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Fig. 1 Chemical structure of “C-TE-031
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Fig. 2 Blood and plasma levels of radioactivity in

monkeys after administration of " C-TE-031

(5mg/kg)
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Each point represents the mean of three animals
Each line shows the compartment model-fitted curve
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Table 1 Tissue levels of radioactivity in monkeys after adminstration of “C-TE-031 (5mg/kg)

Radioactivity ( g eq./g or ml)
Tissue Oral Intravenous
2 8 24 2 (h)

Blood 2.02%0.30 0.54%0.19 0.05+0.03 2.15%0.46
Plasma 2.67%0.39 0.67+0.26 0.05£0.03 2.68+0.55
Lung 14.65+3.56 3.70%+0.16 0.15%0.06 24.77+9.53
Liver 29.611+4.22 10.70£2. 65 2.02+0.91 22.35+3.25
Kidney 12.65£5.07 4.41+1.36 0.32+0.18 22.78+7.58
Heart 3.361+0.82 1.85+0.80 0.08+0.04 6.141£1.85
Spleen 9.27+2.58 2.81%0.65 0.14£0.07 13.32+2.48
Cerebrum 0.15+0.04 0.06+0.03 0.02+0.01 0.45+0.22
Cerebrospinal fluid 0.05+0.01 0.04£0.01 N.D. 0.11%0.03
Pancreas 9.63+1.97 3.21%+0.65 0.26+0.11 11.35+3.61
Adrenal 3.994+0.70 1.10£0.23 0.11£0.05 6.97£2.92
Thymus 3.49 1.18 0.10~ 4.65"
Thyroid 3.39+0.64 1.22+0.11 0.21%0.12 4.50+1.71
Submaxillary gland 6.73+0.83 3.96+1.22 0.33%+0.16 12.31+4.32
Hypophysis 10. 06 £2. 05 4.31+1.42 0.23+0.14 17.02+5.91
Eye, Uvea 4.18+1.19 3.22+1.01 0.62+0.22 13.00+1.70

Vitreous body 0.16£0.03 0.18%0.05 0.02%0.01 0.52+0.10

Cornea 0.30%£0.12 0.20+0.08 N.D. 1.32£0.86

Lens 0.03+0.01 0.04%0.01 0.01£0.01 0.06£0.01

Sclera 0.84+0.23 0.57%0.10 0.10£0.05 1.93+0.34
Bone marrow 13.42+4. 41 1.87+0.69 0.13+0.10 8.62+4.27
Skin 1.02+0.29 0.46%0.09 0.06+0.03 1.86+0.14
Muscle 2.0110.48 0.88+0.28 0.06+0.03 3.08+0.24
Testis 1.14£0.19 1.18%0.21 0.16£0.07 1.72+0.25
Prostate 7.57+1.24 7.21%+1.63 0.50%£0.37 13.06+4.83
Stomach 11.15+1.87 3.35%+0.67 0.68+0.41 5.60x0. 88
lleum 12.06+4.22 3.91+1.13 0.82x0.39 11.71£2.80
Colon 2.531+0.24 1.701+0.56 0.36+0.16 3.61%0.83
Bile® 1138.32+237.83 677.22+262.52 194. 18 £91. 96 702.69+318. 96

N.D. Not detected
2 : One animal o Mean of two animals o In the gallbladder

Each value represents the mean+S.E. of three animals
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Fig. 3 Cumulative urinary (4) and fecal ( ®) excretion of radioactivity in monkeys
after administration of *C-TE-031 (5mg/kg)
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@ : Mean of two animals
Each point represents the meant S.E. of three animals
Table 2 Composition of metabolites in tissues of monkeys after oral administration of “C-TE-031 (5mg/kg)
. Concentration (ug eq./ g or ml)
Tissue
TE-031 M-1 M-2 M-3 M-4 M-5 Others Unextractable
Plasma 0. 66 0.60 0.04 0.03 0.01 0.09 0.20 0.01
Lung 10. 10 1.69 0.40 0.50 0.14 0.79 0.54 0.50
Liver 2.65 3.44 0. 64 0. 65 N.D. 1.44 3.09 17.69
Kidney 2.67 1.27 0.09 0.09 N.D. 0.85 0.39 7.30
Heart 1.26 0.80 0.03 0.05 N.D. 0.43 0.19 0.61
Spleen 3.63 1.52 0.16 0.18 N.D. 1.39 1.80 0.59
Prostate 2.31 1.52 0.25 0.14 0.14 1.20 1.11 0.90
Bile* 15.72 67. 30 92.04 74.13 3.80 21.15 877.09 -
2 h after administration
M-1 N-Demethyl TE-031 M-4 Decladinosyl TE-031
M-2 N, N-Didemethyl TE-031 M-5 (14R)-14-Hydroxy TE-031
M-3 TE-031 N-oxide
N.D. Not detected (<0.01 ng/g) ) In the gallbladder

Each value represents the mean of three animals

Table 3 Composition of metabolites in excreta of monkeys after oral administration of “C-TE-031 (5mg/kg)

% of dose
Exereta T E-031 M-1 M-2 M-3 M-4 M-5 Others
Urine 1.8 4.1 1.1 1.4 0.9 4.4 8.7
Feces 0.5 4.1 1.7 2.3 1.7 2.6 16.6

0~24 h (Urine) and 0~48 h (Feces) after -administration

Each value represents the mean of three animals
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Fig. 4 Plasma levels of biological activity in
monkeys after administration of TE-031
and EM (5mg/kg)

107 —a—TE-031, p.o.

—e—TE-031, i.v.
b ——EM-S, p.o.
—0—EM, i.w

® Ti2=3.3h

Ti,2=3.0h

Biological activity (ug eq: /ml)

& Ti2=0.6h Ti2=1.0h

T T T T 1
0 2 4 6 8 12
Time after administration (h)
Each point represents the mean of three animals
Each line shows the conpartment model-fitted curve
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Table 427",
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TL, BEHUBEF TRV TIOMKIIB T LR
FRUT LR o7 B, FRRIZHEIE L/-ABBAMETHIC
BOTEHWBENZD LN, TE-031% #KRAKS %
2EFHI TIEAAT17.7 ugeq/g THROBE L, RV TH,
BF, AACAR, B, LOMETWINLMFEL)EHVIRESL
RNL7z. $£7:, BO%SELRKICIERFICEREOH
EARBD LN, —F, EM OBE, BOK5 % 2 kel
TREH1218.7 ug eq./g DIBENBE D LA, FH
BHEREIVTHOBREBRUT CTH - 72, #IRAKS
% 2R CIRIETFICBED THVIRENRD b 7zhs,
PR BEILAT AR A%3.0 ug eq./g THOHGZITVTH
LENLUTTH o7,

BIRATE S % 2 B O TE-031 DM TIRE Y EM &
H&T 5L, A EM D225 L EBICE (, fthoME&IC
BUTH3~MHEDBETH -7

3) FR¥EPHE
TE-031 % #0451 7 bioassay {2 & A REH P IL

Table 4 Tissue levels of biological activity in monkeys after administration of TE-031 and EM (5mg/kg)

Biological activity (xg eq./ ml or g)
Tissue TE-031 p.o. TE-031 i.v. EM-S p.o. EM iv.
2 8 24 2 2 2 (h)
Plasma 0.7£0.1 0.4%0.2 N.D. 2.410.2 N.D. 0.3+0.1
Lung 12.9£2.5 3.6+0.6 N.D. 17.7+3.1 N.D. 0.8%+0.3
Liver 12.6x1.1 2.0+0.5 N.D. 10.7£3.1 N.D. 1.240.3
Kidney 7.3+2.3 1.5%0.8 N.D. 12.5+2.0 N.D. 2.3%0.3
Heart 2.0£0.3 0.8+0.4 N.D. 4.5%1.0 N.D. 1.0£0.5
Spleen 4.7+1.2 1.0+0.3 N.D. 9.5+2.5 N.D. 2.0+0.5
Prostate 4.2+1.2 2.0+1.0 N:D. 10.3+2.5 N.D. 3.0%£1.0
Bile® 65.0+16.8 27.3+8.2 10.9+8.8 35.3%+10.9 18.7+5.4 114.8+103.7
¥ : In the gallbladder
N.D. : Not detected (plasma <O0.1xg/ml, tissue <O0.5 z£g/g)
Each value represents the mean*S.E. of three animals
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Fig. 5 Urinary (CJ) and fecal (KY) excretion of
biological activity in monkeys after
administration of TE-031 and EM (5mg/kg)
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METABOLIC FATE OF TE-031(A-56268)(VI)
ABSORPTION, DISTRIBUTION, METABOLISM AND EXCRETION
OF TE-031 IN MONKEYS

TosHIO Suwa, HIDEO YosHIDA, YOSHIRO KOHNO, SacHiYo YosHiToMI & KEIKO KAMEI
Reserch Center, Taisho Pharmaceutical Co. Ltd., Saitama

Yosuio EsuMi, MaTsuo TakaIcHI & TAKASHI YOKOTA
Tokai Reserch Laboratories, Daiichi Pure Chemicals Co. Ltd., Ibaragi

The metabolic fate of '*C-TE-031 was studied in monkeys, and compared with that of erythromycin by microbiological
assay.

After oral administration of *C-TE-031(5 mg/kg), radioactivity in blood reached a peak of 1.5 ng eq./ml at 2 h, and
the AUCo~24n value was 12.0 pg-h/ml. Two hours after oral administration, the highest radioactivity was observed in liv-
er, and almost all other tissues-including lung, bone marrow and kidney-contained higher radioactivity than plasma. Af-
ter intravenous administration, on the other hand, the highest concentration was observed in lung, suggesting high affin-
ity of TE-031 to lung tissue. Furthermore, high radioactivity was observed in gallbladder bile. The amount of unchanged
TE-031 in the lung was remarkably high, while other tissues contained appreciable amounts of N-demethyl TE-031(M-
1)and the active metabolite, (14 R)-14-hydroxy TE-031(M-5), as well as unchanged TE-031.

The excretion route was mainly via feces, and fecal and urinary recovery within 7 days after oral administration was
69.2% and 24.1%, respectively. M-1 and M-5 were the main metabolites in urine and feces. Compared by microbiologic-
al assay, the peak plasma concentration of TE-031 was four times that of EM. The half-life and AUC value were also
rather higher in the case of TE-031. Systemic availability (assessed by comparing the AUC value after oral and in-
travenous administration)was about 70% in TE-031, but only about 20% in EM. After oral administration of TE-031,
concentration in each tissue including the lung was considerably higher than in plasma. Urinary and fecal recovery of

TE-031 after oral administration was 11.8% and 4.0% of the dose, but was very low in the case of EM.



