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(mg) (ug/ml) (h) (h) (ug+h/ml)
0.36 1.0 3.81 2.03
TE-031 | 4 g.03 £0.2 +0.22 +0.13
) 0.32 1.5 5.23 2.80
100 M-5 +0.03 £0.2 + 0.3 +0.16
Bi 0.79 1.8 3.10 4.53
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Mean + SE (N=8)
Fig. 2. Serum concentration of TE-031, M-5 and antibiotic activity following single oral
administration to healthy volunteers
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Fig. 3. Urinary excretion of TE-031, M-5 and antibiotic activity following single oral
administration to healthy volunteers
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Fig. 4. Salivary concentration of TE-031, M-5 and antibiotic activity following single oral

administration to healthy volunteers
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Fig. 5

Significantly different from the final dose, * : p<0.05

. Serum concentration of TE-031, M-5 and antibiotic activity following daily oral
administration (200 mg X 2/day, 27 times) to healthy volunteers
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Fig. 6.

Urinary excretion of TE-031, M-5 and antibiotic activity following daily oral

administration (200 mg x2/day, 27 times) to healthy volunteers
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METABOLIC FATE OF TE-031 (A-56268) (IX)
ABSORPTION AND EXCRETION IN HUMANS (HPLC METHOD)

Tosuio Suwa, Tateo Ourtake, Hipetosu1 Urano, Tomoxo Kopama,
Masato Nakamura and Cuikako IWATATE

Research Center, Taisho Pharmaceutical Co., Ltd.,
1-403 Yoshino-cho, Ohmiya, Saitama 330, Japan

TerUKUNI WATANABE
Ohmiya General Hospital

To study the pharmacokinetics of TE-031 tablets in humans, we measured TE-031 and its metabo-
lites in serum, urine and saliva by HPLC and compared the results with the preceeding bioassay
data.

After oral administration of TE-031, roughly equal concentrations of TE-031 and its active metabo-
lite, (14 R)-14-hydroxy TE-031 (M-5), were mainly detected in serum, urine and saliva. Also, at
400 mg, the proportion of TE-031 increased over that of M-5, suggesting metabolic saturation of TE-
031 at higher doses.

The total concentration of TE-031 and M-5 in each sample was generally in agreement with the
value measured by bioassay.

As for the other metabolites, small amounts of N-demethyl TE-031 (M-1), decladinosyl TE-031
(M-4) and the isomer of M-5 (M-6) were detected in the serum and urine. These results indicate
that 14-hydroxylation of TE-031 is the principal metabolic pathway in humans.

With repeated administration of TE-031 at 200 mg x 2/day for 14 days, the composition of metabolites
was not significantly changed in serum and urine, suggesting that metabolic changes scarcely occured
during repeated administration.



