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ER REY-FK KEY B8 XEY

FIl ®EY - LA HED
PAIKERRSRBTRA ORISR
DERK PR FER MR ORES 2 M

(AR 6 4F 2 A 28 H%{T - AL 6 % 8 A 31 H2HE)

BO=-a2—% /0 ETdH3 ofloxacin (OFLX) 122\ THREF 60 A % A&z RS RIE
BRRIEIC 81 5 KRN, BIRAMRN 217577, OFLX (100 mg) OZEORE 3 Bk Dl
REMPADHIHERRS & L biT, OFLX OEKMRIN 5 & CHIE AR QRS R
BERTIRETIT o, 45813, 600mg T3 HE» S 8 HEITH - 720

1) OFLX 100 mg # 5% 0p & mMEHBEIZF N TN 0.82+0.4 ug/g, 1.02+0.5 pg/
ml THY, MIC fliss 1.56 ug/ml LT CRRMEEZRLERSIMED 91% (215) ThHo

720

2) OFLX (100 mg), lomefloxacin (100 mg), tosufloxacin (150 mg) % FE#F 3 BFf Al
FERCEORS LEA L MEPTNOBTRE*AEL &R, OFLX BEIX, ERICBVLT
0.74+0.4 ug/g, MHMEEIL0.99+0.5ug/ml THD 2F L D BH - I,

3) OFLX OB, E%28), BH1ITH, LLER0H, EUB1HTH-
7o RBHECI2EYEIZIBETT6.9%, 5 HET % TR b RBEIR R 12,
M EX D OFLX BREORFESBRAE CH LERLXHRERATh 2 LEL N,

Key words: ofloxacin, CIREMRIE, HBNBRE, 1EH, EKFTFM
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Fig. 1. Chemical structure of ofloxacin.
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1. OFLX MA DOMEMBITIME

WAE LU, MMPBITREEMEL oo MREM
£13, WAL 8 &, MR LBIMIIA, WML
BHK1ZDI12ET, £PLERKRT TEMREITO
REBE £ BAK 0.5, MMM 3ml 2L 7,

a. 5%

FHYUE (FMEF) iRERNO 3 BEMATIC OFLX
100 mg ¥ RBOKEL 1o,

b. WMBERIEE

WMERE B, A4 HEED0. 1M Y M
B(pH7.0) %2MATKES A —FL 3,000 rpm 4°C
15HMRLLTIOEMERKE E LTz, MmmidH
Bk 57 4 —-%H, SRLHICERLT
HPLCHIC &L DHRIEL 72,

2. MEPRIM®E = MIC HiE

SMERD OFLX et 25N 2 WET 3101,
ORERBRIE R HE 18 ZOMABRE Y SR 2L 72,
HKRAZOWIRIZERE 8 &, MWW TRE 4 5, B
HEWRE 3 &, EELBRAAIEZTHS, WT'ho
KBROLARCT I8 Y —IHTHRENCRBOATHR
2HS|th, MAKX—5 —~BHL, SRLH~AEWAEL
Teo (ERSIMIZMER L LT/ V& 5 HK MK,
SRECEEL Tz GAM ¥ B KIgt % B W iFR S
S UMM ERAL . % I, Bacteroides fragilis
group DEZIC 12 20% 4 HMHEHE, T FM it
CTHRBESIUNI T 04 FRABUTORTE % 24
L7, 2BERED OFLX ixt$ 2 MIC 0RIE 3, Ba-
cillus subtilis(ATCC 6633 #k) =M EH & + 5 bioassay
I THITL 720

3. 3HIERHRATIC 17 2 BRI ITRE O KRS

OFLX (100 mg), LFLX (100 mg), TFLX (150
mg) % 3 HREIFRF B ERER 3 BERATC 10 DB E
WCHBRS ¥, &R OBPIERMEE & i REE 5 5
E L 7zo HPLC OB FR{GF XA 5 Ln: YMC-pack
ODS-AM (5pm, 150 mmX6.0mm ID), %5 A8
&: 30°C, B8 20 mM #iBAkRT I TFALT >
E-avALA%RB0I0mM ) VBA Y Y LB EHK
(pPH7.00B8XU7E b= YV LDORE (10:1, v/v),
Pl 1.3ml/min, R AW, HEREE B
R 285nm, HHXHEHE 460nm) OMEIE= % —
L7z, 28, BEIRBEAKRERBICTTS 2.

—7%, BIALEFTEITEE 200 4l ic AERIERY ] &
®200 BEUY7u0axy > 5ml #8%mML, ¥ x
—A—KTI52HEEM 12MY7=0 200 EHREE 5)
L7z, 1,600Xg 2T 10 2RI OOMEL 7-%, EMD
KEE7AECV—F—RZTREL, $7uunxy @

dml 2 OBRBICIIML o, MEERRNKTY
B THRRBREAL 1o, BHKE2004 2L TH-
EIXFS—KTIHMAML, 85 CEFHASEY
KTIOAMEERLREIT> 7, 2L THONE
DB 206 &% HPLCICEEAL 2, 28, MHB
% 0.04 g/miLLTFEL Y,

4. OFLX ORI YITE

WEHEOEMOBAHKBEHT 5 BHiC 186K
mg ME3 H~ME 8 AMREL, THEHNE, HE
X, ARHTICLLADES L UBNLYDRD 45
B2 TREL Iz, HEESIZ R - ORAHE
BB IHEPRODRYEERM) 18531
B, 5AROZABOAH AN (WA £85MK0
FATHRO, Ml (FAM) 5503 %%, 0.3~
S0.5 8%, 0.5~0.7 ¥ LPHY, 0.7 %L
LS0.5%ANELLTHALT,

5. W% &

T—5 -2 IMEIIS B0 508 LUl
MPREE ENTHhOERGICKD Iz, BABIRNAE
T sRFIENL T Wilcoxon HIRIRE X AVE
EAkMiz0.01 L7,

II. & ]

1. OFLX #AOMA - MW HRE (35R%

LN 4, THENANSEEMELL TALE,
BEPSARMAI R 12 0.8210.4 ug/g MM BRMARE
i, 1.02+0.5ug/ml TH- 1, AEERECHAE
IKEEBH -7 (P>0.01 wilcoxon 8 (Fig.2).
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Fig. 2. Gingiva and serum concentrations of
OFLX (100 mg administrered)3h after oral
administration in 12 patients. Gingiva con
centration (T):0.82+0.4 ug/g, serum com
centration (S):1.02+0.5 ug/ml.
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2. BEOBRIGE (FAXRE) 150 ME &
MIC {#&

FARME R E T2 18 ROKMR L TR 18 #,
BSME S RS h i, FREEORBESME
i% Streptococcus10 Bk, Corynebacterium, Neisseria 13
2T 1RO A3 M E NI DX Enterobacter cloacae,
Klebsiella axytoca, Klebstella pmeumoniae, Streptococcus
pneumoniae TH > Iz, WRIMEE TiX Porphyromonas
43 3 ¥k, Bacteroides fragilis, Fusobacterium H3%h
Fhl1lkThoT,

OFLX izt3 2 MIC {3 RE D+ R Ticxd LI
fTL 7 234612 0.025~3.13 ug/ml TO0.1 BL U 1.56
p/mlizthEh 6k THTH- &, MEBHHE
EREVE6B/mUtoBEAFRIEZD ST
OFLX REVEBRMETR L, LEb->T, FBE
DOFLX iz 3 3 MICs i21.56 ug/ml T H > 7=
(Table 1),

3. OFLX, LFLX, TFLX 3 ¥IER&5Iz513 3
BEPY - AP BE D H

OFLX OiPARSA A & FI9E I £ h £ 0.06
~1.42 ug/g (0.75+0.4 pg/g) LFLX X 0.45~1.34
ug/g (0.71+0.4pg/g) TFLX G R ERFUT ~
0.23 ug/g (0.06+0.09 ug/g) THo7z, —4, M
hiEE L % O FHE 1 OFLX i3 0.41~1.49 ug/ml
(0.99+0.5 zeg/ml1), LFLX ¥%0.24~1.79 ug/ml(0.70
+0.3 pg/ml), TFLX 2BERFLAT~0.23 ug/ml
(0.10+0.1 gg/ml) TH- ¥, OFLX=LFLX(CN),
OFLX>TFLX(P=0.002), LFLX>TFLX (P=0.0001)
OMEER, METRELLEEELXED, £,
OFLX D85 L thFIERRS & TREARS LU
MmpPECBETEDERZ» >z (P>0.01: wilco-

xon ME) (Table 2, Fig.3),

4. OFLX DOERREIZIRHITE

NREEZBET R, K134, FMid 11 R~65
BOEH 4T 48, K241 kg~T0kg TFH65.7
kg TH oo BEBORERSBUC IV TiMKE
(C; chronic) »26 %, MM (A;acute) %24, Wit
D AN (AC; acute with chronic) 22 12 5ITH
o tz, EEERTIIEE (S;slight) #3685, TFE
(M; mode rate) #3125, XEE (Se;Serious) #!2 %)
THot: (Tabled), 2D bEHERBITLHIC

~ 1.5J:

)

5 T T

* 1op | |
E

S~

[

2 | |
e

S 0.5F

s

2 (T) | (S) (T) | (S)
: | |
-]

5]

o m (s
Gingiva (T, 0.7410.4 0.71+0.4 0.06+0.09
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Fig. 3. Gingiva and serum concentrations of
ofloxacin (100 mg administrered), lomefloxa-
cin (100 mg), tosufloxacin (150 mg) 3h after
simultaneous oral administration in 10 pa-
tients. The concentration of each drug
was measured by bioassay and each value
represents the mean+SD.

Table 1. Sensitivity of clinical isolates from oral infections to ofloxacin

Number of No. of strains with the following MICs (ug/ml) of ofloxacin
Organism strains
tested =0.025 0.05 0.1 0.2 0.39 0.78 1.56 3.13

Streptococcus 11 1 1 2 6 1
Porphyromonas 3 1 1 1
Neisseria 2 1 1
Corynebacterium 2 1 1
Klebsiella 2 2
Fusobacterium 1 1
Enterobacter 1 1
Bacteroides 1 1

Total 23 1 1 6 1 1 4 7 2

Infectious diseases (18 cases) : gingival abscess (8), buccal phlegmon (4), facial abscess (3), odontogenic

maxillary sinusitis (3)
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Table 2, Tissue and serum concentrations of ofloxacin, lomefloxacin and tosufloxacin
after simultaneous oral administration
Drug Ofloxacin Lomefloxacin Tosufloxacin
Patient Sex Age Body Tissue Serum Tiseue Serum Tissue Serum
weight | (ug/mg) | (ug/mg) | (ug/mg) | (ug/ml) | (ug/mg) | (ug/mi)
1 m 28 62 0.46 0.41 0.51 0.34 0.21 0.05
2 f 41 70 0.71 1.21 0.54 0.78 0.11 0.05
3 f 25 58 1.05 0.76 1.06 0.40 0.23 0.4
4 m 69 59 1.42 1.20 1.39 1.79 ) 0.12
5 f 55 64 1.21 1.49 1.19 1.02 i 0.15
6 f 50 50 1.27 1.15 0.59 0.58 $ 0.23
7 m 51 72 0.18 0.21 0.47 0.24 i 0.11
8 m 44 68 0.51 1.03 0.45 0.70 $ )
9 m 37 64 0.06 0.22 0.054 0.36 ) !
10 f 44 51 0.65 1.74 0.80 1.33 i !
meantSD 0.75+0.4 | 0.991+0.5 | 0.71+0.4 | 0.70£0.3 | 0.06+0.09 | 0.101+0.1
* | 0~0.04 ug/ml, or ug/mg
Table 3. Patient characteristics
No. Sex Age Bod)('k\;)eight Infectious disease Type” Stage”
1 m 59 68 periodontitis AC M
2 f 30 48 periodontitis AC M
3 f 55 60 phlegmon AC M
4 f 60 50 periodontitis C S
5 m 55 60 periodontitis C S
6 f 64 54 periodontitis AC M
T £ | s8 53 periodontitis c s
8 m 11 41 phlegmon A M
9 m 65 70 maxillary cyst AC M
10 f 46 59 mandibular cyst C S
11 f 43 50 periodontitis AC S
12 f 40 58 periodontitis AC M
13 f 24 50 periodontitis AC M
14 f 50 56 periodontitis AC S
15 m 58 68 periodontitis C M
16 f 41 54 phlegmon AC Se
17 f 50 48 phlegmon C M
18 m 41 68 phlegmon A Se
19 f 49 54 periostitis AC M
20 m 42 66 phlegmon AC M

MC, Chronic; A, Acute; AC, Acute or chronic
2§, Slight; M, moderate; Se, Serious
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Table 4. Relationship between clinical response rate and antibacterial effect of ofloxacin

on oral infectious diseases

Number Clinical efficacy
Evaluation of . response and
cases excellent good fair poor effective rate (%)*

Doctor's judgment 20 2 17 0 1 95.0
Clinical efficacy 20 3 14 2 1 85.0

day 3 13 9 1 1 2 76.9°°
Usefulness

day 5 5 4 1 80.0
Antibacterial effect 4 eradlzcated chanoged pers;sted not c1|21tured

*response rate: excellent+good/all cases

**ysefulness: excellent—<0.3, good—0.3~ 0.5, fair—0.5~0.7, poor—=0.7

usefulness rate: =0.5

v oo fht, ERER L L TBHERIRKESE
24, ERZHAMmM, B OEKEBLELILTH-
oo EREHERIE2H, BR17H, PREMO
B, EM1PTEDHEIRZS% TH> . ERETR
EBHCHELIF, FTEFB26, THELIHTE
AEII% ThHol. DS LHEMMIYIARED—
RELE 13T > TRV 2 b D DOFMIXERIIRHER
CiTo e ABHER & 2BHE T3 HEHE 13
Pl B T=0.3LUTH»HIF, 0.3~=0.503141,
0.5~0.72818, =0.72HTCHEHE (0.5 i
76.9% ThH-o7z. 72, SHEHESHTIX<0.3H
48, Z0.781HIT8%TH-Tz. —H, HEFH
BRECBOWTERETRCEONASED Shiz b D
BRETLEB4H0D>H 28 THo 7z (Tables3,
4),
. % =

By FrA AR BAREER, SEDIHEAO
B THIEED - & bHRENED SN TV 2HEAD
129Th3, 2hid, HEKECHBNREICEN,
half life time 88 <, ==y Y %K, €7z LFRH
EEH~ 1 EOREETCHERNCERATHI LS
nTwa9, 1978 FELIKE, —a—F/orEREHK
MESEABEROE=SEBREICAD /0 RD 6 i
Bk, THRERTISVBEETHIMELRV ST A
RARSEEE VBRI S I NE SBRICERS
hTw3, OBRARMERICE L TIR, XL VERE
DBMEINR=V Y VFR, 7z ARTEFLGE 1R
RE L LTEASNTE ™, L L cephalexin
(CEX) & cefaclor (CCL) @7 7 ABMERE WAL
TDHOMICe iZENFH6.25 8 & UF3.13 ug/ml T,
ORERERROE—RIRFI L BEVEV, ZORY

SESE, RMHEOTL >h TORRNEEEOER X
D, —2—%/u EOEREEISHML, FIAER
EBOWIHKRIGASIN3 ZE bR, Lt
T, B4 i OFLX 0 OREPIRBHE B 5 o5 L R
B LEERYRCOVWTHEL .

AT IC B L T OFLX o OIS B M SIS
ADKRHIIELRESNTEY, 2hTOLRM, LW
TIRES, RN BT P BE I~ T/S
TI1UEDOEERLTWSY, LirL, HAPEBOE
T o O ERICH RS L RIFEREVEL, &
{hE R LR O —B D 5 Z DED/ST7 Y ¥ iFK
0, REBZOACEHL, SERL 2EHIIX
FTRTCLHHEBRT CEMN BT, HABHERR
OFLX # 5% MFw 3RMEL L, ¥, ®RED
EHERIIN0.51g THo 2. DR OFLX 100
mg BMER GO IRMEICBITS T/SIiR0.714TH
o712 T DfHIZ 200 mg 5% T 3~4 FFfH DB M
HIERST (1.09+0.18 ug/g) DE I~ 3 & 100
mg THBITHR+AEFTE S,

4E OFLX 2D =2 —F /o L BT
BHHFLLAERE LTI ADBEIINL 3 A% FEF
2 1 E%E UE—£&4 T COMEBRNBERE » &FA
KOWTRAR, BITEREIZIHPLCE2HAWTHRE
L7z ZOHEROBENREED S OEE RS,
ERREEES D S i 1 FIOME DA TH 5 2E A5
BECHRBEBEATHI EREENTWVLBEY,
TFLX & LFLX % OFLX L FERF AR €3 Z &
»5, EFlo 1 ERSEFERON1.5FBCHEYT S
HBREICIIPRHEDORE LB, —a—F/uy
¥ 1 [ 300 mg HE5EZEILY S 0BT ERES
XL 2B fTbh TV BICEIEREED 5 h T
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Vv, Linl, H—REFOMBMEIRSCHMLT
OHEEAPESHIE DV TORNRIRENDE S S
nTwirn, BLiZ10/0om#icxtL, 108 350 mg
OXERTH- eEER L Rbh 2 EREZBO 5N
Zhot, INHORNICEWLTIE, REINRELD
WM & KT B & RPIARMRPI N 22 0.74£0.4 ug/
g MWMEH20.9910.5ug/ml THofeleHF MM
23 #keh MIC 22 0.78 ug/ml AT THRRMEERL
Wi 145 TH 555 OFLX 124 60% D 4> MW i
LiMEI MR &7, &7 concentration/MIC
i (RMEN ME) 120,236 TH D PAEYIR H»
S 1 56 ug/ml XM TH L 1L 21 #k (91.3%)
iIcX L OFLX RETH S Z LR E NIz,

—7%, OFLX OMEKZR Iz DT, 116 200mg
¥1H3ERS LR, THEHE S, HRE
85%, HRICIREABHIEERIC b LIVt ABHER
X2EMEIZT6.9% T, MBEEHMRER2HICB
THHBEBBD Stz

¥, MRERCHMNCBRZONERZIMALTR
RLEho7,

Iv. ¢ & ®

60 BOEMOEHNBIEBEBE EXRIC OFLX 28
51, £00, BKMRNEETOUTOER LB/,

1) OFLX 100 mg MNIB L UfhD=2—F /O
X DRSS 3 RMEOBESEMRPAIRE, mNhR
ERIZZAETAFEFCEEZ R RF2BTEE R
L, LFLX, TFLX X D Bu:BiTHSED Shi,

2) 18855 DK MR 23 %D OFLX iox ¥
ZMICHHIZ, +)T3.13g/mIUTT, ZD>b
0.78 sg/ml BAT 43 14 #:(60%)1.56 xg/ml Tix 21 #
(91.3%) TH-otz,

3) EEERACMAZEIZ 20 Aot LIETL, FREY
ET 5%, BEXXEIZ85%, ANHUEC L IENEIR
3HE76.9%5HB80% LM AR B LN,
—%, MEEORFTTCRENKS2MICED SN,
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RS (B—% FRR4FE11H827, 28, HEM) B

LUK 40 B HELEMEL M XLERE (K=
WERSEIOA M, 15H, BBH) CB8LTRE
L7,
X [
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AMAt, Cheomtherapy 40: 1148~1155, 1992
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32: 1590~1592, 1988
7) Finegold S M, George W L:Oral and dental
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Basic and clinical evaluation of ofloxacin in the field of oral surgery

Toshimi Muroki”, Yasumasa Saiki®, Shigehiro Kumagai?,

Kiyomasa Nakagawa® and Etsuhide Yamamoto?
"Department of Oral Surgery and Stomatology, Noto general Hospital (chief: DMS.Toshimi Muroki),
22-Umabu, Nanao City, Pref. Ishikawa, Japan
“Department of Oral and Maxillofacial Surgery, School of Medicine, Kanazawa University
(chief: Prof. Etsuhide Yamamoto)

Fundamental and clinical studies of ofloxacin (OFLX), a new oral quinolon antibiotic,
were carried out on oral infections of 60 patients. The concentration of OFLX in the gingiva
and serum was determined 3 hours after it was administered orally (100 mg). In addition,
the clinical efficacy of OFLX was evaluated and bacterial sensitivity tests in patients with
oral maxillofacial infection were carried out. OFLX was administered orally at a dose of 600
mg for three days to eight days.

1) Gingiva and serum concentrations of OFLX (100 mg administered) were 0.82+0.4 ug/g
and 1.02+0.5ug/ml, respectively. In 91% (21) of the bacterial strains isolated the MIC was
less than 1.56 ug/ml, which means the sensitivity to OFLX was quite favorable.

2) OFLX(100 mg), lomefloxacin (100 mg)and tosufloxacin (150 mg)were administered orally
at the same time 3 hours before surgery. The tissue and serum concentrations of OFLX were
0.74+0.4 ug/g (gingiva), 0.99+0.5 ug/ml (serum), which was higher than those of lomefloxacin
and tosufloxacin.

3) The clinical response to OFLX was excellent in 2 cases, good in 17 cases, fair in no
cases and poor in 1 case. Thus the clinical efficacy was 95% overall. The efficacy rate on
day 3 (n=13) was 76.9%;o0n day 5 (n=5), 80%, and there were no safety problems.

It was concluded that OFLX is a useful drug for treating oro-maxillofacial infections.



