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Balofloxacin (BLFX, B3 2 — F : Q-35) {&, W4l 8%
M EHFERTAIRE SN, BRFNTA F—HAEH
CHEFTHREEIN-Z2-F VOV RERINEETH
bo U7 LEHRELOBERE TIRIZWVIE AR bV
AL, FIZAF V) U HEE T N7 EKE (MRSA),
RiRERE, <A 37I9R7, 7737 EIHLTE
NMENERT ™ AR OKORIUIRIFT, M
MR ,IIE D, T~ 8RR oM & #F
T, (ZTREAED T FRPAPE S NS, 5488
% $ TORBIRPHRHFTRIZT0~85%1ET 5o
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1. REREMNIUE TR

19912 CIHE - B AL SEISURQLIE & ) 508 S 1172 Strep-
tococcus mitis, Streptococcus constellatus, Streptococcus inter-
medius 3 & U Streptococcus anginosus D 5 204k & L3 L
72o S5 O HE KK % 5% UL #E 4% N Mueller Hinton
Medium (Difco) THEHEE %, 10°cfu/mlD R iF 3 % 1F
L, R L7z,

AR B AR LR EF RREER IZE L THlE

L7 3FEB#E|Z|Fofloxacin (OFLX, 56— #i%E), ciproflo-

xacin (CPFX, /N {4 T )L #E 5 B X Utosufloxacin (TFLX,
ELE) 2 Hwi,

2. BEBRABFIIBITAERPBEORE

RABOERICAE B REBRABT12EMEL
L7, HWERE DERIE, 27~571% (B : 35.38%), 1k
#58~75kg (B35 : 66.6kg) TH o7z, T 72, BLFXD
100mg7 4 )b & I — MEITPNRERASH L D RE S
N7z, Z2REEE ¥ 7213 A% 304 12BLFX 200mgk I v 71
MoKEFIEORS Lz, EEERSICEBELTE, &
S5RTH19~ 200 LA K LN A 2 UMER E L, BERRS
12DV T3 5 30312 #680kcal DEAR X BHLL 72,

%5105, 1,2, 3, 4, 88 X D24 (2R L, [ERF
WHEERZHFRI L7z, SRS OBRKITEEIERTT
—80CIZTHRAF L 720 FEHIIRAE D E & IFHPLCEIZ LY
f1o727,

3. ORSHEERMIRRE DOBIE

1992 7AD HRE2A T TOD8» AMIIKBRFE
FER ORI £ 7213 RFIR+ b sl QR 2 22
L, KEBROBMIEAENEONIKETFEEETS
(BH27%4, i46%) 2t e Lz, REHAREIC
BLFX100mg ¥ 72 12200mg (100mg &4 §¢ 14% £ 7213 258)
RREO%S L7, REEKICHREECEELnEE
N—%— 5 4 A % (8mm thick: Advantec B ¥) (2RI
¥, FLWURELEETIE, WAO—EERML, HPLC
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1. ABREAEGEM

Table LIZOfE L » HIRW 4R E208k 124§ HBLFX &
HEBEOME N ZRLT,

S. mitisiZ3F§ ABLFXDMICs03 £ U'MICo i & b (2
0.78ug/ml T, TFLX & A2 T, OFLX, CPFX& 2~
4fESE D o 72,

S. constellatus\Z 3T $ ABLFXDMICs0, MICootd, &
120.39xg/mlI T, TFLX & [E#2B T, OFLX, CPFX & 04

~8fF5E N > 72,

S. intermediusiZ 3T $ ABLEXDMICs0, MICgoid & & 12
0.78g/ml T, MICs0td TFLX 521554 75> o 72 HSMICqo I3
[FI#2E T, OFLX, CPFX & V) 2~4f&5hH» - 72,

S. anginosusiZ3T$ HBLFXDMICs0, MICyold # N EF
0.20, 0.39ug/mlT& - 72, MICs0ld TELXD J5 73255
7o 72 MICoold[E]% T, F/:OFLXECPFX& h F#h <
nafk, 2f&5ah - 72,

2. EERHPBITIEE

Fig. 112BLFX 200mg#f &5 % DM 7% H |2 HE

Table 1. Antibacterial activity of balofloxacin and other new quinolones against oral streptococci

o ) No. of ins) b N MIC (ug/ml)
. t
rganism (No. of strains rugs (NQs) range MIC,, MIC,,
S. mitis (20) balofloxacin 0.39~1.56 0.78 0.78
ofloxacin 1.56~6.25 3.13 3.13
ciprofloxacin 3.13~6.25 3.13 6.25
tosufloxacin 0.39~0.78 0.78 0.78
S. constellatus (20) balofloxacin 0.20~0.78 0.39 0.39
ofloxacin 0.78~3.13 1.56 3.13
ciprofloxacin 0.78 ~1.56 1.56 1.56
tosufloxacin 0.10~0.78 0.39 0.39
S. intermedius (20) balofloxacin 0.20~0.78 0.78 0.78
ofloxacin 1.56~3.13 3.13 3.13
ciprofloxacin 0.78~3.13 1.56 3.13
tosufloxacin 0.20~0.78 0.39 0.78
S. anginosus (20) balofloxacin 0.10~0.39 0.20 0.39
ofloxacin 0.39~1.56 0.78 1.56
ciprofloxacin 0.20~0.78 0.39 0.78
tosufloxacin 0.05~0.39 0.10 0.39
1.5 1.5
Fasting (n=7) Non-fasting (n=7)
E
N
)
2 3 --O-- Serum
o ' .
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Time after administration (h)

Fig. 1. Serum and saliva levels of balofloxacin after oral administration of 200 mg.
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PR AR Lz, ZHERIIBT A MERIREIZX
5o R ISR E M iR (1.14 £ 0.46pg/ml) i3E L 720
M EE D MEDRE L RAROERERL, K520
BBROREEEIZ1.01+£041ug/mlTH > 72,

BEHFES BT L MEFREERIIEERRS £33
FAT, 2BFMEFOREMPIEAEIZ1.21+£0.494g/ml T
Hotlo BERPORSAEEIMED L VETEN, &S
SEERI#121.01+0.41ug/mlTE L 72,

WEHE R DR ELE, ZERRES TR, K51
RMELUBEL D50% L ERRL, 520Kk Er E— 27 (84
+34%) IC¥ 58RI % E TE0% LA E X MEFFL, EH
TRIFEBITHER L. —F, ABRKESTIX, ZRkF
I HIEEER, H5IEMMBICE— 2 (89£36%)IC
EL, ZLEL0EDHAEbDODHZE2~8HEET
50% L EDORBITEREZIR LT,

Table 212 2-compartment model {2 & 1) ###7 L /- MLiEH
BEHBOEBNFINT A= — &R LTz, ZHEREE
JUBBDONG A7 — 2 BT H L, Tmaxk Tyl
BEIZIDRRER LAY, CmaxB L PAUCTIZIZ L
ALETARGN P72,

3. IRREINRATIRE

Fig. 28 & U'Table 3IZIREEIAREE © /R L 720 100mg
BE%ORERIMNEEIX, 1.75~45BE % T0~1.66
pg/mlZ A Lize EFILL o TELDIXEDENADL
nasb00, 1.5~45MEFDOBITIREIZ0.450g/ml%
E@E 5 720 200mgk 5% D IREEI AR 120.56~4.250F
BI#%T0.01~2.4ug/mliZ55 A L, #%421.0pg/ml% EE >

72100mg & 200mg#x 5 DM XA EEREEN A SN2,

—7%, RRIIIRER WS, WAB L UBRNREIL
BIFIDADER LIS, FNEN6.64ug/g(#5 281
%), 1.19ug/g(Fx5-1.7588) Th o 7=,
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Fig. 2. Concentrations of balofloxacin in tooth extraction
wounds after oral administration.

Table 2. Pharmacokinetic parameters of balofloxacin

.. Tmax Cmax Tl/Zﬁ AUCO—DQ

Condition ) (ug/ml) ) (pg'h/m))
Fasting (n="7) 1.71%0.42 1.35+0.12 7.88+1.19 12.74+1.24
Non-fasting (n="7) 2.00+0.31 1.42+0.13 9.54+1.62 12.78+1.27

Table 3. Concentration of balofloxacin in tooth extraction wounds after oral administration

Dose Time after administraiton Concentration (ug/ml)
(mg) (min) No. of samples (mean+ SE)
100 90~119 3 0.93%+0.13
120~149 4 1.35+0.21
150~179 7 0.61+0.45
180~209 8 0.74%0.37
210~239 6 0.46+0.28
240~ 269 2 0.79+0.15
270~ 1 0.45
200 30~59 3 0.60+0.45
60~ 89 7 1.60+0.36
90~119 11 1.29+0.80
120~149 14 1.13+0.40
150~179 4 1.52+0.54
180~209 3 1.80+0.34
210~239 1 1.55
240~ 1 1.79
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BLFX I3 ¥ /') Y ER7HLZ3-methylaminopiperidinyl &
REEL, 77 AREREIE T AIMBE N 2B L T b,
ASEOFEADOOREL » HEREIZH T A2 IMEHRBRIZB
Th, HHAAWE I T 5 RF DOMICo0120.39~0.78ug/
mlC, TFLX & FERISEVIIEESE 2R T 2 & AR
nr’z,

—7, BLFX 200mgHi [B]#F O % 5-#% o) I i FE 13 49 2
BRI IZ1 2pg/mlBIEDE — 712 L, 7T~108f i
FREE 2 TR L7z, BIEEROEZBIIRE 2h
ol FELYOBREBRAEF 2R L T 5Phase I &
BORETIE, BEFRES5 TTnax»BE LCmax b & T
ALLTWAD, Kigst&Phasel L DB TAEZEOAE
PEEIDVTHETREIEIZOON Do 72,

EREPEERDFERKEZIIETERATY — 2 1205%
L, (ZIZMAP iR L pl L CRE L7, i/ m
BEHIIY— 7B TB0%RIAT, BMENOF /0 L
RBELTORHZBITERTERO—DOTHELEEZS
N5, REERPEE g/ mEi%kThdo7, HL, 8
BRI T 0.4pg/mBBEMRE SN, LD L) L2OK
MR ERE T 5 ICHES R IRESRERERT 22 &8
MR INT,

T/, REAIPEE D ITIZM AP EE 4 AL <,
BLFX 100mg#% 5 2 ~ 4 B [l % T 13 0.5 ~ 1.35 g/ ml,
200mg#¥ 5 TI1d1.1~1.8ug/ml T THEML, HEKEN
DR SN, BIZ, —BIOADRETH 555, HAN
IRREI36.64ug/g (25205 14), TERIMIMEAEIZ1.19u8/g
(x5 17585/ 1%) L EBENTH Y, REOOENHER
NDOBITIIEBHEETH H 2 LA SN,

BLFXI I OWINIZEN, EEMNSVOTEEL RN
FHPERET, [TEACRBEIND Z &% CRBAHE
SNBIZENG, KEOBERAEIZ1E100mg F 7213
200mgD 1 H2EZ G HERINT WS, 4L 45ED
FERD O REMRAIEDLFREIZ BV T, LRk
THHpeEZLNT,
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Antibacterial activity of balofloxacin against oral bacteria and
the penetration into saliva and dental extraction wounds

Jiro Sasaki, Kazunari Karakida, Nobuo Yamane, Yoshihide Ohta,
Yasunobu Busujima and Atsushi Takakura
Department of Oral Surgery, School of Medicine, Tokai University
Bouseidai, Isehara 259-11, Japan

Akihiro Kaneko, Fumisada Tomita and Hisashi Kato
Department of Dentistry and Oral Surgery, Ashikaga Red Cross Hospital

Antibacterial activities of a newly synthesized quinolone antimicrobial drug, balofloxacin, against four
species of Streptococcus in the oral cavity showed minimum 90% inhibitory concentrations (MICo)
ranging from 0.39 to 0.78 ug/ml, which were approximately equal to that of the control drug,
tosufloxacin, and stronger than those of ofloxacin and ciprofloxacin by 2~4 times.

When the drug was administered at a dose of 200 mg to seven healthy adult fasting volunteers, the
maximum blood concentration rose to 1.35%£0.12 xg/ml 1.7 hours after administration. The time when
the concentration was at a maximum (Tmax) was slightly prolonged by postprandial administration, but
the blood maximum concentration (Cmax) and the area under the curve (AUC) were nearly unchanged
after administration. The salivary concentration showed changes generally resembling those of the serum
concentration, and the salivary to serum blood concentration ratio was 50~90%.

When the concentration in blood retained at the wound immediately after extraction, with the drug
being administered at a dose of 100 mg (to 29 subjects) or 200 mg (to 44 subjects) to subjects who were
to undergo extraction, the 100 mg dose group showed a distribution from 0~ 1.66 xg/ml 1.75~4.5 hours
after administration, while the 200 mg dose group showed this distribution from 0.5 to 4.25 hours after
administration, suggesting that wound concentrations essentially correspond to the blood concentrations.



