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Fig. 1. Chemical structure of ['*C] grepafloxacin.
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Fig. 2. Blood concentrations of radioactivity after single
oral administration of ['“C] grepafloxacin at a dose
of 40 mg/kg in male and female rats (mean+SE, n=3).
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Fig. 3. Blood concentrations of radioactivity after single
oral administration of ['*C] grepafloxacin at a dose
of 40 mg/kg in fasted and non-fasted male rats
(mean+SE, n=3).
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Table 1. Tissue concentrations of radioactivity after single oral administration of [*C] grepafloxacin in male rats

(40 mg/kg, fasted)

Tissue 0.5h 2h 8h 24h 48 h 96 h
Plasma 2.54%0.56 1.52+0.36 0.83%£0.02 0.32%+0.01 0.04+0.01 ND ND
Blood 3.37%0.86 2.06+£0.52 1.14+0.08 0.42+0.03 0.04%0.01 ND ND
Cerebrum 0.81+0.28 0.60%0.16 0.49%0.09 0.25%0.02 0.02+0.01 ND ND
Cerebellum 0.67%0.21 0.54%0.21 0.38%+0.07 0.24%0.07 ND ND ND
Medulla oblongata 0.90%0.28 0.49%0.12 0.34%+0.01 0.12+0.02 ND ND ND
Hypophysis 37.16+11.45 21.41%+8.33 8.52+0.90 3.82%0.95 ND ND ND
Eyeballs 2.31%0.46 2.36%+0.62 1.14+£0.07 0.44%0.06 0.06+0.01 ND ND
Harder’s gland 16.19+3.92  25.87+8.36 14.73+0.59 6.73+0.09 0.33%0.04 ND ND
Submaxillary gland 25.89+6.79  18.57%6.01 11.17+2.36  4.01+0.11 0.19%0.02 ND ND
Trachea 16.48+4.07 6.59+2.15 460+1.09 1.15%+0.27 ND ND ND
Thyroids 12.91%+2.19 7.53%2.25 5.99+1.47 1.69%0.31 ND ND ND
Thymus 9.08+£2.10 12.53%3.75 5.47%0.77 2.44%0.30 0.08%0.04 ND ND
Lungs 44.54+9.18  29.58+8.46 16.39+1.84 7.27+1.88 0.28+0.03 ND ND
Heart 11.25+2.38 7.44+2.59 4.74%£0.33 1.49+0.28 0.08+0.01 ND ND
Liver 65.91+£20.41 19.38+4.88 10.87+£0.99 4.50+0.23 0.55+0.03 0.24+0.07 0.12+0.01
Pancreas 33.75+£8.96  17.09+5.00 9.64+0.85 3.03+0.39 0.22+0.02 0.03+0.02 ND
Spleen 27.23+11.21 13.41+5.53 10.86+1.41 2.91+0.34 0.22+0.05 ND ND
Stomach 156.85+32.24 42.49+17.64  9.45+0.57 2.70+0.34 0.20%0.02 0.15+0.05 0.05+0.01
Small intestine 96.20+22.59 90.03+22.93 47.16%+8.13 7.03+1.54 0.27+0.04 0.11+0.03 ND
Large intestine 29.15£5.91  22.83+5.05 10.42+1.82 8.16+1.3¢ 0.41+0.07 0.08+0.02 0.06+0.05
Cecum 29.00+£6.05 11.71* 8.95+1.74 28.57+5.61 0.93*+0.30 0.14+0.08 0.07%0.05
Adrenals 24.88+6.49 11.68+4.55 8.20£0.82 3.07+0.18 0.34%0.06 ND ND
Kidneys 30.65+8.05 17.13+4.00 9.99+0.67 4.15+0.52 0.52+0.04 0.17+0.03 0.10%0.02
Seminal vesicle 10.62+3.38 9.77+2.89 412+0.95 1.39+0.14 0.07+0.04 ND ND
Testes 2.64%1.01 4.24%0.98 413+1.12 2.65%0.19 0.45+0.09 0.03%0.02 ND
Lymph nodes 13.53+5.61  13.43+3.80 6.81+£0.96 3.10+£0.51 0.15%0.01 ND ND
Skin 7.56£1.58 14.39+3.38 14.70%£1.05 10.39+2.02 5.10+0.60 0.67%+0.15 0.20+0.07
Muscle 7.79%2.41 6.88+1.65 4.03+0.15 1.38+0.09 0.06+0.01 ND ND
Bone marrow 19.02+4.73  15.81+4.43 7.07+0.12 2.72+0.12 0.11%0.06 ND ND
Femurs 5.43%1.44 5.80+1.92 241+0.12 1.33+0.18 0.17+0.03 0.16%0.08 0.12+0.00
Brown fat 10.52+2.20 7.25%1.74 424117 1.66+0.23 0.08+0.04 ND ND
Fat 2.29%0.88 2.92+0.77 1.95+0.39  0.61+0.23 ND ND ND

Each value represents the mean+ SE for three rats.
ND: not detected *:n=2

(ug eq./g or ml)
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Table 2. Tissue concentrations of radioactivity after single oral administration of [C] grepafloxacin in female rats
(40 mg/kg, fasted)

Tissue 0.5h 4h 8h 24 h 48 h 96 h
Plasma 5.63%1.25 0.73%0.04 0.37+0.01 0.03%0.00 ND ND
Blood 5.69+1.39 0.87£0.06 0.44£0.03 ND ND ND
Cerebrum 0.67%0.15 0.30%£0.04 0.11£0.00 ND ND ND
Cerebellum 0.86+0.17 0.30%0.02 0.16%0.02 ND ND ND
Medulla oblongata 0.76 £0.15 0.27+0.03 0.06* ND ND ND
Hypophysis 33.70%5.40 11.30+2.98 4.45+0.31 ND ND ND
Eyeballs 4.54 £0.90 1.11+0.04 0.48+0.04 0.06 £0.00 0.01%0.01 ND
Harder’s gland 27.80+4.64 16.40+0.89 7.21%1.25 0.22£0.06 ND ND
Submaxillary gland 34.90+5.57 11.60+0.56 3.83+0.26 0.11%0.02 0.01%0.01 ND
Trachea 18.30+1.09 7.06+0.44 2.53+0.43 ND ND ND
Thyroids 23.70+6.87 6.23+1.64 1.16* ND ND ND
Thymus 12.40+2.15 8.35+0.64 2.94+0.06 0.08+0.02 ND ND
Lungs 46.10%9.82 14.30+1.05 5.76 +0.42 0.13+0.03 0.20%0.01 ND
Heart 17.10+3.01 3.43%0.13 1.74£0.04 0.05%0.01 ND ND
Liver 51.30+11.14 7.80+0.26 4.87+0.36 0.29%0.02 0.14%£0.01 0.04 +0.02
Pancreas 35.80+7.79 8.78+1.50 4.59+0.38 0.16£0.02 ND ND
Spleen 47.50+7.85 11.00+0.89 5.14+0.33 0.19%0.05 0.05%0.00 ND
Stomach 238.00+109.12 15.70+4.30 24.80+3.71 2.22+1.36 0.52+0.32 ND
Small intestine 191.00 +42.46 81.10+18.88 33.80+16.74 0.96+0.04 0.09+0.01 ND
Large intestine 39.60+7.85 28.70+17.38 69.50 +49.08 3.87%2.51 0.19%0.10 ND
Cecum 30.70+3.69 410.00£129.33 325.00+62.93 9.36+2.20 1.23+0.67 ND
Adrenals 49.00* 6.35+0.42 3.06+0.31 0.24+0.03 0.08+0.04 0.05+0.03
Kidneys 39.90+6.16 8.18+0.57 4.67+0.18 0.23+0.02 0.08+0.04 ND
Ovaries 22.40+5.64 4.57+0.14 1.64+0.12 ND ND ND
Uterus 14.20+1.93 4.22+0.87 1.52+0.18 0.06+0.03 ND ND
Lymph nodes 17.90+2.25 6.00+1.37 2.31+£0.25 0.06+0.03 0.02+0.02 ND
Skin 7.35x1.41 3.08+0.67 3.87£0.92 1.03+£0.26 0.33+0.08 0.20+0.10
Muscle 10.00+1.88 3.19+0.08 1.35+0.13 ND ND ND
Bone marrow 25.70+3.67 5.96 +0.42 3.28+0.34 ND ND ND
Femurs 7.16x1.65 1.43%0.17 0.85+0.03 0.11%0.02 ND 0.06 +0.02
Brown fat 14.90+1.24 3.18%0.19 1.79+0.17 0.08+0.01 ND ND
Fat 5.26 £1.50 1.03+0.05 0.64*0.15 ND ND ND

Each value represents the mean * SE for three rats. (ug eq./g)

ND: not detected *:n=2

Table 3. Tissue concentrations of radioactivity after single oral administration of [*C] grepafloxacin in male rats

. (40 mg/kg, non-fasted)
Tissue 0.5h 4h 8h 24 h 48 h 96 h

Plasma 1.45+0.18 0.67+0.05 0.25+0.03 0.02+0.01 ND ND
Blood 1.35+0.11 0.62%0.07 0.29%0.03 ND ND ND
Cerebrum 0.15+0.02 0.22+0.03 0.11+0.01 ND ND ND
Cerebellum 0.17+0.06 0.24£0.04 0.08+0.05 ND ND ND
Medulla oblongata 0.26 £0.05 0.18+0.01 0.11+0.01 ND ND ND
Hypophysis 6.55+1.93 5.23+1.06 3.11£0.50 ND ND ND
Eyeballs 0.58+0.22 0.45+0.18 0.34+0.04 0.03+0.01 ND ND
Harder’s gland 5.25+0.84 10.40%2.12 6.84+£0.80 0.23+0.01 ND ND
Submaxillary gland 6.78 +0.91 7.79+2.18 4.24+0.76 0.13+0.03 0.50+0.48 ND
Trachea 5.76 £0.59 3.27£0.80 2.22+0.25 ND ND ND
Thyroids 5.91+0.47 2.71+0.73 3.21+1.14 0.30+0.20 ND ND
Thymus 2.27+0.46 4.29+0.50 1.98+0.33 0.06+0.02 ND ND
Lungs 9.84+1.24 8.97+1.87 4.49+0.69 0.16+0.02 0.02+0.01 ND
Heart 3.70+£0.30 2.44+0.24 1.06 £0.14 0.05+0.01 ND ND
Liver 12.50%0.62 7.30+1.38 3.16%£0.23 0.30+0.04 0.15+0.00 0.04 £0.02
Pancreas 6.66+1.54 6.32+1.31 2.83+0.65 0.13+0.03 ND ND
Spleen 7.06 +0.96 5.69+0.37 2.52+0.36 0.11+0.02 ND ND
Stomach 327.00+84.87 52.00+7.68 5.58+2.05 1.64+0.88 0.12+0.06 ND
Small intestine 51.60*+ 8.66 51.50+9.58 14.30+5.10 0.39+0.09 ND ND
Large intestine 9.49+2.22 18.00+4.09 55.40 +5.57 1.27+0.53 ND ND
Cecum 9.45+3.42 45.10%3.63 110.00+17.55 14.20+10.91 0.12+0.08 ND
Adrenals 445+1.75 3.18+0.45 1.12+0.59 ND ND ND
Kidneys 11.90+1.77 8.14+0.96 3.65+0.45 0.17+0.04 ND ND
Seminal vesicle 2.64+0.47 4.66%+1.80 1.42+0.21 0.05+0.03 ND ND
Testes 0.47+0.08 1.91+0.17 1.56+0.25 0.30+0.05 0.06£0.02 0.02+0.01
Lymph nodes 3.20+0.83 3.17+0.49 1.31+£0.26 0.04+0.02 ND ND
Skin 1.98%0.32 3.10+0.23 3.45+0.23 1.49+0.32 0.66£0.07 0.58+0.14
Muscle 2.18+0.37 1.88+0.36 0.91+0.16 ND ND ND
Bone marrow 4.39+0.35 4.98+0.06 1.92+0.33 ND ND ND
Femurs 1.11+0.05 1.48+0.15 0.77%0.15 0.13£0.01 ND 0.04 +0.02
Brown fat 3.54+0.76 2.52+0.40 1.10+0.16 0.07+0.00 ND ND
Fat 0.47+0.26 0.68%0.15 0.37+0.05 ND ND ND
Each value represents the mean * SE for three rats. (ug eq./g)

ND: not detected
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3. Bone marrow 11. Kidney

4. Brain 12. Liver

5. Brown fat 13. Lung
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17. Skin

18. Spleen

19. Submaxillary gland
20. Testis

21. Thymus
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Fig. 4. Autoradiogram showing the distribution of radioactivity at 0.5 hour after single oral administration of
['*C] grepafloxacin at a dose of 40 mg/kg in male rat.
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4. Brain 11. Kidney
8. Heart 12. Liver
9. Hypophysis 13. Lung

15. Pancreas

16. Seminal vesicle

17. Skin

19. Submaxillary gland

Fig. 5. Autoradiogram showing the distribution of radioactivity at 8 hours after single oral administration of
["C] grepafloxacin at a dose of 40 mg/kg in male rat.

10. Intestinal contents
12. Liver

13. Lung
20. Testis

17. Skin

Fig. 6. Autoradiogram showing the distribution of radioactivity at 24 hours after single oral administration of
('*C] grepafloxacin at a dose of 40 mg/kg in male rat.
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1. Eyeball
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Fig. 7. Autoradiogram showing the distribution of radioactivity at 168 hours after single oral administration of
[*C] grepafloxacin at a dose of 40 mg/kg in pigmented rat.

Table 4. Plasma protein binding of
[4C] grepafloxacin in vitro

Concentration Binding (%)
(ug/ml) Rat Rabbit Human
0.1 38.0+3.3 43.4+1.9 52.2+2.5
1.0 40.8+1.3 42.2+0.8 51.2+1.3
5.0 43.3+0.6 42.0+0.8 48.1+0.2

Each value represents the mean * SE for four samples.

Table 5. Plasma protein binding of radioactivity after single
oral administration of [1*C] grepafloxacin in rats

(40 mg/kg, fasted)

Time Concentration Binding
(h) (ug eq./ml) (%)
0.5 2.54 +0.56 42.1+1.4

4 0.83+0.02 41.8+4.0
8 0.32+0.01 43.0%2.0

Each value represents the mean+ SE for three rats.
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Table 6. Cumulative urinary and fecal excretions of radioactivity after single oral administration
of ["C] grepafloxacin in rats
(40 mg/kg)
. Time Excretion (% of dose)
Condition
) Urine Feces Total

0~24 12.7+0.8 72.5+6.0 85.2+5.2
Male 48 13.4+0.8 82.5%+2.7 95.9+1.9
(Fasted) 72 13.6+0.8 83.6+3.0 97.3+2.3
96 13.8£0.8 83.8+3.1 97.6%£2.3
0~24 10.0+0.7 82.6+7.2 92.6+6.6
Female 48 10.6+£0.7 90.1+£3.1 100.7+2.5
(Fasted) 72 10.7+0.7 90.6x+2.9 101.4+2.4
96 10.8+0.7 90.9+2.8 101.6+2.3
0~24 8.5+0.6 79.9+5.3 88.4+4.7
Male 48 9.0+0.4 87.7+1.8 96.7+1.7
(Non-fasted) 72 9.1+0.5 87.9+1.8 97.0+1.8
96 9.2+0.5 87.9+1.9 97.1+1.8
Male 0~24 72.0*+1.8 5.0x1.9 76.9+3.7
(Fasted, 48 77.7%+2.5 13.7+£0.2 91.5%+2.6
bile duct-ligated) 72 80.5+3.4 16.6+0.6 97.1x£3.0
Pregnant 0~24 3.8+0.3 83.5+2.7 87.3+£2.5
(Non-fasted) 48 3.9+0.3 92.7+0.4 96.6+0.3

Each value represents the mean + SE for three rats.

Table 7. Cumulative excretions of radioactivity in bile, urine and feces after single oral administration of

[*C] grepafloxacin in bile duct-cannulated male rats

(40 mg/kg, fasted)

Excretion (% of dose)

Time
() Bile Urine Feces Total

0~ 2 15.6£3.0 — — —
4 33.3+x4.4 — — —
8 50.4+2.4 — — —
24 63.1£1.0 12.2%1.6 12.1+3.5 87.3£4.0
48 66.0+1.1 13.5%1.6 18.4+2.7 98.0+1.8
72 66.4+1.3 13.6x1.6 19.0+2.6 99.0£1.5

Each value represents the mean % SE for four rats.

—: not determined

Table 8. Cumulative excretions of radioactivity in bile and urine after single intraduodenal injection of

biliary radioactivity collected from other rats in bile duct-cannulated male rats

(238 kBq/kg, fasted)

Excretion (% of dose)

Time
) Bile Urine Total
0~ 2 5.4+1.3 — —
4 9.9+1.9 — —
8 16.1+1.9 — —
24 25.9+1.2 4.4+1.1 30.2+0.8
48 27.9+0.5 6.1+0.4 34.0+0.2
72 28.0+0.5 6.2+0.3 34.2+0.2

Each value represents the mean + SE for three rats.

—: not determined
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Table 9. Tissue concentrations of radioactivity after single oral administration of [1“C] grepafloxacin in pregnant rats
(40 mg/kg, non-fasted)

Tissue 0.5h 2h 4h 8h 24 h 48 h
Plasma 1.49+0.20 0.55+0.14 0.35+0.04 0.12+0.02 0.01+£0.00 ND
Blood 1.67£0.27 0.60£0.09 0.42+0.03 0.16+0.02 0.01+0.00 ND
Cerebrum 0.28+0.06 0.22+0.04 0.21+0.05 0.06+0.02 0.01+0.01 ND
Cerebellum 0.27+0.06 0.12+0.04 0.12+0.01 0.05%0.00 ND ND
Medulla oblongata 0.28+0.09 0.17%+0.02 0.14%0.02 0.05+0.00 ND ND
Hypophysis 9.76+1.73 4.00+0.73 2.96+0.57 1.29+0.02 ND ND
Lungs 16.25+3.04 7.36+1.14 6.26+1.30 2.78+0.12 0.11+0.02 0.01+0.00
Heart 5.14%0.73 1.85+£0.41 1.73+£0.09 0.67+0.04 0.03+0.01 0.01+0.00
Liver 19.11+3.16 5.48+1.03 5.01+0.64 2.06+0.20 0.12+0.02 0.04 +0.00
Kidneys 23.05+4.00 8.90+2.01 6.77+0.62 2.70+0.22 0.17+0.03 0.04%0.01
Ovaries 4.72+0.83 1.99+0.60 1.59+0.38 0.64+0.07 0.04 +£0.02 0.01+£0.01
Uterus 3.60%0.62 2.29%+0.50 2.04£0.41 0.89+0.04 0.05+0.01 0.01+0.00
Amniotic fluid 0.11£0.05 0.26 £0.04 0.34%£0.04 0.11£0.00 0.01+0.00 ND
Placenta 3.92+0.98 3.40+0.25 3.65+0.31 1.36£0.08 0.12+0.03 0.02+0.01
Fetal blood 0.56+0.27 0.47%0.06 0.47+0.05 0.19+0.01 ND ND
Fetal brain 1.27+£0.37 1.02+0.09 0.77%+0.03 0.30+0.02 0.02+0.00 0.00£0.00
Fetal lungs 0.97+0.23 1.03£0.20 0.71%£0.25 0.35+0.03 0.02+0.01 ND
Fetal heart 4.19+2.74 1.12+0.11 1.00£0.07 0.32+0.02 ND ND
Fetal liver 3.33+0.77 2.52+0.30 1.98+0.40 0.87+0.05 0.06 £0.01 0.01£0.00
Fetal kidneys 2.25%0.85 1.12+0.22 0.95+0.17 0.37+0.04 ND ND
Each value represents the mean+ SE for three rats. (ng eq./9)

ND: not detected
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Fig. 8. Autoradiogram showing the distribution of radioactivity at 1 hour after single oral administration of
[“C] grepafloxacin at a dose of 40 mg/kg in pregnant rat.
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Fig. 9. Autoradiogram showing the distribution of radioactivity at 8 hours after single oral administration of
[*C] grepafloxacin at a dose of 40 mg/kg in pregnant rat.
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Fig. 10. Autoradiogram showing the distribution of radioactivity at 24 hours after single oral administration of
[**C] grepafloxacin at a dose of 40 mg/kg in pregnant rat.
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Fig. 11. Blood and milk concentrations of radioactivity after Fig. 12. Blood concentrations of radioactivity after repeated

single oral administration of ['“C] grepafloxacin at

a dose of 40 mg/kg in lactating rats (mean+SE, n=3).

oral administration of ['*C] grepafloxacin at a daily
dose of 40 mg/kg for 7 days in male rats
(mean+SE, n=3).

Table 10. Tissue concentrations of radioactivity after repeated oral administration of [**C] grepafloxacin in male rats
(40 mg/kg x 7 days, non-fasted)

Tissue 0.5h 4h 8h 24h 48 h 96 h
Plasma 1.61+0.28 0.64* 0.43+0.13 ND ND ND
Blood 1.44+0.25 0.57+0.09 0.37£0.07 ND ND ND
Cerebrum 0.22%0.03 0.16+£0.03 0.09+0.05 ND ND ND
Cerebellum 0.28%+0.04 0.17+0.03 0.10£0.05 ND ND ND
Medulla oblongata 0.16+0.09 0.19x0.03 ND ND ND ND
Hypophysis 11.40+2.17 9.85+2.14 9.03+0.28 2.66+1.88 ND ND
Eyeballs 1.44+0.12 0.79+0.08 0.63+0.07 0.08+0.04 ND ND
Harder’s gland 6.89+1.33 12.70+0.84 7.47+£1.04 0.26£0.02 ND ND
Submaxillary gland 7.66 +2.08 9.13+0.73 5.57+0.87 0.17£0.01 ND ND
Trachea 11.80+3.61 5.01+1.18 3.11+0.74 ND ND ND
Thyroids 12.90+1.68 7.64+1.22 3.94+0.15 ND 0.38+0.19 ND
Thymus 2.71£0.55 3.78+0.28 2.57+0.38 0.08+0.04 ND ND
Lungs 13.60+1.89 8.88+1.45 5.90+0.75 0.28%0.08 0.07+0.01 ND
Heart 4.23+0.91 2.13+0.31 1.48+0.34 0.05+0.03 ND ND
Liver 20.40+4.77 5.00+0.89 5.75+1.89 0.67+0.09 0.30+0.04 0.19+0.00
Pancreas 17.40£5.45 4.72%0.72 3.94+1.03 0.16 +0.01 0.04 +£0.02 ND
Spleen 9.31+1.81 5.52+0.52 4.05+0.81 0.23+0.03 0.06 +0.03 ND
Stomach 406.00£78.52  120.00 +23.67 23.30+16.17 0.57+0.44 0.37+0.18 ND
Small intestine 82.40+19.98 39.00+14.90 25.30+8.14 0.88+0.23 0.12+0.06 ND
Large intestine 22.90+5.64 21.10+5.74 17.00+2.47 1.52+0.36 ND ND
Cecum 30.30x5.64 85.00+8.20 144.00£91.22  6.76+1.46 0.75+0.17 0.25+0.05
Adrenals 8.05+1.24 4.32+0.37 3.36+0.64 0.30+0.16 ND ND
Kidneys 13.70+2.06 6.80%+0.79 5.90+1.19 0.37+0.01 0.13+0.06 ND
Seminal vesicle 2.27%£0.58 6.97 +4.57 1.62+0.29 0.05+0.03 ND ND
Testes 0.93+0.20 1.84+0.13 1.46+0.28 0.28 +0.07 0.10+0.01 ND
Lymph nodes 2.73+0.64 1.81+0.32 1.64+0.32 ND ND ND
Skin 4.26+0.48 3.12+1.48 2.79%0.30 1.24+0.46 0.53+0.12 0.33+£0.12
Muscle 2.42+0.47 1.76 £0.19 1.16+0.22 ND ND ND
Bone marrow 4.70+0.39 4.00+0.18 3.04£0.45 ND ND ND
Femurs 2.18+0.41 1.76£0.26 1.26+£0.16 0.36+0.04 0.29+0.02 0.25%0.03
Brown fat 3.57+0.69 1.81+0.34 1.14+0.19 0.12+0.01 ND ND
Fat 0.88+0.09 0.52+0.11 0.45+0.16 ND ND ND

Each value represents the mean + SE for three rats. (g eq./9)

ND: not detected
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1. Adrenal 7. Intestinal contents 12. Skin

2. Bone marrow 8. Kidney 13. Spleen

3. Eyeball 9. Liver 14. Submaxillary gland
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5. Heart 11. Pancreas 16. Thymus

6. Hypophysis

Fig. 13. Autoradiogram showing the distribution of radioactivity at 0.5 hour after repeated oral administration of
['*C] grepafloxacin at a daily dose of 40 mg/kg for 7 days in male rat.
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Fig. 16. Cumulative excretions of radioactivity in urine and
feces after repeated oral administration of
[*C] grepafloxacin at a daily dose of 40 mg/kg for
7 days in male rats (mean+SE, n=3).
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5. Heart 10. Lung 12. Skin
6. Hypophysis 11. Pancreas 15. Testis
9. Liver

Fig. 14. Autoradiogram showing the distribution of radioactivity at 8 hours after repeated oral administration of
["*C] grepafloxacin at a daily dose of 40 mg/kg for 7 days in male rat.
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9. Liver 12. Skin 15. Testis

Fig. 15. Autoradiogram showing the distribution of radioactivity at 24 hours after repeated oral administration of
[“C] grepafloxacin at a daily dose of 40 mg/kg for 7 days in male rat.
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Pharmacokinetics of Grepafloxacin (II)
— Absorption, distribution and excretion after oral administration of
['“C] grepafloxacin in rats—

Hitoshi Akiyama, Yoshifumi Abe, Naotoshi Kusumoto and Masaaki Odomi
Tokushima Research Institute, Otsuka Pharmaceutical Co., Ltd.
463-10 Kagasuno, Kawauchi-cho, Tokushima 771-01, Japan

F.P. Stewart and R. Hopkins
Hazleton UK

Yoshinori Tanokura
Nemoto & Co., Ltd.

M.C. Thonoor

Nemoto/Oread Laboratories, Inc.

The absorption, distribution and excretion of radioactivity after single and repeated oral administra-
tions of [“C]grepafloxacin (GPFX) at 40 mg/kg were investigated in rats.

1. The blood concentration of radioactivity after single oral administration in fasted male rats
reached a maximum at 1 hour, indicating rapid absorption. The concentration in fasted rats was higher
than that in non-fasted rats. There was no delay in the elimination of radioactivity after repeated
administration.

2. The concentrations of radioactivity in almost all tissues after single oral administration in fasted
male rats reached a maximum at 0.5~ 2 hours. The concentrations in almost all tissues were higher than
the plasma concentration, indicating high tissue distribution. No radioactivity was detected in almost any
tissues at 96 hours after the final dose of the repeated administration. This finding was similar to the
results of whole-body autoradiograms.

3. There were no sex differences in the pharmacokinetics of [“*C]GPFX.

4. The in vitro binding rates of [*C] GPFX to rat, rabbit and human plasma were 38% ~ 52%,
indicating no concentration-dependency. The in vivo binding rates of radioactivity to rat plasma were
41.8%—~43.0%, similar to the in vitro binding rates.

5. The administered radioactivity was primarily excreted in the feces via the bile. It was also
suggested that entero-hepatic circulation was likely to be observed. There were no changes in the
excretion of radioactivity during repeated administration.

6. The radioactivity was primarily excreted in the urine in bile duct-ligated male rats.

7. Placental transfer was suggested in pregnant rats. High distribution in the milk was also observed
in lactating rats.

8. Radioactivity remained in the hair and eyeballs at 168 hours after administration in pigmented
rats.



