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MC-TE-031RBIX G2 & W HEF RO, EPPHtoEmEmAZD 5N, 7 8B LG
—FEI % ) EHEES %5 B E TIIRPARIESEN18.78%, HH~T75.13% AU S vz,
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OTRIFICBITT AL, 7, RBEFZILOLEID
JHit % A L CERANBEE S N DA%, EROBEREDIZL
~NIRPNESERE LTERICHRE SN D Z LB 6 i
L7

AT, F v FIZ[6-O-methyl-“"C]TE-031 % #%
O 5% okEEAaY, FLtfr, TUI148 KR
WS EEDERANBIEIZOWTRE LT,

1. ZRBMHRSLVFE
1. ZE#btaw
[6-O-methyl-"*C]TE-031(Fig. 1 )IZRTHRkIZ# U, R
AEKCERR BT B TAR SN b DR ER L1, * ¢ Labelled position




voL. 36 S—3

CHEMOTHERAPY 239

SHOFER, WThEI7%ULETH 572,

2. EBWWE L OS5 HiE

11 TR S8/ Wistar Ztf5 v 2Tk 9 A H
THAL, tHERSPH(12B88), HEREZH9BB)B LY
S E14A H OB & FEERICH L7,

RAEHR S5 EERIZ 7 B D Wistar ZHET » M ZBEATL
1B FHEE L CHEERISH L7, B3 d Fit
BEEREMREHEMLAELIVEBAL,

EW 513 "C-TE-031 % B HIEIZMEM CTHR L
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¥ “C-TE-031 Smg/kg* 1 A 1[E14B8MEOKS L
120 %8, RS LA OEERIIEM % WIS Hi168%
BHAESE, K5 4RME»CHREYIT- 7,

3. it ~0#AT

%14 B DR F T » M2 UC-TE-031 £ 0O4%
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Table 1 Tissue levels of radioactivity in 12th and 19th day gestating rats
after oral administration of “C-TE-031 (5mg/kg)
Radioactivity (xg eq. / g or ml)
Tissue 12th day 19th day
2 8 24 (h) 2 8 24 (h)
Blood 0.19+0.02 0.05%0.00 0.02%0.01 0.13+0.03 0.11+0.01 0.02+0.01
Plasma 0.19%0.02 0.06+0.00 0.02£0.00 0.15%+0.03 0.13+0.01 0.02+£0.00
Lung 2.80+0.21 1.01+0.08 0.09+0.04 3.32%0.23 1.04£0.11 0.0740.01
Liver 8.26%+1.01 1.81+0.18 0.62+0.08 7.42+1.03 2.40%0.20 0.57%0.06
Kidney 1.48+0.14 0.29+0.02 0.08+0.01 1.49+0.08 0.59+0.04 0.12£0.02
Heart 0.71£0.10 0.11+0.01 0.02+0.00 0.93£0.10 0.21+0.01 0.0210.00
Spleen 2.06%0.40 0.53%+0.03 0.08+0.01 2.48%0.23 1.05+0.12 0.0810.01
Brain 0.03+0.01 0.02+0.00 0.01£0.00 0.05+0.01 0.03%0.00 0.00£0.00
Pancreas 1.41%0.11 0.19%0.02 0.03%0.00 1.71+0.18 0.50+0.04 0.03%0.00
Uterus 0.72%0.05 0.28+0.01 0.07+0.02 0.67+0.13 0.73+0.12 0.13+0.04
Ovarium 0.52+0.05 0.16%+0.02 0.04+0.01 0.45%0.03 0.21+0.02 0.04£0.01
Placenta 0.7210.10 0.73£0.19 0.22+0.03 0.73£0.05 0.5610.10 0.20+0.02
Amniotic fluid 0.02+0.01 0.01+0.00 0.01£0.00 0.03£0.02 0.0410.01 0.03+0.01?
Amnion - - - 0.7240.11 1.4210.06 0.1710.06
Fetus 0.05%0.01 0.04£0.01 0.03%0.01 0.06+0.01 0.0410.01 0.02+0.01
Fetal blood - - - 0.0410.01 0.05%0.01 0.0210.01
Fetal lung - - - 0.11+0.02 0.06+0.00 0.0410.01
Fetal liver - - - 0.13%0.02 0.11+0.00 0.09+0.02
Fetal brain - - - 0.02+0.00 0.03+0.00 0.03+0.01

Each value represents the meantS.E. of five or four(a) animals
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Fig. 2 Autoradiograms showing the distribution of radicactivity in gestating rats
after oral administration of “C-TE-031 (20mg/kg)
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S % Table 412777,
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N-demethyl TE-031(M-1), decladinosyl TE-031(M-4)
BENEFNIRPHRIEMED20.7~28.6% % 5, il
N,N-didemethyl TE-031(M-2), TE-031 N-oxide (M-3)
B £ °(14R)-14-hydroxy TE-031(M-5) &kt &1
oo TORBWHEEEOMEHOIT S8 LB TS
E M-ADEEDE D 5 72, B S %R24RE O HY
MBI P A58 & I2IFEHETH - 72,

Table

WP EHIE B & CREESE L b MRS
B, ZOMORBMORE IS = & 5LEBITITL
ALBBHNE BT

o % =
TE-031DAABEIZRT 5 I L TORE ™ 75,
AEWEAMEZ I LO% C OMBITHD TRIF L BITHE
RYZENHELPER 5720 LA > T TE-031% K
&5 L:BORRERE L RBLE, &5\ idiiiRe
2B\ iaEEaY, LT NOBTEETAIZ LI
FEYOLEMDOHA»OBOTEELERZ LN,

2 Radioactivity in the milk and maternal blood of mursing rats

after oral administration of “C-TE-031 (5mg/kg)

Time (h) Radioactivity (g eq. / ml) ‘ Milk/Blood
Blood Milk
1 0.11 £+ 0.02 0.27 = 0.05 2.45
2 0.07 = 0.00 0.21 £ 0.05 3.00
3 0.08 + 0.02 0.16 £ 0.02 2.00
4 0.08 = 0.01 0.19 £ 0.05 2.38
6 N.D. 0.16 £ 0.03 -
24 N.D. l N.D. -

N.D. : Not detected

Each value represents the mean®+S.E. of six animals

Fig. 3 Blood levels of radioactivity during and after repeated oral
administration of “C-TE-031 (5mg/kg/day) to rats
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TE-0314%x 5- 1% D FLit ST e il i (S AR L2 e L 72 1Mo
WHBED 2 ~ 3EDIBRE %R L7, TE-0310 6 F 4
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SERHE LM BES —FEII ko2 A0 M/P A, ¥
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Table 3 Tissue levels of radioactivity in rats after repeated oral administration of
"C-TE-031 (5mg/kg/day for 14 days)
. Radioactivity (u«g eq./ g or ml)
Tissue [
2 8 24 120 (h)
Blood 0.36 = 0.06 0.11 £ 0.01 0.07 £ 0.02 0.03 = 0.01
Plasma 0.32 £ 0.04 0.10 £ 0.01 0.05 = 0.01 0.01 = 0.00
Lung 13.94 £ 1.12 2.61 £ 0.21 0.27 £ 0.07 0.08 = 0.01
Liver 11.66 = 2.08 3.61 £ 0.34 1.99 = 0.60 0.82 = 0.04
Kidney 4.67 £ 0.70 0.91 £ 0.08 0.47 £ 0.09 0.32 = 0.02
Heart 1.60 £ 0.19 0.28 = 0.04 0.13 £ 0.02 0.08 = 0.01
Spleen 5.98 £ 0.48 1.14 £ 0.07 0.23 = 0.05 0.09 = 0.02
Brain 0.11 = 0.03 0.06 £ 0.01 0.04 £ 0.01 0.02 = 0.00
Pancreas 2.66 £ 0.25 0.56 = 0.04 0.16 = 0.04 0.06 = 0.01
Adrenal 4.24 + 0.44 0.67 = 0.06 0.21 £ 0.03 0.10 = 0.01
Thymus 2.3 £ 0.15 0.60 = 0.07 0.20 = 0.03 0.06 £ 0.01
Thyroid 3.14 £ 0.35 0.77 = 0.09 0.20 = 0.06 0.07 £ 0.01
Submaxillary g. 4.13 = 0.49 0.87 £ 0.12 0.16 = 0.03 0.07 = 0.01
Hypophysis 3.78 = 0.61 0.96 = 0.09 0.24 £ 0.06 0.05 = 0.01
Eye ball 0.45 = 0.03 0.12 + 0.00 0.05 £ 0.01 : 0.02 = 0.00
Harder’s g. 6.36 = 0.13 | 5.00 £ 0.35 1.54 = 0.25 0.09 = 0.01
Bone marrow 3.97 £ 0.41 0.86 = 0.14 0.40 = 0.13 0.05 = 0.01
Skin 0.98 = 0.09 0.23 = 0.03 0.15 = 0.03 0.05 = 0.01
Fat 0.52 = 0.03 0.13 = 0.02 0.06 = 0.01 0.04 = 0.01
Muscle 0.90 = 0.08 0.33 = 0.09 0.09 = 0.02 0.06 = 0.00
Testis 0.56 = 0.04 0.53 = 0.03 0.31 = 0.06 0.07 = 0.00
Epididymis 0.92 = 0.09 0.65 = 0.09 0.23 = 0.08 0.05 £ 0.01
Prostate 2.01 + 0.65 1.18 £ 0.48 0.16 = 0.04 0.04 £ 0.01
Stomach 4.39 + 0.67 0.80 = 0.09 0.21 = 0.08 0.06 = 0.01
Intestine 2.79 = 0.66 0.78 = 0.18 0.26 = 0.14 0.06 £ 0.01
Each value represents the mean*S.E. of five animals
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Fig. 4 Autoradiograms showing the distribution of radioactivity in male rats
after repeated oral administration of “C-TE-031 (5mg/kg/day for 14 days)

Harder’s gland Lung

¥

2h

8 h

Harder’s gland

24 h

Liver

Harder’s gland Lung Liver

4 §
Liver Intestinal contents

Spleen  Kidney

/3

Kidney

Kidney




voL. 36 S—3

CHEMOTHERAPY

245

BHoNah oz, TIREILG % 2 B OB HET
feig i, FEIILOE COMBTMRFTREE NS
CEAZBEDRRD HNTH, IhoERICHE LD
HEBOREY L KXIGE, WThoMKIZETY
KERERI LK XDOBROBEE S BRI SHEEKICIL
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HMC-TE-031 2 % 5-#%, RBRIZh 7o TKRMIZIL %
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Fig. 5 Cumulative excretion of radioactivity in urine and feces of rats

during and after repeated oral administration of "C-TE-031 (5mg/kg/day)
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Each point represents the mean®S. E. of five animals

Table 4 Composition of metabolites in urine and feces of rats after repeated oral administration of
“C-TE-031 (5mg/kg/day)
Amount Dose TE-031 M-1 M-2 M-3 M-4 M-5 Others
Total urinary Initial® 25.5 20.7 2.6 5.7 28.6 5.0 12.0
(%) Final® 27.2 17.2 3.5 3.2 28.8 2.4 17.4
Total fecal Initial 3.5 28.9 6.6 5.6 4.9 3.1 47.4
(%) Final 5.6 32.5 6.5 8.1 4.7 2.3 40.3
M-1 : N-Demethyl TE-031
M-2 : N,N-Didemethyl TE-031
M-3  TE-031 N-oxide
M-4 : Decladinosyl TE-031
M-5 (14R)-14-Hydroxy TE-031

@ : 0~24 hours after the Ist administration
¥ 0~24 hours after the 14th administration

Each value represents the mean of three animals
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METABOLIC FATE OF TE-031(A-56268)(V)
Feto-placental transfer, excretion into milk and repeated administration of
1C-TE-031 in rats

TosHio Suwa, HIDEO YosHIDA, SacHiYo YosHiToMml, KaTsujt OHTA & YosHIRO KOHNO
Research Center, Taisho Pharmaceutical Co. Ltd. , Saitama

Feto-placental transfer and excretion into milk of (6-O-methyl-'*C)TE-031 and its metabolic fate after repeated admi-
nistration were studied in rats. The results obtained were as follows.

After oral administration of **C- TE-031 (5 mg/ kg)to gestating rats on days 12 and 19, favorable distribution of
radioactivity was observed in tissues as in normal female rats, and the radioactivity in uterus, ovary and placenta was
almost the same as in muscle, whereas the level in amniotic fluid, about one-tenth that of plasma, was very low. The fetal
level of radioactivity on day 12 of gestation was 0.05 g eq./ml, which accounted for about one-fourth that in maternal
plasma, and the percentage distribution of radioactivity in the fetus was less than 0.0003% of the administered dose. On
day 19 of gestation, the fetal level of radioactivity was similar to that on day 12, which suggests that transport of TE-031
and its metabolites to the fetus was strongly limited by the blood- placental barrier. Radioactivity in milk was 0.27 .g
eq./ml at 1 hour after dosing, amounting to 2.5 times that in blood, and thereafter declined parallel with that in blood.

During repeated oral administration of “C-TE-031(5 mg/kg)once daily for 14 days, blood levels of radioactivity did
not change significantly. After the final administration, radioactivity in most tissues(including lung and liver, but not the
central nervous system)was considerably higher than in plasma and was similar to that after single dosing, indicating no
significant accumulation in the specific tissues when administered repeatedly. A slight decrease in urinary excretion and
increase in feces were observed, but both were almost constant after the 7th day of the repeated administration. Within 5
days after the final administration, 18.78% and 75.13% of the dose were recovered in urine and feces, respectively. In
24 hour urine after the repeated administration, unchanged TE-031, N-demethyl TE-031(M-1)and decladinosyl TE-031
(M-4)accounted for 20.7 ~28.6% of the radioactivity excreted in urine, and M-1 was found as the main metabolite in
feces. This metabolite composition was similar to that in the 24 hour urine and feces after the initial administration.
These data indicate that no significant changes occured in the metabolic fate after repeated administration of TE-031 at
the dose of 5 mg/kg.



