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Table 1. Concentration of grepafloxacin in serum and pleural fluid after a single dose of 200 mg
Time (hours) Peak (PF/S)

2 3 4 6 8 24 (%)

No. 1 0.81 0.60 0.60 0.41 0.40 0.17

S‘z;‘"/“mg)s) No.2 | 055 065 077 057 026

g No. 3 1.01 0.18
HPLC No. 1 0.12 0.17 0.22 0.27 0.25 0.16 33.3
Ple“ra f}“l;g) PF) | No.2 | 014 021 029 036 034 023 46.8
g No. 3 0.06 0.27 0.38 0.51 0.46 0.20 50.5

No. 1 0.91 0.74 0.74 0.59 0.43 0.19

SZ"“;“ﬂéf” No.2 | 055 075  0.84 057 026

5 & No. 3 1.02 0.22
10assay oural fuid b7y | No-1 | 012 020 024 024 033 017 36.3
P (ug/m) No. 2 0.19 0.29 0.36 0.40 0.34 0.28 476
g No. 3 0.06 0.31 0.54 0.61 0.61 0.25 59.8
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Table 2-1. Clinical summary of grepafloxacin treatment
] Causative organism
Age . . N before MIC Dose Clinical Side
No. (ym) Sex Diagnosis Underlying disease ! (ug/ml) | (mg x time x days) | effect effects
after
1|63 | F | chronic bronchitis | old pulmonary S. aureus ) 0.20 200x1x10 good (-)
tuberculosis !
(-)
2150 | F [ chronic bronchitis (=) S. aureus ) 200x1x14 good (=)
!
(=)
3170 | M | chronic bronchitis | old pulmonary S. aureus 2x107 0.05 200x1x14 good (=)
tuberculosis 1)
(=)
4|24 | F |acute bronchitis (=) S. aureus (#)  0.05 200x1x7 good (=)
H. parainfluenzae (#)  0.024
S. aureus ()
5|48 | M | chronic bronchitis | chronic respiratory Corynebacterium sp. ()  0.20 200x1x8 good (=)
failure 1)
(-)
6 | 57 | F | chronic bronchitis | bronchial asthma H. influenzae () 200x1x11 excellent (-)
1)
(=)
7|63 | M | chronic bronchitis | chronic pulmonary H. influenzae (#) 200x1x10 good (=)
emphysema 1)
(=)
8170 | M | diffuse (=) H. influenzae 1x10° 0.013 300x1x14 excellent (=)
panbronchiolitis 1
(=)
9|71 | F | diffuse (=) H. parainfluenzae 8x10° 0.10 200x1x10 good (=)
panbronchiolitis
(=)
10 | 61 | F | diffuse (-) H. parainfluenzae  2x108  0.05 200x1x10 excellent (=)
panbronchiolitis !
(-)
11| 79 | M | chronic bronchitis | old cerebral K. pneumoniae 3x107 6.25 200x1x7 good (-)
infarction i
S. aureus 2x108
12 | 64 | M | chronic bronchitis | old pulmonary P. aeruginosa (€] 0.78 300x1x7 good (=)
tuberculosis S. aureus (MRSA) +)
1
S. aureus (MRSA)  3x107
13| 57 | F | chronic bronchitis (=) P. aeruginosa 8x10° 0.39 200x1x9 good (=)
1)
(=)
14 |58 | F | bronchiectasis old pulmonary P. aeruginosa 3x10% 1.56 300x1x14 good |S-GOT
tuberculosis 1 224222
P. aeruginosa 3x108 1.56 S-GPT
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Table 2-2. Clinical summary of grepafloxacin treatment
Causative organism
Age . . N before MIC Dose Clinical Side
No. 1) Sex Diagnosis Underlying disease ! (ug/ml) | (mg x time x days) | effect effects
after
15 [ 50 | F | chronic bronchitis | bronchial asthma Pseudomonas sp. 8x10° 12,5 300x1x7 good (=)
(=)
16 | 56 | M | chronic bronchitis | old pulmonary X. maltophilia () 200x1x7 good (=)
tuberculosis i
(=)
17 | 64 | F | bronchiectasis (=) Flavobacterium sp.  5x10° 125 100x2x8 poor ()
!
P. pseudoalcaligenes 8 x 10°
18 | 57 chronic bronchitis (=) normal flora 300x1x7 good (-)
19 | 32 | F | chronic bronchitis | old pulmonary normal flora 200x1x7 good (-)
tuberculosis
20 | 58 | M | chronic bronchitis | pneumoconiosis normal flora 200x1x7 good (=)
21| 76 | M | chronic bronchitis | chronic pulmonary normal flora 200x1x8 good (-)
emphysema
22 | 31 | F | chronic bronchitis | iron deficiency anemia | normal flora 200x1x7 excellent (-)
23 | 64 chronic bronchitis | old pulmonary . normal flora 200x1x7 excellent (-)
tuberculosis,
chronic pulmonary
emphysema
24 | 53 | F | chronic bronchitis | bronchial asthma normal flora 200x1x7 unknown (-)
Table 3. Clinical effect of grepafloxacin
Diagnosis No. of Clinical effect % satisfactory
cases Excellent Good Fair Poor clinical response
Acute bronchitis 1 1
Chronic bronchitis 17 3 14
Bronchiectasis 2 1 1
Diffuse panbronchiolitis 3 2 1
Total 23 5 17 1 95.7% (22/23)
Table 4. Bacteriological effect of grepafloxacin
Causative organism A Bacteriological effect % bacteriological
eradicated decreased persisted superinfected effect
S. aureus 3 2 1
Corynebacterium sp. 1
H. influenzae 3
H. parainfluenzae 3
K. pneumoniae 1
P. aeruginosa 2 1
P. pseudoalcaligenes 1
Pseudomonas sp. 1
X. maltophilia 1
Flavobacterium sp. 1
Total 16 0 3 2 84.2% (16/19)
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Table 5. Laboratory findings in patients before and after administration of grepafloxacin
TCase | RBC Hb | WBC |Eosino. | Platelets | GOT | GPT [ ALP | BUN [ S-Cr [ .pn | ESR
no. | (x104mm® | (g/d) | Umm®) | (%) | (x10%mmd) | AU/ | UMY | QU | (mg/d) | (mg/d)) [60 min]
B 518 17.1 6300 1 11.5 50 33 149 15.6 0.5 0.2
1 A 510 15.5 4500 0 12.4 50 32 152 17.4 0.6 0.2
B 410 13.0 7400 2 37.2
2 5 383 12.3 5500 2 19 13 93 12.1 0.5 <0.2 10
B 475 13.9 6000 0 20.8 49 33 195 17.2 1.0 0.3 11
3 A 481 14.2 6600 4 21.1 63 44 221 16.2 1.0 <0.2 9
B 467 13.9 5000 1 24.6 19 12 150 8.8 0.6 0.3
4 A 470 13.9 4900 1 23.9 16 9 120 6.6 0.5 0.2 11
B 472 15.2 8200 0 13.4 29 28 225 15.6 0.7 4.1
5 A 468 15.0 7200 1 11.9 26 16 183 18.9 0.7 <0.2
B 444 14.4 7700 7 26 22 154 7.3 0.4 16
6 A 440 14.3 5100 0 16 12 143 13.0 0.5 0.2 15
7 B 433 13.9 10100 0 27.6 27 14 190 12.5 0.6 0.5 27
A 443 14.1 8100 0 32.9 39 27 186 12.9 0.7 0.2 13
8 B 415 12.9 8400 5 18.6 17 12 106 12.8 0.9
A 435 13.9 6300 0 18.6 0.2
9 B 369 114 7700 2 314 24 9 157 17.7 0.6 1.3
A 353 11.4 3500 4 25.9 26 10 154 22.8 0.8 0.2
10 B 414 11.9 9400 0 23.2 22 17 173 13.3 0.7 7.7
A 402 11.7 7800 1 27.2 20 14 156 15.7 0.8 0.3
1 B 500 9.3 6100 8 26.5 65 29 326 14.9 0.8 1.8 45
A 489 8.9 4100 3 26.9 59 25 319 17.9 0.8 0.6 32
12 B 350 10.6 5400 2 22.5 28 43 476 11.5 0.6 55
A 386 11.7 6000 0 31.3 20 17 372 11.3 0.6
13 B 427 13.7 5100 0 19.8 36 25 189 11.8 0.5 0.8
A 402 12.7 4500 0 16.9 31 24 164 15.9 0.5 0.3 32
14 B 435 13.5 5400 0 23.7 22 14 145 13.2 0.5 <0.2
A 430 13.3 4100 3 21.2 42 44 137 13.3 0.6 <0.2
15 B 419 13.3 4900 26 28.0 13 6 239 8.9 0.5 0.2
A 422 13.4 5800 16 35.8 14 3 241 4.0 0.5 0.2
16 B 448 14.9 5400 1 23.1 18 11 166 15.5 0.6 0.2
A 441 14.9 5600 5 22.8 18 11 171 15.0 0.7 0.2
17 B 364 11.0 8500 0 19.0 17 4 136 114 0.5 4.2
A 348 10.2 9600 2 32.2 12 5 118 9.7 0.5 11.1
18 B 507 17.4 4400 0 17.7 <0.2
A 498 16.9 4200 2 18.0 35 30 155 15.7 1.3 0.2
19 B 455 13.7 7000 2 31.3 26 21 74 5.1 0.4 0.2 10
A 443 13.2 7600 1 34.3 18 14 69 5.6 0.4 0.2 7
20 B 533 16.5 6000 1 214 27 23 229 12.8 0.6 1.0 32
A 510 15.7 6300 1 23.6 22 16 245 15.7 0.7 0.3 10
21 B 404 12.4 7700 5 24.5 22 11 234 32.0 1.6 2.6 21
A 384 11.6 5900 5 21.0 28 18 228 22.9 1.6 0.2 9
22 B 439 10.1 5300 3 47.3 12 4 114 12.8 0.6 0.4 13
A 430 9.9 5600 2 32.9 18 6 103 12.0 0.5 <0.2 11
23 B 484 15.6 6500 5 26.3 20 14 254 14.0 0.9 0.7 22
A 440 14.0 5800 5 28.3 27 21 250 10.4 0.8 <0.2 13
2% B 461 14.9 5600 18 23.7
A 463 15.2 4300 24 24.4 31 15 133 13.8 0.6 0.2 5

B: before

A: after
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Penetration into pleural fluid and clinical evaluation of grepafloxacin
for respiratory tract infections

Harumi Shishido, Koji Hayashi, Hideaki Nagai, Shuji Miyake, Kenji Kawakami,
Atsuyuki Kurashima and Koji Satoh
Department of Respiratory Diseases, Tokyo National Chest Hospital
3-1-1 Takeoka, Kiyose, Tokyo 204, Japan

We studied the penetration into plueral fluid of grepafloxacin (GPFX) and evaluated its clinical
efficacy for respiratory tract infections. The penetration rate of GPFX into pleural fluid (ratio of
maximum pleural fluid concentration to peak serum concentration) determined by the HPLC method in 3
patients with pleural fluid was 33.3~50.5% (mean: 43.5%). A similar result was obtained by bioassay.

The efficacy rate (more effective) for 24 cases with respiratory infection was 95.7% after oral
administration of GPFX.

Bacteriologically, 19 strains were isolated, including 5 strains of Staphylococcus aureus, 3 strains of
Haemophilus influenzae, 1 strain of Klebsiella pneumoniae, 3 strains of Pseudomonas aeruginosa, 1 strain of
Xanthomonas maltophilia and 1 strain of Corynebacterium sp. and so on. Sixteen strains (except for 2 strain
of S. aureus and 1 strains of P. aeruginosa) were eradicated, an eradication rate of 84.2%. No side effect
was observed in any of the cases examined. In the laboratory tests, however, slightly elevated s-GOT and
s-GPT were observed in 1 case.

Based on the above results, GPFX is considered a useful new quinolone derivative for the treatment of
respiratory tract infections.



