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Fig. 1 Body weight changes of male rats treated orally with 4, 4’ -isopropylydenediphenol ethoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
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Fig. 2-1 Body weight changes of female rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
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Fig. 2-2  Body weight changes of female rats of the satellite group treated orally with
4, 4'-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test
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Fig.3 Food consumption changes of male rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

* : Significantly different from control at 5% level of probability.
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Fig. 4-1 Food consumption changes of female rats treated orally with

4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

** : Significantly different from control at 1% level of probability.
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Fig. 4-2  Food consumption changes of female rats of the satellite group treated orally with

4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test

* . Significantly different from control at 5% level of probability.
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Table 1  Mortality rate of male rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose (mg/kg/day) 0 30 120 500 1000
No. of animals examined 12 12 12 12 12
No. of animals that died 0 0 0 0 0
Mortality (%) 0 0 0 0 0




Table 2  Mortality rate of female rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined
repeated dose toxicity study with the reproduction/developmental toxicity sereening test

Satellite group

Dose (mg/kg/day) 0 30 120 500 1000 0 1000

No. of animals examined 12 12 12 12 12 5 5

No. of animals that died 0 0 0 0 0 0 0
Q:o Mortality (%) 0 0 0 0 0 0 0
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Table 3 Clinical signs of male rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period Recovery period
General conditions Dose (mg/kg/day) 0 30 120 500 1000 0 500
TK KR  Total TK TK TK TEK KR Total KR KR
Grade No. of animals 1 5 12 12 12 12 7 b 12 ) b
Salivation - 7 b 12 12 12 0 0 0 0 5 5
+ 0 0 0 0 0 12 *» | 5 12 = ] 0

— : Negative, + : Slight.

** : Sionificantly different from control at 1% level of probability.
TK : Terminal killing.

KR : Killed by design at the end of 14-day recovery period.
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Table 4-1 Clinical signs of female rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period
General conditions Dose (mg/kg/day) 0 30 120 500 1000
Grade No. of animals 12 12 12 12 12
Salivation = 12 12 12 0 0
+ 0 0 0 19 = 12 **

- : Negative. + : Slight.
** : Sjgnificantly different from control at 1% level of probability.
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Table 4-2 Clinical signs of female rats of the satellite group treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Administration period Recovery period
General conditions Dose (mg/kg/day) 0 1000 0 1000
No. of animals 5 5 5 b
Salivation - 5] 0 5 5
& 0 R 0 0

- : Negative. + : Slight.
*% : Sjgnificantly different from control at 1% level of probability.



Table 5-1 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ Before administration period )
Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 10 9 10 9 10
2 or more 2 3 2 3 K
Color : Pale yellow 717 5/5 4/4 m 6/6
Defecation Not detected or 1 9 11 9 11 11
2 or more 3 1 3 1 1
Appearance : Normal 6/6 4/4 4/4 3/3 212

.12.
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Table 5-2  Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 1 of the administration period )
Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 i2 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Color : Pale yellow 3/3 3/3 3/3 1/1 3/3
Defecation Not detected or 1 12 10 12 11 12
2 or more 0 2 0 1 0
- 3/3 % 4/4 2/2

Appearance - Normal

.13.
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Table 5-3  Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 2 of the administration period )
Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 i2 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 i2 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 i2 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 i2 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 11 9 11 10
2 or more 0 1 8 1 2
Color : Pale yellow 2/2 4/4 5/56 3/3 2/2
Defecation Not detected or 1 10 12 12 10 9
2 or more 2 0 0 s 3
Appearance : Normal 2/2 2/2 . 2/2 3/3

.14-
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Table 5-4  Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 3 of the administration period )
Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not. detected 12 12 12 12 12
Failure of consciousness Not detected 12 i2 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 i1 11 8 11 10
2 or more 1 1 4 1 2
Color : Pale yellow 3/3 4/4 6/6 2/2 4/4
Defecation Not detected or 1 11 10 12 10 10
2 or more 1 2 0 2 K
Appearance : Normal 11 2/2 A 2/2 212
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Table 5-5 Incidence of clinieal signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 4 of the administration period )
Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 i2 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 10 9 12 12
2 or more 0 2 3 0 0
Color : Pale yellow 2/2 2/2 5/6 2/2 3/3
Defecation Not detected or 1 11 12 12 12 9
2 or more 1 0 0 0 3
11 - A 11 3/3

Appearance : Normal

-16-
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Table 5-6 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test
{ On week 5 of the administration period )
Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 10 12 12 11
2 or more 0 2 0 0 1
Color : Pale yellow 4/4 212 3/3 1/1 2/2
Defecation Not detected or 1 11 9 12 11 12
2 or more 1 3 0 1 0
Appearance : Normal 11 313 - 2/2 .

.17-
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Table 5-7 Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity sereening test
{ On week 6 of the administration period )
Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 i2 12 12
Reactivity on removal Normal 12 12 i2 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmes Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 2 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 11 11 8 11
2 or more 0 1 1 4 1
Color : Pale yellow 1/1 3/3 4/4 4/4 11
Defecation Not detected or 1 12 11 12 11 11
2 or more 0 1 0 1 1
- 171 = 212 1

Appearance : Normal
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Table 5-8  Incidence of clinical signs in detailed observation of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 1 of the recovery period )

Dose(mg/kg/day) 0 1000

Items No. of animals b 5
Reactivity on removal Normal 5 5
from the cage -

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 51
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected ) 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 4

Temporally in handling 0 i
Breathing Normal b 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 b
Alertness Normal 5 5
Locomotor activity Normal 0 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 )
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 4 5

2 or more 1 0

Color : Pale yellow 1/1 /1
Defecation Not detected or 1 4 4

2 or more 1 1

Appearance : Normal /1 /1
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Table 5-9

Incidence of clinical signs in detailed observation of male rats treated orally

with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( On week 2 of the recovery period )

Dose(mg/kg/day) 0 1000
Ttems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal b 5
Muscle tone Normal 5 5
Skin Normal b 5
Fur Normal H 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5]
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 3
Temporally in handling 0 2
Breathing Normal 5 b
Body position Normal 5 5
Convulsion Not detected 6 5
Tremor Not detected 5 b
Exploration Normal b 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5] 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 4 5
2 or more 1 (¢}
Color : Pale yellow 1/1 171
Defecation Not detected or 1 b 4
2 or more 0 1
- 1/1

Appearance : Normal
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Table 6-1-1 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( Before administration period )

Dose(mg/kg/day) 0 30 120 500 1000

Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12

from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces

Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 i2 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 11 12 12
2 or more 0 0 1 0 0

Color : Pale yellow 2/2 - 2/2 > .

Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0

Appearance : Normal

0
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Table 6-1-2 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 11 12 12
2 or more 0 0 1 0 0
Colar : Pale yellow 2 2/2 1/1 . .
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0

Appearance : Normal

0
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Table 6-1-3 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( On week 2 of the administration period )

Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 i2 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Colar : Pale yellow 5 - - - L
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance : Normal
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Table 6-1*4 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not. detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 “12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Colar : Pale yellow = 2/2 - - 3/3
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance : Normal
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Table 6-1-5 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity sereening test

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected i2 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected i2 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 11 11 11 12 12
2 or more 1 1 1 0 0
Colar : Pale yellow 11 4/4 1/1 11 11
Defecation Not detected or 1 12 12 12 12 11
2 or more 0 0 0 1

Appearance : Normal

0

11
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Table 6-1-6 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( On week 5 of the administration period )

Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 12
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 i2 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of conscicusness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 11
2 or more 0 0 0 0 1
Colar : Pale yellow ’ 3/3 . 171 4/4
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
1/1 . é 1

Appearance : Normal
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Table 6-1-7 Incidence of clinical signs in detailed observation of female rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) ) 30 120 500 1000
Items No. of animals 12 12 12 12 12
Reactivity on removal Normal 12 12 12 12 12
from the cage
Reactivity on handling Normal 12 12 12 12 12
Muscle tone Normal 12 12 12 12 12
Skin Normal 12 12 12 12 i2
Fur Normal 12 12 12 12 12
Piloerection Not detected 12 12 12 12 12
Eye discharge Not detected 12 12 12 12 12
Palpebral closure Not. detected 12 12 12 12 12
Exophthalmos Not detected 12 12 12 12 12
Lacrimation Not detected 12 12 12 12 12
Smudge around mouth-nose Not detected 12 12 12 12 12
Salivation Not detected 12 12 12 12 12
Blotted fur in the lower Not detected 12 12 12 12 12
abdomen with urine
Blotted fur around anus Not detected 12 12 12 12 12
with feces
Vocalization Not detected 12 12 12 12 12
Breathing Normal 12 12 12 12 12
Body position Normal 12 12 12 12 12
Convulsion Not detected 12 12 12 12 12
Tremor Not detected 12 12 12 12 12
Exploration Normal 12 12 12 12 12
Alertness Normal 12 12 12 12 12
Locomotor activity Normal 12 12 12 12 12
Walk Normal 12 12 12 12 12
Abnormal behavior Normal 12 12 12 12 12
Stereotypy Not detected 12 12 12 12 12
Failure of consciousness Not detected 12 12 12 12 12
Limb tone Normal 12 12 12 12 12
Urination Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0
Colar : Pale yellow 1/1 2/2 - - 11
Defecation Not detected or 1 12 12 12 12 12
2 or more 0 0 0 0 0

Appearance : Normal
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Table 6-2-1 Incidence of clinical signs in detailed obsexrvation of female rats of the satellite group
treated orally with 4, 4' ~isopropylydenediphenol ethoxylated in the combined repeated
dose toxieity study with the reproduction/developmental toxicity screening test

( Before administration period )

2 or more

Dose(mg/kg/day) 0 1000
Items No. of animals i1 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 6
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected b 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Voealization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal B 5
Locomotor activity Normal ) 5
Walk Normal 6 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 4
2 or more 0 1
Color : Pale yellow . 11
Defecation Not detected or 1 5 5
0 0

Appearance : Normal
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Table 6:2-2 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 1000
Items No. of animals ) 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 6 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected b 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Voealization Not detected b 5
Breathing Normal 5 )
Body position Normal 5 b
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected b 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow 1/1 171
Defecation Not detected or 1 b 5
2 or more 0 0

Appearance : Normal
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Table 6-2-3 Inecidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphencl ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 2 of the administration period )

Dose(mg/kg/day) 0 1000
Ttems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 B
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected b 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected ] 5
Tremor Not detected B 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 b
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 - 5 5
2 or more 0 0
Color : Pale yellow E .
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2°4 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected b 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 b
Blotted fur in the lower Not detected b 5
abhdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5] 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5)
Limb tone Normal 5 B
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow : -
Defecation Not detected or 1 5 5
2 or more 0

Appearance : Normal

O
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Table 6-2-56 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

( On week 4 of the administration period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5]
Skin Normal ) 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected b b
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow ' .
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2-6 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

( On week 5 of the administration period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected b 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5]
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 b
Tremor Not detected 5 5
Exploration Normal b 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 b
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow : :
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2-7 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

( On week 6 of the administration period )

Dose(mg/kg/day) 0 1000
Items No. of animals b 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal b 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected b 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected b 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected [ 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal b 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected b 5
Limb tone Normal 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color : Pale yellow = e
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 6-2-8 Incidence of clinical signs in detailed observation of female rats of the satellite group
treated arally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity sereening test

< On week 1 of the recovery periad >

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 b
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 6 5
Exophthalmos Not detected 5 5
Laerimation Not detected 51 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 ]
abdomen with urine
Blotted fur around anus Not detected 5 B
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal b6 5
Convulsion Not detected 5 5
Tremor Not detected 5] b
Exploration Normal b 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected b 5
Failure of consciousness Not detected b 5
Limb tone Normal 5 5
Urination Not detected or 1 4 5]
2 or more 1 0
Color : Pale yellow 171 -
Defecation Not detected or 1 5 b
2 or more 0 0

Appearance : Normal
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Table 6-2-9 Incidence of clinical signs in detailed obhservation of female rats of the saiellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity sereening test

< On week 2 of the recovery period >

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 b
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 53
Eye discharge Not detected 5 6
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 6 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected B 5
with feces
Vocalization Not detected 5 5
Breathing Normal ] b
Body position Normal b 5
Convulsion Not detected 5 b
Tremor Not detected 6 5
Exploration Normal b 5
Alertness Normal 5 5
Locomotor activity Normal 5 b
Walk Normal 5 5
Abnormal behavior Normal 5 5]
Stereotypy Not detected b 5]
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected or 1 4 5
2 or more 1 0
Color : Pale yellow 11 s
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance : Normal
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Table 7-1 Incidence of responses in the sensory/reflex function test of male rats treated orally
with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 30 120 500 1000
Ttems No. of animals examined

L]

(<]
o

o
(/]

Eye sight reaction Normal b 5 5 5 5
Hearing reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 6 5 5 5
Pupil reflex Normal 5 5 ) 5 5
Righting reflex Normal 5 5 5 5 5
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Table 7-2 Incidence of responses in the sensory/reflex function test of male rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 1000
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 b
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5
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Table 7-3 Incidence of responses in the sensory/reflex function test of male rats of the satellite group
treated orally with 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 2 of the recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5




- 0F -

€Z1-90'0N 4pnig

Table 8 -1 Incidence of responses in the sensory/reflex function test of female rats treated orally
with 4, 4' isopropylydenediphenol ethoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 30 120 500 1000
Items No. of animals examined 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 )
Eye sight reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 5 b 5 5
Righting reflex Normal 5 5 5 b 5
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Table 8- 2 Incidence of responses in the sensory/reflex function test of female rats of the satellite group
treated orally with 4, 4’ -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

{ On week 6 of the administration period )

Dose(mg/kg/day) 0 1000
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal b 5




Table 8- 3 Incidence of responses in the sensory/reflex function test of female rats of the satellite group
treated orallywith 4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( On week 2 of the recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals examined 5 5
& Hearing reaction Normal 5 5
T Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5
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Table 9-1  Mean value of grip strength and motor activity of male rats treated orally with
4, 4"-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<0On week 6 of the administration period>

Dose No. of Grip strength (g) Motor activity (counts)
(ng/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.
0 5 722 512 8908 13288
+ 196 == 84 + 881 + 1935
I 30 5 833 514 7988 10682
' + 184 =+ 24 = 488 + 2530
120 5 788 500 7324 9400
+ 56 <+ 113 + 2497 + 4027
500 5 899 606 8000 10197
+ 192 % 97 + 862 + 2004
1000 5 729 491 8149 14191
+ 219 = 50 + 1324 + 3537

Each value is exprssed as mean+S.D.
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Table 9-2  Mean value of grip strength and motor activity of male rats treated orally with
4, 4'-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<0On week 6 of the administration period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.

0 5 841 414 6637 10137

+ 137 + 74 + 1778 + 3044

1000 5 898 459 7657 12353

+ 128 + 160 = 797 + 1198

Each value is exprssed as meantS.D,
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Table 9-3  Mean value of grip strength and motor activity of male rats treated orally with
4, 4'-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<0On week 2 of the recovery period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~860min.
0 5 956 638 6781 11998
+ 81 = 31 + 814 + 21886
1000 5 898 691 7399 12137
+ 195 + 85 + 849 + 1675

Each value is exprssed as mean+S.D.
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Table 10-1 Mean value of grip strength and motor activity of female rats treated orally with
4, 4-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test

<On week 6 of the administration period>

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min.

0 b 624 466 7295
+ 131 + 122 + 1106
30 5 603 433 6946
+ 208 =% 79 + 1672
120 5 603 414 6693
+ 120 £ 73 + 943
500 5 572 578 6844
+ 52 x 138 + 1567
1000 5 529 419 6032
+ 128 =+ 121 + 1675

Each value is exprssed as mean = S.D.
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Table 10-2 Mean value of grip strength and motor activity of female rats of the satellite group
treated orally with 4, 4'-isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

<0On week 6 of the administration period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.

0 5 631 267 8834 13659

+ 105 41 + 1682 + 4972

1000 5 620 334 7112 11930

+ 134 87 + 1793 + 4024

Each value is exprssed as mean £ S.D.
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Table 10-3 Mean value of grip strength and motor activity of female rats of the satellite group
treated orally with 4, 4'-isopropylydenediphenol ethoxylated in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test

<On week 2 of the recovery period>

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~30min. 0~60min.

0 5 697 574 8951 15379

+ 47 25 + 576 + 1644

1000 5 681 485 ** 7948 * 14181

+ 140 50 + 664 + 983

Each value is exprssed as mean = S.D.
* ! Significantly different from control at 5% level of probability.
** ; Gignificantly different from control at 1% level of probability.
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Table 11 Body weights of male rats treated orally with 4, 4’ -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
(g)
Administration period Recovery period
Dose Gain Gain
(mg/kg/day) Day 1 7 14 21 28 36 42 1~42 42(0) 49(7 56(14) 42~56

0 370 397 425 456 477 500 516 147 519 519 520 2

+ 13+ 19+ 23+ 24 27+ 31 34 == 24  40x 39+ 42 + b

120 (2 @2 @2 @2 042 @2 (12) (5) (5 (5) (5)
30 367 395 423 452 468 494 505 138
+ 186+ 17+ 18+ 18+ 22+ 26+ 27 == 24
Q22 (a2 @@ @2 02 02 02 (12)
120 369 397 423 450 473 498 510 141
+ 15+ 16+ 22+ 24+ 23+ 26+ 36 == 25
120 (12 @@ 02 @2 @2 02 (12)
500 366 391 414 441 459 487 496 130
+ 15+ 20 20 20+ 20+ 22+ 24 = 11
122 1@ 02 02 02 02 Q@2 (12

1000 368 387 409 436 454 482 488 121 * 486 496 510 24 %
+ 17+ 18+ 20+ 19+ 19+ 20 24 <+ 19 + 29+ 302 29 = 16
12 @2 02 02 @2 @2 Q2 (12 (5) (5) (5) (5)

Each value is expressed as mean + S.D.
(n) : No. of animals.

* : Significantly different from control at 5% level of probability.
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Table 12-1 Body weights of female rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

(g)

Premating period Pregnancy period Lactation period
Dose Gain Gain Gain
(mg/kg/day) Day 1 7 14 1~14 0 7 14 20 0~20 0 4 0~4
0 237 249 263 26 270 307 346 427 158 334 350 16
£ 10+ 183+ 11 =2 7 + 12 13+ 17+ 20 =+ 15 + 23 + 18 + 14
12 a2 02 (12 120 (12 02 a2 (12 (12 (2 (12
30 234 248 261 27 270 304 340 430 160 321 348 27
+ 11+ 11 11 =z 7 *+ 15+ 14’2 15 15 = 12 + 18 = 19 + 15
(12 12 02 (12) (12 a2 (02 a2 (12 (120 (12 (12)
120 236 252 262 26 270 303 340 417 147 324 347 23
+ 11 £ 12 = 14 + 8 + 15 16 £ 17 = 22 + 15 + 24 + 19 + 8
(12 (a2 a2 (12 (122 (2 02 02 (12 12 (12 (12
500 236 249 258 22 268 298 337 422 153 326 3565 29
+ 10+ 112 12 %+ 9 + 17+ 156+ 16 29 i+ 20 £ 25 + 23 + 11
12 a2 a2 (12 1y av v Qv (11 (1 Qv (D
1000 234 244 257 23 266 290 326 410 144 314 333 20
+ 9% 10+ 14 == 9 + 18 19+ 22+ 32 =+ 20 + 25 = 25 + 11
12 (12 a2 (12) (1 v ap» Qv a1 (1 v (1

Each value is expressed as mean = S.D.
(n) : No. of animals.
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Table 12-2 Body weights of female rats of the satellite group treated orally with 4, 4' -isopropylydenediphencl ethoxylated
in the combined repeated study dose toxicity with
the reproduction/developmental toxicity screening test

(g)
Administration period Recovery period

Dose Gain Gain
(mg/kg/day) Day 1 7 14 21 28 35 42  1~42 42(0) 49(7) 56(14) 42~56
0 231 249 262 270 277 290 299 68 299 303 303 4

+ 10+ 156+ 13+ 12+ 10+ 17+ 156 =+ 10 + 15 + 183 + 13 & 3

(5) (5) (5) (5) (5) (5) (5 (5) (5) (5) (5) (5)
1000 235 245 257 272 280 286 289 53 289 303 309 20 *
+ 11+ 10+ 12+ 15 +£ 18 £ 21 = 22 + 21 + 22 £ 22 = 21 + 13

(5) (5) (5) (5) (5 (5) ) (5 (5) (5 (5) (5)

Each value is expressed as mean = S.D.
(n) : No. of animals.
* : Significantly different from control at 5% level of probability.
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Table 13 Food consumption of male rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

(g/rat/day )
Dose Admnistration period Recovery period
(mg/kg/day) Day 1 i 14 21 28 35 41 42(0) 49(7) 55(13)
0 32 29 28 30 28 30 29 21 32 33
+ 3 + 2 + 4 + 4 + 3 + 2 + 2 = 4 £+ 2 + 4
(12) (12) (12 (12 (12) (12) (12) (5) (5) (5)
30 32 29 29 28 28 28 29
+ 4 + 3 + 3 + 3 + 2 + B + 3
(12 (12) (12) (12) (12 (12) (12)
120 31 29 28 28 30 30 29
- 4 + 4 -~ 3 - 3 - 2 + 3 - 5 4
(12) (12 (12 (12) (12 (12 (12
500 32 29 28 29 29 28 * 29
+ 4 + 2 £ 2 £ 2 ++ 3 x*= 2 <+ 3
(12 (12) (12 (12 (12) (12 (12)
1000 29 29 29 30 31 28 31 25 36 36
£+ 3 + 4 £+ 3 + 2 %= 3 2 + 3 N 4 + 4 + 2
(12 (12 (12 (12) (12) (12) (12) (5) (5) (5)

Each value is expressed as mean + S.D.
(n) : No. of animals.
* : Significantly different from control at 5% level of probability.
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Table 14-1 Food consumption of female rats treated orally with 4, 4' -isopropylydenediphenol

ethoxylated in the combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test

( g/rat/day )

Dose Premating period

Pregnancy period

(mg/kg/day) Day 1 7 14

0 7 14 20

0 22 19 18
+ 3=+ 4+ 4
(122 (12 a2

30 22 20 19
+ 2+ 3+ 3
120 (12 a2

120 20 20 21
+ 3% 2+ 2
12 (2 a2

500 21 20 20
+ 3x 3z 3
(122 (12 (12

1000 21 21 21
+ 3% 4+ 4
(12 a2 a2

15 25 24 26
+ 8+ 3+ 3% 3
(120 (12 a2 a2

16 24 26 27
+ 8+ 2+ 1x 4
120 (12 12 a2

16 24 24 27
+ 2+ 2+ 2% 4
12 a2 02 a2

16 25 27 31
+ 3+ 3% 4+ 4
a1y (1 an Qv

16 24 24 26
+ 4+ 4+ 5+ B
(1) v v v

Lactation period
0 3
19 49

+ 7T + B
(12) (12)
24 52

x 7 x 7
12) (12)
25 48

+ 5 x 8
(12 (12
28 ** 54

+ 5 x 7
(11) (11)
24 50

+ 7 x 11
(11) (1D

Each value is expressed as mean = S.D.
{(n) : No. of animals.

** : Significantly different from control at 1% level of probability.
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Table 14-2 Food consumption of female rats of the satellite group treated orally with
4, 4' -isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test

( g/rat/day )
Dose Administration period Recovery period
(mg/kg/day) Day 1 7 14 21 28 35 42 42 (0) 49(7) 55(13)
0 22 19 21 22 18 21 19 19 25 24
+ 2+ 2% 4 2 4+ 1 3 + 3 2+ 4
(5) (5) 6)) (5) (5 (5) (5) (5) (5) (5)
1000 21 21 21 23 26* 21 20 20 26 25
+ 2% 4+ 2+ 4+ 3+ 4+ 3 =+ 3+ 4+ 5
(5) (5) )] (5) (5) (5) (5) (5) 6)) (5)

Each value is expressed as mean+S.D.
(n) : No. of animals.
* : Significantly different from control at 5% level of probability.
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Table 15- 1

the reproduction/developmental toxicity screening test

< On week 6 of the administration period >

Urinary findings of male rats treated orally with 4,4-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity with

Dose No.of  Color Cloudy Volume” Specific” Na¥ X~ pH Protein
animals gravity
(mg/kg/day) PY € — 1+ (mL/A18hr) (mEq/18hr)  (mEq/18hr) 6.0 65 170 75 80D 85 — = 1+ 2+
0 b 6 b 8.6 1.068 1.21 3.29 1 1 3 3 2 2
£ 29 + 0.006 + 0.29 + 0.58
30 B 5 6 8.1 1.0867 1.22 3.24 1 1 3 1 3 1
+ 4.6 + 0.015 + 0.28 + 0.54
120 5 5 5 6.2 1.079 1.08 2.90 1 3 1 2 3
* 1I% + 0.010 + 044 + 0.50
500 5 B 5 13.0 1.058 1.25 3.66 1 B 2 2 1
= 46 + 0.011 + 0.24 + 0.42
1000 5 5 5 10.6 1.066 1.06 3.13 1 1} 1 2 3 2
+ 5.4 = 0.012 + 0.28 + 0.46
Dose  No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals - £ 1+ 2+ - £ 1+ 2+ 3+ - F 1+ 2+ 3 01 1 2 - 1+ 2+ 3+
0 5 5 1 2 1 1 5 5 5
30 5 b 3 1 1 5 b 5
120 5 5 2 1 1 : § 5 5 5
500 b 5 2 2 1 5 5 5
1000 5 5 2 1 2 b 5 5
a):Mean+S.D.

Color :PY¥(pale yellow), Clcolorless).
Cloudy : — (negligible), 1+ {clondy).

Protein : —(negligible), +(15~30mg/dL), 1-+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).

Glucose : — (negligible), (0.1g/dL), 1-+(0.25g/dL), 2+(0.5g/dL).

Ketone body : — (negligible), +(5mg/dL), 1+ (15mg/dL), 2+(40mg/dL),3-+H80mg/dL).
Occult blood : — (negligible), (trace), 1-+(slight), 2+(moderate), 3-+(marked).

Urobilinogen : Ehrlich unit/dL.

Bilirubin : — (negligible), 1+ (slight), 2+(moderate), 3+(marked).
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Table 15 - 2 Urinary findings of male rats treated with 4,4"isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity with the reproduction/developmental toxicity screening test

< On week 6 of the administration period >

Crystals
Dose  No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals _— 1+ 2+ 3+ = 1+ 2+ 3-+ - 1+ 2+ 3+ — 1+ 2+ — 1+ 2+
0 B 5 5 3 2 5 B
30 5 5 5 2 2 1 5 5
120 b 5 b 3 2 5 5
500 5 5 b 2 2 1 5 5
1000 5 5 5 2 1 2 5 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H \id globules
Lmﬂglday) animals = 1+ 2+ 3+ - 1+ 2+ - 1+ 2+ - 1+ - 1+ - 1+ = 1+ 20
0 5 3 2 5 5 B 5 5 5
30 5 3 2 5 5 5 b 5 5
120 b 3 2 b 5 5 b 5 5
500 5 3 2 5 5 5 5 5 3
1000 5 3 2 b b 5 5 5 5

— ; Not observed, 1+ A few in some fields, 2+; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).
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Table 16- 3 Urinary findings of male rats treated orally with 4,4isopropylydenediphenol ethoxylated in the combined repeated dose toxicity with
the reproduction/developmental toxicity screening test

< On week 2 of the recovery period >

Dose  No. of Color Cloudy Volume® Specific” Na® K pH Protein
animals gravity
(mg/kg/day) PY € — 1+ (ml/18hr) (mEq/18hr)  (mEq/18hr) 60 65 70 75 BO 85 — o 1+ 2+
0 5 5 5 3.8 1.080 1.356 2.99 2 3 1 4
* 24 + 0.009 + 0.60 + 1.37
1000 5 5 5 10.9 1.078 1.80 4,50 3 4 1 3 1
* 4.2 + 0.018 + 0.96 + 168
Dose  No. of Glucose —_ Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — 1+ 2+ = £ 1+ 2+ 3+ = * 1+ 2+ 3+ 01 1 2  — 1+ 2+ ar
0 5 5 1 2 2 5 b 5
1000 5 b 3 1 1 5 5 5
a):MeanzS.D.

Color :PY(pale yellow), Clcolorless).

Cloudy : —(negligible), 1+ {(cloudy).

Protein : —(negligible), +(16~30mg/dL), 1-+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : — (negligible), +(0.1g/dL), 1-+(0.25g/dL), 2+(0.5g/dL).

Ketone body : —(negligible), =(5mg/dL), 1+ (15mg/dL), 2+(40mg/dL),3-+(80mg/dL).
Occult blood : —(negligible), +(trace), 1-+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+ (slight), 2+(moderate), 3+(marked).
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Table 15 - 4 Urinary findings of male rats treated with 4,4-isopropylydenediphenol ethoxylated in the combined repeated dose
toxicity with the reproduction/developmental toxicity screening test

< On week 2 of the recovery period >

Crystals
Dose  No.of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals — 1+ 2+ 3+ - 1+ 2+ 3+ — 1+ 2+ 3+ - 1+ 2 1+ 2+
0 5 5 b 2 2 1 )
1000 5 5 5 2 2 1 5
Epithelial cells Casts Fat
Dose  No.of Sq R S G H W _globules
(mg/kg/day) animals  — 1+ 2+ 3+ — 1-+ 2+ = 1+ 2+ = 1+ - 1+ - 1+ 1+ 2+
0 5 3 1 1 5 5 5 5 5
1000 5 3 2 5 5 5 5 5

— ; Not observed, 1+ ; A few in some fields, 2+; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamouns), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).



Table 16-1 Hematological findings of male rats treated orally with 4,4"-isopropylydenediphenol ethoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*mL) (g/dL) (%) (fL) {pg) (%) (%0} (sec)
0 5 853 16.56 45.1 53 18.2 34.4 24.7 12.9
+ 55 + 1.2 + 29 B 1 + 0.4 + 0.5 + 50 + 05
30 5 879 15.7 45.6 52 17.9 34.5 18.8 12.8
+ 28 + 0.2 + 09 + 2 + 0.7 + 04 + 36 + 05
120 5 888 15.9 46.5 53 17.9 34.2 20.1 12.8
+ 35 + 05 £ 16 & 1 + 03 + 0.5 + 48 += 07
‘ 500 5 898 15.7 45.6 51 115 34.5 20.8 13.1
% £ 38 + 06 + 20 * 2 +x 0.5 + 04 + 6.5 + 04
1000 5 843 15.2 43.5 52 18.0 34.9 21.1 12.5
+ 22 + 0.4 + 08 + 2 + 0.6 + 0.2 = 2.1 + 0.1
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals {sec) (10%uL) (10%uL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 18.3 126 82 0.0 1.2 22.8 71.2 4.8
£ 1.5 + 15 + 15 + 00 + 0.9 + 6.3 + 64 + 1.1
30 5 19.5 119 86 0.0 1.2 17.8 78.7 4.4
* 25 + 12 + 26 + 00 + 056 + 3.4 + 4.6 + 15
120 5 19.1 117 107 0.0 1.1 18.3 78.1 45
grp = 16 & 4 + 34 z 0.0 + 06 + 8.0 + 91 + 13
& 500 5 19.2 116 79 0.0 0.9 20.9 73.3 4.9
2z + 20 4 8 + 12 + 00 + 0.2 + 5.1 + 5.1 + 18
)
8 1000 B 20.5 124 T4 0.0 0.7 21.0 73.4 4.9
'E:" + 0.4 + 10 + 12 + 0.0 x 02 + 6.4 + 4.9 + 29
s

Each value is expressed as mean+S.D.
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Table 16-2 Hematological findings of male rats treated orally with 4,4isopropylydenediphenol ethoxylatad
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose  No. of RBC Hb Ht MCV MCH MCHC "TRet, PT
(mg/kg/day) animals (10%pL) (g/dL) (%) (fL) (pg) (%) (%) (sec)
0 5 880 15.8 45.5 b2 18.0 34.9 26.4 129
= 34 + 09 + 23 + 3 + 1.0 + 05 £ 75 = 03
1000 5 849 14.9 43.2 b1 17.6 34.6 256.3 12.6
= 21 + 03 + 1.3 + 2 + 0.5 + 0.3 + 28 + 0.4

Dose No. of APTT Plat. WBC Differential loukoeyte counts (%)
(mg/kg/day) animals (sec) {10%mL) (10°mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.2 135 91 0.0 1.2 18.1 16.7 4.0
= 0.7 + 16 + 34 + 0.0 + 0.5 + 28 = 3.9 + 1.4
1000 5 18.7 113 * 56 0.0 0.9 19.7 76.1 3.4
+ 0.7 + 7 + 13 + 0.0 + 03 + B5.7 + 64 + 14

Each value is expressed as mean=S.D.
* : Significantly different from control at 5% level of probability.
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Table 17-1 Hematological findings of female rats treated orally with 4,4-isopropylydenediphenol ethoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test
< At the end of administration period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10%pL) (g/dl) (%) (fL) (pg) (%) (%) (sec)
0 5 687 13.0 40.3 59 19.0 32,5 89.1 12.6
+ 38 + 05 + 4.2 + g + 0.8 + 33 + 13.8 + 086
30 B 675 13.5 40.1 59 198.8 27.8 89.56 12.6
+ 35 + 0.9 + 28 E 3 + 08 + 13.5 + 11.8 + 0.3
120 5 692 13.2 30.8 58 19.1 33.2 85.3 12.7
+ 39 + 04 + 10 + 2 + 08 + 03 + 13.6 + 04
500 5 627 12.2 36.86 59 19.6 33.4 1095 12.2
+ 66 + 056 + 09 + 6 + 16 + 08 + 385 + 03
1000 B 612 * 11.9 *=* 35.7 * 59 19.4 38.2 124.3 * 126
& 2T + 0.2 x+ 07 + 2 + 1.0 + 04 + 14.4 + 0.3
Dose No. of APTT Plat. WEBC Differentia] leukocyte counts (%)
(mg/kg/day) animals (sec) (10*mL) (10%mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.7 127 68 0.0 0.8 31.9 838 3.8
+ 16 + 21 + 8 + 0.0 + 03 + 88 + 95 + 21
30 5 19.7 132 76 0.0 0.5 29.0 66.8 3.8
+ 20 + 20 + 18 + 00 + 0.2 + 175 + 6.4 + 186
120 5 18.6 127 69 0.0 0.7 30.0 68.0 3.4
+ 11 + 10 + 13 = 00 + 03 + 4.2 + Bb5.1 + 1.2
500 5 19.7 137 78 0.0 1.0 329 62.8 3.3
& 11 = 20 + 15 + 0.0 + 08 + 54 + B9 + 15
1000 5 20.6 141 88 0.0 0.6 328 62.9 4.0
£ 156 + 23 + 23 = 0.0 + 03 + 68 + 6.7 + 1.0

‘Each value is expressed as meansS.D.

* ! Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
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Table 17 - 2 Hematological findings of female rats treated orally with 4,4"isopropylydenediphenol ethoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. i
(mg/kg/day) animals (10°mL) (g/dL) (%) (fL) (pg (%) (%0) (sec)
0 5 800 14.7 41.6 52 18.4 35.3 29.0 12.5

+ B2 + 09 + 23 x 2 + 05 + 03 + 6.4 + 1.2

1000 5 791 14.7 41.8 53 18.6 35.0 36.3 11.9

+ 23 + 0.3 + 1.0 X 1 + 056 + 02 + 74 + 0.5

Dose  No. of APTT Plat. WBC Differential leukoeyte counts (%)

(mg/kg/day) animals (sec) (10*L) (10°mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 18.1 112 34 0.0 1.8 18.4 T1.5 2.3

+ 0.7 + 14 + 8 + 00 = 08 + B.7 + b5 + 08

1000 5 192 * 105 30 0.0 1.5 249 T1.8 1.8

+ 0.6 + 14 i 7 + 00 + 05 + T4 + 80 + 08

Each value is expressed as mean+S.D.
* . Significantly different from control at 5% level of probability.
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Table 18- 1 Blood biochemical findings of male rats treated orally with 4,4,-isopropylydenedipheno} ethoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of administration period >

Dose  No.of LDH  AST ALT ALP _ yGIP _ ChE T.P. Alb. AlG _ T-Cho.
(mg/kg/day) _animals QUL QUL (UA) QUL (UL (UL (gdl) _ (g/dl) (mg/dL)
0 5 358 66 30 486 0.49 34 6.08 2.83 0.87 56
+ 110 + 4 * 4 + 197 + 0.13 + 12 + 0.25 +* 0.25 + 0.10 £ 11
30 5 297 72 35 453 0.41 38 5.88 2.69 0.85 61
+ 98 + 11 * 4 + 54 + 0.15 £ 14 = 0.16 + 0.22 + 0.09 + 156
120 5 346 63 33 422 0.56 38 6.09 2.72 0.81 LY
+ 109 + 3 + 2 + 111 + 0.19 + 20 + 0.18 + 0.21 = 0.09 & 13
500 5 323 66 - 36 414 0.46 24 5.97 2.90 0.96 86 *
+ 79 & 6 x 7 + 63 + 0.23 * 7 % 0.44 + 0.22 + 0.19 + 186
1000 5 569 79 37 488 0.58 29 591 2.73 0.86 g **
+ 386 x 22 + 4 + 116 = 0.19 £ 12 + 0.27 + 0.14 + 0.08 x 22
~ Dose  No.of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEgL) (mEg/L) (mEg/L)
D 5 43 164 12.7 0.45 0.37 10.9 7.4 140 4.52 101
+ 21 + 21 £ 15 + 0.06 + 0.03 + 0.3 + 1.0 + 1 + 0,24 & 1
30 5 48 151 121 0.38 * 0.38 10.8 1.6 141 4.34 101
+ 22 x 17 + 14 + 0.03 + D.01 + 0.3 + 0.8 + 1 + 0.42 = 1
120 5 59 157 13.3 0.38 *=* 0.37 10.8 76 141 4.66 99
+ 26 + 5 + 16 + 0.03 + 0.03 + 0.3 + 06 & 1 + 0.44 Y 2
600 5 0 156 13.9 0.35 ** 0.38 114 * 83 142 4.54 99
+ 19 + 6 = 17 + 0.02 + 0.04 + 02 + 086 * 2 + 0.34 & 2
1000 5 47 150 14.1 0.37 ** 0.40 11.2 7.5 141 4.25 104
+ 18 + 13 + 23 + 0.03 + 0.04 + 0.3 + 03 * 2 + 0.63 + 1

Each value is expressed as meantS.D.
* : Significantly different from control at 5% level of probability.
** : Qignificantly different from control at 1% level of probability.



Table 18- 2 Blood biochemical findings of male rats treated orally with 4,4,-isopropylydenediphencl ethoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test
< At the end of recovery period >
Dose  No.of LDH AST ALT ALP y-GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg/day) animals (TU/L) (TU/L) (UL (IU/L) (Tu/L) au/L) (g/dL) (g/dL) (mg/dL)
0 5 333 73 35 350 0.56 23 6.13 2.79 0.84 63
+ 119 + 9 + 3 + 59 + 023 + 13 + 0.18 + 0.18 + 0.07 * 8
1000 5 202 84 42 * 373 0.69 39 6.02 2.79 0.87 67
+ 119 + 14 * 6 + 93 + 0.31 + 19 + 0.36 + 0.14 + 0.12 + 12
Dose  No.of T.6. Glu. BUN Crea. T-Bil. Ca 3 Na K Cl
(mg/kg/day) animals (mg/dL)  (mg/dl)  (mg/dL) (mg/dl)  (mg/dLl) (mg/dl) (mg/dl) (mEqL) (mEg/L) (mEq/L)
0 5 47 160 15.7 0.42 0.41 10.3 6.6 141 4.50 103
- = 10 + 13 + 1.1 + 0.03 + 0.15 + 0.2 + D4 + 0 + 0.13 + 1
=
’ 1000 5 39 139 * 17.4 0.42 0.37 10.4 6.6 142 4.42 103
+ 19 + 14 + 2.1 + 0.03 + 0.056 + 04 + 0.5 * 1 + 0.25 + 2

Each value is expressed as mean£S.D.
* : Significantly different from control at 5% level of probability.
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Table 19- 1 Blood biochemical findings of female rats treated orally with 4,4,-isopropylydenediphenol ethoxylated

in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of administration period >

Dose No. of LDH AST ALT ALP yvGTP ChE T.P. Alb, AlG T-Cho.
(mg/kg/day) animals (TU/L) (qu/L) (1U/L) (1U/L) (1u/L) (TU/L) (g/dlL) (grdL) (mg/dL)

0 B 445 86 68 497 0.80 262 6.34 3.10 0.96 65

+ 159 £ 11 + 15 + 286 + 0.07 + 47 + 0,17 + 0.14 + 0.05 + 7

30 5 458 02 64 472 0.68 225 6,13 3.00 0.96 69

+ 162 + 25 £ 13 + 218 + 0.31 + 41 + 0.38 + 0.40 + 0.15 + 11

120 5 439 88 60 384 0.70 292 6.26 3.07 0.97 74

+ 101 + 17 + 9 + 92 + 0.30 + 153 + 0.30 + 0.15 + 0.05 + 15

500 5 418 81 75 437 0.48 269 6.27 3.07 0.96 82

+ 133 * 22 + 18 + 209 + 0.19 £ 90 + 0,20 + 0.11 = 0.01 z 21
1000 5 808 113 96 * 557 0.77 284 6.08 2.75 0.83 121 "™

+ 533 + &0 3 17 + 149 + 0.23 + 86 + 0.33 + 0.32 = 0.11 £ 19

Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dl) (mg/dl)  (mg/dl) (meg/dl) (mg/dl) (mg/dl) (mBEq/L) (mEg/L) (mEq/L)

0 ] 90 146 204 0.62 0.26 12.2 9.4 139 4.64 o7

+ 35 i+ 7 % 4.1 £ 007 003 + 04 = 09 + 3 + 0.42 + 1

30 B 93 141 228 0.50 0.28 12.0 89 139 4.65 99

* 23 + 12 + 34 + 0.04 + 0.01 = 0.4 + 07 & 2 += 0.41 * 2

120 5] 77 157 198 0.53 0.27 11.8 95 140 4.53 98

+ 24 + | * 279 + 0.06 + 0.04 + 0.5 + 06 + 0 + 0.24 x 1

500 5 140 147 23.2 0.49 D.26 12.3 86 140 5.01 95

+ 81 + 16 + 46 = 0.05 + 0.02 + 03 + 0.7 E3 2 += 0.40 + 2

1000 5 102 144 256.5 0.52 0.30 13.5 ** 10.2 139 5.25 98

+ 21 % 8 + 4.1 + 0.06 + 0.04 + 02 = 09 + 1 + 0.74 - S 1

“Each value is expressed as meantS.D.
* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
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Table 19- 2 Blood biochemical findings of female rats treated orally with 4,4,-isopropylydenediphenol ethoxylated
in the combined repeat dose and reproductive/developmental toxicity screening test

< At the end of recovery period >

Dose No. of LDH AST ALT ALP yv-GTP ChE T.P. Alb. AIG T-Cho.
(mg/kg/day) animals (IU/L) (IU/L) (IU/L) (IU/L) (IU/L) (UL (gWdL) (grdL) (mg/dL)
0 5 309 71 32 165 0.95 534 6.52 3.44 1.12 78

+ 85 + 11 B 6 + 40 + 0.27 + 140 + 0.26 + 0.26 + 0.09 £ 15

1000 5 391 80 41 187 0.81 681 6.79 3.58 1.12 90
+ 187 + 20 £ 12 £ 16 + 0.50 + 128 + 0.46 + 0.41 + 0.15 + 15

Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEq/A) (mEqL) (mEq/L)

0 5 23 140 16.7 0.48 0.33 10.6 4.9 141 4.14 106
+ 11 £ 13 = 17 + 0.03 + 0.04 £ 01 + 0.4 * 0 + 0.21 + 1

1000 5 25 128 18.7 0.48 0.31 10.7 5.1 142 4.19 106
* 2 - 8 + 2.0 + 0.07 + 0.03 + 0.3 + 0.5 * 1 + 0.13 * 1

Each value is expressed as mean+38.D.
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Table 20 Incidence of necropsy findings of male rats treated orally with 4,4'-isopropylydenediophenol ethoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organ : Findings Grade At the end of administration period At the end of recovery period”
Dose(mg/kgiday) O 30 120 500 1000 0 1000
No. of animals 12 12 12 12 12 ) 5
Kidney : Dilatation of pervis, + 0 0 0 0 0 1 0
left side

a : Satellite group.
Grade, +: Slight.
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Table 21

Incidence of necropsy findings of female rats treated orally with 4,4'-isopropylydenediophenol ethoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organ : Findings Grade At the end of administration period At the end of recovery period”
Dose(mg/kg/day) 0 30 120 500 1000 0 1000
No. of animals 12 12 12 12 12 5 5
Thymus : Reddish area  + 1 0 0 0 0 0 0

a : Satellite group.
Grade, + : Slight.



Table 22-1 Absolute and relative organ weights of male rats treated orally with 4,4"-isopropylydenediphencl ethoxylated
in the combined repeated dose toxieity study with the reproduction/developmental toxicity screening test

< At the end of administration period >

Dose B.W. Brain Thymus Heart Liver Kidney  Adremal Spleen Seminal Testis Epididy- Pituitary Thyroid
gland vesicle mis
(mg/kg/day) (® (® ® @ ® ® (mg) ® ® ® ® (mg) (mg)
0 484 2.02 0.35 1.26 12,14 2.93 70.2 0.74 2.21 3.45 1.38 12.9 2886
Absolute +33 £0.08 +0.06 +0.08 +1.03 +0.33 0.7 +0.07 +0.41 +0.20 +0.22 +1.8 %17
n ®) () ) (6] (65)] (8) 6] (8) D )] @ ()]
30 477 2.09 0.28 1.37 12.05 3.04 65.9 0.74 231 3.51 1.43 12.7 274
+26 +0.06 +0.04 20.15 +1.19 £(0.18 £10.7 +0.14 %0.30 +0.41 +0.20 +1.3 +5.7
12 () 63 ()] B ®) 5) (5) (8) (12) (12) (5) (5)
120 481 2.05 0.34 1.40 13.03 3.05 64.8 0.80 243 3.33 1.44 13.5 315
+33 +0.07 +0.06 +0.06 +]1.12 +0.14 +11.2 +0.13 +0.42 +0.26 +0.16 +1.0 +4.4
(12) (&) &) (5 ® ® ® (5) (8) (12) (12) (5] (5
500 467 2.03 0.30 1.35 13.77 3.35 * 63.9 0.78 244 3.38 1.37 13.9 31.9
+23 +0.04 +0.03 (.12 *1.35 x0.25 +7.4 +0.09 £0.31 +0.290 +0.17 *1.5 6.7
a2 (5) [6)] (5) 6)] (8) )] (5) (5) (12) (12) 6] (3]
c.'a 1000 459 2.02 0.28 1.26 13.97 3.34 64.8 0.70 2.186 3.44 1.32 13.5 30.1
"? +22 +0.04 +0.03 +0.09 +1.28 +0.29 +9.5 +0.12 +0.16 £0.19 £0.09 +1.1 +5.3
o ®) GY) ()] (8) (5) 6] &) (B) ¢)] V)] 6] 6]
0 484 0.42 0.07 0.26 2.62 0.61 14.7 0.16 0.48 0.71 0.28 2.7 59
Relative @ +33 +0.03 +0.01 +0.02 +0.19 +0.04 +2.4 +0.02 £0.10 +0.06 +0.04 +0.3 +0.3
)] (8) 3] 5) (5) (6] ®) ()] (8) (7) (D ) ()
30 477 0.45 0.06 0.29 2.58 0.66 14.1 0.16 0.60 0.74 0.30 2.7 5.9
£26 +0.03 +0.01 20.02 +0.10 +0.04 +1.9 +0.02 +0.07 +0.09 +0.04 +0.2 +1.1
(12) (5) ® (8) ® Y] (6] 6] 6)) 12 (12) ()] (6)]
120 481 0.44 0.07 0.30 2.79 0.66 13.9 0.17 0.52 0.69 0.30 29 6.8
£33 £0.01 %0.01 +0.02 +0,14 +0.03 +2.2 +0.03 +0.09 +0.05 +0.03 £0.2 +1.2
(12 B) () )] ) )] 5) (8) ®) (12) (12) (3) (5)
500 467 0.43 0.06 0.28 2.88 ** 0.70 ** 134 017 0.51 0.78 0.29 29 8.7
+23 £0.03 +0.01 +0.02 £0.20 +0.04 %11 +0.01 +0.05 +0.07 +0.04 +0.3 x1.1
té? a2 (5) ) 6)) ) 6] 5 63] 6] (12 (12) 6] 5)
%‘ 1000 459 0.44 0.06 0.27 3.05 ** D.73 ** 14.2 0.18 0.47 0.75 0.29 3.0 6.6
2 22 +0.03 +0.01 +0.02 +0.16 +0.056 *1.9 +0.03 +0.04 +0.04 +0.03 +0.2 +1.3
[ D (3 3) B) ()] 8) ()] ) 5 ® ¥)] ) (5)
(=]
o Each value is expressed as mean £ S.D. * ! Significantly different from control at 5% level of probability.
0 @ : Relative organ weight per 100g body weight. ** : Significantly different from control at 1% level of probability.
W

(n) : Number of animals.
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Table 22-2 Absolute and relative organ weights of male rats treated orally with 4,4'-isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

< At the end of recovery period >

Dose B.W. Brain Thymus Heart Liver Kidney Adrenal Spleen Seminal Testis Epididy- Pituitary Thyroid
_ gland vesicle mis
(mg/keg/day) ® @ ® ® ® (® (mg) @ @ ® ® (mg) (mg)
0 484 2.056 0.32 1.48 12.26 3.13 71.2 0.81 2.64 3.38 1.44 14.2 32.0
Absolute +37 +0.10 =0.07 +0,21 +1.19 +0,20 +2.5 +0.06 +0.19 +0.11 +0.14 +1.4 +6.0
(6) (6) (5) (5) )] (5 (5) (5) 6] (5) 6)) (& (5)
1000 475 2.08 0.26 1.36 11.71 3.15 63.4 0.73 * 2.561 3.31 1.32 15.0 34.0
+30 £0.13 +0.05 +0.08 +1.12 +0.14 +12.5 +0.03 +0.50 +0.21 +0.16 *+1.3 3.1
(5) (5) (5) () 5 (8) 5) (5) (5) (3 (5) (5) )]
0 4184 0.42 0.07 0.31 253 0.65 14.8 0.17 0.55 0.70 0.30 29 6.6
Relative @ +37 +0.02 +0.01 =0.08 +0.11 +0.056 1.1 £0.01 +0.05 +0.06 +0.05 +0.2 1.1
) (5) )] 6] )] (5) ) (5) 6)] (5) (5) 5) ®
1000 476 0.44 0.06 0.29 2.47 0.66 13.3 0.16 0.63 0.70 0.28 3.1 7.1
+30 +0.02 %0.01 +£0.02 +0.18 +0.06 +1.9 +0.02 £0.10 =0.04 +0.02 £0.3 0.6
(5 &) (5) (5) (&) (5) ) (5) ) (5) (5) (3] ®

Each value is expressed as mean % S.D.
@ : Relative organ weight per 100g body weight.
(n) : Number of animals.

* : Bignificantly different from control at 5% level of probability.



Table 23-1 Absolute and relative organ weights of female rats treated orally with 4,4™isopropylydenediphenol ethoxylated

in the combined repeated dose toxicity study with the reproduction/developmental toxieity screening test

< At the end of administration peried >

Dose B.W, Brain Thymus Heart Liver Kidney Adxenal Spleen Pituitary Thyroid
gland
(mg/kg/day) ® ® ® (® ® (® (mg (® (mg) (mg)
D 320 1.94 0.24 0.95 10.59 1.94 82.6 0.66 17.1 19.3
Absolute +16 =008  =0.04 20.11 +0.85 £0.12 =148 0,07 +2.2 *4.7
() ® (5) ()] () )] 6] (5) (5) (6)
30 317 1.93 0.22 0.98 10.78 1.98 78.0 0.69 18.7 23.3
+11 0,08  £0.02 +0.08 0,31 £0.07  #10.5 +0.06 2.3 42.3
[6)] (5) (3 (&) (5) 6] @ (5) )] 6]
120 327 1.91 0.30 0.99 11.02 194 64.0 0.66 17.1 20.5
£20 2008  0.09 £0.08 +0.36 £0.09 8.4 £0.07 £1.9 £3.1
(5) [6)) ® (5) 16)] (5) (5) B (5) (5)
500 334 1.92 0.24 1.06 12.96 ** 2.01 79.6 0.86 * 19.3 24.7
+27 +0.12 +0,02 +0.15 +1.10 +0.17 +5.9 +0.18 %1.3 +2.8
s ® ® ® (&) ) (5 ®) () (6 (6)
" 1000 312 1.92 0.27 0.92 13.22 ** 1.98 825 0.74 18.3 24.6
16  #0.07  20.10 £0,11 +0.83 0,12 %145 +0.08 3.1 2.9
6)) 6] (6] (5) ® )] (5) (6] ) [6)]
0 320 0.51 0.07 0.29 3.30 0.60 25.7 0.21 5.3 6.1
Relative @ £16  #0.03  +0.01 £0.02 £0.14 0,02 3.7 £0.02 %0.8 £1.5
)] 5) &) ®) ) (5) ) ® %) %)
30 317 0.61 0.07 0.31 3.39 0.63 24.7 0.22 53 7.4
11 2008  =0.01 £0.02 £0.11 £0.04 +4.0 +0.02 £0.8 +0.8
5) (6] (5) (5 (5) 16)] (5) (5) ®) )]
120 327 0.59 0.09 0.30 3.37 0.59 19.6 0.20 5.2 8.2
220 #0038  0.03 +0.02 +0.20 +0.04 +2.6 +0.02 0.6 +0.8
5) (5 (5) ®) ()] ® (5 (5) &) ()]
w 500 334 0.58 0.07 0.32 3.89 ** 0.60 23.9 0.26 * 5.8 7.4
e 27  0.03  20.01 20.03 £0.12 +0.03 £2.2 +0.03 £0.5 0.7
% (5) (5 )] (5 1)) 53] &) )] (8) (5)
Z 1000 312 0.62 0.08 0.30 424* 064 26.4 0.24 5.9 79 *
: 16 0,04  =0.03 £0.02 £0.18 20.04 +3.6 £0.03 0.9 0.8
& ®» & ® ® ® ® ®) ® ®  ®
—
5 Each value is expressed as mean = S.D. * ! Significantly different from control at 5% level of probability.

@ : Relative organ weight per 100g body weight.

(n) : Number of animals,

** : Bignificantly different from control at 1% level of probability.
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Table 23-2 Absolute and relative organ weights of female of the satellite group rats treated orally with

4,4'-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test

< At the end of recovery period >

Dose B.W. Brain Thymus Heart Liver Kidney Adrenal Spleen Pituitary Thyroid
gland
(mg/kg/day) (2) ® (2) (® ) ® (mg) (@ (mg) (mg)
0 281 1.93 0.29 0.91 7.32 1.99 75.3 0.51 18.0 26.0
Absolute +10 +0.04 +0.06 +0.07 +0.65 +0.11 +8.7 +0.056 +3.2 +6.4
)] (6) () (5) (5) (5) )] (5 ®) )
1000 283 1.92 0.25 0.94 7.32 1.88 75.4 0.56 17.7 27.4
+18 +0.05 +0.03 +0.13 +0.39 +0.08 +10.2 +0.05 +1.8 £3.1
)] () (5) (5) () (%) ® (5) ) (5)
0 281 0.69 0.10 0.32 2,61 0.71 26.9 0.18 6.4 9.3
Relative @ +10 +0,03 +0.02 =0.02 +0.19 +0.04 +3.0 +0.02 +1.2 +2.1
(5) (%) () (5) &) (6) ) (5) (5) (5)
1000 283 0.68 0.09 0.33 2.59 0.87 26.7 0.20 6.3 9.7
+18 +0.06 +0.01 +0.04 +0.08 +0.04 +3.2 +0.08 +0.6 +0.8
(5 (5) (5) & ) (5) (5) (5) (5) (6

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight.
(n) : Number of animals.
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Table 24-1 Incidence of histopathological findings of male rats treated orally with 4,4"-isopropylydenediophenol ethoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organs : Findings Grade At the end of administration period At the end of recovery period
Dose(mg/kg/day) 0 30 120 500 1000 0 1000
No. of animals b 5 b 5 5
Heart : Myocardial degeneration/fibrosis = 3 # # # 2 # #
. + 2 # # # 3 # #
Lung ! Accumulation, foam cell - ] # # # 4 # #
+ 0 it # # 1 # #
Liver : Hypertrophy, hepatocyte, centrilobular = B ) 5 3 2 b b
+ 0 0 0 2 3 0 0
Degeneration, fatty, hepatocyte, periportal % 4 4 B 5 5 5 6
+ 1 1 0 0 0 0 0
Microgranuloma - 5 5 4 4 5 5 4
-+ 0 0 1 1 ()] 0 1
Necrosis, focal = 5 5 5 5 3 4 6
+ 0 0 0 0 2 1 0
Glandular  : Dilatation, fundic gland 2 4 # i # 5 # #
stomach + 1 # # # 0 # it
Kidney : Basophilic tubule . 4 3 4 2 0 4 4
+ 1 2 1 2 3 :l o 1 1
++ 0 0 0 1 2 0 0
Hyaline droplet, proximal tubular epithelium - 2 1 0 1 3 1 1
+ 3 4 b 4 2 2 3
++ D 0 0 0 0 2 i |

Grade, -:Negative; +: Slight: ++ : Moderate; # : Not examined.

No abnormalities were detected in the the brain, thyroid, parathyroid, thymus, trachea, small intestine, large intestine,adrenal, urinary bladder, testis, epididymis, seminal vesicle, spinal cord,
sciatic nerve, bone, bone marrow, lymph nodes and mammary gland from animals of control and 1000mg/kg groups.

** : Significantly different from control at 1% level of probability.
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Table 24-2 Incidence of histopathological findings of male rats treated orally with 4,4'-isopropylydenediol ethoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organs : Findings Grade At the end of administration period At the end of recovery period
Dose(mg/kg/day) __ 0 30 120 500 1000 0 1000
No.ofanimals  § b b 5 5 5 ]
Kidney : Eosinophilic body, proximal tubular epithelium - 4 5 6 5 B B 5
(Continued) + 1 0 0 0 0 0 0
Cast, hyaline, unilateral 5 5 b 5 b 4 b
+ 0 0 0 0 0 1 0
Cyst, solitary, unilateral : 4 5 5 b 4 b 5
+ 1 0 0 0 1 0 1]
Cellular infiltration, lymphocyte, cortex unilater. - 5 5 5 5 4 5 5
+ 0 0 0 0 1 0 0
Hydronephrosis, unilateral + - 5 5 5 b 4 4 5
o+ 0 0 0 0 1] 1 D
Spleen :  Hematopoiesis, extramedullary = 0 # # # 0 # #
+ 5 # # # 5 # #
Deposit, pigment, brown J 0 # # # 0 # #
+ 5 # # # b # #
Prostate : Cellular infiltration, lymphocyte, interstitium - 4 # # # 5] # #
+ 1 # # # D # #

b : Examined the animal with a macroscopic abnormality.

Grade, -:Negative; + : Shght; ++ : Moderate; +++ ! Severe; # : Not examined.

No abnormalities were detected in the the brain, thyroid, parathyroid, thymus, trachea, small intestine, large intestine,adrenal, urinary bladder, testis, epididymis, seminal vesicle, spinal cord,
sciatic nerve, bone, hone marrow, lymph nodes and mammary gland from animals of control and 1000mg/kg groups.
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Table 25 Incidence of histopathological findings of female rats treated orally with 4,4'-isopropylydenediophenol ethoxylated
in the combined repeated dose toxicity study with reproduction/developmental toxicity screening test

Organs : Findings Grade At the end of administration period At the end of recovery period ®
Dose(mg/kg/day) D 30 120 500 1000 0 1000

No. of animals B b 5 5 5 5 5
Lung : Accumulation, foam cell - 4 # # # 3 # #
+ 1 # # # 2 # #
Liver : Hypertrophy, hepatocyte, centrilobular - 5 5 5 2 0 5] 5
+ 0 0 0 3 § 0 0
Microgranuloma . 4 5 5 5 4 5
+ 1 0 0 0 1 0
Necrosis, focal - 5 b 5 5 % 5 5
+ 0 0 0 0 2 0 0
++ 0 0 0 0 1 0 0
Glandular : Dilatation, fundic gland - 3 # # # 3 # #
stomach + 2 # # # 2 # i
Kidney : Basophilic tubule - 4 # # # 4 # #
+ 1 # # # 1 # #
Cellular infiltration, lymphocyte, cortex, - 4 # # # 5 # #
unilateral + 1 # ## # 0 # #
Thymus : Hemorrhage - 4 # f# # 5 it i
+ 1 # # # 0 # #
Spleen : Hematopoiesis, extramedullary - 0 # # # 0 # #
+ 4 # # # 3 # #
e 1 # # # 2 # #
Deposit, pigment, brown - 0 # # # V] i# #
+ 5 # # # 5 # #

a : Satellite group.

Grade, -:Negative; -+ : Slight; ++ : Moderate; # : Not examined.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, small intestine, large intestine, heart, adrenal, urinary bladder, ovary, uterus, spinal cord,
sciatie nerve, bone, bone marrow, lymph nodes and mammary gland from animals of control and 1000 mg/kg groups.

** : Significantly different from control at 1% level of probability.
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Table 26 The number of cells in seminiferous epithelia assessed by the individual examination in male rats treated orally with
4,4-isopropylydenediphenol ethoxylated in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test

Dose No. of Stage I-II Stage V Stage VI Stage X I
(mg/kg/day) animals G P T G 4 i G R/P T G Z/P
0 5 Mean 061 227 6.72 0.66 2356 7.12 008 385 17.35 0.07 5.17
SD. 006 016 0.34 0.04 0.21 017 0.02 0.23 0.29 0.01 0.27
1000 5 Mean 060 220 6.94 052 228 7.08 0.08 3.58 17.30 0.07 5.24
S.D. 005 0.17 0.26 0.04 0.13 0.35 0.01 0.18 0.22 0.01 0.24
: spermatogonia.
: pachytene spermatocyte.

: preleptotene spermatocyte.
: zygotene spermatocyte.
: round spermatid.

SN YO
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Table 27 Reproduction results of rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test
Dose {mg/kg/day) 0 30 120 500 1000

Estrous cycle (days, Mean + S.D.) 41 + 0.3 (017"

42 = 0.5 (2/12)°

40 = 0.0 (112)7°

40 = 0.0 (012° 41 = 03 (17)°

No. of pairs mated 12 12 12 12 12

No. of pairs with successful copulation 12 12 12 12 12
Copulation index (%) 100 100 100 100 100
Pairing days until copulation (days, Mean+S.D.) 28 =+ 15 24 £ 14 283 = 1.0 25 + 1.2 26 + 11
No. of pregnant females 12 12 12 11 11
Fertility index (%) 100 100 100 91.7 91.7
No. of corpora lutea (Mean + S.D.) 154 = 2.0 157 + 0.8 153 + 0.9 148 * 0.9 154 = 14
No. of implantation sites (Mean + S.D.) 147 = 21 153 % 1.0 143 = 1.2 143 = 1.0 13.7 £+ 3.8
Implantation index (%, Mean+ S.D.) 95.1 = 4.9 975 % 6.1 93.0 + 173 98.3 + 3.5 89.4 = 24.1
No. of pregnant females with parturition 12 12 12 11 11
Gestation length (days, Mean + S.D.) 223 £ 05 224 % 05 228 + 0.4 224 = 05 225 + 06
No. of pregnant females with live pups 12 12 12 11 11
Gestation index (%) 100 100 100 91.7 91.7
No. of pregnant females with live pups on day 4 12 12 12 11 11

Estrous cycle : Mean days from metaeatrus I (1) to next III.
a : {No. of females with disorder of estrous cycle / No. of females).

Copulationindex = (No. of pairs with successful copulation/No. of pairs mated) x100.
Fertility index = (No. of pregnant females/No. of pairs with successful copulation) x100.
Goestation index = (No. of females with live pups/No. of pregnant females) x100.

Implantation index = (No. of implantation sites / No. of corpora lutea) x100.
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Table 28 Litter results of rats treated orally with 4, 4™-isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity sereening test

Dose(mg/kg/day) 0 30 120 500 1000
No. of pups born 133 = 20 146 = 1.4 128 = 24 133 + 1.3 133 + 38
Delivery index (%) 906 = 6.7 956 = 5.9 896 == 161 93.2 = 7.9 96.8 * 438
No. of pups alive
on day 0 of lactation
Total 133 = 2.0 145 £ 14 1256 + 25 129 = 1.8 130 = 37
Male 72 £ 156 72 £ 156 53 = 20 6.0 = 1.7 59 + 30
Female 6.1 * 16 73 = 1.2 72 = 22 6.9 =+ 29 7.1 = 30
Live birth index (%) 1000 = 0.0 994 = 19 980 + 386 972 x= 9.3 98.3 + 42
Sex ratio(Male/Female) 1.18 0.98 0.7 0.87 .87
No. of pups alive
on day 4 of lactation
Total 133 = 20 144 = 186 123 = 24 128 = 2.0 128 = 35
Male 72 = 15 72 %= 1.8 53 =+ 20 8.0 =+ 1.7 58 = 29
Female 61 = 16 73 = 12 70 £ 22 68 =% 3.1 70 = 30
Viability index (%) 1000 = 0.0 99.3 = 24 988 + 29 99.0 =+ 3.3 989 =+ 38
Body weight of live pups (g)
on day 0
Male 7.0 * 0.7 72 + 04 75 * 0.6 72 = 0.6 69 = 08
Female 64 + 0.8 6.7 £+ 04 70 + 0.4 6.8 = 0.6 66 = 09
onday 4
Male 114 £ 15 111 + 09 127 = 186 123 =% 1.2 11.0 = 14
Female 109 + 156 108 + 09 120 = 1.3 11.7 =+ 1.4 108 £ 20

Delivery index = (No. of pups born/No. of implantation sites)x100.
Live birth index = (No. of live pups on day 0/No. of pups born)x100.

Viability index = (No. of live pups on day 4/No. of live pups on day 0)x100.

Sex ratio = Total number of male pups/Total number of female pups.
Each value is expressed as MeantS.D.,except sex retio.
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Table 29 External findings of pups obtained from pregnant rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 30 120 500 1000
No. of pups examined 159 175 153 146 146
No. of pups with 0 1 0 0 0
external malformations® © (0.6+2.0) (1)) (0) (s)]
Absence of tail¥# 0 1 0 0 0
(0) (0.6+2.0) (V) (V) (1))

# : No. of pups (Mean+S.D. of individual litter percentages).
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Table 30 Visceral findings of pups from pregnant rats treated orally with 4, 4' -isopropylydenediphenol ethoxylated
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

Dose(mg/kg/day) 0 30 120 500 1000

No. of pups examined 159 175 152 146 144
No. of pups with 0 0 0 0 0
visceral malformations (0) o (0) (0) (0)
No. of pups with 0 0 1 2 0
visceral variations 0) (1)) (0.6+2.0) (1.3+3.1) (0
Persistent left 0 0 1 2 0
umbilical artery 0) (1)) (0.6+2.0) (1.3+3.1) )

( ):No. of pups (MeanS.D. of individual litter percentages).
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= K

EAZ =/ —N AEO fm# (CESMIEL$5EL) OO0 (HERDEOBETHD
BAEA Y TMOHEE), 30, 120, 500 BXT 1000 mg/kg/day %, 1 BMEMHES 12 [T
D SD %7 v M, RER 2 EMFIN D, #IX42 B, MEIOREEE 4 B E TR
A#%EL. 2OREZREEEB LIUCEMBEBELT T, £, BT OWTIIHRE
B L1000 mgkg HEOE 12 B bENEN 5 EEZERL, BIZOWTIEYT 74 b
BELLTHIC 185 IEOXBRERB X1 1000 mgke BEE3RT, REKRTH 14 EWEE
ZHEGE L, BEOEFIEIZOVWTHRILE,

1. REREEE

1000 mg/kg 8 CHEZH S M T OFERMEOEENR O b, MIRFRE TII,
1000 mg/kg B CHEIZARMERE. MERERB LT~< b7 U v MEDEEE CIZ@IRTF
mERFEOBENFRD b, MKEFERETIL, 500 mgkg HOBIZR= VAT o—
VIBER XA AJRE, 1000 mg/kg BEOMEIZR 2 U AT o —/VIREE #EIZ ALT
Tt LU AL AREDV TR b BENED bhiz, BEERTIE. 500 mg/ke B
OMERE RS R B, MICRTIRME BB, HICEIROENERR LUHMAER, 1000
mg/kg FHOMEEIZFigEc ER, HIZFEeSER, BICEBAGEROVWTLHEIE
AR bz, FHEEREMRETIL, 600 3B LT 1000me/kg B OMEREIZ FTIRD/NEP
DEFFARER, BICBEOFMREEOFREELARBD O, —MRIRE, FEARE
REE, RERFHERE. B, BREDE, BREEBIVRRERCRN\T, #8Y
BoREICLHZEEIBDOONARN2T,

EEEICBVTiE, Bl bERERFIRECL3EBIRD O,

2. £FEREEH

FEOMEEN (0F), REBMRILHM, ZRE, KRB, RN, RER, 2RE,
BRE, HER, HKE, ShBIURTRBIECEIRBDOA2» o7, REMWNIH
LTh, RHERK, FERE, &, AR, KB, PRBIUWT 4 AEFRIC,
BBRMEOBREICERT A RIERD ohviahrol,
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U EDRKERNPL, ER7 = ) —V A-EO 1% CEHMMELE 5 L) ORBH~
DEERGFIZRIT2ERER (NOEL) B X UEZEENOAEL)I, HHELH 500
mg/kg DA EDEETHERICNTARERBO LN D, WTFhd 120 mg/ke/day
LR Ui, £/, AFERAEFMEICET 5 NOEL 8 XU NOAEL X, EEAREICE
WTHEERRDONRP 2 Z b, Wb 1000 mg/kg/day & #E%E LTz,
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B #
A7z /—/v A-RO ftn¥y (FHAMEAE S E=N) 27 v MCRERORE L,
OB ORERSEER L UARBEEEZ R L,

BB L UHE
1. #RWE

BRYETHDERAT7 =/ —/v AEO 0% (FHAMmEAS 5 £4) (CAS No.
32492-61-8)i%, KICFERBEAFRKET, RBRITII,

Ritshi-ay b &S (BB 99% LA

B L DEGEER (2~6C), BRTCREL. EALE, AW ERVEANKRERT
BiIZGHT L, ERBEPEETH o7 L ZHER Liz(Appendix 1), AHEDIEHE,
Appendix 1 IZ7R7F,

VR 7x/—/V A-EO 1% (EEFMEAE S ELN) BADIEPEIZLETIZL N
B RIMIZITERRE ThH - Z &0  BEKIZA U 7H(E S v v FEE BHIT,
BEERGKRASMEZEEKL L, FIEOREARL RIBEORBRICAR L., AR
L5z, 1 BOERRZ LT/ L, ERRE THFTIC~6CHEX T TEHERL
THRE Uiz, RERPOGERMEIL, BFTEXT TOREL TAREEETHH I L
D3 FER S 7z (Appendix 2) DO C, FARE 7 HUANICER Lz, YEICRARSh2&EK
ZOWTHT L, FIEDRE TRE SN THAZ L 277 L/=(Appendix 3),

2. DB L UCHESG

Bz, SD & [Crl: CDBD)IZ v b &AW, Fv b, BEAF¥—NAR - Ji—
HESt EARTEYF— ®E)NBREARTTEHR 796) 20 8 @0 b DZRAE
68[C, fESOMC) L, 12 BMMBREECENL &/, BILHMPIcBE R LTz
Tid 10 BEHOMBHEERE L 6 TITV, BEBLC—RERRBERE T, BT
FHICREORD NP2 LDIT2WT, BERETBICKEZRIEL, BELSH
ORIV VEEE 60 T, M 70 EEEC, 10 @ TRBRICA V. 1 H0oBgE
IMEREE 1208 L, MEIZ oW TIXE HIINBRLESAREORMBER L L TF 6 LA
b3 2BOVT 74 bEEZRIT., EFAMBBCLVBESTE{To%, 2356, OE
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BRSOV TRERZITORP o7, BEOEGERIZOVWTIE, #5 42 BICTHBRELE
BRAREOTHLEESHIEII LV ThZh b BB L, EERL L, BERE
RO LHEEGRESRE) L, # 361(334~396)g. I 235(216~260)g THo7x, 7 b
i, BEE22£3C, WE55+10%, WMAREK 10 EU L/ REF—AVTVvyvaxT—
FR), B 128507/ B (GFa1 7 RRUT, T8 TRIEMICRELIZNNY T—V AT 28
MEE 1 2T, BEMCAT V VARERE— Y (260Wx380Dx180 H(mm)] (24X
BL, INERAT/VARSEDT v 7ITERBELTHEE L, L, REORIZ L
Mg, BAEVBBHRTA b7 b—2, BERF ¥ —NA - YN—BXSDEARLERD
H—RR— " — (265Wx426Dx200H(mm)) WAL, Sz REH L EE
ST AR ERFARZ R MR R by 7 BRBETLERRSH, 7 v MES 20070470,
20070678)8 L UBKBIAFLE Llum OI— Y v D7 o V¥ —TRIEHRRIMNRBE L
EEREAEANL, ThENEERS LUEBRKREB S 2IIBARGEY 4 —FR—
F—VDHEENTLY . BEHCERS YR,

B OBERINL. T v 7 BLUGr —P~OEBILOMA, FTIZEAVFHEIZLY
Tot,

ATYRT ., BHEDREL 22.1~25.0C, BE L 46~60% DA THB(Appendix
4) U, FE7 AR BAE 0B GRB) J6 X UROBK D15 BB O 534 R(Appendices 5,
6. D, WTFNbUHER CRE LICHFFRBENICH D Z L PRSI, Lo
T, BOAFEYE 28 L T, RBRREOEREICEELRIET LEDNIREEED
BT -7 b D LHHT L7z,

AR, BMERZAFEOEAL LURBHRERO TICERT 57 DITHET
EHELEZED, HWHEEA SELDRFRLETRFTOBNERERRE] TRV,
AR OGMERZESDERER/TIT -1,

3. BREEORE, RBREOBER LIUCRETE

AHED 500, 1000 3 LU 2000 mgkg MRS 1EOT v M 3 HRIRERAOR
5 U758, 2000 mgkg &5 O, 500 mg/keg LA LEBE DM CHEEEMME, S HIZ,
2000 mg/kg H5 OIfETCRELZEREBHETIROONL, £ T, 1 FEES 4L
DTy Mo, KERYEL 0 (BHFA ) 7HOAEE), 50, 100, 200, 500 33 LT 1000
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mg/kg/day T 14 BRIREBORE L, —RRBOBRE, AERICEERORE. M
BER XUMERE(LERE, SIRETICBEEROREZIT 72, O, 500 mgkg
UELDHETREEROTIE, R7 b AEORKEER, mMiSHR= L AT 2—A38 X UFHE
EROBEERM. 512, 1000 mghkg BTMET v v v v VR OEERRS LU
BT AOBEBRRED b,

L2832 T, ARBIzBIT BB EEITSVWTIE, 1000 mg/kg/day #BEHEE L,
LA, 500, 1203 L 1* 30 mglkg/day DEt 4 HEZBRELR,

REREOHERIE., OREREFHUUT. NEH). OKRYED 30 mg/ke/day R E5#
(30 mg/kg ), @ 120 mg/kg/day #5120 mg/kg #). @F 500 mg/kg/day 5
#£(500 mg/kg #). @R 1000 mg/kg/day #¥55£(1000 mgkg #D 5B L Lz,

BEFEL, BEEREZGBE kg 472 5mL &L, 77 REY U FERESLE
EFEEZRANT, BERZERNICRE Lz, MBI, BEE LTAVWEREAI T
BEFARICERE L, FEEROBREERD, BEROWEFERZEICEH L, RE5H
Mk, BEREL L AECHEAS 14 HEIA O, B 42 AR, MRRES I UTEIEARMEZET
SHBOEE4HET, REAQ2 B~KK47THE. 18 1E, F&(9(9: 00~12 : 35)
W5 Lz, 72720, HEOEEREL, L FRIC 42 BERE L,

4. BEBIUVRE
1) E8icE+ 5EE

HEMIZ >V ROERZBEEDHHVIERE L 1=, B, BRERSHERERE. £,
BREDHE, RRE. DEFRE. DIRELFRE, BEEEL L URBEREREC
DWTIE, SN OEEASHHIEIC XV MEEE b LB, REOX&KRE Lk,
(1) —fREEE

BEHEPER, BEEEIOEREE 1 KRHEIZ, BOLR, SME., TEIFIZONT
BRI, S50, H4 2 BIX. B OAEFELHERBOF BT OWTHER L, £t
fEE, HE, BEOREBIZSOWTIE, BRECEERLL,
(2) R 2ERERBE

REFHBMBBLCZORIZE 1E, 7 — V%A FTOBRRIMAT, 8z r—o
PR IYVHTEREBLIVCIF—VHAOTAIBE TV 74— F
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(370Wx560Dx40Hmm) T, r—YDbLOHLEE, F—UNbHTROHN S S,
FREBRCUE~RE). RE®), BiEAH, LE, ROWY. RRASRE. IRERZEWH,
MR, O8SWHENn), ik, TEFHEEORIZLAEN, LFABROEI X 515,
R, PR, B KRG RE, ERTHEEER). BRE. BREBGEH. H17(&
AHE), BETEER, RAMEHTE), ERTHEEOERE . RIEEEEEHS),
BBT2GEE, 1 & V7 —, B, HEHRERE, iR L US>V THEL,
B b7 2k A (Appendix 8) TR L7z, BIICIZBIER(LECHER S 2T,
BREUNOEVPESCHVEES 2R T L —VOBBIL2EREZOLRT LS
WILICEZ, BELFIBARERECERETIILICL Y REAFEATHRREB THE
B,

(3) BRERAHERE

B RMRER, EIIHEHMPIC 1H, $-EEROBEIIRRRERBIUESE
MK T BIZ, BRERN(E Yy b TR r— YN Ficad 2BIERN). BRER
SEEICEL IO R BE0BEERIE). MERS(BRICEN-BEORE), BER
BRI E 2y P THARSESOXE, BREEORS). BILRH EEF» 5 RICH
BVEFIE LEROBLORMBLCERARA(E L TEHMEEEMLIZ L2BED
EFEZH LR EZFHS, B ohiKih2FA(Appendix 9) Tk L7z,

(4 EHBIVEREDE

i35 39 A, MEIEEHRTIC 16, EEHOBEIIRRRE BB IVEE
13 BIZ, #1330 M LU 60 2. #iZ 30 2R 0 B ZEHE(B B EDHEHEEE,
SUPERMEX, ZEETH#RkAEtt, BRRToERIMELZ PB4 L, BEE
BERNOREMOMICRIT 2BBEEZBE)ECICHEB L CEREOBAH(Z Yy - =T
2 FBBAHEERE, MK-380R/FR, ZRTHMHEXKIDZRE L, EEFOMDE T
EEEIX, 60 S EBEE L.

(6) hEF LEER

HEIZ, ooV TIHRE 165G E. REER)., 7, 14, 21, 28, 35 BLTF42
BEGICEE 7L 14 B, HBEEHEE L1, TRBXT 14 H, @RO, 7, 14BLT20
AT 0 BE T4 BiZ, £, 47 74 ML L TR MOEEEFIZ VT
REZITORWD, HLRUBICEELE, 6T, L LERBIZRE L, &
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fERZ, BREAERIRADLE T, F—VIZILBRETO 4 FHANEEREZAEL
oo 122, BEROEKNEDIZ, BTIIES5 41 8, BTHEIWMT 3 8. BEHTE
E#H 138 & L,
(6) HEDMEEBHRE

MEZOVNT, BIE - BRI S i &, RECATO 2 B 28 CAE SR ORI HE
BENDET, Giemsa RAIC X ZBHFBHRERZER L, SiRlc X 0 ERHEEOR
ExfTol, £, RERMKA P LRERKA = COMRMBROME,LEAREH
H L7, 1 HASE, BEEH 1(IDHAREOOAZENOROIHMEED bt
BIE £ TL L. MHABRBER LZEEIE. ROCHIABRPRBO LN LEILERE L,
(7) REEB XL RIRBEE

ZECHT 2 BRI OREEZRTERE 15 B OFH) LIcHRELR—#AT 15 1 OBAE
DEEED, 2:EMEZREL LTRESER SN £ TERARE S, SR
B8 —EEZ(9 : 30 AN RRDOERZITV., BER(%) [(GZESE/ FIEE%ER) X
100125 L, ZEIZ, BREARD S IEHETOBFOERCLVERL, BRSh
TeBEENRO B & Lit, MRIRBOBRELE CRAICITV., SROT T RER SR
EHE OB L L, REBLUMHROBERBREIL. FHETOVT, RER%) [
3%/ TR HESR) X 100], AIREIE GEHR 0 B OROET ARRBENZZEET
DEEK) B L UHER(%) (LR HEMEE SRR X 10012 B/ L,
(8) HDRBE

HizoWT, #5537 BB L UEERIZOWVWTIIEE 9 Bz, 8210 3 BRREs
—VIREL, BONTRIZONT, MBORR, RRIKECRAT A AT 4 v 7 R,
NAL )« ZHBERSINTE B pH, B, Fo37, B, 7 b EIAEVEB
LTy el )—Fr OEERER N EORE(URI-CELLE. 77 Vv or
IANTaE T b, THRAEAELTERZITo, &bl BRKERALTELNER
ZonT, R, HEEFE., A kEHRRXSWIRICT I LBITIY 7 A
(BREAHOWEE, NAKL-132, HET «— 7 —7r—HASE) ZRE L.
(9) MiRFRE

REBREDFEE HHVIIEEMER®R T OZ B OFRENNC, =—F /LRRET TR L
THEXBRL VRl Lz, BRI EOFESRELVREL, KORZHEE Lic. KA
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L7-f#&it 3 2B L. 20— EDTA-2K CEEM ILAE L, £5E 5 8hmeRkEH L
EXT-2000iv, A A v 7 AHRXEKWIC X 0| RFRE(BEIIEFRHE), heRE(G
TYNREBT P TANETuE ), ~v b7 Uy MEGRILER/ VR REERH
B, FHRORET. LHRMRDERE FHRMROERBEC L, 5HEE, A
mERE, #RAFmERE, BMRESBU L, 7uo—%4 FA P —EE X UM/MEE
(ESEFARHBZRNE L, 72, WRO—H%Z 3.8%7 =87 + U 7 AR TERE
PRUELE L T2 A, mkERBBHRIEEEM]C 10A, XET AN 7LV,
7a b ey rERQuick —BiRB L THEERES bR T AF UERE(=Z F
vBEMAREZRUE L., 2B, LELSLTRETE S L5, NKBHREREZE
MLE,
(10) miRELERE

BER L= RO —H b miE 208 L ALEESNITEBEJCA-BM8E Y U 54
e, BREFHRASICLY, BRI (Ea—Ly ME). TAT7 I/ (BCG ).
A/G HGHEE, m#EGIluK? -G-6-PDH? ), 8= L 2 7 o —/L{ s, CESY -COD?
-POD® R). +UFUETA NEEFLE, LPLY -GK” -GPO® -PODY %), BE YL E
NPTV, REER(7L7—F¥ - UV ), 7 LT7F=r (Jaffe ¥}, AST. ALT.\
ALP(L £ JSCCP#), v -GTP(SSCC # 1?), LDH(SFBC # 1) ChE(BTC?-DTNB?
), AU AOCPC )P L UMER Y (@ F%iE, PNPY -XODW -POD? R)%&, %
BB BT EB(NAKL- 132, RET 4 — 77— 7 —HRAKOICI D T I T A,
AYTLABLUERCE, (A BERERELE.,
1) Zn=xd—2, 2) Zha—2R6) YBEKRER, 3 2VATe—ATRTF—¥, 9 2aVATe—Adxy
F—¥, b) ~NWAFA—E, 6) YRTuFA L) A—E, 0 SVeu—ngi—¥ 8) Lra-FVenl@ExF—¥,
9) BABSE(LES, 10) A4 ITETHEEEES, 1) 77 v ABKEHES, 12) TFIVFA=Y 186, 6° -F
FFEA2-= b rRAER, 14 7V RIVAVRRRTFIF—E, 15) Y rFrdF v —+
(11) FRBLUBEEER

HOHERZHYIIRE 42 HOZA, HIIWES 6, /2. EEECOVWTEEE
14 BOERIZ, ZR T —T/VHERT CHROEZR L. R, FOHEEL XU
HREZABRNCER L, 7o, SBMEES 5 KON, T, BIF. MR, .
B, DI, T2E, FREBRBIVEELCC2TOBOREB I URE LEZTEGE
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HER) L, BEREOKRBEICESNTHEERGEAERD ZHH L, 2B, ABRERE
A2 —ELT, TEARBIUTHERBRZEERZICERE L, Mz Wi, SNEOEFEK
BLXUTFEOEREETAR. FRB(%) [(ERE/ ZFEH X 10012 BH L=,
(12) HEMBFERE

ZHIZ OV T TREBETZHERL, 10%PH) VBEHEF IV~ ) ARGEE, BELE
BT UETHBER) CEEL, BFELE
(M, T2, FRE WK, £F  FESELEAREI, 8. 8, L |
g, fEfg. FiE. B, Bt BE. BRLE iR, BE, IR, ¥8.
FhE(EE, . BEE). LFm. BHKBRE). V- #ERgm Y 56,
BRI Y 38, AAR. T OMARERFEEAL J

REEEERTIS., SFEEB LT 1000 mgke BEOMHES 65 MIZOWTHM, T=iE,
., B, B0/ Y—imEED), ik Bk, BT, BE, OB, R, FRERER
MERED). K[E. B, SIE, FE., LR, B, LR, B, U o EERY
UAE, BRIEY ), MR, BEEE FICRBIUCHEEZRE L, BRico
WTIE, BFERPA Z7AVREBE@EEILIZ, A7 —VI W, V. EBIUX TIZ2
WT, FR7—Y 3 BORMELBEL., EHEEZRDE, )biTolk. ZOBR. &
BYE DR EIZ L ZEENBECIIEE L CHOBRIZRED b /-0 T, BEF S0
Z DR DBIZ SV T, MEEE 5 EOMRE L UHESE 5 COBRICOVWTRELL. &
X, BEE-TRF 71 IR 2ERL, HE REZHELTEKRLL, . &
FHRY A 7 VBREOTHICHED PAS ReERbERLE,

2) FrERIZE T 5EE
(1) ERE. HEBIUHARRE

ST OERE., FEOERE (EERLECREOAR) ZF-S k=) (B
HERE/ BFERE) X 1001%, £ LARRERORBICI VENZHEL, BT
LDOMHEEE 0 REFRZEH L, &bz, FERIZONWT, DENZEDLARD
EEPBELL,
(2) —RIEEE

HH, —BREBBIUEELRER L, HAER%) (HERRRERYEBHERE
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X 100} & UNEHE 4 B AEFE%) [((FH 4 B 4L RS/ HERRBRARE) X 10012 5 H
L7,
(3) &=

FERIZOWT, BEORBIT 4 0, HERNICEI LOEEZREL, 1EXE/~Y
DEHEEZEH L,
(4) REERE

RCBNIZ0HFE, £F0IEIHE 4 BIZ=—T /VERERT CHRIMTE X &, B8 L OH
WIZBIT B EEBREICOVWT, ABRMICEELE,

5. HEFHARNT

"N FEED D VBRI OWT, HE#H L OFREERE 5%LUT)E, kO
FETRE L. 2B, HERZETIT—Zid. 1 EOFHE 1FERE L,
(1) RFA DY w7 TF—F

SHRFMOLBIZ OV T, Bartlett DS BIRELT 7. KBS —R2HEIT—7E
BOSBSTEZITV. TOKRAEELAD2EHE . Dunnett $EIC K Y MBI 5
EHOLBRER Tl SBA—BTRVEAIR., /72 M) vy Z7F—ZIZAV
DREBIIE-T-(EE, GEREME, RER, B, EREHE. RBREIIBITLE
BEY7T —F . MRFRET —#. WREPFRET -7, BEER. "iEE. AR,
MM, EIRAM. ERE. £RE. ECRE). 2 BB OWTIHE, FR
E#IT, ZORRSIEB 2B AL Student @ tREZ, FEB—RTRVES
X Aspin-Welch @ t BEZ{To7-.
@) SRR MY 9o T—F

SEMOHEBIZ OV TiE, Kruskal-Wallis DIEIREZITV. TOBERETEEEZR
B4, Dunnett BOMERIC L D HBE L FHELUBR L(BMRELR, RRE
BT DEMENT — %, BFBRYT A 7 VRE, BKREB, HAeR, 2R, HEH, &
A IRARE), 2BEMOLBIZ OV TiE, Mann-Whitney @ UREZ1T27
@ A7V INT—5

Fisher DEEMEELAVWEGEARERESR, BERNHERE, —RIRBOESE
BIUORBEEREICBT2RFFOREE, RER, ZTHE, HER), 2B, B8y
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DYEHIZOWTIE x 2 REE AV,

R

1. REBRESEHE

1) —RRfBR L UFEL (Tables 1~4, Appendices 10~13)

#EHMITHBUT, 500 mekg BECHRE 8 AL, 1000 mekg B T34 3 AL, %
T DT T T4 MEETHRE 6 BUE, WTh b25ICiESRD bivi, T O,
REERICODERZBECROIBEC—EELDOThol, EEHMMICKE VT,
WINOFIZ b —RRBOELETB DO bohigholz, £z, HE5HHB JCEESM
ZELT, WIhoOREREICLETIIRD bhvedoTz,

2) PEMI/RERPREIZE (Tables 5, 6, Appendices 14, 15)
BEHETBIUCEEHBT L b, EEEEREARERERIIRDbhAd o,

3) B RSAERERE (Tables 7, 8, Appendices 16, 17)
HEHET R IUCEEHATOREICBVWT, £REEB IZEIIED AR o
7o

4) BHB L UVBERESE (Tables 9, 10. Appendices 18, 19)
BEHHTOREIZBNT, ERVERESHL LVENBICHREHRIIFRR
BB bz ofc, BEHRPOREICENTE, OV 7 54 MEICRED
B% L OBERKAE 30 a0 BREFRICFELREESRO LN,

5) K& (Tables 11, 12, Appendices 20, 21)

BBz T, 1000 mekg HTHICEEENEOFRREESBD LT,
ZRERSTOREIZARZIRO bR o7, T, BRVERESHL DR
BRI, EREER IUEEFAMLE L TRER ICHREENEBCARRELEIRD L
Nizinoiz, EEHMIZBVTIE, 1000 mgkg BOBEEERMBEOFE LRENR
Do, ERERPBEREN, Fo, REENBROFRELREERMEDOYT T4 ME
Zh@H LT,
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6) f%EEE (Tables 13, 14, Appendices 22, 23)
B EHETE X ORGSR R EORSITRET A EIIRD bk ot,
500 mg/kg BEDHEDOHRE 35 A DFERICFEREME. REOMOBEE 0 B 0T
BRBIOHMOYT 74 EDES 28 HOBREBRIIFELGESRBD OIS, &
ABERVThLEERONEOESH LA TREL OBERIIRD b, HBWE
DRE LT ERRLERHOEL LT L,

7) HEORBE (Table 15, Appendix 24)
BEHE PR LCEEHRTPOREICBNT, EREERICEREREMIIRDLH
ot

8) MmFE¥##ZE (Tables 16, 17, Appendices 25, 26, &% &7 —# : Appendices 42, 43)
REHSME TRBEIYIZHT, 1000 mg/ke B CHICHRMBRE, hEFEBIC
~7 b7 ) v MEOFEREMES CIBRFLREOFEREESBD b,
EE R T REBABZIC BV TIE, 1000 me/ke # TREICI/MEE O B R R EE,
HEWCEELES Ve v R T 7RF UVRBOFERERNRD bhvic, BREHEETE
BERESWIIEW TR G- EERD bhighoT-,

9) M4k (Tables 18, 19, Appendices 27, 28, &7 —4# : Appendices 42,
43)

B TRERESMOBREICBWV T, 500 mgkg L ELOFEOHEI X T 1000
mg/kg BHOMEILH I L AT o —/VRE, & HIZ 1000 mg/kg # TIEMEIZ ALT &R &
VAN 7 AREDWTNLERRBESRBD N, IV AREDAERGBIE
iZ 500 mgkg PEEZ HBH Oz, B, KRDEREEROED S V7 F=ViRE
WXL LR TEARNICERETHREZSRD oS, AEREEEIRDL IR,
s

EMEHREE TREZRDMOREICRBYV T, 1000 mgkeg FOHETALT OFRR®E
B3 L UmEOFEREEARD i,
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10) #iR (Tables 20, 21, Appendices 29~30)

HEHF® TRBREME LUCRESRR TRERSML b, #RYEOREICL
LEERBD LR AP0l RE LIZERRRE(LE LTE, BRORERIEEH
Fi TRERBMORNBHEOMED 1 iz, BROBEIE (ARl MNEESMET
REREM OXREOED 1 LIZRD bRz,

11) BEER (Tables 22, 23, Appendices 32~35)

BEHRETRERBWTIL. 500mg/ke P DR TR FER L UBIEOMESE
B, BIFEOENEELIUENEEREDWVW T LAREREESBO b, i,
500 mg/kg DEDFMOENBEELFELBELZFR L. ZhoDERIZMAT,
T 120 mgkg HORBIBHEMNERICHEREME, 500 mg/kg BOEEMOENEER X
CHEERICHELHE, 1000 mgkg F O FREESERICHFE 2EERRD b
7Ze

BRI TRBRBIMIZIS O TiE, 1000 mgkg B TRICEIBEEROFTER
EEARD b, BEMAMKTREREN TRD ONLELIETRD bikhoT.

12) FHEAERREIRE (Tables 24~26, Appendices 29~31, Photos 1, 2)
BRYBEOREICEETS L E2 b3 LR X OBRcRED bk,
I T /N E R DEFTAEIRAE KA 500 mg/kg B CRED 2 ILis L UYHE®D 3 [T, 1000
mg/kg B THD 3 LB X UWED 5 iz, 7o, FIREFED 1000 mgkg B THEO 2
EBLUHED 3 EIZBH LN, B TIE, BETEMLRMAEOHFEEMISIEHET1
Pt 30 mglkg T 2[L, 120 mg/kg BT 1L, 500 mgrkg 3T 3 L3 X UF 1000 mg/kg
BET 5 IR b, 500 mghkg ML EDETREMOBEELIBO oIz, ThbAF
g L OBIROZE ki, EER TIE, 1000 mgkg 8 THIEOEARMAE DIFEEL
BED 1 EIZED LRSI, B bhidholz, £z, HEOFFER L UHED
BRLSADOBREIZIE, ERVEORECEETIELKIZBDONRPoTz, EbIC,
BFERIA I VRECRBNTS, ERERAT - VILEERD LR R o7z,
DM, DIEOLFHZENE - Higlh, MoRKRMmRER. FBOR/RFE, NER
DEFFRERRASEA A E. RB 0 BERIGE, BIROEAIRAE LEOMTHE, SRR
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FLROFBENME, MFHE. MBS I UTRAY 2 3RRE. BiRoiEie
i X EEARIEE, FIZBROMEY /1 ZRBEF B & 1000 mgkg BEX 13
*HEBEEH DV T 1000 melkg BEIZOAZBH bhE, ThbizWwWThd 7y Mo
HERAREREL LTRATIERY THY, i, 1000 mghkg BIZBI} 2REAR
PEOREICKHBR L OEEBDONERVW I LG, BRVEORE L IZEBRR
RE LB L, k7, FRTHERDHE L ZEBEFKIIRD hBEROFRERICIX
Hifmds, BRZOHLER (Ef) L7-FRITITKFTENERE I,

500 33 & U} 1000 mg/kg B TR BNIERFRIDE 1 <TI2WT, TNZh
HEWES 039 BLT 063)DTEE, KR, BRLE, flie LUHESETTIT
HEEE S 544 BL T 668)D TEE, IRBIUVFESCEERHbNT, TR
FREIOFER L7225 L5 R RERD bhiahol:,

2. EFEBAZEME
1) BEicRIZTEE
(1) MEEARE (Table 27, Appendices 37, 38)

BRYEHREEHL L. HREL EATESEFMICERREREIRD hlho
7o, —REICEBBRIH(1ECRFES 1 (MEBRRD o, BT, BIFRIE
(V)& 3 BU LR 52 EOMEREDENS £ U fEEDR, 30 mgkg BT 2L

(B ES 523, 529), 120 mg/kg BT 1IE (HWEF 541) B LTV 1000 mgkg #F
T1IE (BHEE 556) B LN, TORZUCARMEEEITRS, Tz, BRARIZ
HEELRDP o7, 25, 30 mg/kg #D 1 & (B E S 529) B LU 120 mglkg #HD
LE (@& S 641) 1. HANRESESIC | MBHOROT —F Lioteizh, #
RS OBE R GIERA L, HEMOENRECTh bO/EEIZ, Z0%O%E
BCTRESHERI L, ERREE. Al lUHEARDLN,

(2) ZEEBLUVEMRE (Table 27, Appendix 38)

RERILECIET LAY, REEBLUZRBIZARLREKIEED Db oT,
WTFNOBRER L LRRBARILITFED b T, 500 38 X U 1000 mgkg FETE 1 Hl0OKE
BRI RD biic,
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(3) BEpEk. FREE XUERE (Table 27, Appendix 38)

BEH, BREBLUCERBIZARRELEIRBD MR- T,
(4) HEERE X UHTIRAAE (Table 27, Appendix 38)

HERS L UHRAMICABR LR RLRBDO bR Rh o7,

(6) i KUVEFIRAR (Table 27, Appendix 38)

ABBIUTHEETRBCEFIRDohiRhoT,

2) FERICRIEZTRE
(1) 7B X UEE (Table 28, Appendix 39)

—fY7 ) ORHERK., HRE, HE 0 HBBIT 4 AOFEREBIUHE, H
AR, MEFNICHEE 4 BOAFRCFRERELIIRD o T, HERO—RIREIT S
EFEROBNRD T,

(2) #fE (Table 29, 30, Appendices 40, 41)

HRREIZBWT, 30 mghkg #FTERZETHEBHN 1L (BREEK0.6%) B
bhfz, NIRETII, NIBRRE2H T3 REWIEIRD bR ol, WBERIZOW
Tit, EfFBiREE2 27588972 120 mgkg T 1 (0.6%) KLU 500 mg/kg
T2l (1.2%) Rbdhi,. ThHDRFRIVEROERRINTRHEL, X
=, AEEBEMEORVELTHZZ L2, BRBENGEROLD LHETL .,

-15- Study No.06-123



£ B
1. REREEEIZONT

ERYBROREIT X H5ERFTEL LT, MREOHE, EOBER X U¥omigiz-§
SEEBRD LN,

FrigI 53 3 BT OV T, 500 mglkg DA LR CHEAEIZATIRERIZZ (LR b,
REMBERE T, NEPLEOFMECAEE Sh, £72, 1000mgkg BT
HED 2 Lds L UMD 3 MIZERH bR TZBRIRBRER, BRBER/E VL LT AL TY
575, 1000 mg/kg FHIZDALBHBVWRRECRO LN 0 b, ERHEORE
CERETAE(L SN,

MIRAELZEREICBVW T, 500 mg/kg LA E OO X O 1000 mg/ke #HOREIZER D
bhizi= VAT u—/REW TN 1000 mgkg BOMEZEED bz ALT EiEo W
hb&EERE, GBRYEORBICT2EBLEELEELLELZDNS,

BT 3BT OV T, 500 mglkg Ll EDBETRHIZBREROE(LLIBD O,
FAEARBEMRE TlX 500 mg/kg UL EOBOEIEMREE EROBARLZZ D
FRECAFRD O, FERYEIIREE AT IEFHEORBLZEATILDLEZZDL
hie.

Mgz x3 2 &I OV T, 1000 meg/kg 35 THEICRMERE, MARERLI U~ 7
U v MEOARZEEFCICRERROREOFTELEHELRD b HROEOBREIT
LB2RBLEZDN, ZTORMBTRLEEL T, Hil, MPRBERICIT D 7R MERE
BILEF R, BRSICBT 2EMMROEE Y, ZORBEMFLIETE CE 5ELITR
B LI T,

TABOEMITMEZ T, 1000 mgkg B TR EHM R O FERMBEDEENR
o,

500 mg/kg BEOHER & TF 1000 mg/kg BEDMEIZRD DALY LREDOHEICS
WTid, BELRE LTS D2, REERERRIZBVTH 1000 mg/ke # THEHEIZER
DONEEKTHD b, BRUBERESCRIMLIDEEL BRI 5,

723, 500 5 LR 1000 mglkg BEDOMEHEIZED G- IRIEIT, BEEZIZOAZRD L
NEELTHY | FHRERARCERERAHEREE CHRRBRESE L TR T 5B
HOENTHRNZ L6, FREHBEOSHELEELAEZRTIIZL RERIZHTIER
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BRIGEEZEZDND,

BT 7 4 MEOEEHE S ORE THRO bh - ZiE0B 1B L URIEREE 30 &
Mo B REHROBEICOVT, ZhLOEEHRER, BEKEHD 1 41674 DZER
T WFNRbLEHEFOFRT — #1817 2 EBEOTEEERIES : 162~476(). B
ERLAE 30 MO HREBR : 6667~19513(F ¥ > F/30 RRDETH Y, %R
BT, D LAMBEOCENSEEMZR LA, 7, BREHMR TRORKR
ETRIDLIBECEAXRDONTORNI LR ENL FRDBEDORE L IZER
PRIRBFREVE(L & filr L7z,

MEFREIZB VT, EEFOETRD b f/MEEOEEIC VW TIE, ZofEE
EIXERT—# BT 2 EEEOHE8~1500107 u DIRNDETH Y, TeL A, HE
BOERRPIRERMELR L2 L, £, REYMKR TROBRETHRIOL ) REL
EREBO LR TVRNI LR YIS, RE LIZERRRARIE LR L, B
BEOMETHED bR FEHEBS bu v RS 7 AF U RBIOERIC OV T, RSz
HT 3 L ORERIIRDOARNWI b, BEHELLBDNS,

MRAELFEREIZBVT, 30 mgkg U EDHETHEIIBD LI VT F=DEfE
ZoNTiE, WInoREE b ZoEKET, EBEEORME0.30~0.64(mg/dL)]R
DETHY., £, AEHEEORVWERTHEZ b, RELIZEMRLRZBROE
fELHEr L, £/, EEBEOETRD b ALT OfER X CIEOEEIZ >\ T
i, BEHMETRORECEBOONTEL T, £, ZOEEFMEE, AT
% 141 (118 mg/dL) #ERWVWT, Wih b EEEOMEIALT : 21~59(IU/L), %
131~182(mg/dL)IHDETHH Z L R ¥ B, BRIEL L HBT L7,

BEERICBNT, 120 BLU 500 mgkg HOMETRD bh-BIFHEAEROKE
BLUBBOENERS LUHEAEROBECOVWTE, WThiARMEEETRL,
TERWE LT EBRRBEROZE L L HIBT Lz, %72, 1000 mgkg FHOM TRD bl
FRIBEGEROBESVTIL, BEEDH 5 B PR ERRFREICBVWTRO LN
TWRNWZ b, HERMEORE L I1IE 28, BEFROETRD b BiEasE
BOEFEIZOWTIE, MAERICERIZRL, BEHMER TR TIEIRD DL RVWELT
Hy, DLANBROENABEER TH-oI L2 Ed b, &5 LITERRLBRHOE
L& L7,
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—RCREE, HMREREER. BERSHERE. BABLCEREGHROREIL I
FRRRE AROFRBEREICL VT, BBREOMBRITHE.RZ TR T 2EITR
Hohignrolz,

ULD X572, BREPRATH5VWEREHAMKTRORETRO b E(LL, EiE
B S H 2 W XEESER TROBEICBW TXEES 5 WV IZEHEEAMIZH Y | T
RETHDLHBET L, ¥/, BROLXEFERELEAONIELLBOOAL)-
R

ARBTRO LN b LEE LRt 2 28Ik, YUHEFCHRELZL A7
=/ —/v A-PO Mm% (FHHMEAES EN) OF v MIBITARERESM - £5
REBEHEHRRIIBOTLRDLATNS ? (RER).

2. EHEBEBEICONT

BRI OEFERIZN T AEEICOVWT BB LIEERL bR LE~THE
RERIIBDOhRhoT, £, RESICH L TH, BECETIEHECBVTER
BUROKREIZLDZRBEBD bhiad o7,

UEDRERNL, EXT7 =/ —v A-EO % (FHfmEVEK S EL) OBRBH~
DREHRE R 2 ERER (NOEL) L OEZEERENNOAEL) X, ML b 500
mglkg U EDOBETHIRICHN T 2RERBO LN &6, Wihd 120 mgkg/day
EHEE LT, £, LHERAESMICET S NOEL BLU'NOAEL (X, R@ARHICE
WTHEERRD e o7l L2xh, Wihb 1000 mg/kg/day LIEE LT,

X

1) BASMHRASZSR, FMEREERFE, 2000.

2) BEAKLDH. YA7x=/—/V A-PO 4 (FHAMEALE S EN) OF v bERAWV
AREROBEEN - EMBRESHHFERR. Bf) TEEDHNFELRETET K
#Hwh

! Study No.06-123



		2024-08-29T17:35:54+0900
	National Institute of Health Sciences




