396

CHEMOTHERAPY

PR 23 EAE 12 31T B Fleroxacin® RIR B & UTER PiRE ORET

FARE - BHHER - BFOB%
BAKRETE - PARMEE - PHEEE
TP BIR 2354 *

¥ #T
ROPMREAERES

BARE—

RRBEREHKRESE 4WH

2160 D5 BYSE B | fleroxacin 4% 5 L, ZDHEMM & LeM ¥ phase [ studyllB W THRETL
T2 T7:, SEBOBRMEZETHEEIIBVT200mgE 7213300mg 1[5 HOME - BRTIRE S
PE L7z, BEOEBARIIREILRELLF, U AMRAHARELRP, MEkkEE [EX
HEAZLIBITH S, K5 IIEHE LT1E200mgF 7-12100mg% 1 H 2Bl 5 L 72,

PEFRZI RIS EXI3BI, AHLOBI, LRH%46), ELIG, FMEAEIFITH 7, EX - FHEE
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Table 1. Clinical efficacy of fleroxacin treatment
¢ Age| Diagnosis Dosage Isolated organism Effect Adverse Abnormal
€1 ) [ underlying | (mg x times before MIC | WBC |CRP |[ESR o laboratory
. . ffects :
no. Sox disease x days) g fer count (ug/ml) clinical |bacteriological | ettec findings
hiectasi B. catarrhalis | 0.2 | 8400 [2(+)| 41
1 60 |bronchiectasis 200x2x7 (2.8 i i I | | |excellent| eradicated =) (=)
M NF 6700 | (—) | 26
hiectasi K. ae| - 10300 [5(-) | 44
p | 53 |bronchiectasi| o w2 x 7 |2.8 [ 2eumoniae Lol 4| L | good | persisted | (= | =
F K. pneumoniae |a few 6000 | (—) | 42
RTI H. i -+ 01 [7500 [ ()| 7
3| 200x2 x7 |2.8 | uenzae L | 4| 4| good | eradicated | () |
M |old pulm. TB =) 6800 | (—) | 6
b: hiectasi NF 8000 | (+) | 22
4 83 ronchiectasis 200x2x9 (3.6 1 l 1) good unknown (=) =)
M ) 6400 [ (—) | 11
iectasi H. i + | 0.05 |14400( (H) | 23
5 | 49 Dronchiectasis |, o o o x 14 |2, | fluenzae V4T | good | persisted | () | (o
M H. influenzae | + | 0.78 |14000( (—) | 12
64 RTI NF 4200 |2(+) | 51
6| - bronchial | 200x2x7 |2.8 1 i ! good unknown =) =
F | asthma =) 6100 | (—) | 36
64 |bronchiectasis P. ae(ruMgz n05¢ | | 3.13 | 6600 | () | 33
7| = 200x2x19|7.6 - 1 1 1 good persisted (=) (=)
F P. aeruginosa " 5700 | (—) | 24
. . S. pneumoniae
49 |bronchiectasis o) 6.25 (14300 |4(+)| 48
8 | 200x2x13]5.2 - 1 i l fair persisted (-) =)
M S. pneumoniae 5700 [3(-+) | 38
e NF 8900 2P| 36
9 47 |bronchiectasis 200x2x10l4.0 1 1 1 fair unknown (=) )
F NF 9900 | (—) | 30
hiectasi K. 7 ++ 0.2 |4900 ((—) | 16
1o | 37 |bronchiectasis | 10 x 1 x 14 |1.4 | Ememoniac 1 | 1| 0| poor | persisted | (=) )
F K. pneumoniae| 3.13 | 5700 | (%) | 20
79 |bronchiectasis NF 4600 | (V) | 37
11 | - [ sideroblastic |200x2 x 14 (5.6 F i i ! poor unknown =) (=)
M | ™ anemia N 4600 | (+) | 24
DPB H. i +H 9600 | ND | 22
2 |¥ 1002 x 14 | 2.8 |11 Pfluenzae L | V| L | good | eradicated | () | (o
M NF 5900 | (=) | 15
DPB o # | 0.05 | 8200 [2(+)| 25
13 43 200x2x6 |, o H. infl uenz-ae 1 1 I good replaced =) eosino.t
M 100x2x9 S. pneumoniae | 25 | 7500 |2(+) | 28
. . H. influenzae | 5700 [ (=) | 5 :
14 | 8 |bronchiectasis 100 x 2 x 19 3.7|S. pneumoniae | ] L[ 4] good erp:é?cﬂid =) =)
M S. prewmoniae| ¥ | 6.25 | 5200 | () | 12
H. influenzae | 0.05 | 8900 [2(+)] 11
15 | 46 DPB |100x2x31[6.2]  (TTA) L | 4| I |excellent| eradicated | (—) -
M NF 9100 [ (=) | 7
DPB L1 H# 9700 |2(+)| 20
16 | % 100 x 2 x 20 | 4.0 |- " luenzae V|4 | L [excellent| eradicated | (=) | ()
M NF 9700 [2(+)] 18
bronchicctas: ] jae | + | 6.25 | 6000 | (+) | 26
17 | 67 [bronchiectasis 100x2x7 1.4 S. pneumoniae 1 L { L | good replaced =) =)
M S. aureus W 5900 [ (—) | 16
by hiectasi . coli + 0.1 |11200|4(+)| 28
1g | 49 [bronchiectasis 1100 x2x 11 ¢ | E. col Vol vl V| far | persisted | (=) [
F 200x2x7 E. coli “+ 8100 (2(+)| 26
bronchicctac ol + | 1.56 | 7400 | (0 | 99
19 65 |bronchiectasis 100x2x14 |2.8 E coh} 1 1 1 fair persisted =) (=)
F E. coli H 9600 [2(+)| 100
73 |bronchiectasi N 4200 | (+) | 83
a0 | 73 |bronchiectasis 200x1x14]2.8 F 1 | v | poor unknown =) =)
F NF 5600 [ (%) | 68
53 DPB NF 7600 [ (=) | 7 .
2 |2 200x1x7 |14 Lo | meale | gown | (o) | o)
M NF 9200 | (=) | 2
RTI: respiratory tract infection  old pulm. TB: old pulmonary tuberculosis ~ M: mucoid
TTA: transtracheal aspiration ~ DPB: diffuse panbronchiolitis ~ ND: not done  NF: normal flora
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(OFLX) & ®cross overiZ TRET L7z, 2B REEZED
HBEEL, TVIFVEOHBEROHRRITLE, -7,
H51%0, 1, 2, 3, 4, 6, (8), (24)KM X TR
CEBIRMOIRM B & VEEOFRE % FRICITY, R
TR T—20C THERT L2, ERBREITHE
FE R £ 12 B v Thigh-performance liquid chroma-
tography (HPLC) (2 & o THIZE L7, BIERBERTIX

Ko,y — o T2RpRI2E), 4BFRI3BITH Y, 300mglk
ETCORERHRPIBEIITHL62 ug/mITh o7, 26
IBWTERME S ) Bl S h 7o miFP R OGRS OLR
# (Tie) HEHREFNT6.79, 684 (h) THY, 300
mg¥ 5212 B\ T 245 & 0 LI PR AL 12T 30.63
ug/ml, GEHIREITI0.63 pg/mTH 72 =2
B IR R EE O I TR IS A HIXSHIC BT

0.01 (Iii#), 0.02 (WEHK) pg/mliTH-72
O. BB K B &
ST A 72 20800, E#3IB, AR08, LA
Bl, EHIGITHMEII65% T o7z, FTRERFDEER

Table 2. Clinical efficacy of fleroxacin against
isolated organisms

Isolated organism | Excellent | Good | Fair | Poor

%h 5 (X Haemophilus influenzae 6B HERN2H1, AXhAB, H. influenzae 2 4

Klebsiella pneumoniae 2B A %), #Z) & 16, Escher- K. pneumoniae 1 1
ichia coli 211X R A%, Branhamella catarrhalis 1613 E. coli 2

%, P. aeruginosa 1BIIXHE%Y, Streptococcus pneumoniae ﬁ : catarr.halts 1 )

. ) . aeruginosa
2B ER E R R HE 1B, H. influenzae £ S. pneumo- S. preumoniae 1 1
niae DEBER B TIIERTH 5 7-(Table 2), H. influenzae 1
BRI OB FEERILH. influenzae THRPSHRATHE, +S. pneumoniae

1EEDSTESE, 1BRASS. preumoniae (ZH L7zo K. preu-
moniae 28k, E. coli 28k, P. aeruginosa 1RIIFESE L7,

S. pme mfwnie ?%*zﬁ‘iﬁﬁ L. LHki3 Staphylococcus Isolated  [No. of|Eradi-| De- | Per-
aureus\ZBZAL L 72(Table 3), organism |strains| cated |creased|sisted

BERIRR O T, 1B1ICBEN—BROFMIKES 1

Table 3. Bacteriological effect of fleroxacin

Replaced

(10%) %270 H. influenzae 7 5 1 (S. prewmoniae)
V. 0% - REDRE K. pneumoniae| 2 2
7% - W R R OE & 4T > 7501 D MK A ¥ — g EZ’,; i ? . 2
JAZ1BER, 2BERIANE 1B, 4B ATIBITH - /2 P: aeruginosa 1 1

(Table 4), 300mgix 5362 BT A MEREDOE -2 , 1
S. pneumoniae

w
[\

B TPH455 4g/mlTh - 0 BERBFOE — 7 b 131ZF S. aurens)
Table 4. Serum and sputum concentrations of fleroxacin
Sample | Case Dose Time () Cmax | Tmax i
(mg) | o 1 2 3 4 6 8 24 | Gg/m) [ () @
a 300 | ND | 2.24 | 3.62 | 4.73 | 4.80 | 4.25 | 3.61 | 0.77 4.80 4.00 7.25
b 300 | ND | 6.15 | 5.89 | 4.99 | 4.40 | 3.06 0.48 6.15 1.00 6.33
Serum c 300 ND | 1.63 | 2.16 | 2.57 | 2.69 | 2.15 2.69 4.00 -
d 200 | ND | 1.72 | 2.08 2.38 | 2.08 2.38 4.00 -
e 200 | ND | 299 | 3.18 2.80 | 2.42 3.18 2.00 -
a 300 | ND | 2.09 | 3.92 | 431 | 5.03 | 4.19 | 3.35 | 0.85 5.03 4.00 7.92
b 300 | ND | 537 | 6.17 | 6.14 | 3.50 | 3.53 0.40 6.17 2.00 5.75
Sputum c 300 | ND | 162 | 1.68 | 2.23 | 2.66 | 2.12 2.66 4.00 -
d 200 | ND | 0.78 | 1.69 2.76 | 2.59 0.30 2.76 4.00 -
e 200 | ND | 0.70 | 2.54 2.03 | 2.12 0.79 2.54 2.00 -

ND: not detected (ug/ml)
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F#100% (80~116) TH o7 #1X fleroxacin T & Y B Ao 7z (Fig. 1) WEHEFBRED
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Fig. 1. Serum and sputum concentrations of fleroxacin and ofloxacin (cross-over study).
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PIREDOEIL%RT (Fig 2), #5HB7ABICBITA
REEROBEHET B L UiETREDOFHEIRZLEN
0.79, 079 ug/mITH Y, HE2HHMETIRENER
3.23, 4.11 ug/mlTH 572,
V. # %=
SEOKREFIIBEREREENEEERE TH SHH.
influenzae x P& L7 TH B, R TTTICHSE
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Case e, 53 year-old male (diffuse panbronchiolitis)
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Fig. 2. Change in serum and sputum concentrations of fleroxacin after 200 mg once daily.
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AFH OMICIZ0.05~0.1 pg/ml &<, MEZEHITIZ1H
PRV THE LRI EFAESILETH h FH 0K
At ERT bDTH o7

—%, K. preumoniae RE. colilZxt L TIIMICIZE V2 &
DOBFDRAFPENIIFIDATH Y, HOHEE
FbALNEHh o7z (FEFI2, 10, 18, 19), Th b4
ERORSEYA S L, 100mg 1H1ME16), 100mg 1
g2E251(5 H16112200mg 1 H2EIZHE &), 200mg 1
B2E 15 Tdh 52 HHB2200mg 1 B 2B 5 DEEHFI2
DHRTH o712, EF18ITHHM100mg 1B 2[R S L 724
AETHD, 200mgl B2EIZHE L THRMEK L CRPD
BELRARTTDRPLEIE Lo ERLIDE. coli DMIC
111,56 pg/mlTH h, 100mgik 5 b 0 i & M1 i BE A°
158 ug/mBETHHZ L4 ZETHE, 100mg 1H2
AORSELEETNIRE CE TSI D 2,
10, 18I BT ARIHBEOMICIEZ N Z10.2, 0.1 pg/ml
LEFTH o1z, TOMEIR, FHDEPADBITH R
RILFERTHLAOOKEET LIS LIRS
ENBETH 572785, BREHRIIIRB S h o072,

¥ Ko hvR v B REHRIE— I Streptococcus (I3
LTHBHRENITE D, SERY S h7:S. preumo-
niae\ 23t BAKIDOMICIE6.25 ng/ml & B o 72, 3tk
18IS, aureus \ICHEARMR L, 2BRIEFRE L 7. BERAIC
BER, RREUILBIT D, H influenzae & DELE
REBIBITIIESTHY, BERMHREIMENEEZS
LU LARFTH o7z, EBILITIIEA DKL KH. in-
fluenzae DSTH S L 72 A5S. preumoniae WER & L THIIR
LTBYAHERICR L TEETNEELBbh,

€Y Ko AR BREFDOBEREF~NDOBITEICON
TEEDOLMWASODHMEIZ & 5 & norfloxacin 44 ~
69%, enoxacin 24 ~73%, ofloxacin 73~77%, lome-
floxacin 142 ~170% %2 &£ TdH 5, KH L OFLX & D
cross over i X A MiES, BEPBEORFIIBNT
fleroxacin i3 B B ik FE B ERF RS, WU ZOFLXIZ L8 L
TR, BRBMF - FEHiBEIZOFLX & IJIZA% THE

EDRFRERR L, BRPRENEIILH200mg 1
H1[E#%5-T4T 5 7z Afearly phase [ IZBIFTAEB L U
dose finding studyDFER & ZER L T, L#i3300mg 1H
1EEE TIT-o TV 5, 300mgik 5BV TEFIIHE
FEIZILHE B £ KB IIBIT LMICO R R E S, preumo-
nige & RV T EE L IFREBFRIAE DR REOMICR BHE
LTWw/izt, COZ EETEREEICBITAEFOEFHR
HERETHLDOTHY, FFDKABEOEREL EH
LERT, SHELIHE, REFRFATAHLENH S
bDEEZ LN,
X 13
1) #+ 54, BIEHKE 370 B RLEBEEFES
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(Fleroxacin), F13kiL, 1989
2) PHRERE, FHBE, POHET, RLHKEE,
SIEBE, PHE B, AF%E—, FREF:
0 23 IR YL AiE (2 5 1) A DL-8280 D K &fo Che-
motherapy 32 (S-1) :263~271, 1984
3) KBWNEE, PHRERE, LEBR4E, FHEE,
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0% 85 BR B FE 12 3517 5 AT-2266 DK 5fo Che-
motherapy 32 (S-3) :©448~456, 1984
4) PHREE, HHIEZ, EAKEE, FHEF,
BFE—, & BT WERHFBREEICBITS
BAY09867 (Ciprofloxacin) P #5t, Chemother-
apy 33 (S-7) :294~304, 1985
5) BHEE HFOEZFE, HHAE, PHRER, &
LWEE, PHE—K, #45%— ¥ #BT:
0% 23R AAE 30B1IZ BT HNY-198DIEFHED
K5, Chemotherapy 36 (S-2) : 527 ~536,
1988
6) WA B, HE M IRBABEBIUTUD
NIREOHIE & ZOER—FEK L TWH— 1L
ZHFEDFIL 3 1 825~830, 1987
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CLINICAL STUDY AND SPUTUM CONCENTRATION OF FLEROXACIN IN PATIENTS
WITH RESPIRATORY TRACT INFECTIONS

Tatsuo Nakatani, Koust Narui, Masayuki Nocuchi, Naosiko CHonaBAYAsHI, YosHITAKA Nakamorl and Koichiro Nakata
Division of Respiratory Diseases, Toranomon Hospital,
2-2-2 Toranomon, Minato-ku, Tokyo 105, Japan

Hiroko Suct
Department of Clinical Laboratory, Toranomon Hospital

Hiroicui TanimoTo
The Fourth Department of Internal Medicine, The Jikei University, School of Medicine

Twenty-one patients with lower respiratory tract infection were treated in a phase [| study with fleroxacin, and its clinical
efficacy and safety were evaluated. We also evaluated the sputum and serum concentrations of the drug after administering a
single dose of 200 mg or 300 mg in patients with copious mucopurulent sputum. The underlying diseases were bronchiectasis
(14 cases), diffuse panbronchiolitis (5),'sequelae of pulmonary tuberculosis (1) and bronchial asthma (1). A dose of 100 mg or
200 mg of fleroxacin was administered orally twice daily in most cases. Clinical response was excellent in 3, good in 10, fair
in 4 and poor in 3 cases. One case was unevaluable. The overall clinical response (excellent and good) rate was 65%. Of 7
strains of Haemophilus influenzae, 5 were eradicated, 1 was replaced by Streptococcus pneumoniae and 1 persisted. Branhamella
catarrhalis was eradicated in one case. Of 3 strains of S. pneumoniae, 2 persisted and 1 was replaced by Staphylococcus aureus.
There was no eradication in 2 cases of Klebsiella pneumoniae, 2 of Escherichia coli and 1 of Pseudomonas aeruginosa. No adverse
effect was observed except for one case of slight eosinophilia. At a dose of 300 mg, the average peak concentration of serum
(from 1—4 h) was 4.55+1.42 xg/ml and that of sputum 4.62+1.46 xg/ml. The mean sputum/serum concentration ratio was
101 +3%. Our results indicate that fleroxacin penetrates well into bronchial secretions and seems to be useful in the

treatment of respiratory tract infection.



