EXRBEDER 52 0FF
— BRARBREB ARG EXEED S !

REFBRFESIY IENCHEMNICEELSETT ., COZEETTHFHINSEDREIAINDX
145 TY, EXDEHBEBRNEZZ LA LXHIEHTATLES W, =, X 46 TRIEMED
RYUDN2BFRTHEBSNATOLETN, ChIREEZEFICTHHHMATT .

{5l 4 5 : Four—week Oral Repeated-dose Toxicity Study in Rats, (4.79)
Results and Discussion & Y

(FREBIERI) : 4D There were statistically significant differences in items of both
examinations including an decrease in platelet count in the 6 mg/kg group and an
increase in total cholesterol in females in the 6 mg/kg group and both sexes in the
30 mg/kg group or more; (3 however, degree of the changes were slight or the mean
values were within the range of physiological variability. Triglyceride
increased in females in the 1.2 mg/kg group or more, however, no toxicologically
significant findings were observed in adipose tissue and |iver.
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(¥RE&) : @DThere were statistically significant differences in some hematological

and biochemical parameters, including a decrease in platelet counts in the 6 mg/kg

group and an increase in total cholesterol in females in the 6 mg/kg group and in both
sexes receiving 30 mg/kg and above, @3 however, the differences were slight or the

mean values were within the range of physiological variability. Triglyceride was
increased in females receiving 1.2 mg/kg and above, however, no toxicologically
significant findings were observed in the adipose tissue or the liver.
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{51 4 6 : Four—week Oral Repeated-dose Toxicity Study in Rats, (5.79)
Results and Discussion & Y

(BRERTIR) : @ At necropsy, an increase in the brown adipose tissue at the dorsal
area was observed in 1 male and 2 females in the 1.2 mg/kg group and all animals
in the 6 mg/kg group or more. In organ weight, an increase in heart weight was
observed in the 6 mg/kg group or more, the mean values of the heart weight were out
of the range of physiological variability in these groups. @D Increases in liver
and spleen weights were seen in females in the 30 mg/kg group and both sexes in the
150 mg/kg group. A decrease in thymus weight was noted in males in the 6 mg/kg
group or more.
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(BE3#) : @ At necropsy, an increase in the brown adipose tissue at the dorsal area
was observed in 1 male and 2 females in the 1.2 mg/kg group and in all animals receiving

6 mg/kg and above. In organ weight measurements, an increase in heart weights was

observed in animals receiving 6 mg/kg and above, the mean values for the heart weights
being out of the range of physiological variability in these groups. @D Increases in
liver and spleen weights were seen in females in the 30 mg/kg group and_in both sexes
in the 150 mg/kg group. @8 Decreases in thymus weights were noted in males receiving
6 mg/kg and above.
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{5l 4 7 : Four-week Oral Repeated-dose Toxicity Study in Rats, (6.79)
Results and Discussion &Y

(BERIE) - In histopathology, hypertrophy of adipocytes in brown adipose tissue
was observed in all ABC-123 treated animals. @) In brown adipose tissue, moreover,
vacuol ization of arteries was seen in the 6 mg/kg group or more and fibrosis was noted
in the 30 mg/kg group or more. @ In white adipose tissue, hyperplasia of adipocytes
and fibrosis were observed in the 30 mg/kg group or more.
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(#R#) : @ On histopathologic examinations, hypertrophy of the adipocytes in the

brown adipose tissue was observed in all ABC-123 treated animals. @) In the brown
adipose tissue, moreover, vacuolization of the arteries was seen in animals receiving

6 mg/kg and above and fibrosis was noted in animals receiving 30 mg/kg and above. @

In the white adipose tissue, hyperplasia of the adipocytes and fibrosis were observed
in animals receiving 30 mg/kg and above.
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