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Table 1. Summary of healthy volunteers
Age BH BW
Case no. Sex (yrs) (cm) (kg)
A Male 21 164.0 68.0
B Male 21 162.0 64.0
C Male 22 179.0 67.0
D Male 22 177.0 72.0
E Male 21 160.0 57.0
F Male 21 177.3 74.1
Mean 21.3 169.9 67.0
+SE 0.2 3.6 2.5
Table 2. Plasma conpentration of grep?ﬂoxacin after an oral administration of grepafloxacin
with and without probenecid in humans (HPLC: ug/m)
Case Time (h)
no. 0 0.5 1.0 1.5 2.0 3.0 4.0 6.0 80 12.0 24.0 36.0 480
A ND 0.18 041 044 040 039 032 0.25 023 0.13 005 ND ND
B ND 0.08 0.28 045 049 051 049 034 032 0.20 0.07 003 ND
C ND 0.04 0.18 024 0.28 044 036 0.40 023 0.17 0.07 0.03 ND
Grepafloxacin D ND 0.07 028 043 059 059 058 039 038 036 0.17 0.08 0.04
alone E ND 0.06 0.26 047 054 047 049 036 024 0.20 0.08 0.03 ND
F ND 011 0.29 035 049 052 045 040 032 023 006 ND ND
Mean 0.09 028 040 047 049 045 036 0.29 0.22 0.08 0.03
+SE 0.02 0.03 0.04 0.05 0.03 0.04 0.02 0.03 0.03 0.02 0.01
A ND 0.03 0.21 025 037 039 038 030 0.26 017 0.06 002 ND
B ND 013 0.25 033 049 050 0.50 0.40 0.34 023 0.09 0.04 0.02
C ND 029 049 047 046 041 037 0.28 0.24 0.17 0.07 003 ND
Grepafloxacin D ND 002 0.06 014 037 052 0.50 0.40 0.35 0.27 0.12 0.06 0.03
with probenecid E ND 018 0.39 040 044 045 0.46 034 030 0.22 0.09 0.04 0.02
F ND 0.05 0.25 040 040 0.44 0.47 0.38 0.34 0.23 0.10 0.04 0.02
Mean 012 028 033 042 045 045 035 031 0.22 0.09 0.04 0.02
+SE 0.04 0.06 0.05 002 0.02 0.02 0.02 0.02 0.02 0.01  0.01 001

ND: not detected; <0.01 pg/ml
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Table 3. Urinary excretion of grepafloxacin after an oral administration of grepafloxacin

with and without prebenecid in humans

Case | Conc. Time (h)
no. | Rate 0~2 2~4 4~6 6~8 8~12 12~24 24~36 36~48
A Conc. 17.30 10.30 4.28 5.49 1.98 5.86 2.42 0.95
Rate 0.90 1.12 0.62 0.62 0.70 1.58 0.46 0.32
B Conc. 21.42 21.32 15.13 10.97 11.97 10.04 3.99 2.39
Rate 1.01 1.32 1.54 0.88 1.33 2.31 0.64 0.57
C Conc. 7.97 6.85 5.77 4.62 2.57 4.46 2.73 1.38
Rate 0.57 1.08 0.99 0.49 0.73 1.54 0.61 0.46
D Conc. 11.01 9.83 7.32 9.39 5.83 11.13 5.31 2.58
Grepafloxacin Rate 0.85 1.58 1.30 0.85 1.55 2.45 1.43 0.99
alone E Conc. 23.25 23.47 8.09 8.06 4.22 4.96 1.18 0.89
Rate 0.69 1.23 1.16 0.62 0.90 1.36 0.59 0.34
F Conc. 21.14 12.96 8.37 6.42 5.30 9.98 1.99 1.18
Rate 0.95 1.26 1.11 0.95 1.47 1.85 0.85 0.34
Conc. | Mean 17.02 14.12 8.16 7.49 5.31 7.74 2.94 1.56
+SE 2.54 2.75 1.53 0.99 1.47 1.21 0.61 0.30
Rate | Mean 0.83 1.27 1.12 0.74 1.11 1.85 0.76 0.51
+SE 0.07 0.07 0.13 0.08 0.16 0.18 0.14 0.11
A Conc. 8.02 7.97 8.80 3.39 6.64 3.88 1.44 1.41
Rate 0.94 1.05 1.66 1.09 1.28 1.41 0.55 0.14
B Conc. 4.12 9.03 11.26 5.81 11.56 8.66 1.78 1.44
Rate 0.94 2.06 1.49 1.27 1.33 2.38 0.96 0.55
C Conc. 13.45 9.10 3.88 4.21 2.70 4.75 1.35 0.53
Rate 1.22 1.11 0.50 0.62 0.41 1.31 0.51 0.21
D Conc. 3.87 13.66 9.02 11.57 6.10 6.22 3.90 0.81
Grepafloxacin Rate 0.34 2.12 1.19 0.93 1.17 2.41 1.11 0.38
with probenecid E Conc. 7.09 12.13 10.29 8.36 7.08 2.76 2.40 0.80
Rate 0.40 1.49 1.34 0.56 0.98 1.49 0.62 0.33
F Conc. 7.37 13.34 9.57 2.81 2.71 3.99 3.02 0.87
Rate 0.88 1.44 1.20 0.59 0.80 1.13 0.82 0.32
Conc. | Mean 7.32 10.87 8.80 6.03 6.13 5.04 2.32 0.98
+SE 1.42 1.01 1.05 1.38 1.34 0.86 0.41 0.15
Rate | Mean 0.79 1.55 1.23 0.84 0.99 1.69 0.76 0.32
+SE 0.14 0.19 0.16 0.12 0.14 0.23 0.10 0.06

Conc.: pg/ml
Rate: % of dose

Table 4. Pharmacokinetic parameters of treatment in humans following oral administration of grepafoxacin with and

without probenecid

Cmax Tmax T AUC U-recovery*
T + 1/2 ry
reatment Mean+ SE (ug/ml) o) ) (ug/m)) (%)
Grepafloxacin alone Mean+ SE 0.48+0.03 2.8+0.3 13.3%£1.0 7.07£0.90 8.18+0.78
Grepafloxacin with probencid Mean+SE 0.46 £0.02 2.7104 11.5+0.7 6.71+£0.40 8.17+0.75

*: Values represent means + SE of six volunteers from 0 to 48 h.
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Fig. 1. Plasma concentration of grepafloxacin in humans follwing oral administration of 200 mg of grepafloxacin
with and without probenecid.
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Fig. 2. Urinary concentration and cumulative urinary excretion of grepafloxacin in humans following oral administration
of 200 mg of grepafloxacin with and without probencid.
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Table 5. Clinical results with grepafloxacin

c Cliical Causati Grepafloxacin Response Sid
ase nic ausative - - - ide
o, | AgelSex diagnosis organisms | daily dose | duration | bacterio- clinical | effects Remarks
(mg) (day) logical
acute urinary . .
1 58/F tract infection E. coli 200 x1 8 eradicated | excellent ) (=)
urinary tract . .
2 83/F infection E. coli 150x 1 7 eradicated | excellent =) C)
acute urinary . 200x1 12 .
3 25/F tract infection E. coli l ! eradicated | excellent =) =)
100x 1 3
4 61/F acute bronchitis ND 200x1 8 unevaluable good (=) =)
5 43/M | pharyngolaryngitis ND 150 x 2 17 unevaluable | excellent (=) )
6 59/M chronic bronchitis NF 150 x 2 12 unevaluable | excellent =) )
H. influenzae GOT?
7 54/M bronchiectasis l 200x 1 10 replaced good =) GPT?
S. pneumoniae
ND: not done  NF: normal flora
Table 6. Laboratory findings before and after grepafloxacin administration
Case Before RBC Hb WBC PLT GOT GPT ALP BUN S-Cr
no. After (x10% (gd) (mm® (x10*mm® | (mU/ml) (mU/ml) (BLU/dl) | (mg/d]) (mg/dl)
1 B 420 12.1 5600 26 12 9 2.2 18 0.8
A 421 12.3 6000 28.5 16 12 2.2 19 0.9
9 B 339* 10.0* 6400* 23.1* 10 4 1.6 19 0.9
A 284 8.5 6100 20.2 10 5 1.5 20 1.0
3 B 388 11.2 9800 24.5 10 4 1.1 12 0.6
A 384 11.4 4500 25.2 8 7 0.9 11 0.8
4 B 454 13.7 7500 24.1 14 22 3.1 14 0.8
A 446 13.3 6100 22.8 21 24 3.1 14 0.9
5 B 449 14.5 18900 53.4 46 102 — 8 0.7
A 467 14.1 8200 39.3 21 36 4.3 11 0.6
6 B 421 13.0 11800 32.1 20 12 2.6 18 0.8
A 420 13.0 9400 30.0 15 17 2.6 12 0.9
7 B 425 13.3 10800 26.4 13 9 134** 15 0.8
A 424 13.3 8700 35.5 60 59 109** 16 1.0
*: data of 4 days  **: KAU/L
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A clinical study on grepafloxacin, a new sythetic antimicrobial quinolone derivative, was performed
with the following results:

1. Pharmacokinetics

In order to examine the renal elimination mechanism of GPFX, the pharmacokinetics were compared
between single-dose and probenecid-combined groups in 6 adult male volunteers using a cross-over
method. It was found that the plasma and urinary concentrations of GPFX were not influenced by

probenecid. The renal elimination mechanism of GPFX was thus estimated to depend mainly on
glomerular filtration.

2. Clinical results

The efficacy and safety of GPFX were examined in 7 outpatients, including 3 cases of urinary infection
and 4 cases of respiratory infection. The clinical result was excellent in all 3 cases of urinary infection
and 2 cases of respiratory infection. The remaining 2 cases of respiratory infection responded effectively.

Although no adverse reaction was noted, slightly increased GOT and GPT levels were observed as
abnormal laboratory values in 1 case only.



