L EWRIEE L T /22%, Branhamella catarrhalis Tt
AM200mgfE4 ¥k 48k(100% ), AM300mg#f 2tk 14
(50.0% ) ¥ & OFLXTE 28k 2#£:(100% ), Streptococcus
preumoniae T 1L %4 ARk 18R (25.0%), 6Hkd 4%
(66.7%), 3HEF3IHE(100%)DIHLETH 572,

Table 5. Background data of patients

AM 200 AM 300 OFLX
Item Statistical analysis
45 40 44
male 23 30 26
Sex female 22 10 18 NS
~39 3 3 7
40~49 2 6 4
Age 50 ~59 4 6 5 NS
(year) 60 ~ 69 21 10 16
70~179 13 15 10
80~ 2 0 2
~39 6 0 1
40~49 11 8 19
. 50~ 59 17 15 11
Body weight (kg) 60~ 69 6 7 6 NS
70~ 1 2 2
unknown 4 8 5
Diagnosis chronic bronchitis 27 23 24 NS
(Committee) bronchiectasis 18 17 20
Severity mild 33 31 29 NS
(Committee) moderate 12 9 15
Underlying no 21 22 25
disease and/or NS
. yes 24 18 19
complication
Pljetreatment o 42 38 38
with es 3 2 6 NS
antibiotics ¥
Concomitant no 18 17 21 NS
drug yes 27 23 23

NS: not significant

AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
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Table 6-1. Background of patients: initial symptoms

AM 200 AM 300 OFLX o .
Item Statistical analysis

45 40 44
<37 18 17 18
Body t " 37=~<38 19 18 22

oy perae 38=~<39 5 5 2 NS
0 39= 2 0 1
unknown 1 0 1
- 2 1 1
+ 18 18 19

Cough + 25 21 24 NS
unknown 0 0 0
- 0 0 0
+ 12 10 6

Volume of sputum + 24 22 25 NS
" 9 8 13
unknown 0 0 0
M 0 1 1
PM 15 11 12

Property of sputum p 30 28 31 NS
unknown 0 0 0
- 27 22 25
+ 15 9 13

Dyspnea “ 3 7 6 NS
unknown 0 2 0
- 38 36 40

Chest pain + 7 3 4 NS
unknown 0 1 0
- 6 9 7
+ 24 25 26

Rales “ 15 5 10 NS
unknown 0 1 1
- 43 38 40

Dehydration + 1 0 3 NS
unknown 1 2 1
- 43 35 40

Cyanosis + 2 3 3 NS
unknown 0 2 1

NS: not significant

AM200: flerqxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
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Table 6-2. Background of patients: initial symptoms

AM 200 AM 300 OFLX Statiscal
Item tatiscal analysis
45 40 44
< 8,000 23 15 16
WBC 8,000= ~ <12,000 16 22 17
/mm® 12,000 = ~ <20,000 6 3 10 NS
(/mary 20,000= 0 0 0
unknown 0 0 1
<20 7 11 13
20= ~ <40 14 16 9
n?n?/ir 40= ~ <60 9 7 5 NS
(mm/he) 60= 10 3 13
unknown 5 3 4
- 4 3 6
+~3+ 29 24 19
CRP 4+ ~5+ 3 6 10 NS
6+ ~ 8 7 9
unknown 1 0 0
NS: not significant
AM200: fleroxacin 200 mg/day
AMB300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
Table 7. Distribution of causative organisms
. ) AM 200 AM300 OFLX Statistical
Causative organism .
27 23 29 analysis
Monomicrobial infection 22 21 27 NS
Polymicrobial infection 5 2 2
S. aureus 2 2 1
S. pneumoniae 3 4 3
B-streptococcus 1
H. influenzae 8 9 9
B. catarrhalis 4 2 2
K. pneumoniae 1 3
L. P. mirabilis 1
Moir:;::;:zblal P. aeruginosa 1 2 4
P. alcaligenes 1
S. marcescens 1
Servatia sp. 1
A. calcoacetscus 1
E. coli 1
E. cloacae 1
E. aerogenes 2
S. pneumoniae + S. aureus 1
S. p iae + H. infl 1
S. aureus + P. aeruginosa 1
Polymicrobial | H- influenzae + K. pne 1
infection H. influenzae + E. coli 1
K. pneumoniae + E. coli 1
K. pneumoniae + E. cloacae 1
P. aeruginosa + E. coli 1
S. pneumoniae + S. aureus + P. aeruginosa 1

NS: not significant

AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
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Table 8. Susceptibility distribution of causative organisms judged by committee (inoculum size: 108 cells/ml)

MIC (ug/mi) Statistical
Drug |Treatment Total alysi
=0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100= analysis
AM 200 3 1 2 4 1 2 1 14
Fleroxacin| AM 300 1 1 1 1 3 7 NS
OFLX 1 2 2 4 1 1 1 2 2 16
AM 200 3 1 2 1 3 1 2 1 14
Ofloxacin | AM 300 1 1 1 4 7 NS
OFLX 3 3 2 2 4 2 16

NS: not significant
AM200: fleroxacin 200 mg/day AM300: fleroxacin 300 mg/day OFLX: ofloxacin 600 mg/day

Table 9. Clinical efficacy judged by committee

)
Treatment No. of Excellent Good Fair Poor Efficacy® Statistical analysis
cases rate (%)
AM 200 45 4 24 8 9 62.2 x-test
AM 300 40 3 33 1 3 90.0 AM 200 : AM 300
OFLX 44 5 29 4 6 77.3 P,=0.007

a) Excellent + good
AM200: fleroxacin 200 mg/day AM300: fleroxacin 300 mg/day OFLX: ofloxacin 600 mg/day

Table 10. Clinical efficacy classified by diagnosis judged by committee

i )
Diagnosis | Treatment No. of Excellent Good Fair Poor Efficacy® Statistical analysis
cases rate (%)
Chronic AM 200 27 2 19 3 3 77.8
bronchitis AM 300 23 1 21 1 95.7 NS
OFLX 24 3 16 2 3 79.2
Bronchi- AM 200 18 2 5 5 6 38.9 x>-test
ectasis AM 300 17 2 12 1 2 82.4 AM 200 : AM 300
OFLX 20 2 13 2 3 75.0 P,=0.023

a) Excellent + good  NS: not significant
AM200: fleroxacin 200 mg/day AMB300: fleroxacin 300 mg/day OFLX: ofloxacin 600 mg/day

Table 11. Clinical efficacy classified by initial severity judged by committee

)
Severity | Treatment No. of Excellent Good Fair Poor Efficacy® Statistical analysis
cases rate (%)
AM 200 33 2 18 7 6 60.6 xC-test
Mild AM 300 31 2 25 1 3 87.1 AM 200 : AM 300
OFLX 29 2 22 2 3 82.8 P,=0.034
AM 200 12 2 6 1 3 66.7
Moderate | AM 300 9 1 8 100 NS
OFLX 15 3 7 2 3 66.7

a) Excellent + good  NS: not significant
AM200: fleroxacin 200 mg/day AM300: fleroxacin 300 mg/day OFLX: ofloxacin 600 mg/day
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Table 12-1. Clinical efficacy classified by causative organisms judged by committee

] . Efficacy® | Statistical
Causative organism Treatment | Excellent | Good | Fair | Poor | Total rate ((;S an alysics
AM 200 1 1 2 50.0
S. aureus AM 300 2 2 100 —
OFLX 1 1 100
AM 200 1 2 3 33.3
S. pneumoniae AM 300 2 1 1 4 50.0 —
OFLX 2 1 3 100
- AM 200 1 1 100
B-streptococcus AM 300 0 — —
OFLX 0 —
AM 200 1 5 1 1 8 75.0
H. influenzae AM 300 1 7 1 9 88.9 NS
OFLX 1 8 9 100
AM 200 3 1 4 75.0
B. catarrhalis AM 300 2 2 100 -
OFLX 1 1 2 50.0
AM 200 1 1 100
K. pneumoniae AM 300 0 — -
OFLX 1 1 1 3 66.7
AM 200 1 1 100
P. mirabilis AM 300 0 - -
OFLX 0 —
N AM 200 1 1 0
M°.'“;"“t‘f‘°b‘a‘ P. aeruginosa AM 300 2 2 | 100 -
Infection OFLX 1 3 4 25.0
AM 200 0 —
P. alcaligenes AM 300 0 - —
OFLX 1 1 0
AM 200 1 1 100
S. marcescens AM 300 0 - -
OFLX 0 -
AM 200 0 _
Serratia sp. AM 300 1 1 0 -
OFLX 0 -
AM 200 0 —
A. calcoaceticus AM 300 0 — -
OFLX 1 1 0
AM 200 0 -
E. coli AM 300 1 1 100 —
OFLX 0 —
AM 200 0 -
E. cloacae AM 300 0 — -
OFLX 1 1 100
AM 200 0 -
E. aerogenes AM 300 0 — -
OFLX 1 1 2 0
AM 200 2 13 5 2 22 68.2
sub-total AM 300 1 16 1 3 21 81.0 NS
OFLX 4 14 3 6 27 66.7

a) Excellent + good  NS: not significant
AM200: fleroxacin 200 mg/day

AMB300: fleroxacin 300 mg/day

OFLX: ofloxacin 600 mg/day
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Table 12-2. Clinical efficacy classified by causative organisms judged by committee
. . . Efficacy? | Statistical
Causative organism Treatment | Excellent | Good | Fair | Poor | Total rate (%) | analysis
AM 200 0 -
S. pneumoniae +S. aureus AM 300 1 1 100 —
OFLX 0 -
AM 200 0 -
S. p jae+ H. infl AM 300 1 1 100 —
OFLX 0 —
AM 200 1 1 0
S. aureus + P. aeruginosa AM 300 0 - —
OFLX 0 -
AM 200 1 1 100
H. infl +K. p AM 300 0 - —
OFLX 0 -
AM 200 0 —
H. influenzae + E. coli AM 300 (1] - -
Polymicrobial OFLX 1 1 100
infection AM 200 0 —
K. pneumoniae + E. coli AM 300 0 — —
OFLX 1 1 100
AM 200 1 1 100
K. pneumoniae + E. cloacae AM 300 0 — —
OFLX 0 —
AM 200 1 1 0
P. aeruginosa+E. coli AM 300 0 — —
OFLX 0 —
S i S AM 200 1 1 100
. pneu;to ige+S. aureus AM 300 0 - _
+P. aeruginosa OFLX 0 _
AM 200 3 1 1 5 60.0
sub-total AM 300 2 2 100 —
OFLX 1 1 2 100
AM 200 2 16 6 3 27 66.7
Total AM 300 1 18 1 3 23 82.6 NS
OFLX 5 15 3 6 29 69.0
a) Excellent + good NS: not significant
AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
Table 13. Bacteriological efficacy judged by committee
No. of . Partially . . Eradication | Statistical
Treatment . D d Replaced Persisted Undecided .
n cases Eradicated eradicated ecrease P rate (%) analysis
AM 200 27 17 2 3 1 65.4
AM 300 23 17 3 1 1 73.9 NS
OFLX 29 22 2 5 75.9

NS: not significant

AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
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5. FiRBEHEIZ L B EERTDR

FIRBHE I & ABERER % 5% £ TllTable 15178
L 750 172112 AM200mg#it68.9% (31/45), AM300
mg £ 90.0% (36/40) B & (FOFLX#¥77.3% (34/44) T
AM200mglf & AM300mg? A7 2 A28 5 7z (Po
=0.035)

6. NEARIZLDuEM

1) wifeH

GIVE R AT R 135BIZ BT B RBIE B LU ZDN%
% Table 16127% L 720 @l{EA IZAM200mgfE T4 7644
4 (8.5%), AM300mgff T4261446)(95%)b L O

OFLX#F46BIH261(4.3% )IZ32H SNI2H, 3BMIcH
BAERIRO LN D572 BIERDMRIZAM200mgs
T, IV - - 77 77% OIv-EBR- /Y
iR, BR, LEHE4 16, AM300mgh T3 IR,
LA LA JAERLP), OFLXBETEM, B
BEAZIBITH o720 RIRIFIDH B, 2611355 tkigsrh
12, E1FILIFGPIIC L D ERLHITHEL LT,

2) ERARHRAESEHR

PER R AR 21216012 BT 2R ABRELHH
% Table 172K L7z, BH AT IZAM200mgdE T426)h
3%1(7.1%), AM300mgHE T36%IH36(8.3%)b & 1

Table 14. Bacteriological response classified by species

AM 200 AM 300 OFLX -,
Species r— —— dicated isted dicated sted Statistical
eradicated| persiste eradicated | persiste eradicated | persiste analysis
%) %) total ) () total %) %) total
S. aur 3 ! ¢ 3 3 0 '
. aureus (75.0) 25.0) (100) (100) -
s _ 1 3 4 4 2 6 3 3
. pneumoniae ©5.0) | (75.0) 66.7) | (33.3) (100) -
B-streptococcus (1(1)0) ! ° ° -
. 9 9 10 10 10 10
H. influenzae (100) (100) (100) —
A 4 4 1 1 2 2 2
B. catarrhalis (100) (50.0) | (50.0) (100) _
] 3 3 0 3 1 4
K. pneumonize | o 75.00 | ©@5.0) -
P. mirabilis (1(1)0) ! ° ° -
P. aeruginosa ! 3 Ny 2 2 6 ! -
- genig @5.0) | (75.0) (100) (100)
P. alcaligenes 0 0 (1(1)0) 1 -
Serratia sp. 0 (12)0) ! ’ -
A. calcoaceticus 0 ° (1(1)0) ' B
. 1 1 1 1 2 2
E. col B
colt (100) (100) (100)
1 1 0 1 1
E. cloacae (100 (100) ~
E. aerogenes 0 ‘ (lgO) i B
Total 24 8 32 20 5 25 26 5 31 NS
(no. of strains) (75.0)0 | (25.0) (80.0) | (20.0) (83.9 | (16.1)

NS: not significant

AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
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Table 15. Clinical efficacy judged by doctors in charge

No. of . Efficacy? - .
Treatment cases Excellent Good Fair Poor rate (07}; ) Statistical analysis
AM 200 45 3 28 7 7 68.9 x-test
AM 300 40 4 32 3 1 90.0 AM 200 : AM 300
OFLX 44 3 31 6 4 77.3 P,=0.035

a) Excellent + good

AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day

Table 16. Side effects judged by committee

Side-effects AM 200 AM 300 OFLX Statistical analysis
No. of cases 47 42 46
No. of cases with side effects 4 4 2 NS
(8.5%) (9.5%) (4.3%)
mild moderate | mild moderate | mild moderate
Insomnia 2 1
Dizziness, headache and wooziness 1
Dizziness, nausea and anorexia 1
Feeling queasy and dull headache 1
Papules 1
Vomiting 1
Nausea 1
Stomach discomfort 1

NS: not significant

AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day

Table 17. Abnormalities of laboratory findings judged by committee

Abnormal finding AM 200 AM 300 OFLX Statistical analysis
No. of cases 42 36 43
No. of cases with abnormal 3 3 11 P,=0.025
laboratory findings (7.1%) (8.3%) (25.6%)
Eosinophils t 4
WBC | 1
Eosinophils t and BUN 1 1
GOT t 2
GOT 1t and GPT 1 1 1
T-Bilirubin t 1 1
BUN 1t 1 1
S-Creatinine 1 1 2

Severity of all abnormalities mild.
AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
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OFLX#ETA43FIh111(25.6% )22 S, 3MEMICA
HEDRED SN (Po=0.025), EEMNEDHLNIIHE
WHFEEEK e & DMk (%, GOT, GPT7% & DRfH#fEs &
UBUN, M7 L7 F = EDOBBEIZHT AET
Hol:h, WTFRLEHNDL DT, BEIRTNTHRET
Holio CNOLDOREMBIIZDOHDOBAELI LI 27213
EAEDREBITIERIEE 735 5Tl L7,

7. WNEREHEICL A%

AR L1316 CONEREHEIZ L AATHEY
% Table 18IZ/R L7 ARAEWBO THH+TH)IF
AM200mg B 62.2% (28/45), AM300mg ¥ 85.4%
(35/41) % £ U'OFLX#£75.6% (34/45)T, AM200mght
& AM300mgD 1247 B AN 6 72 (Po=0.029),

8. EiREHEII L 2HAN

FIHEEHE L A% Table 191278 L7, INEH
RHEIZ L BHHEMED S B, OFLXEF 1HITE G
TEATEE LIcrcsh, FEREHE & BT $BI0 8%
T 5, FHHFIZAM200megf62.2% (28/45), AM300
mglf85.4% (35/41)8 & 'OFLXBE75.0% (33/44) T,
AM200mg#t & AM300mgBEDHIZ AT EDEO STz
(Po=0.029),

o = =

I, Z2—F /0 ZARAORMBEIEH Lob o

& %, Fleroxacind Z DFRHI A D AHBTHIAIT, BEIC

WAz & B DR RERN AT, EEGIIW (o
POBFYEOSHRIN TV A, T 7% b bileroxaciniifn
ORI & ) B PIRESR O, oMb
% LA AEIRBPNDBITHROONT VS, £, M
IR 2 LOBF I & BEF DFERERI OF T—FR WY,

4 [ fleroxacin DB M FEREEIIH TLEEHAR L
BiT¥ABMT, OFLXZ A ME L L THEBGRBR L £
L7

IR SR REGIED S b, RRE OB MATTLB T fE 8
MREBRPELHRE L; ZOFMPENES £
LNDEHRAEXREREIIREICR > TI %,
720 Fleroxacin®#% 53, MRIFEIEDRREE |
T EESARE DE NS, pneumoniae, H. influenzae, B. catar-
rhalis, Klebsiella pneumoniae®” (2343 5 AR OMEH B
L OEIERIREERRL, T/, —ERARTHEY
REEGIF I T AHHEHLHE200mgD 1 @IZE T
78.8%, 1HE200mgM 52445 T83.3%, 1H &300mg
D1E4K5TI4.4%, 1HZE300mgN 525 T71.4%¢
BUBEEDEABONTOAIE LYY, 200mgE /i3
300mg& L7z, 455 [ 12 A< K] o) i b 2 w4 74 1088
& BEAF IR REER & B L T—FR W2 & B L PRI
15 TH+ R RBRRBRPBFEONTVDE I EhH,
1A1E#HSTHA EE 2. $/0FLXXERED
600mg(5r3) & L7,

Table 18. Utility judged by committee
No. of Markedly Slightly Utility? istical analysi
Treatment cases useful Useful useful Useless rate (%) Statistical analysis
AM 200 45 4 24 7 10 62.2 xC-test
AM 300 41 3 32 2 4 85.4 AM 200 : AM 300
OFLX 45 3 31 4 7 75.6 P,=0.029
a) Markedly useful + useful
AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
Table 19. Utility judged by doctors in charge
No. of | Markedly Slightly Completely . Utility® . is
Treatment cases useful Useful useful Useless useless Undecided rate (%) Statistical analy
AM 200 45 7 21 10 7 62.2 x-test
AM 300 41 4 31 5 1 85.4 AM 200 : AM 300
OFLX 45 4 29 6 5 1 75.0 P,=0.029

a) Markedly useful + useful
AM200: fleroxacin 200 mg/day
AM300: fleroxacin 300 mg/day
OFLX: ofloxacin 600 mg/day
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AOORFTTHONIBEBRHRIE, NEBEHET
AM200mg#62.2%, AM300mg#90.0% 5 L FOFLX fi
773%THH, EEERHAED ML IZZF—-DOHFETH
YA

IR EFELIED ) b, BTGB BEAE 1L — A I & &
DY HEHEIENT EHEVD, FHERE~NDOEH D
BAIAEW, 7% b bblood bronchus barrier 2SfE1E

AroEEZOLRTVAEY, TOH, KEBRIZEWVTIE,

BICFDERIRGEDEIZL DR ICEKRLSFE N,

MIBETHHOFLXDBEDBMETEKLEE I T S
CEERABRTOEDRE, 784%H H111280.2%°

ERESNTBY, SEOEKEEIIAETH -7, B
ENERRTDE, BREANCEE, WHEREOMMED
6, BEREKTAICEMEND 5, SEOEFEHEK
77.3%13, I HIRLLERETHLLEZ LN,

HRHZHRETIE, SEORBRTHREFEORLIZE
DUIRER, BRSBTS R120610 5 b2 REAH
EENTIEBNIIT9H) (61.2%) 1 LIz, RILENH
BRIZEENRBIRR T, ZDEL D DIIH. influenzae 29%k, S.
pneumoniae 13 ¥k, Pseudomonas aeruginosa 10 £k, Sta-
bhylococcus aurens 8KK, B. catarrhalis 8%k TH b, B84
FEBRREIZ BV THBBAENES CBREEER ST
WARESRRE L %o TOLEBNSEL 70 FOM
BFE B EF 1L AM200mg # T 75.0%, AM300mg # T
80.0% COFLXEETi283.9% VTN BVEHINEE %
AL LRSEBETATYH, £%472.0%, 78.3%,
80.0%DHHAETH ), EHROBEEELIZIFIFEDK
A P AN

BIER 1 AM200mg B T8.5%, AM300mght TI.5% 5
L UFOFLX#4.3% T, AMBEDEBENSRRE D 1255,
SMEICAEEEIRO LNz 12, T, BELEE
BbZOHoNT, ZOBELO IV, RIRLZ & OMEEE
K BR, BBERRZ EOBLBRERSET, KR
KRR LEZ ONBMOERIZED SN LD 5T B
KREMORELE I, FBEHKOES, GOT, GPTD
LR, BUN, M2 L7F= D LANELLDOTH
D, BRAFICRBEL 220Dk 57. AMIXKSEE
L DOFLXIX5BICHWT, SEIDERICBVWTIE, %
DUHBBEEA R LK TH 72,

BARLE, SIERS & OBAREBEOLEFWELT
HE SN HRME, NERSNEIC L AHHEETHE,
B8 EOFLX 0 75.6% % .0+ 12, AM300mg & 85.4%,

AM200mg#62.2%TH H, AM300mglf & AM200mgh¥
DEICHEEVRO LN,

Pl E, 18Rl B HE LA B fleroxacin D E @ik 5
BIZOWTEBIICHB LR, BROIRLONEH
BHHDMm A 5, fleroxacin300mg#% 5-Ef (2 fleroxacin200
mgGH LV BOCEDHEL L WICAHENIEON, £
7z, BEIIEVEFfll % 75 TV HOFLX &[5 4 i BATS &
iz, TNODEHEDS, BUFREREAETT Siler-
oxacin DEEF M %2 A E L, 1E300mgl A 1@ D55
BLHEEZ LN,
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TRACT INFECTION

Koner Hara, Masaki Hirota, Keizo Y AMAGUCHI, SHIGERU
Kouno, Tosuiaki Havashi, Y asumasa Doutsu, Kouicht
WatanaBe, Hirosti Mukar and Yuuichi INOUE
Second Department of Internal Medicine, School of Medicine,
Nagasaki University and Related Hospitals,

7-1 Sakamoto-machi, Nagasaki 852 Japan

Axira Saito, Masumi Tomizawa and Icuiro NakayaMA

College of Medical Technology. Hokkaido University and Related Hospitals

Koraro Oizumi, AkiRA W ATANABE, SENCHI AONUMA,
Masakicit Motomiya, Kivossr Konnvo, Konsaku Nacal
and SHIGERU SHIMODA
Department of Internal Medicine, The Research Institute for Tuberculosis and

Cancer, Tohoku University and Related Hospitals

Izumi Havasui™, Kikuo Onvuma and Miki Hasuike
(* Department of Internal Medicine, Cancer Institute Hospital)

Department of Respiratory Disease, Iwaki Kyoritsu General Hospital

Masataka Katsu, Suingt Okui, Tostio Fukut
and Hirosur Hirose

Department of Internal Medicine, Kasumigaura National Hospital

Hirovuki Kosavashr and Hirosui OshiTan

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

Jincoro SHiMaDA, Konya Suisa, Masanosu K,
Artsushi Sarto and Osamu Sakat
Second Department of Internal Medicine, School of Medicine,

The Jikei University

Kaoru Suimapa and Takassi INaMATsU
Department of Infectious Disease, The Institute of Medical Science,

The University of Tokyo and Related Hospital

Hipeo Ikemoto, Kazuyostt WATANABE
and Tomoo Konara

Department of Internal Medicine, School of Medicine, Juntendo University

Koichiro NakaTa, TaTsuo NakATANI,
Yosuitaka Nakamori, Naouiko CHONABAYASH,
Masayuki Nocuci, and Koun Narut

Department of Respiratory Disease, Toranomon Hospital

Suoicuiro IrRiMasirl and Mitsuo OBana

Department of Internal Medicine, Kawasaki Municipal Hospital

Takao Onkuso and HirotapA Ikepa
First Department of Internal Medicine, School of Medicine,

Yokohama City University

Fumio Matsumoto and Takeo IMa1
Department of Internal Medicine, Kanagawa Prefectural Nursing and School of

Hygiene Hospital

Suigeki Opaciri, Kaneo Suzuki and Kou Muronashi
Department of Respiratory Disease, Kanagawa Prefectural Circulatory and

Respiratory Disease Center

A-tuniko Sato, Akiniko Oxano, Hirokazu Oxano
and Masami Tanicuchi
Second Department of Internal Medicine, School of Medicine,

Hamamatsu University and Related Hospitals

Fumio Miki

Department of Internal Medicine, Tane General Hospital

Rinzo Soeima, Niro Oximoro, Jiro Hino
and Yosuinisa NAKAGAWA
Division of Respiratory Diseases, Department of Medicine,

Kawasaki Medical School

Tosumaru Matsustima and Yositiko Tano

Second Department of Medicine, Kawasaki Medical School, Kawasaki Hospital

Micuio Y amakipo and Suinici IsHioka
Second Department of Internal Medicine, School of Medicine,

Hiroshima University



VOL.38 S-2 18 S8 R SE |2 3F T A Fleroxacin® Fl & HL B ER 471

Masaru Nasu, Tonru Y amazaki, HipEaki SHIGENO, Nosuya Ocawa
JUN Goto and Takayosui T asHirRo Department of Pharmacology. School of Medicine, Ehime University
Second Department of Internal Medicine, Medical College of Oita
Koicui Decuci
Keizo Matsumoto, Tsuvosui Nacatake, Naoto Rikitom Section of Studies, Tokyo Clinical Research Center
and Kazunori Orsht
Department of Internal Medicine, Institute of Tropical Medicine,

Nagasaki University and Related Hospital

Artsustr Sairo, YosHiTERU SHIGENO, Y UEI IRABU,
Hirosti Konatsu and Junichi Ossniro
First Department of Internal Medicine, School of Medicine,

University of the Ryukyus and Related Hospitals

To objectively evaluate the appropriate clinical dose of fleroxacin, a new quinolone antibacterial agent, in the treatment of
chronic respiratory tract infections, we carried out a dose-finding comparative study using ofloxacin (OFLX) as the control
drug.

Patients were given fleroxacin at a single daily dose of 200 mg or 300 mg or 600 mg of OFLX (t.i.d.) for 14 days in
principle. The following results were obtained.

1. The clinical efficacy rates (including excellent and good) as judged by the committee were 62.2% (28/45) in the
fleroxacin 200 mg group, 90.0% (36/40) in the fleroxacin 300 mg group and 77.3% (34/44) in the OFLX group. There was a
significant difference between the 200 mg and 300 mg fleroxacin groups.

2. Bacteriologically, the eradication rates were 65.4% (17/26) in the fleroxacin 200 mg group, 73.9% (17/23) in the
fleroxacin 300 mg group and 75.9% (22/29) in the OFLX group.

3. The incidence of side effects was 8.5% (4/47) in the fleroxacin 200 mg group, 9.5% (4/42) in the fleroxacin 300 mg
group and 4.3% (2/46) in the OFLX group. They were not serious in degree.

4. The incidence of abnormal changes in laboratory test values was 7.1% (3/42) in the fleroxacin 200 mg group, 8.3%
(3/36) in the fleroxacin 300 mg group and 25.6% (11/43) in the OFLX group. All changes were mild in degree.

5. The utility rates (including markedly useful and useful) as judged by the committee were 62.2% (28/45) in the
fleroxacin 200 mg group, 85.4% (35/41) in the fleroxacin 300 mg group and 75.6% (34/45) in the OFLX group. There was a
significant difference between the 200 mg and 300 mg fleroxacin groups.

Our results suggest that a daily dose of 300 mg of fleroxacin is a suitable clinical dosage in treating chronic respiratory
tract infections.



