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Fig. 1 Chemical structur of TE-031 and
erythromycin stearate
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Fig. 2 Plasma concentrations after oral administration of TE-031 (A : 10, @ : 100mg/kg)

and erythromycin stearate (O : 100mg/kg) in rats and mice
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Table Plasma and tissue concentrations after oral administration of TE-031 and
erythromycin stearate in rats
Admini- Time Concentration (x«g/g or ml)
stration (h) Plasma Lung Liver Kidney Heart Spleen
1 0.4 £ 0.0] 33.5 £ 1.6 21.6 £ 2 12.5 £ 1.2 6.4 £ 0.7| 14.8 £ 2
2 0.3 £ 00| 31.1 = 4.0 13.6 £ 1 8.2 £ 0.6 2.9 £ 03] 13.7 £ 1
TE-031
4 0.1 £ 0.0| 18.0 = 0.8 4.1 £ 0 4.4 £ 0.3 1.3 £ 0.1 9.3 £ 0
10mg/kg 8 N.D. 4.1 £ 0.2 N.D. 0.3 £0.2 N.D. 1.0 £ 0
12 N.D. 1.0 £ 0.1 N.D. N.D. N.D. N.D.
16 N.D. N.D. N.D. N.D. N.D. N.D.
1 5.0 £ 0.1236.7 £ 7.3]193.3 £ 6 111.7 £ 3.3| 29.7 £ 1.7|103.3 £ 1
2 6.9 + 0.1|491.7 £58.3|178.3 +£39.2|188.3 £11.7| 51.7 = 4.8|175.0 *10
4 5.3 £ 0.4(363.3 £33.3| 93.3 £ 6 113.3 £13.3| 36.2 =+ 2.8 |141.7 £ 5
TE-031
8 1.8 £ 0.0)153.3 £21.7 | 28.3 = 2 28.0 £ 2.1| 10.5 £ 1.4 | 46.8 £ 2
100mg/kg 10 1.3 £ 0.4/108.3 £12.0| 18.7 = 3 20.7 £ 3.3 7.5 £ 1.5] 34.0 £ 5
12 0.4 £ 0.1] 58.8 £ 6.3 79 £ 0 10.6 £ 1.0 3.8 £ 1.0 18.3 £ 2
16 0.1 £ 0.0| 14.5 £+ 3.2 2.0+ 0 3.2 £ 1.3 0.5 £ 0.2 7.1 £ 2
24 N.D. 1.3 £ 0.4 0.1 £ 0 N.D. N.D. 0.4 £0
1 1.1 £ 0.3 6.7 £ 1.2 30.0 £ 6 12.3 £ 3.0 5.7 £ 1.8 | 10.2 £ 2
2 1.8 £ 0.2 13.8 £ 3.4| 44.2 = 2 21.0 £ 3.8] 11.0 £ 4.3 ] 19.3 = 2
4 0.5 £ 0.1 4.6 £ 0.2 9.1 £ 2 6.2 £ 0.6 1.‘6*_’ .2 5.8 £ 1
EM-S
8 N.D. 0.6 £ 0.0 N.D. 0.5 £ 0.1 N.D. 0.6 £0
100mg/kg 10 N.D. 0.2 £0.2 N.D. N.D. N.D N.D.
12 N.D. N.D. N.D. N.D. N.D. N.D.
16 N.D. N.D. N.D. N.D. N.D. N.D.
24 N.D. N.D. N.D. N.D. N.D. N.D.

Each value represents the mean * S.E. of three animals

N.D. : Not detected
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5500, AEYHSHICELVWBEMMERT I LA
ek ol, —FH, EM-SSHOMBRRMIRE b M

Table 2 Plasma and tissue concentrations after oral administration of TE-031 and
erythromycin stearate in mice
Admini- Time Concentration (#g/g or ml)
stration (h) Plasma Lung Liver Kidney Heart Spleen
1 0.8 £ 0.1 7.0 £ 1.4 3.7 £ 0.1 8.9 £ 2.7 0.9 £ 0.3 4.0 = 1.1
TE-031
2 N.D. 2.0 £ 0.6 1.8 £ 0.1 1.5 £ 0.2 N.D. 1.4 + 0.1
10mg/kg 4 N.D. 0.6 £ 0.3 0.4 £ 0.4 0.5 £ 0.5 N.D. 0.4 £ 0.4
8 N.D. N.D. N.D. N.D. N.D. N.D.
1 6.1 £ 2.3 | 72.8 £17.2| 96.8 +£24.7| 71.3 +18.8| 24.5 + 6.0 | 55.2 £14.5
2 1.5 £ 0.4 36.0 £10.1| 50.5 + 8.8 | 32.3 +10.1 8.4 £ 1.2| 21.8 + 3.8
4 0.5 £ 0.0 22.5 £+ 1.9 12.2 £ 1.2 | 12.2 £ 1.3 2.1 £ 0.3 12.5 £ 1.2
TE-031
8 0.1 £ 0.0 4.1 £ 1.4 1.2 £ 0.3 1.9 £ 0.0 N.D. 3.1 + 0.4
100mg/kg 12 N.D. 0.6 £ 0.6 N.D. 1.1 £ 1.1 N.D. 0.4 £ 0.4
16 N.D. 0.3 £ 0.3 N.D. N.D. N.D. N.D.
24 N.D. N.D. N.D. N.D. N.D. N.D.
1 0.3 £ 0.1 4.6 + 1.3| 18.9 £ 2.6 5.7 £ 0.8 2.6 £ 1.1 4.5 £ 0.5
2 1.2 £ 0.2 5.7 £ 1.1 | 32.2 £ 5.0 8.6 £ 1.5 2.4 £ 0.5 9.4 + 1.8
4 0.1 £ 0.1 1.2 £ 0.2 1.6 £ 1.6 3.0 £ 3.0 0.7 £ 0.7 0.8 £ 0.8
EM-S
8 N.D N.D. N.D. N.D. N.D. N.D.
100mg/kg 12 N.D. N.D. N.D. N.D. N.D. N.D.
16 N.D. N.D. N.D. N.D. N.D. N.D.
24 N.D. N.D. N.D. N.D. N.D. N.D.

Each value represents the mean * SE. of three animals

N.D. : Not detected
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Table 3 Area under the tissue concentration versus time curve (AUC) after oral administration of TE-031
and erythromycin stearate in rats and mice
TE-031 EM-S
10mg/kg 100mg/kg 100mg/kg

Tissue Rat Mouse Rat | Mouse Rat Mouse
Plasma .2( 1) 0.8 ( 1) 41.1 (1) 10.3 (1) 53( 1) 2.4 (1)
Lung 154.6 (129) 11.8 ( 15) 3009.3 ( 73) 214.9 ( 21) 43.4 ( 8) 16.8 ( 7)
Liver 54.3 ( 45) 7.6 ( 10) 899.1 ( 22) 214.0 ( 21) 123.6 ( 23) 72.0 ( 30)
Kidney 39.2 ( 33) 12.7 ( 16) 910.5 ( 22) 167.8 ( 16) 63.9 ( 12) 27.6 ( 12)
Heart 14.7 ( 12) 0.9 ( 1) 276.8 ( 7) 43.4 ( 4) 27.0 ( 5) 8.3 ( 3)
Spleen 67.3 ( 56) 7.3 (9) 1098.4 ( 27) 139.4 ( 14) 58.4 ( 11) 21.0 (. 9)

AUC (#g-h/g or ml) : Calculated by trapezoidal analysis
Figures in parentheses are expressed as the ratio of AUC in tissue to that in plasma

Table

4 Urinary excretion after oral administration of TE-031 and

erythromycin stearate in rats and mice

(100 mg/kg)

Time TE-031 EM-S
(h) Rat Mouse Rat Mouse
% of dose
0 ~ 8 17.2 £ 0.2 4.1 £ 2.4 2.6 £ 1.0 0.7 £ 0.1
8 ~ 16 5.2 £ 0.4 7.3 £ 2.0 0.6 £ 0.1 0.2 £ 0.0
16 ~ 24 0.8 £ 0.1 2.0 £ 0.2 0.1 £ 0.0 0.1 £ 0.0
Total 23.2 £ 0.3 13.4 £ 1.8 3.3 £ 1.0 1.0 £ 0.1

Each value represents the mean

S.E. of three animals
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METABOLIC FATE OF TE-031(A-56268)(1)
Comparative pharmacokinetics of TE-031 and erythromycin stearate in rats and mice

Tosuio Suwa, Hipeo YosHipa, KivoMmi FukusHiMA and TAKATOSHI NAGATE
Research Center, Taisho Pharmaceutical Co. Ltd., Saitama

Absorption, distribution and excretion of TE-031 were compared with those of erythromycin stearate (EM-S)in rats
and mice.

The peak plasma levels of TE-031, attained at 1~ 2h after oral administration, were four times those of EM-S in rats
and five times those in mice . TE-031 concentrations in tissue were generally higher than in plasma : lung > kidney 2
liver 2 spleen > heart in rats, liver 2 lung 2 kidney > spleen > heart in mice. In rat lung, the peak tissue level and
AUC value for TE-031 were 36 and69 times those of EM-S, respectively, suggesting specific affinity of TE-031 to the
lung. The urinary recovery of TE-031 over 24h 23.2% of the dose in rats and 13.4% in mice, while those of EM-S were
only 3.3% and 1.0%, respectively.



