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A AN 200mg PR % 205 B O B iR o 7% & UM ML Pl BE
3 FNZFN193~5.64 ug/g (F154.01 ug/g), 2.26~
7.22 pug/ml (F394.50 ug/ml) T - 72(Table 1),

EEEFE AR B L OILE PR E IR
% T0.16~5.24 pg/g (F32.61 pug/g), 0.18~4.70
wg/ml (F392.46 pg/ml), 6BEMIT%T2.19~3.53 4g/g

(F¥152.84 ug/g), 1.68~3.37 pg/ml (F152.38 yg/ml),
16BFH % T0.93~1.81 pg/g (F31.29 ug/g), 0.70~
1.35 pg/ml (F391.03 pg/ml) TH » 72(Fig. 1),

O#ERPAG AR B X O iE iR 12 7 hEhoe
% T1.92~5.00 ug/g (F393.72 ug/g), 1.39~4.42
pg/ml (F352.84 pg/ml), 6BFMH % T1.76 ~6.00 ug/g
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2.17 pg/ml (F392.10 pg/ml) T - 7:(Fig. 2),
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303 %A 6 6B % T0.96 ~ 3.36 ug/g, 0.93~2.20

Table 1. Concentration of fleroxacin in serum and otorrhea

Serum Otorrhea Otorrhea/Serum
No. Sex concentration concentration concentration
(ug/ml) (ug/g) ratio
1 female 4.02 5.64 1.40
2 male 2.26 1.93 0.85
3 female 7.22 4.47 0.62
Mean 4.50 4.01 0.89

(2 h after administration)

Concentration (pg/ml or g)

Maxillary sinus mucosa

Fig. 1.

T T T T
10 12 14 16

Time (h)

Serum and maxillary sinus mucosa concentrations of fleroxacin after administration of 200 mg p.o..
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0.46 pg/mI T & - 72(Fig. 3)o
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Fig. 2.

Serum and palatine tonsil concentrations of fleroxacin after administration of 200 mg p.o..
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Table 2. Concentration of fleroxacin in serum and parotid gland

B, frinatk, FH4RTIHARIL895%ThH -1z,

R LN DFE % 4T » 7233 DV TEWER 28
roﬂ’f;f?ﬁ“o <o

lin Serum Tissue Tissue/Serum

No. Sex Sag:l) g concentration concentration concentration
€ (ug/ml) (ug/®) ratio
1 male 3°30’ 0.93 0.96 - 1.03
2 male 4° 2.01 3.36 1.67
3 female 6° 2.20 1.56 0.71
24 Serum Tmax (h) 0.9
Crmax (ug/ml) 2.24
AUCy.,, (ug-h/ml) 33.2
T2 () 9.6
Saliva Tmax (h) 0.9
Crmax (ug/mli) 1.51

Concentration (ug/ml)

AUC,, (ug-h/ml) 22.3

Ty (h)

-
-~
-~

9.6

Serum
T T~ --0Saliva

(n=3)
T T T T T T
2 4 6 8 12 24 (h)
Time after administration (h)
Case Sample
0 1 2 3 4 6 8 12 24
A serum ND 2.49 2.06 1.77 2.06 1.38 1.31 1.09 0.48
saliva ND 1.24 1.01 1.03 1.01 0.74 0.68 0.52 0.26
B serum ND 1.99 2.16 2.22 2.13 1.77 1.42 1.33 0.61
saliva ND 1.56 1.22 1.20 1.21 1.03 0.83 0.68 0.29
C serum ND 2.13 1.96 1.89 1.81 1.33 1.23 0.97 0.28
saliva ND 1.92 2.02 1.68 1.74 1.30 0.88 0.79 0.28
M serum 2.20 2.06 1.96 2.00 1.47 1.32 1.13 0.46
ean
saliva 1.57 1.42 1.30 1.32 1.02 0.80 0.66 0.28

ND: not detected

Fig. 3.

Serum and saliva levels of fleroxacin in healthy volunteers (200 mg p.o.).
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Table 3-1. Clinical study on fleroxacin
Age Organism Dosage . Remarks
Case | (y) Diagnosi <before> . | total | Bacteriological | Clinical | Side-
. gnosis ) daily |duration ffect efficacy |effects | O3
" | sex after dose | (days) d((jgs)e € e findings)
37 | L-acute purulent - 200 mg
1 F otitis media ( i )8D >1< 8 1.60 unknown good (—).
40 | R-acute purulent P. putida 200 mg .
2 F otitis media ( i )3D >1< 3 |0.60| eradicated |excellent| (—)
44 | R-chronic purulent S. aureus 100 mg
3 - otitis media 1 7D x 7 1.40| eradicated |excellent| (—)
F | (acute exacerbation) () 2
54 | L-chronic purulent S. aureus 100 mg
4 | - otitis media 17D x 7 |1.40| persisted poor )
F | (acute exacerbation) S. aureus 2
66 | L-chronic purulent S. aureus 100 mg
51 = otitis media 17D x 7 1.40| eradicated [excellent| (—)
F (acute exacerbation) (=) 2
45 | L-chronic purulent S. aureus 100 mg
6 | - otitis media 111D x 11 2.20| eradicated good )
F | (acute exacerbation) (=) 2
59 | R-chronic purulent S. aureus 100 mg
71| - otitis media 1 12D x 12 2.30 | eradicated good (-)
F | (acute exacerbation) (=) 2
58 | L-chronic purulent S. aureus 150 mg
8 . otitis media 17D x 7 2.10| eradicated |excellent| (—)
F (acute exacerbation) (—) 2
30 | L-chronic purulent P. aeruginosa | 150 mg
9 | - otitis media 1 5D x 5 1.35 unknown poor (C)]
M (acute exacerbation) not tested 2
. S. aureus
39 | R-chronic purulent . 150 mg
10 . otitis media P. aenfgér]z)osa x 5 1.50 unknown poor (—=)
F | (acute exacerbation) not tested 2
CNS
70 | L-chronic purulent |Moraxella subgenus|150 mg
11 ] - otitis media moraxella osloensts x 7 2.10| eradicated |excellent| (—)
F (acute exacerbation) 1 7D 2
=)
60 | R-chronic purulent E. lentum 200 mg
12 . otitis media 1 8D x 8 1.60 | eradicated good (=)
M | (acute exacerbation) (=) 1
76 | L-chronic purulent S. aureus 200 mg
13 | - otitis media 14D x 4 0.80| eradicated |excellent| (—)
M | (acute exacerbation) (=) 1
52 | L-chronic purulent A. xylosoxidans 200 mg
14 . otitis media 1l 8D X 8 1.60 unknown poor (—)
F | (acute exacerbation) not tested 1
. S. aureus
19 | L-chronic purulent : 200 mg
15 | - otitis media P aenfgl;rlg)osa x 4 |0.80| eradicated |excellent| (—)
M | (acute exacerbation) ) 1
63 | R-chronic purulent P. aeruginosa {200 mg
16 | - otitis media 112D x 12 [2.40| persisted poor (-)
M | (acute exacerbation) | P. aeruginosa 1
E. coli
37 | R-chronic purulent P. stuartii 200 mg )
17 | - otitis media P. aeruginosa x 7 |2.80| eradicated |excellent| (—)
F | (acute exacerbation) (l )7D 2

CNS: coagulase-negative staphylococci
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Table 3-2. Clinical study on fleroxacin
A Organism Dosage
Case ()%)e Di ) before - [ total | Bacteriological | Clinical | Side- R&marks
no. | v 1agnosis 1 daily | duration | 3 o effect efficacy |effects| o ray
Sex after dose | (days) ® dings)
53 | L-chronic purulent P. cepacia 200 mg i
18 . otitis media 1 4D x 4 0.80 | eradicated [excellent| (—)
F | (acute exacerbation) (=) 1
. S. aureus
66 | R-chronic purulent 200 mg .
19 N otitis rr?edia S ai rzgs x 7 |2.80| persisted poor =)
(acute exacerbation) | A calcoaceticus 2
P. mirabilis
33 | R-chronic purulent P. vulgans 200 mg )
20 . otitis media P. asaccharolyticus x 7 1.40| eradicated good (=)
M | (acute exacerbation) (l)?D 1
. K. oxytoca
54 | L-chronic purulent 200 mg
21 . otitis media S. ai"?{)s x 7 1.40| eradicated |excellent| (—)
M | (acute exacerbation) () 1
61 | R-chronic purulent P. mirabilis 200 mg
22 . otitis media 1 6D x 6 1.20| eradicated good =)
M | (acute exacerbation) (=) 1
43 | acute paranasal A. calcoaceticus |100 mg ) R 0-0
23 F sinusitis ( i )7D ; 7 1.40| eradicated |excellent| (=) (M (L 1-0
: R 0-0
67 acute paranasal S. pneumoniae | 200 mg ) M (L 1-0
24 F sin?.lsitis 1 14D x 14 5.60 | eradicated good (C] R 0-0
o) 2 E @ o0
H. influenzae R 2-1
25 5.7 acute paranasal S. aureus 100xmg 14 2.80 partially 0od “©) M (L 1-0
F sinusitis L 14D 5 : eradicated | & g RO-0
S. aureus L 1-1
. R 2-0
35 acute paranasal H. influenzae 200 mg ) M (L 0-0
26 M sinusitis 1 14D x 14 5.60 | eradicated good (=) R 1-0
= 2 E Q10
29 acute paranasal S. epidermidis 200 mg ) M 1:0
27 M sinusitis i 14D x 14 2.80| eradicated |excellent| (—) E (E g_’g
=) 1
28 acute paranasal A. calcoaceticus |200 mg ] M (R 0-0
28 P sinusitis ( i )14D >1< 14 [2.80| eradicated poor =) E L (2):%
57 | chronic paranasal C. freundii 200 mg M (E (2):(1)
29 | - sinusitis 1 7D x 7 |2.80| eradicated fair ) R 0-0
M |(acute exacerbation) ) 2 E (L 1-0
32 acute paranasal S. pyogenes 200 mg )
30 M tonsillitis ( i )4D >1< 4 (0.80| eradicated |excellent| (—)
22 B. catarrhalis {200 mg
31 F ac%ﬁ;gﬁg:m 1 4D x 4 10.80| eradicated |excellent| (—)
=) 1
33 S. pyogenes 200 mg
2 el I e e 13D x 3 |0.60| eradicated |excellent| (-)
(=) 1
S. salivanius
37 100 mg
33| - acute sialitis P. magnus x 7 |1.40| eradicated good =)
M 17D P
(=)

CNS: coagulase-negative staphylococci
M: maxillary sinus, E: ethomoidal sinus
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FLWLDONH Y, 19784FIZRIF & NANFLXLAEHK
WTBB L= 2 —F /0 HlENIED L EBLV
HEARY PVEA L, MESBITH LN E ST E LIHME
FHEREMEDERICBVADIEE R LT A,
AEIRES % 1T o 72 fleroxacin i3 A AREUEE (Bk) b o
EHCAREN-Z2—-F /O VEIT, ZOMEN L
NFLX & (ZIZERETH 575, BOKSG LIHE DRIX
HICENR, MPERESYI0BHERVCOIERTH
D, RABBOEKBHTHELERTH S,

S THBEBINFIE TIX, fleroxacin® F SIRMEEL $HIH &
HEAOBATHE L MEPIRE Y HIE L. A#200mg%x

BOKSHOHRTIRE L2085/ % T1.93~5.64 ,g/g T,

BUFHEROHER» SBEEDOE VS, aureus DMICs0T
$50.78 pg/mlE+HICEEDLIEETHY, B -lac
tamBl CRED LR HEMFBON L VIEEPERICH LT
bAROEMUESF I NS,

FERAERRE B L OB RGPS R 2R
BOFHHBENEN26] ug/e, 372 ug/gTH Y, 6HF
B#%TIRENEN284 ug/g, 4.13 ug/gl 285K L Y
HELUBVHBNBENSBE SN OERM TIX108EH
%2344 pg/g, LSRIRKIETIL16BEMI£121.29 ug/gk
REEICh 7 > THBESRE L, R5EHROERE
& T HMBRATHATR SN,

ETRMEI3BEM 3055 5 6B £120.96 ~3.36
wg/gTH Y, FMER P NIZIBEEKICEYTLS57
pe/ml, 12BER{%£T0.66 4g/mITH ), MERIRKIZL T
DHIUSPFTELER L EZ SN,

PEDERERET 2 B E 2 C, BEARAIC I BIHMRR
TR BB YEIF OV THIER R LS
5, EWISBI, HH106I, LB, WH7HTE
BHERDEHE-AHEIZT58%THY, #OFE LT
RERRE TR,

RERTIE, mHK2260 (2t26), BHEOLANKE
2060) TOHEMEIZ, 72.7%, BIRERTE (26,
BEDSMMELIF) TOHEPHER, 714%ThHh, 2
PR3, 2MHETIRALIEIIE L CIEHEI00%
LELCRFRLDTH 7,

BREBEBLUHRESEFEIZOWTIX, AA/100mgX2[@

/BB LU200mgX 1B BOEHEERBEL TAHDL L
FNEN8T5%, 81.3%THh, FAMNE M+ F B
LR HERBITHELTAE T A LA 5200mgk 1H 1[G
#5752 & THRIEGERER TS 2 GEEDEHIE
bhbtEz b,

MAFHN LR ETHRAOBER TAL L, &42%
W, K348k, fFETARR, THH4KRTBIS% LBVED
HEENFON, BEEICAD EERRDLGITE AR
JMNVERBLT, 774k BEHERE,OHBAMREE T
ENIHRERL, HARRHESERLED ) b atti
BAOORHEEDE VS, pneumoniae, S. pyogenes, Haemo-
philus influenzae, Branhamella catarrhalisid § N CRE &
hrc, BHERED» SBRIEEDES. aureus, P. aerugino-
saDHHEFEILT2.7% L66.7%DHFETH 72705, Th
RMOHERREI ORI N D EEZ LN,
L # L P. mirabilis, Pseudomonas sp. 7 N 7 #EIE KBV
T LRMRRETHIBIEREARBE SN, ThHDE
o BRI e B ERR O TRIE S vz,

REMIIDOWTIE, FREDERICHENG VPR MZE
FERSZOONTEIERIZIBILRD RN 572,

VLD S, AFNILH BIRMER SO & B E
A LTLE100meg% 1 B 2@ D5 72131 M 200mg % 1
BIEIDADERS TO RS LBERDRVSFTE, /2
ZERLE GFELAAEOBVENEOSEINER
THrEEZLND,

X 3

1) & 54, BIBHE: £37R B X LFEHEES
BEHAXHLSR, FES VRIY L, AM-833
(Fleroxacin), F0d¥kIl, 1989

2) BERE, b | H BIRMRE IR S M E
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LABORATORY AND CLINICAL STUDIES ON FLEROXACIN
IN OTORHINOLARYNGOLOGY

Takeniro Kosayashi, Naoya Mivamoro and Suunkicui Basa
Department of Otorhinolaryngology, School of Medicine, Nagoya City University,
1 Kawazumi, Mizuho-cho, Mizuho-ku, Nagoya 467, Japan

T akesu1 Maruo, Haruo ITo and Akira Tonal
Department of Otorhinolaryngology, Showa Hospital

We studied fleroxacin for its utility in the field of otorhinolaryngology, both clinically and pharmacologically.

1. Pharmacology

After oral administration of 200 mg of fleroxacin, serum, otorrhea, tonsil, maxillary sinus, parotid gland and saliva
concentrations were determined. The mean concentration in otorrhea was 4.01 ng/g after 2 h, and the mean serum
concentration was 4.50 pg/ml. Tissue concentrations at 2 h after administration were 2.61 xg/g in maxillary sinus mucosa
(2.46 pg/ml in serum) and 3.72 ng/g in tonsil (2.84 pxg/ml in serum).

The concentration in parotid gland was 0.96—3.36 pg/g at 3.5—6 h after administration of 200 mg. The mean concentra-
tion in saliva peaked at 1.57 xg/ml 1 h after administration, and a concentration of 0.28 xg/ml was found even at 24 h after
administration.

2. Clinical evaluation

Fleroxacin was administered to 33 patients: 2 with acute otitis media, 20 with acute exacerbation of chronic otitis media, 6
with acute paranasal sinusitis, 1 with acute exacerbation of chronic paranasal sinusitis, 3 with acute tonsillitis and 1 with
acute maxillitis.

The clinical efficacy rate for each diagnosis was 72.7% in otitis media, 71.4% in paranasal sinusitis, 100% in tonsillitis and
100% in maxillitis.

Overall clinical efficacy was assessed as excellent in 15 cases, good in 10, fair in 1 and poor in 7, the efficacy rate being
75.8%.

The bacteriological eradication rate was 89.5% against 42 isolates. No side effects were observed in any of the patients.

From the above results, we consider fleroxacin to be a safe and useful drug in otorhinolaryngological infections.



