Study No. AE-7245-G

Table 4 Cumulative excretion of radioactivity in bile, urine and feces after a single oral
administration of "*C-TM5509 to fasting male cynomolgus monkeys
(dose: 80 mg/kg)

Cumulative excretion of radioactivity (% of dose)

Time (h) Bile Urine Feces Total
0- 4 52 + 45 1.1+£0.2 - -
8 145 + 74 2.1+04 - -
24 337+ 7.9 58+2.5 12.6 = 4.0 522 + 6.6
48 432 + 7.3 7.0 +3.8 149 +2.9 65.1 + 7.1
Cage washing (48 h) 05+ 04

Data are expressed as the mean values + SD of three animals.
—: Not determined
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Study No. AE-7245-G

Table 5 Cumulative excretion of radioactivity in bile, urine and feces after a single oral
administration of "*C-TM5509 to fasting male cynomolgus monkeys
(dose: 300 mg/kg)

Cumulative excretion of radioactivity (% of dose)

Time (h) Bile Urine Feces Total
0- 4 24 +£ 1.2 0.7+02 - -
8 114 £ 29 14+04 - -
24 27.1 £ 74 55+1.7 155+ 162 48.0 + 21.8
48 411 £ 1.5 8.1+38 272 + 8.6 76.5 £ 5.8
Cage washing (48 h) 1.2 £ 0.2

Data are expressed as the mean values + SD of three animals.
—: Not determined
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Study No. AE-7245-G

Appendix Table 1 ~ Cumulative excretion of radioactivity in bile, urine and feces after a single oral administration of "C-TM5509 to

fasting male cynomolgus monkeys
(dose: 5 mg/kg)

Cumulative excretion of radioactivity (% of dose)

No. S13 No. S2 No. S3
Time (h) Bile Urine Feces Total Bile Urine Feces Total Bile Urine  Feces  Total
0- 4 4.5 1.8 - - 4.9 1.2 - - 2.7 0.5 - -
8 13.9 2.4 - - 14.4 1.6 - - 9.5 0.9 - -
24 30.2 3.9 2.6 36.6 37.5 3.9 4.7 46.1 29.5 2.3 5.8 37.6
48 40.5 4.3 5.6 50.3 50.6 5.1 6.2 62.0 43.0 3.1 9.6 55.7
Cage washing (48 h) 0.2 0.3 0.2
—: Not determined
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Appendix Table 2

Study No. AE-7245-G

Cumulative excretion of radioactivity in bile, urine and feces after a single oral administration of "*C-TM5509 to
fasting male cynomolgus monkeys
(dose: 20 mg/kg)

Cumulative excretion of radioactivity (% of dose)

No. S4 No. S5 No. S6
Time (h) Bile Urine Feces Total Bile Urine Feces Total Bile Urine  Feces  Total
0- 4 0.0 1.1 - - 2.1 1.0 - - 0.0 0.9 - -
8 1.3 2.7 - - 8.7 2.2 - - 8.0 2.2 - -
24 16.2 6.9 16.6 39.7 26.9 5.3 0.5 32.6 36.1 4.9 7.9 48.9
48 32.9 9.2 18.6 60.7 43.7 7.3 8.9 59.9 49.0 6.0 11.6 66.5
Cage washing (48 h) 0.3 0.7 0.8

—: Not determined
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Study No. AE-7245-G

Appendix Table 3 Cumulative excretion of radioactivity in bile, urine and feces after a single oral administration of *C-TM5509 to

fasting male cynomolgus monkeys
(dose: 80 mg/kg)

Cumulative excretion of radioactivity (% of dose)

No. S7 No. S8 No. S9
Time (h) Bile Urine Feces Total Bile Urine Feces Total Bile Urine  Feces  Total
0- 4 0.3 1.0 - - 9.1 1.0 - - 6.1 1.3 - -
8 6.0 2.2 - - 17.8 1.7 - - 19.6 2.5 - -
24 28.2 8.3 9.9 46.5 30.2 3.4 17.2 50.8 42.8 5.7 10.8 59.4
48 45.4 11.1 13.8 70.3 35.0 3.7 18.2 57.0 49.1 6.3 12.6 68.0
Cage washing (48 h) 0.2 1.0 0.4
—: Not determined
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Study No. AE-7245-G

Appendix Table 4 ~ Cumulative excretion of radioactivity in bile, urine and feces after a single oral administration of "*C-TM5509 to
fasting male cynomolgus monkeys
(dose: 300 mg/kg)

Cumulative excretion of radioactivity (% of dose)

No. S10 No. S11 No. S12
Time (h) Bile Urine Feces Total Bile Urine Feces Total Bile Urine  Feces  Total
0- 4 2.9 0.5 - - 3.2 0.7 - - 1.0 0.8 - -
8 14.6 1.0 - - 10.5 1.7 - - 9.1 1.4 - -
24 355 3.6 334 72.5 23.7 6.2 11.2 41.1 22.0 6.8 1.8 30.5
48 41.8 3.9 37.1 82.8 394 9.1 22.8 71.4 42.1 11.3 21.8 75.3
Cage washing (48 h) 1.4 1.3 1.0

—: Not determined
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Study No. AE-7287-G
3 RBRFE
3.1 MRS EORE (Exp.1)
BCaTM5509 O VRBYF HEFEROBIE © 123V T, 5% 48 BRI ARMIC Xk © B S
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<JAITE AR >
No. HE A No. HEAA
1 i ™) 5 ]
2 JT 6 ERENiE]
3 =g 7 BN
4 i

) MC-TM5509 DH/VREH SRR D BE Y B LN IR E RIE LT,

rds, Mk, B, REROBEIHCOVTE, 2% 2 EhgsERED 6.0, 50.07,

9.4V KT 7.8%VE L TR LT,

1) Lutz RJ, Dedrick RL, Tuey D, Sipes IG, Anderson MW, Matthews HB. Comparison of the
pharmacokinetics of several polychlorinated biphenyls in mouse, rat, dog, and monkey by means of a
physiological pharmacokinetic model. Drug Metab Dispos. 1984;12(5):527-35.

2) Leonard E. Gerlowski and Rakesh K.Jain, Journal of Pharmaceutical Sciences, 983;72(10):1103-1127.
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Study No. AE-7287-G
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Study No. AE-7287-G

Table 1 Percentage distribution of radioactivity in tissues (48 h) after a single oral

administration of *C-TM5509 to fasting male cynomolgus monkeys

(dose: 300 mg/kg)

Tissue Radioactivity content (% of dose)
Blood 1.76 += 0.51
Liver 346 + 127
Kidney 0.04 + 0.01
Skeletal muscle 264 + 1.02
Skin 1.41 + 0.29
Fat 0.80 + 0.06
Total 10.12 = 3.04
Intestinal contents (48 h) 5.11 = 3.81

Data are expressed as the mean values £ SD of three animals.
Blood, skeletal muscle, skin, and fat were assumed to be 6.0%, 50.0%, 9.4%, and 7.8% of

body weight, respectively.

Excretion of radioactivity in the bile, urine, and feces were 41.1%, 8.1%, and 27.2% of the

dose up to 48 h. Cage washing was 1.2% of the dose. (AE-7245-G)
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Study No. AE-7287-G

Appendix Table 1 ~ Percentage distribution of radioactivity in tissues (48 h) after a single
oral administration of *C-TM5509 to fasting male cynomolgus
monkeys (dose: 300 mg/kg)

Radioactivity content (% of dose)

Tissue No. S10 No. S11 No. S12
Blood 1.18 1.94 2.16
Liver 2.02 3.94 4.42
Kidney 0.03 0.05 0.05
Skeletal muscle 1.48 3.06 3.39
Skin 1.10 1.67 1.46
Fat 0.82 0.85 0.73
Total 6.63 11.51 12.21
Intestinal contents (48 h) 0.92 6.02 8.38

Blood, skeletal muscle, skin, and fat were assumed to be 6.0%, 50.0%, 9.4%, and 7.8% of body
weight, respectively.
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