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Table 1. Schedule taking tear and plasma from healthy volunteers
Age  Height  Body weight Sampling time (h)
Volunt .
ounteerno. - Sex @) (cm) kg) 05 1 2 4 6 8 10 12

1 M 27 170 80 o o o o
2 M 28 174 58 o o o o
3 F 24 156 47 o o o o
4 M 32 176 80 o o o o
5 M 28 170 62 o o o o
6 F 29 153 42 o] o o o
7 M 26 167 60 l¢) o o o
8 M 24 165 55 o o o o
9 F 35 164 52 o o) o o

Mean 28.1 166 59.6 6 6 6 6 3 3 3 3

+SD +3.6 +7.7 +13.2

No. of specimens

*T181 Z=MHi#/I6-20-2
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Pharmacokinetic parameters
Body Tmax Chmax T2 AUC
fluids ) (ug/ml) (h) (ng-h/ml)
Plasma 2.0 1.50 4.53 10.06
Tear 1.0 1.06 4.01 5.13
Fig. 1. Pharmacokinetic parameters in plasma and tear

concentrations of balofloxacin.

Table 2. Plasma and tear concentrations of balofloxacin after oral dose of 200 mg in healthy volunteers

Mean concentration (ug/ml)

Time .
(b Plasma Tear T/P ratio
0 0 0 0
0.5 0.72+0.24(6)* 0.42+0.10(6) 0.77
1 1.37+0.38(6) 1.06 £0.30(6) 0.81
2 1.50%0.19(6) 0.83+0.21(6) 0.53
4 1.14 +0.09(6) 0.56 +0.08(6) 0.49
6 0.83+0.14(3) 0.35+0.09(3) 0.42
8 0.61+0.05(3) 0.23+0.02(3) 0.37

10 0.47+0.09(3) 0.22+0.02(3) 0.48

12 0.32+0.04(3) 0.16 £0.04(3) 0.49

%No. of parenthesis represent number in group.
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cefaclor#% O (case no. 3), sulbenicillin & R (case no. 4),
AYRAF VA Y Y ANK ZEE (erythromycin) AR (case
0. 5), (L BERTERDUAEBLV A SN LZWESITH
272,

—F, BRBIIVEFIETH 608 S I, 4EFITHXK,
SEFITHER, 2EFTAET, BHEEIZT/ITH-
72 (Table 5) o THERHRIZ S T LBHETIR, 77 LM
BAKDELIRTH o 7275, T D9 LI%HBLFXAE L
W X N7, FRIE L 72 D3 Staphylococcus epidermidis(case
no. 3) & Pseudomonas sp. (case no. 9) & 1% T, BIEILFI
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R TH > 72,

BIERIZ1BI 33 L& 2> o 72 (Table 3), BRFRHZIZ
case no. 3TEM L 72 EEERENIFZED Lhh o/ Th
LORREWT 2, KEOLEWIIDOWTIILERTIE
ETHAHJEFHI SN/, T2, AR L TIMED
TEHR 4B, [HH 560 & 35 S iz,

o. = =

EGREGEINTMBEEDRBEABITREYMAZ L
13, BBEREAEZ L U & B MRENRYE DG B IR

Table 3. Effect of balofloxacin therapy on ophthalmological patients with bacterial infection

Age . : Underlying disease o
Case W) & Dlagnqsm Ag : Premedication Dqses Clinical Adve;se Usefulness
0. gy (severity) Complications (mg x times xd)  efficacy  reaction
External hordeolum =) 100x2x 8
1 60M (mild) O no (1600 mg) good (=) useful
External hordeolum =) 100x2 x4 markedly
2 53F (mild) = no ( 700 mg) excellent (=) usefal
Dacryocystitis =) ofloxacin 200x2x15
3 6fF (moderate) (—) cefaclor (5800 mg) good =) useful
Dacryocystitis (=) - 200x2x8
4 64F (moderate) O sulbenicillin (3200 mg) good (=) useful
Dacryocytitis =) . 100x2x 8
5 65F (mild) = erythromycin (1600 mg) good (-) useful
Blepharitis =) 100x2x 3 markedly
6 70F (mild) = no ( 600 mg) excellent (—) useful
Blepharitis (=) 100x2 x5 markedly
7 82M (mild) = no (1000 mg) excellent ) useful
Meibomianitis =) 100x 2 x 3 markedly
8 19F (mild) = no ( 600 mg) excellent (=) useful
Acute conjunctivitis =) 100x2x 8 -
9 22F (mild) = no (1500 mg) good (=) useful
Table 4. Clinical efficacy of balofloxacin
. Clinical efficacy
Diagnosis - Effective rate
excellent good fair poor
External hordeolum 1 1 212
Dacryocystitis 3 3/3
Blepharitis 2 2/2
Meibomianitis 1 1/1
Acute conjunctivitis 1 171
Total 4 5 0 0 9/9
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Table 5. Bacteriological effect of balofloxacin
; MIC (ug/ml ol
Case Causqtlve ’ (ug/mD) - - - Isolates post-therapy Bacteriological
no. orgamisms balofloxacin  norfloxacin  ofloxacin  ciprofloxacin efficacy
1 S. epidermidis 0.1 0.39 0.39 0.2 — .
CNS 0.1 0.78 0.2 02 P putida replaced
2 CNS 0.1 0.39 0.39 0.1 — .
Pseudomonas sp. 3.13 0.39 1.56 0.1 — eradicated
3 S. epidermidis 6.25 >100 >100 50 S. epidermidis unchanged
4 P. putida 12.5 12.5 6.25 3.13 — eradicated
. S. aureus
5 S. pneumoniae 0.2 3.13 1.56 0.78 == P. aeruginosa replaced
6 S. aureus 0.05 0.39 0.39 0.2 ——CNS replaced
7 Corynebacterium sp. 0.39 0.78 0.1 0.39 — eradicated
8 Pseudomonas sp. 6.25 0.39 1.56 0.2 — eradicated
9 Pseudomonas sp. 6.25 0.78 1.56 0.1 Pseudomonas sp. unchanged

CNS: coagulase-negative Staphylococcus
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Human lacrimal fluid concentration of balofloxacin
and clinical effects on extraocular infections

Kei Yoshino and Takaaki Fujiwara
Department of Ophthalmology, Kyorin University, School of Medicine
6-20-2 Shinkawa, Mitaka 181, Japan

A new oral quinolone, balofloxacin (BLFX), was once administered 200 mg to 9 healthy volunteers (6

men and 3 women). The lacrimal fluid and plasma concentrations of BLFX were determined for 12 hours
after administration. Pharmacokinetics of BLFX in the lacrimal fluid showed that the peak level reached
at 1.0 h, the maximum blood concentration (Cmax) was 1.06 xg/ml, half time 4.0 h, and the area under

the curve 5.13 pug*h/ml. The penetration rate was 0.71 in relation to Cmax of the plasma concentration,

1.50 pg/ml.

BLFX was administered at a daily dose of 200 mg (in 2 divisions) or 400 mg (in 2 divisions) to 9

patients with infections of the extra ocular region. The clinical efficacy was excellent in 4 and effective in

5. Of 7 gram-positive strains and 4 gram-negative strains isolated from the region, 9 strains were

eradicated by BLFX treatment. No side effects appeared.

These results suggest that BLFX is safe and useful for treatment of infections in the extraocular region.



