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{512 6 : Preliminary Two-Week Oral Toxicity Study of ABC-123 in Rats, (5./5)
Results, Electron microscopy & U

(BREERIE) : @ Inelectron microscopy, in females in the 100 mg/kg group, cytoplasmic
lipid droplets were smaller than those in the control group, but no abnormalities were
seen in cytoplasmic organelles such as mitochondrion or smooth-surfaced endoplasmic
reticulum. There were no abnormalities in adrenals in males in the 100 mg/kg group.
D Besides, some changes as shown in the Table were seen, however those were not considered
to be treatment-related, because those occurred sporadical |y and were not dose-dependent.
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(&) : @® On electron microscopy, in females in the 100 mg/kg group, the cytoplasmic
lipid droplets were smal ler than those in the control group, but no abnormalities were seen
in the cytoplasmic organelles such as mitochondria or the smooth-surfaced endoplasmic
reticulum. There were no abnormalities in the adrenals inmales in the 100 mg/kg group.
@ In addition some changes shown in the Table were seen, however they were not considered

to be treatment-related, because they occurred sporadically and were not dose-dependent.
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35l 2 7 : Acute Oral Gavage Escalating Dose Toxicity Study in Dogs (1.78)
Summary & Y

(BRRERTE) : D ABC-123 was administered by oral gavage to 2 male and 2 female beagle
dogs using an escalating dosage schedule and its acute toxicity was assessed. (@ Dosage
levels were set at 3, 10, 100 and 1000 mg/kg. @ Each dose was given to each animal once
in an ascending fashion with 3 or 4 days between doses, and were observed until 14 days
after the final dosing.
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(BE#) : @ ABC-123 was administered by oral gavage to 2 male and 2 female beagle dogs
using an escalating dosage schedule and its acute toxicity was assessed. (2 Dosage levels
were set at 3, 10, 100 and 1000 mg/kg. (@ Each dose was given to each animal once in an
ascending fashion with 3 or 4 days between doses, and the animals were observed until 14
days after the final dose.
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{5l 2 8 : Acute Oral Gavage Escalating Dose Toxicity Study in Dogs (2.78)
Summary &Y
(BREBIREX) : @ No animals died during the experimental period. & After the dosing
of 100 and 1000 mg/kg, all animals showed severe vomiting within 1 hour after the dosing,
and salivation was accompanied in 1 female after the dosing of 1000 mg/kg. ® In
addition, 1 or both males showed diarrhea within 6 hours after the dosing of 100 and 1000

mg/kg, and several animals showed compound-colored stool after the dosing of 100 mg/kg




or more.
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(3E%) : @ No animals died during the experimental period. & After dosing 100 and 1000

mg/kg, all animals showed severe vomiting within 1 hour after dosing, and salivation was

seen in 1 female after dosing 1000 mg/kg. ® In addition, 1 or both males had diarrhea

within 6 hours after dosing 100 and 1000 mg/kg, (@ and several animals showed

compound-colored stools after receiving 100 mg/kg and above.
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