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Fig.1 Blood levels of radioac tivity following daily
oral dosings of [YC]AT-2266 in rats
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Each pointis a mean of 3 rats = S. E. Rats received 7
consecutive daily dosings of [MC]AT-2266 (54.5 pCi/
50mg/kg). Blood levels from day 2 to 6 were deter-
mined 1 hr after each dosing.
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Table 1 Tissue levels of radioactivity after 7 oral
consecutive daily dosings of [“C]AT-
2266 (54.5 pCi/50 mg/kg) in rats

Time after the last dosing
Tissue (hr)
1 24
/g eq./g tissue
Blood 2.4+0.3 *
Plasma 3.2+0.4 *
Red blood cells 1.4+0.2 *
Brain * *
Eye ball 0.7+0.0 *
Tongue 4.3+£0.3 *
Heart 3.6+0.2 *
Lung 3.6+0.2 *
Spleen 4.7+0.4 *
Thymus 3.5+0.2 *
Aorta 5.1+2.6 *
Harderian gland 1.3+0.2 *
Submaxillary gland 5.6+0.5 *
Pancreas 6.3+£0.3 *
Hypophysis * *
Adrenal 2.6+0.3 *
Testicle 1.1+£0.1 *
Epididymis 2.5+0.1 *
Seminal vesicle 15.9%+2.5 *
Prostate 13.8+4.2 | *
Liver | 11.7+2.6 | 0.8+0.1
Kidney | 18.0£2.0 | 0.5%0.0
Stomach ‘ 22.4%+5.2 *
Small intestine 42.4+3.9 *
Large intestine 3.0+0.2 0.9%+0.3
Muscle 3.1+£0.4 *
Fat 0.8+0.3 *
Bone 4.3+0.1 0.9+0.1
Trachea 4.3+0.3 *
Skin 2.84+0.3 0.7+0.3

Values are means of 3 rats + S. E.
* <0.3; Sample radioactivity was less than 70 dpm
(under reliable limit).
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Fig. 2 Autoradiograms showing the distribution of radioactivity in the rat 1 hr
alter 7 consecutive daily dosigs of [“C]AT-2266 (90 #Ci/50mg/kg, p.o.)
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Fig. 3 Autoradiograms showing the distribution of radioactivity in the rat 24 hr
after 7 consecutive daily dosings of [“CJAT-2266 (90 £Ci/50 mg/kg, p.o.)
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Fig.4, Excretion of radioactivity in urine and feces
following daily oral dosings of [*C]AT-2266
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Each point is a mean of 3 rats + S. E. Rats received 7
consecutive daily dosings of [*C]JAT-2266 (54.5¢Ci/
50 mg/kg).
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Table 2 Recoveries of radioactivity after 7 oral
consecutive daily dosings of [#C] AT-
2266 (54.5 uCi/50 mg/kg) in rats
a ’I‘irﬁé"uft‘e_r‘tﬁé;las?aosiﬁg
r

Tissue A
1 | 24
‘i % of dose
Blood | 0.3x00 | —
Liver 1.0+£0.2 —
Kidney ! 0.3+0.0 —
Stomach | 0.210.0 ‘ -
Small intestine | 2.6+0.2 | —
Large intestine ; — —
Contents of Stomach I 38.2+3.6 ’ —_
Small intestine 30.0+4.2 ‘ —
Large intestine ! 1.240.6 | 4.3%+2.0
Other tissues* I 0.2+0.0 ’ —
Carcass : : 0.3+0.1
Urine i | 29.4%2.1
Feces ' 1‘ 59.1%+1.5
Total | |

Values are means of 3 rats + S. E. —<0.1

* . brain, eye ball, tongue, heart, lung, spleen, thy-
mus, Harderian gland, submaxillary gland,
hypophysis, adrenal, testicle, epididymis,
seminal vesicle and prostate

Empty column indicates no determination.
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Fig. 5 Radiochromatogram of rat urine after 7 oral
consecutive daily dosings of [*C]AT-2266
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Table 3 Contents of unchanged AT-2266 deter.
mined by radiochromatography in rat
tissues 1 hr after 7 oral consecutive daily

dosings of [MC]AT-2266 (54.5uCi/50

mg/kg)
Iﬂljxvlﬁcl'ianged ' Tc;wta“lﬁ o Eﬁ_
Tissue drug radioactivity Unchanged
content level Total
pg/gorml | pgeq./gorml
Plasma 1.940.3 3.2+0.4 0.59
Lung | 3.6£0.2 3.6+0.2 1.00
Heart | 3.4%0.1 3.6+0.2 0.94
Liver ;SjiLs 12 %3 0.71
Kidney |13 %2 18 *2 ; 0.72

Values are means of 3 rats + S. E.
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DISPOSITION AND METABOLISM OF ["“C]AT-2266
II. REPEATED ADMINISTRATION

TosHiHiko Fuji, Hipeo FurRukawa, HisasHr Mivazaki
and MasaHisA HasHimoTO
Research Laboratory, Dainippon Pharmaceutical Co., Ltd.

Disposition and metabolism of [1*C]AT-2266 were studied after 7 oral consecutive daily dosings in rats.

1. Blood levels of [*C]AT-2266 radioactivity after the initial and final administration were essentially similar
to each other. Levels 1 hr after each dosing were around 2.5ug eq./ml. Unchanged [*C]AT-2266 accounted for
about 60% of total radioactivity in plasma 1 hr after the last administration.

2. Tissue levels of [**C]AT-2266 radioactivity 1 hr after the last administration were the highest in the dige-
stive tract, liver, kidney, seminal vesicle and prostate among organs examined (the latter two, however, being
mostly attributed to artifact caused by urine contamination after sacrifice of animals for autopsy). Most of tissue
levels were higher than blood level but were lower in such tissues as testicle and fat. The brain level was under
reliable limit of detection. Unchanged [*C]AT-2266 accounted for >70% of total radioactivity in the liver and
kidney, and >>90%, in lung and heart. Levels in most tissues were not detected or <1 zg eq./g 24hr after the last
administration. Autoradiographic findings agreed with above radiometric findings.

3. About 30 and 60% of dosed radioactivity were excreted in urine and feces, respectively, during and after
repeated administration.

4. About 67% of urinary radioactivity were derived from the unchanged [*C]AT-2266 and about 21%, its
glucuronide.

5. Disposition and metabolism of [*C]AT-2266 after repeated administration were thus essentially similar to
those after single administration reported previously. The results suggest that none of any significant accumulation
of [MC]AT-2266 radioactivity in tissues, any delay in excretion and metabolic alteration occurs even after repeated
administration, implying its safety in long term administration.



