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Frx /oy RITEXK fleroxacin D7 FRIEFNVICBIT 2 MBRBITICHT 2515

ERERT - HH

Wo-BTE % EHE A HR ¥ RY KM

HARB KL ML LREN 1 W8
(PRT¥ESAI6HRN - FRT7ESA 9 HRA)

Fleroxacin (FLRX) 20 mg/ kg% % 38 & USRSy 4 ¥ IROKE L EROXK OMMBITICD
WTRN L. BRBRY % ¥ Streptococcus milleri & Bacteroides fragilis % T B NI HA BB

EETHELL.

1. FLRX 2 BORGROMIKS D Tou iXBREH 1.47 BN, RER L 1.28 BM, Couizthh

3.55 ug/ml, 3.23 ug/ml TH -7,

2. ERICOVTIX, B TIE Tou id 1.62~2.14 BN, Cuuld 2.01~6.21 ug/lg Th o7z ELIC
BTV AL ETR - ATR2LORERIIBVBITTH oA

3. BMEBRENERENIRNTHE LYER, THROEXHMD Cou DX MikELIZENREN 57 %,
61%ThHYH, MORNNOHEN & Y BBITHALRE, T, BEBAL,»LBLNAERHTICOVTIE,
Cuu 12 3.08 ug/ml TH Y, MFDOH 90 %DRFLBITHALNS,

4. RAXTT A EICTHELAMEDIZ) HEMICHPLC EICTHELZ-bD L) BETH - 2.
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Fig. 1. Chemical structure of fleroxacin.
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B YeE 7 Vi3 i — Heimdahl 3V (C¥ U THBL
720 XY F2SVE¥ % —V Na (Pitman Moore #) %M
v, KT T, HBFOKRE - EMEEE, MEFEHON
FIC# 1 cm OEMOBAEME, RRICETSET
SURICHMEL, BHL KGRI FORBELXYRLEE
EBULz. TOTHELAMICHOWHAES Y ¥ FIi—
#8EHVWTERNKOBRELERL, TORIAPIC,
10.CFU/ml (23 ¥ L 7= Streptococcus milleri NCTC
7331 (Public Health Laboratory Service 4+5 S.
milleri) 3 X U Bacteroides fragilis NCTC 9343
(Public Health Laboratory Service 45 B. fragilis)
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4-0 PGA RICTHERE, KWT3-0#RICTEM
RELRECT -0
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REBBIUREEL D, FLRX 2V ¥HKEH-D
20 mg/kg DR THEOHKE L, RMi3Ek5# 0.25~6.0
R D9 RAT, MERIIKZEH® 0.5~6.0BMD 8
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MmFSMEL, A& L. RIGERIZ OREERO BRYE
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LR, THET, BRBOLAMTHBRNLL.

MmiiERM LA Mm% 3,000 rpm T 10 SRR LM
L, BohbiesBe L, MMz 2 xRk (BT
Y YAHOR 4 ) OMMEHRB (1/16 M PBS pH 7.4)
Mz, Y rorhEeYr{F—0+ohEVFA X
L, BRILZbD% 4T, 3,000 rpm, 10 7MKL M
LTEDOLWERBL LR, 28, TOLKO—8
(0.5 ml) X HPLC I THIRZITH) do@drBEL,
EETHEHERNT-80 CIZTHEREL.
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1) REHW

Escherichia coli NIHJ JC-2 v/, BHENHf
RBR1-4-(5) OMEEICHKLTHEL -MEEA L
WEEHIZ02% (vW) OWETHRELE,

2) WMERRH

T BRAIN HEART INFUSION AGAR
(DIFCO) %A/, pH MBRITDLEN o7

3) MEWME

IBEME 2 8 mm thick Paperdisk Advantic® (ORi#
BER) AV, SBFERF 1 A 2BV
ACT 1 RMFPRLEBET A%, 37T, 18 Rri*®
L, BEiEA%WEL 7

4) BESBHONRE

FLRX # 0.1 % NaOH T###, 1/15 M PBSIZT
BRAERL.

4. BEMNKIUI /I 7HEICLDBE

N4 7 v ELRCEEHRAR L ERNEGR
BHE#HL Yy —CRELRENGE IO M5 7HY
XL,

5. E®HENMHT

BREMZCL-THLLLERENOHEDTO YT
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model = TIHRBY I F MM 21T o 720
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HKAFTPvE4HEICL S FLRX Ok B & UHEM
B & ERY S ENMITE 1TV, MR% Table 1I1ZRL
ot

MR D Tou i2MBYeHE 1.47 BN, MRERIE 1.28 KM,
Cuu (2N ¥N 8.56 ug/ml, 3.23 ug/ml & BWIZAH
hidhoft. AUC (RE—FMEMTER) XELET
h, 12.06 ug-Wml, 13.54 ug-h/ml THo7,

EMTIE, BB TIE Tauid 1.62~2.14 KM T,
Con i 2.01~6.21 ug/g, AUC i2 7.24~27.94 ug-h/g
Tholte BICEHTY) V1ML ETR - UTREZLOR
AWM I BT ISR, DVWTECHALLOK
HEMADOBITOBP o7, LBER, TERL Cau D
mtizEhEN 67 %, 61%ThHol. RUSADEM
~iminREL DT ChaBITERLE

BEBOARBERNTELIMHICO2VTIE Tau id
2.41 B¥M, Cauid 3.08 ug/ml, AUC i 13.67 ug-h/ml
THY, Cou DR MINLTIZH 90 %D REF 2 BITH A
iz BICBIT/y— Y ELTREFICAKRPIRED
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Fig. 2. Correlation of concentration of fleroxacin by
HPLC and Bioassay.

Table 1. Pharmacokinetic parameters of fleroxacin in rabbits (20 mg/kg : p.o.)

AUC

Caax
Tou Tws MRT VRT Cau AUC
Sample or serum / group (ug/ml) (ug-him?) . : .
(h) (ugle) (h) (ug-blg) (h) (h?) ratio  ratio

Serum Healthy 1.28 3.23 255 13.54 3.37 8.26

Infected 1.47 3.55 2.09 12.05 2.50 3.12
Tongue Healthy 141 3.72 2.37 14.46 3.15 7.39 1.156 1.07

Infected 1.95 6.16 2.68 26.90 3.27 5.86 1.74 2.23
Gingiva Healthy 1.24 3.73 2.01 1230 2.68 5.39 1.15 091

Infected 2.14 3.58 2.87 16.71 3.49 6.12 1.01 1.39
Submandibular lymph node Healthy 1.63 4.65 299 2281 3.86 10.01 1.44 1.68

Infected 2.03 6.21 2.74 27.61 3.29 5.63 1.75 2.29
Parotid gland Healthy 1.67 4.21 2.14 14.59 2.55 3.25 1.30 1.08

Infected 1.84 5.82 2.52 23.82 3.056 4.96 1.64 1.98
Submandibular gland Healthy 1.20 5.82 1.71 1622 211 2.63 1.80 1.20

Infected 1.96 6.04 284 2794 3.45 6.46 1.70 2.32
Maxilla Healthy 1.83 1.47 2.46 5.86 2.94 435 0.46 0.43

Infected 1.78 2.01 2.19 7.24 2.87 5.88 0.57 0.60
Mandible Healthy 2.14 1.28 3.67 7.74 4.70 14.59 0.40 0.57

Infected 1.62 2.17 2.07 7.26 2.47 3.06 0.61 0.60
pus Infected 241 3.08 2.74 13.67 3.26 5.34 0.87 1.13
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9%, ETORCKR, BHEXEhEARLZ-TEY, —
ELEBEEXBORR VD, MOHKEELOWRE
KT D DORBBBIENLDOTHE, £2T, &
NODREEAN—FTBHILEDTERLDINZDBYET
VNTHE, T/, HPRTYFXLBIRL 0, Wtk
KRR (LT D R NI 51013, EOREL,
HIBREOKESOYYHLETHLEV)BHI LT
Hd. FERICHOWIEBREFNVIZTTIC, WRBME
RIEEFNELTHHELER T -HBEELHVTED
AR EHEL, AALFAR=2—F /) 0 REFICH
LT CICRROFEII TR 2SR TS, EORE,
a—¥%/)u RAEEORRL LT, YH¥OEAY
BE LT, —BNICHEBRPRESMPREZERLT
BYY, HICOFEMEMRTIIETR, ATR2EZOMR
HBANOBITNEDDTENLTWAZ AL TS
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BITREOEVWAR=Y) YRR 72 0000k EE
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A #| FLRX, sparfloxacin (SPFX)®, ofloxacin
(OFLX)", levofloxacin (LVFX)", temafloxacin
(TMFX)® iV TIIEFHRES LU THRFREZAS
E, UTD X% %, MFEPBITITOVT Tos, Cuu
BLXUAUC i2 FLRX Tix 1.28 K, 3.23 ug/ml,
13.54 pg-h/ml, SPFX Ti 5.30 M, 0.77 ug/ml,
12.96 ug-h/ml, OFLX TiX 0.94 K, 3.45 ug/ml,
16.33 ug-h/ml, LVFX Tid 1.59 K¢/, 3.63 ug/ml,
29.78 ug-h/ml, TMFX Tii 1.50 B¢, 2.13 ug/ml,
13.5 ug-h/ml Tdh > 7=

—%, FTHEBITTIE Tos, CanBIFAUCKRER
Zh FLRX TiX 2.14 R, 1.28 uglg, 7.74 ug-h/g,

SPFX Tit 65.60 WM, 0.34 ug/g, 6.74 ug-h/g, OFLX
Tid 1.69 WM, 1.15 ug/g, 7.17 ug-h/g, LVFX Tik
1.76 M, 0.88 ug/g, 4.11 ug-h/g, TMFX Tid 1.60
M, 0.92 ug/g, 6.0 ug'g Tholzo CHHLDME,
hiNHBITB L UTFTRRABITICML T FLRX L8 %
EBLTAB L, OFLX, LVFX L X TMFX %2 ¥
EERPLANRY—vHARLR-Y, COZ LI, Hi
DHEETH L LYEROBENS, T724RD
cefaclor (CCL)Y Xt kL TABE, CCLTIRTF
BROX MiNILIZH 3 % LARVDICHRT, XEHIZ
MmigPBLUTHRE b RFLZBITHBOLNATVSE
Wt o,

&6, K447 vEA4L HPLC t DBRRICD
WTR, 74437 v 4 TIREDEIOEREL T
THRLTHBY, FAICHLTHPLC TiRkELAEYL
BELTVS, HICYIF TR, REWOMEIE W,
NAFT v ed BICTHELMHEOED HPLC HICT
HELZ-MEELY S LEBRNICRETH o2, ShiZOnT
&, IR Ii2XkdE, YHFICFLRX &5 L TH
GNIRD G IZKRBECEUIMCT A F Mk, N-F*
F, FAFNEXVE, FVINVED 5 BHEEE, F
BENTWVA, ¥/, FLRX &5 24 Rtk Y 4 ¥R
th ) “C activity (% of total activity) iZRE{b&K%H
WMLA792Ya3»2T329%, FAFNVEEN-F
YFEEMBLAE79233Y383T309%, FAFNL
ARV NVINVEERBLAE7S Va1 T
29.1%TdhYH, REWEIOLTHET S L, REK
RIDEOH I THHLMERTE .
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Transfer of a new quinolone, fleroxacin, to the oral tissues of experimentally
infected rabbits

Tazuko Satoh, Makoto Yoshida, Aoi Abe, Yoshiki Ishigaki,
Takahiro Miyasaka and Masatoshi Adachi

The Nippon Dental University, School of Dentistry at Tokyo, Department of Oral and Maxillofacial
Surgery I, 2—3-16 Fujimi, Chiyoda—ku, Tokyo 102, Japan

The present study was designed to measure the penetration of fleroxacin (FLRX) in to various
tissues of New Zealand white male rabbits whose mandibles were experimentally infected with a
combination of Streptococcus milleri and Bacteroides fragilis. When 20 mg of FLRX per kg was
orally administered to the infected rabbits and normal rabbits, the Tw. values of FLRX in the
serum were 1.47 h in the infected group and 1.28 h in the normal group, while the Cuu
values were 3.55 ug/ml and 3.23 ug/ml, respectively. In various tissues of the infected group,
Toee values were 1.62 to 2.14 h and the Cn.. values were 2.01 to 6.21 ug/g. In particular,
higher levels of transfer were observed in the submandibular lymph node, parotid gland and
submandibular gland. The ratios of Cuu to the serum level in the maxilla and mandible were
approximately 57 % and 61 %, respectively. The Cux of FLRX in the pus obtained from the
infected site was 3.08 ug/ml, which was 90 % of the serum level. FLRX showed sufficient
concentration in the various oral tissues, and is fully expected to have an excellent clinical
effect in the treatment of infectious diseases.



