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APPENDIX A 1-1

CLINICAL OBSERVATION (ACUTE STUDIES:SUMMARY)

RAT:MALE




STUDY NO. : 0032 . CLINICAL OBSERVATION (SUMMARY)
ANINMAL © RAT F344 . ALL ANINALS
REPORT TYPE : A1 2

SEX : MALE PAGE @ 1
Clinical sian Group Name Administration Week-day
0-0 0-0 0-0 0-0 1-1 1-2 1-3 1-4 1-5 1-8 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/ks 0 0 0 0 0 1 7 8 8 8 8 8 8 8
1350 mg/kg 0 0 0 0 1 5 8 9 9 9 9 9 9 9
2030 mg/kg 0 0 0 0 5 10 - - - - - - - -
LOCONOTOR MOVEMENT DECR Controtl 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/ke 0 0 0 0 2 10 9 2 1 1 0 0 0 0
1350 mo/ke 0 0 0 1 7 7 5 2 1 1 1 0 0 0
2030 mo/kg 0 1 3 3 g 5 - - - - - - - -
PRONE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mo/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 mo/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 0 1 0 0 0 0 0 0 0
1350 mg/ke 0 0 0 0 1 0 1 0 0 0 0 0 0 0
2030 mg/kg 0 0 0 0 1 1 - - - - - - - -
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mo/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 0 0 1 0 0 0 0 0 0
1350 ma/ke 0 0 0 0 1 3 1 1 0 0 0 0 0 0
2030 mg/kg 0 0 0 0 6 4 - - - - - - - -
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 - 0
400 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 ma/kg 0 0 0 0 5 6 2 2 2 1 0 0 0 0
900 mo/kg 0 0 0 0 8 10 9 3 2 2 1 1 1 1
1350 mg/ks 0 0 0 0 7 8 5 2 1 1 1 1 1 0
2030 mg/kg 0 0 0 0 3 2 - - - - - - - -

(HAN190) BAIS2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344 ALL ANINALS

REPORT TYPE ¢ Al 2

SEX : MALE PAGE : 2
Clinical sien Group Name Administration Week—day
2-4 2-5 2~6 2-7
1 1 1 1
DEATH Control 0 0 ¢ 0
400 ma/kg 0 0 0 0
600 mg/kg 0 0 0 0
800 ma/ke 8 8 8 8
1350 mg/ke 9 9 9 g9
2030 mo/ke - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0
400 mg/ke 0 0 0 0
600 mo/kg 0 0 0 0
900 mg/kg 0 0 0 0
1350 mg/ke 0 0 0 0
2030 mg/kg - - - -
PRONE Controt 0 0 0 0
400 ma/ke 0 0 0 0
600 ma/ke 0 0 0 0
900 mo/kg 0 0 0 0
1850 mg/ke 0 0 0 0
2030 mg/kg - - - -
LATERAL Control 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 0
900 mg/kg 0 0 0 0
1350 mg/kg 0 0 0 0
2030 mo/ke - - - -
HUNCHBACK POSITION Cantraol 0 ¢ 0 0
400 mo/kg 0 0 0 0
600 mg/ky 0 0 0 0
900 my/kg 0 0 0 0
1350 mg/ke 0 0 0 0
2030 mg/ke - - - -

(HAN190) BAIS2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMHMARY)
ANTHAL : RAT F344 ALL ANINALS
REPORT TYPE : A1 2

SEX : MALE PAGE : 3
Clinical sign Group Name Administration Week-day
0-0 0-0 0-0 0-0 1-1 1~2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
ATAXIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mo/kg 0 0 0 0 1 3 4 2 1 1 0 0 0 0
1350 mg/kg 0 0 0 0 2 3 1 0 0 0 0 0 0 0
2030 mg/kg 0 0 0 1 3 1 - - - - - - - -
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 0 1 0 0 0 0 0 0 0
1850 mo/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2030 mg/kg 0 0 0 0 0 0 - - - - - - - -
EXCITENENT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/ke 0 0 0 0 0 0 2 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 0 0 1 1 0 0 0 0 0
1350 mg/ky 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2030 mo/kg 0 0 0 0 0 0 - - - - - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1350 mo/ks 0 0 0 0 1 0 0 0 0 0 0 0 0 0
2030 mo/kg 0 0 0 0 0 0 - - - - - - - -
WEAKNESS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mo/ks 0 0 0 0 0 1 2 1 0 0 0 0 0 0
1350 mg/kg 0 0 0 0 2 1 2 1 0 0 0 0 0 0
2030 mg/ke 0 0 0 0 6 3 - - - - - - - -

(HAN190) BAIS2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANIHAL ¢ RAT F344 ALL ANIMALS
REPORT TYPE : A1 2

SEX : MALE PAGE ¢ 4
Clinical sign Group Name Administration Week-day
2~-4 2-5. 2-6 2-7
1 1 1 1
ATAXIC GAIT Contrel 0 0 0 0
400 ma/kg 0 0 0 0
800 ma/kg 0 0 0 0
800 mg/ky 0 0 0 0
1350 ma/kg 0 0 0 0
2030 mg/ke - - - -
PARALYTIC GAIT Control 0 0 Q0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 0
800 mg/ks 0 0 0 0
1350 mg/ke 0 0 0 0
2030 mg/kg - - - -
EXCITEMENT Controt 0 0 0 0
400 mg/kg 0 0 0 0
600 mo/kg 0 0 0 0
900 mg/ke 0 0 0 0
1350 mg/kg 0 0 0 0
2030 nmo/ke - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0
400 mg/kg 0 0 0 0
600 ma/kg 0 0 0 0
900 ma/kg 0 0 0 0
1350 mo/kg 0 0 0 0
2030 mg/kg - - - -
WEAKNESS Control 0 0 ¢ 0
400 mg/kg 0 0 0 0
800 mg/ke 0 0 0 0
900 ma/kg 0 0 0 0
1350 mg/ks 0 0 0 0
2030 mga/kg - - - -

(HAN190) BAIS2



STUDY NO. * 0032
ANIMAL ¢ RAT F344
REPORT TYPE : A1 2

SEX @ MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 5
Clinical sign Group Name Administration Week-day
0-0 0-0 0-0 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3

1 2 3 4 1 1 1 1 1 1 1 1 1 1
COLORED Control 0 0 0 0 Q0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 8 6 6 0 0 0 0 0 0 0
600 mg/ks 0 0 2 2 8 9 4 3 1 1 1 0 0 0
900 mg/kg 0 1 3 8 10 10 9 3 2 2 2 1 1 1
1350 mo/ke 0 3 6 6 10 8 5 2 1 1 1 0 0 0
2030 mg/kg 0 2 6 6 10 5 - - - - - - - -
PILOERECTION Cantrol 0 0 0 0 0 0 0 0 0 1 0 0 0 0
400 mg/kg 0 0 0 0 9 5 5 0 0 0 0 0 0 0
600 mg/kg 0 0 4 4 10 10 10 g 5 7 3 1 1 1
900 mg/ke 0 8 9 g 10 10 9 3 2 2 2 2 2 2
1350 mg/kg 0 10 10 10 10 8 5 2 1 1 1 1 1 1
2030 mo/ks 0 10 10 10 10 5 - - - - - ~ - -
TRAUMA Control 0 2 2 2 2 0 0 0 0 0 0 0 0 0
400 ma/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 mg/ky 1 1 1 1 1 0 0 0 0 0 0 0 0 0
1350 mg/kg 0 1 1 1 1 0 0 0 0 0 0 0 0 0
2030 ma/ke 0 0 0 0 0 0 - - - - - - - -
SOILED PERI GENITALIA Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mo/kg 0 0 0 0 3 1 1 0 0 0 0 0 0 0
600 ma/kg 0 0 2 2 5 5 1 1 1 1 0 0 0 0
800 mo/kg 0 1 3 3 8 7 g 3 2 2 1 0 0 0
1350 ma/ke 0 4 4 4 8 7 5 2 1 1 0 0 0 0
2030 mg/ks 0 3 6 4 10 5 - - - - - - - -
LACRYNATION Caontrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 ma/ke 0 0 0 1 1 0 0 0 0 0 0 0 0 0
900 mg/ky 0 0 0 0 2 5 7 1 0 0 0 0 0 0
1350 mg/kg 0 0 1 2 3 2 2 0 0 0 0 0 0 0
2030 ma/kg 0 0 1 2 9 4 - - - - - - - -

(HAN1S0) BAIS2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANINAL © RAT F344 ALL ANIMALS
REPORT TYPE : Al 2

SEX : MALE PAGE : 6
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
COLORED Control 0 0 0 0
400 mg/kg 0 0 0 0
600 ma/ke 0 0 0 0
300 mg/ke 1 1 0 0
1350 mg/kg 0 0 0 0
2030 mo/ke - - - -
PILOERECTION Control 0 0 0 0
400 mg/kg 0 0 0 0
600 ma/ke 0 0 0 0
900 mo/ky 2 2 2 2
1350 ma/kg 1 1 1 1
2030 mg/kg - - - -
TRAUNA Control 0 0 0 0
400 mg/kg 0 0 1 0
600 mo/ks 1 0 0 0
800 mg/ke 0 0 0 0
1350 mg/ke 0 0 0 0
2030 mg/ke - - - -
SOILED PERI GENITALIA Control 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 ¢
800 mg/kg 1 0 0 0
1350 mg/kg 1 0 0 0
2030 mg/kg - - - -
LACRYMATION Control 0 0 0 0
400 mo/kg 0 0 0 0
600 mg/kg 0 0 0 0
800 mg/ke 0 0 0 0
1350 ma/kg 0 0 0 0
2030 mg/ke - - - -

(HAN180) BAIS2



STUDY NO. : 0032
ANTMAL : RAT F344
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIXALS

Clinical sign

Graup Name

0-0

1

2

Administration Week-day

0-0 0-0

3

0-0

GUY

EYE HEMORRHAGIC DISCHA

EYE OPACITY

NOSE HEMORRHAGIC DISCHA

NOSE SEROUS DISCHARGE

Control

400
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800
1850
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mg/kg
mg/kg
mg/kg
ng/kg
no/kg
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1350
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ma/ks
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ng/ks
ng/kg

Control

400
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800
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ma/kg
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ma/kg
ng/keg

Control

400
800
800
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ma/ke
ma/ka
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mg/ke
mg/kg

Control

400
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900
1350
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ng/ke
ma/kg
ma/kg
mg/kg
na/kg
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STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANINAL ¢ RAT F344 ALL ANINALS
REPORT TYPE : A1 2

SEX : MALE PAGE ¢ 8
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
GUM Contral 0 0 0 0
400 mg/kg 0 0 0 0
600 mo/ke 0 0 0 0
900 mg/ke 1 0 0 0
1350 mg/ky 0 0 0 0
2030 mg/kg - - - -
EYE HEMORRHAGIC DISCHA Control 0 0 0 0
400 nmg/kg 0 0 0 0
600 mg/kg 0 0 0 0
800 mg/ks 0 0 0 0
1350 mg/ky 0 0 0 0
2030 mg/kg - - - -
EYE OPACITY Control 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 0
800 ma/kg 0 0 0 0
1350 ma/ke 0 0 0 0
2030 ma/kg - - - -
NOSE HEMORRHAGIC DISCHA Control 0 0 0 0
400 mo/kg 0 0 0 0
600 mg/ke 0 0 0 0
900 ma/kg 0 0 0 0
1350 ma/kg 0 0 0 0
2030 mg/ka - - - -
NOSE SERCUS DISCHARGE Controt 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 0
900 ma/kg 0 0 0 0
1350 mg/kg 0 0 ¢ 0
2030 mg/kg - - - -

(HAN180) BAIS2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANTHAL ¢ RAT F344 ALL ANIMALS
REPORT TYPE : AL 2

SEX : MALE PAGE : 9
Clinical sion Group Name Administration Week-day
0-0 0-0 0-0 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
RESPIRATORY INHIBITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 1 1 0 0 0 0 0 0 0
1350 mg/kg 0 0 0 0 1 1 1 0 0 0 0 0 0 0
2030 mg/kg 0 0 0 0 1 0 - - - - - - - -
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 0 2 1 0 0 0 0 0 0
1350 mg/kg 0 0 0 0 0 0 1 1 0 0 0 0 0 0
2030 nmg/kg 0 0 0 0 0 0 - - - - - - - -
DIARRHEA Control 0 2 2 3 1 0 0 0 0 0 0 0 0 0
400 mo/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 mg/ks 0 0 0 0 0 0 0 0 0 0 o 0 0 0
1350 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2030 mo/kg 0 0 0 0 0 0 - - - - - - - -
LOOSE STOOL Control 0 0 1 1 1 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 1 0 0 0 0 0 0 0 0 0
600 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg- 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1350 ma/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2030 mg/kg 0 0 0 0 0 0 - - - - - - - -
SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 me/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1350 mg/kg 0 0 0 0 1 1 2 1 0 0 0 0 0 0
2030 mg/kg 0 0 0 0 5 2 - - - - - - - -

(HAN180) BAIS2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344 ALL ANIMALS
REPORT TYPE : Al 2

SEX : MALE PAGE : 10
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
RESPIRATORY INHIBITION Control 0 0 0 0
400 ma/ks 0 0 0 0
600 ma/kg 0 0 0 0
900 ma/kg 0 0 0 0
1350 mg/kg 0 0 0 0
2030 mg/kg - - - -
IRREGULAR BREATHING Control 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 0
800 mg/ke 0 0 0 0
1350  mg/ke 0 0 0 0
2030 mg/ke - - - -
DIARRHEA Control 0 0 0 0
400 mo/kg 0 0 0 0
600 ma/kg 0 0 0 0
800 ma/ke 0 0 0 0
1350 ma/ke 0 0 0 0
2030 mo/kg - - - -
LOOSE STOOL Cantrol 0 0 0 0
400 mg/ks 0 0 0 0
600 ma/ke 0 0 0 0
900 ma/kg 0 0 0 0
1350 mg/kg 0 0 0 0
2030 ma/ks - - - -
SUBNORMAL TEMP Control 0 0 0 0
400 ma/ks 0 0 0 0
600 mg/kg 0 0 0 0
900 mo/ke 0 0 0 0
1350 mg/kg 0 0 0 0
2030 mg/kg - - - -

(HAN190) BAIS2



STUDY NO. + 0032 CLINICAL OBSERVATION (SUMMARY)
ANTMAL * RAT F344 ALL ANINMALS
REPORT TYPE : Al 2

SEX : MALE PAGE : 11
Clinical sign Group Name Administration Week-day
0-0 0-0 0~0 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
SALIVATION Control 0 0 ¢ 0 ¢ 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/ks 0 0 0 0 1 1 1 0 0 0 0 0 0 0
900 mg/kg 1 0 0 0 3 3 4 1 0 0 0 0 0 0
1350 mg/ke 0 0 0 0 2 1 1 1 0 0 0 0 0 0
2030 mg/ky 2 2 1 1 8 4 - - - - - -~ - -

(HAN190) BAIS2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANTHAL : RAT F344 ALL ANI¥ALS
REPORT TYPE : A1 2

SEX : MALE PAGE ¢ 12
Clinical sion Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
SALIVATION Control 0 0 0 0
400 mg/ke 0 0 0 0
600 mo/ke 0 0 0 0
900 mg/ky 0 0 0 0
1350 mg/kg 0 0 0 0
2030 mg/kg ~ - - -

(HAN190) BAIS2



APPENDIX A 1-2

CLINICAL OBSERVATION (ACUTE STUDIES:SUMMARY)

RAT: FEMALE



STUDY NO. + 0032 CLINICAL OBSERVATION (SUMMARY)
ANTNAL ¢ RAT F344 ALL ANINALS
REPORT TYPE : A1 2

SEX : FEMALE PAGE : 13
Clinical sign Group Name Administration Week-day
0-0 0-0 0-0 0-0 -1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ma/kg 0 0 0 0 0 0 0 0 0 0 0 o 0 0
900 ma/kg 0 0 0 0 0 1 6 8 8 8 8 8 8 8
1350 ma/kg 0 0 0 0 2 10 - - - - - - - -
2030 mg/kg 0 0 0 0 3 3 g 10 - - - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 1 0 0 0 0 0 0 0 0 0
600 mo/kg 0 0 0 0 4 1 0 0 0 0 0 0 0 0
300 mg/kg 0 0 0 0 8 6 5 2 0 0 0 0 0 0
1350 mo/kg 0 0 1 g 10 6 - - - - - - - -
2030 ma/kg 0 0 0 10 10 5 1 1 - - - - - -
PRONE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/kg 0 0 0 0 0 0 0 1 0 0 0 0 0 0
1350 mg/kg 0 0 0 0 2 1 - - - - - - - - -
2030 mg/kg 0 0 0 0 1 0 0 0 ~ - - - - -
LATERAL Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
800 ma/kg 0 0 0 0 0 0 0 1 0 0 0 0 0 0
1350 mg/kg 0 0 0 0 3 5 - - - - - - - -
2030 mo/kg 0 0 0 0 4 5 1 1 - - - - - -
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/ke 0 0 0 0 4 0 0 0 0 0 0 0 0 0
800 mg/kg 0 0 0 0 10 3 4 4 4 3 0 0 0 0
900 mg/kg 0 0 0 0 10 10 g 4 2 2 1 0 0 0
1350 ma/ke 0 0 1 8 9 5 - - - - - - - -
2030 mg/kg 0 0 10 10 10 5 1 1 - - - - -

(HAN180) BAIS 2



STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ RAT F344 ALL ANTHALS

REPORT TYPE : A1 2

SEX : FEMALE PAGE : 14
Clinical sion Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
DEATH Cantrol 0 0 0 0
400 ma/ks 0 0 0 0
600 ma/ke 0 0 0 0
300 ma/kg 8 8 8 8
1350 mg/kg - - - -
2030 mg/ky - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0
400 ma/ke 0 0 0 0
600 ma/kg 0 0 0 0
900 mg/kg 0 0 0 0
1350 mg/kg - - - -
2030 ma/kg - - - -
PRONE Control 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 0
900 ma/kg 0 0 0 0
1350 mg/kg - - - -
2030 mg/kg - - - -
LATERAL Control 0 0 0 0
400 mg/kg 0 0 0 0
800 mg/ke ¢ 0 0 0
900 mg/ke 0 0 0 0
1350 mg/ke - - - -
2030 mg/kg - - - -
HUNCHBACK POSITION Controt 0 0 0 0
400 mg/kg 0 0 0 0
600 ma/kg 0 0 0 0
800 mo/kg 0 0 0 0
1350 ma/ke - - - -
2030 mo/ke - - - -

(HAN190) BAIS2



STUDY NO. : 0032
ANIMAL  : RAT F344
REPORT TYPE : 41 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

Clinical sian

Group Name

1

0-0

2

Administration Week-day

0-0 0-0

3

0-0

ATAXIC GAIT

WEAKNESS

COLORED

PILOERECTION

TRAUNA

Control

400
600
900
1350
2030

ma/kg
mg/kg
ng/kg
ng/ks
ma/ke

Control

400
600
800
1350
2030

ma/kg
mg/kg
mg/kg
ma/kg
mg/kg

Control

400
600
800
1350
2030

mo/ks
ma/keg
mg/kg
mo/ke
mg/kg

Control

400
600
900
1350
2030

mg/kg
mg/ke
ma/kg
mg/kg
ng/kg

Controt

400
600
800
1350
2030

mg/kg
no/kg
ma/kg
mo/kg
ma/kg
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STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344 ALL ANIMALS

REPORT TYPE : A1 2

SEX : FEMALE PAGE : 16
Clinical sion Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
ATAXIC GAIT Control 0 0 0 0
400 mo/ke 0 0 0 0
800 mga/ko 0 0 0 0
900 mo/kg 0 0 0 0
1350 ma/ke - - - -
2030 ma/kg - - - -
WEAKNESS Control 0 0 0 0
400 me/kg 0 0 0 0
600 mg/kg 0 0 0 0
900 ma/kg 0 0 0 0
1350 mg/kg - - - -
2030 me/ke - - - -
COLORED Controt 0 0 0 0
400 ma/ks 0 0 0 0
600 mg/kg 1 2 0 0
900 ma/kg 1 1 0 ¢
1350 mg/kg - - - -
2030 mg/ke - - - -
PILOERECTION Control 0 0 0 0
400 me/kg 0 0 0 0
600 mg/ks 0 0 0 0
900 ma/kg 1 1 1 1
1350 mg/kg - - - -
2030 mg/ke - - - -
TRAUNMA Control 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/kg 0 0 0 0
900 mg/kg 0 0 0 0
1350 mg/ke - - - -
2030 mg/ke - - -
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STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANINAL © RAT F344 ALL ANIMALS
REPORT TYPE : A1 2

SEX : FEMALE

PAGE : 17
Clinjcal sign Group Nams Administration Week-day
0-0 0-0 0-0 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
SOILED PERI GENITALIA Cantrol 1 3 3 3 0 0 0 0 0 0 0 0 0 0
400 mg/ke 0 0 2 B8 7 1 1 2 2 2 0 0 0 0
600 ma/ks -0 0 2 5 5 5 1 2 2 2 0 0 0 0
900 mg/kg 0 0 0 2 6 9 8 3 1 1 0 0 0 0
1350 mg/kgy 0 0 1 7 9 5 - - - - - - - -
2030 mg/kg 0 0 1 5 9 5 1 1 - - - - - -
LACRYMATION Cantrol 0 0 0 1 0 0 0 0 0 0 0 0 0 0
400 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg 0 1 2 1 1 0 0 0 0 0 0 0 0 0
800 mg/kg 1 1 1 0 0 1 1 0 0 0 0 0 0 0
1350 mg/kg 0 0 4 7 7 5 - - - - - - - -
2030 mg/kg 0 1 3 6 g 4 1 1 - - - - - -
EYE HEMORRHAGIC DISCHA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/ks 0 0 0 0 1 0 0 0 0 0 0 0 0 0
800 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 ma/kg 0 0 0 0 0 5 5 2 0 0 0 0 0 0
1350 mg/ke 0 0 0 0 0 0 - - - - - - - -
2030 mg/ky 0 0 0 0 0 0 0 0 - - - - - -
EYE OPACITY Controlt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
400 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mo/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
900 mg/ks 0 0 ¢ 0 0 0 4 0 0 0 0 0 0 0
1350 mg/ke 0 0 0 0 1 1 - - - - - - - -
2030 mg/ke 0 0 0 0 0 0 0 0 - - - - - -
NOSE HEMORRHMAGIC DISCHA Contret 0 3 4 2 0 0 4] 0 0 0 0 0 0 0
400 mg/kg 3 7 7 10 10 0 0 0 0 0 0 0 0 0
600 ma/kg 1 5 8 g 10 1 0 0 0 0 0 0 0 0
800 mg/ke -6 9 10 10 10 10 8 2 0 0 0 0 0 0
1350 mo/kg 7 10 10 10 10 6 - - - - - - - -
2030 ma/kg 9 10 10 10 10 5 1 1 - - - - -
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STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANTMAL * RAT F344 ALL ANIMALS
REPORT TYPE : A1l 2

SEX : FEMALE PAGE : 18
Clinical sian Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
SOILED PERI GENITALIA Control 0 0 0 0
400 mg/kg 0 0 0 0
600 ma/ks 1 0 0 0
900 mg/kg 0 0 0 0
1350 mg/kg - - - -
2030 mg/ke - - - -
LACRYMATION Cantrol 0 0 0 0
400 ma/kg 0 0 0 0
600 mg/kg 0 0 0 0
300 mo/kg 0 0 0 0
1350 ma/ks - - - -
2030 mg/ke - - - -
EYE HEMORRHAGIC DISCHA Controt 0 0 0 0
400 mg/kg 0 0 0 0
600 mg/ks 0 0 0 0
800 ma/kg 0 0 Q Q
1350 mg/kg - - - -
2030 mg/kg - ~ - -
EYE OPACITY Control 0 0 0 0
400 mg/ky 0 0 0 0
600 ma/kg 0 0 0 0
300 mg/kg 0 0 0 0
1350 ma/kg - - - -
2030 mg/ke - - - -
NOSE HENORRHAGIC DISCHA Cantrol 0 0 0 0
400 mg/kg 0 0 0 0
600 mo/kg 0 0 0 0
900 ma/kg 0 0 0 0
1350 mg/kg - - - -
2030 mg/ke - - - -
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STUDY NO. : 0032
ANINAL ¢ RAT F344
REPORT TYPE : Al 2

SEX : FENALE

CLINICAL OBSERVATION (SUMKARY)
ALL ANIMALS

Clinical sign

Group Name

1

0-0
2

Administration Week-day
0-0 0-0

3

0-0

NOSE SEROUS DISCHARGE

CYANOSIS

RESPIRATORY INHIBITION

DIARRHEA

LOOSE STOOL

Control

400
600
900
1350
2030

ng/kg
ng/kg
mo/kg
ng/kg
ng/kg

Contratl

400
600
800
1350
2030

no/kg
ng/kg
ma/kg
ng/ks
ng/keg

Control

400
600
900
1350
2030

ng/kg
mg/kg
mo/ke
ma/kg
mg/kg

Cantrotl

400
600
900
1350
2030

ma/kg
mg/kg
ng/kg
mg/kg
na/ks

Controt

400
600
800
1350
2030

no/ke
me/kg
mg/kg
ma/ke
mg/kg
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STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANTMAL + RAT F344 ALL ANINALS
REPORT TYPE : AL 2

SEX : FEMALE PAGE + 20
Clinical sisn Group Name Administration Week-day
2-4 2-5 2-6 2-7
i 1 1 1
NOSE SEROUS DISCHARGE Control 0 0 0 0
400 mg/ke 0 0 0 0
800 mga/ks 0 0 0 0
900 mg/kg 0 0 0 0
1350 mg/kg - - - -
2030 mg/ke - - - -
CYANOSIS Control 0 0 0 0
400 ma/ke 0 0 0 )
600 mo/kg 0 0 0 0
900 ma/ke 0 0 0 0
1350 mg/kg - - - -
2030 mg/kg - - - -
RESPIRATORY INHIBITION Control 0 0 Q 0
400 ma/kg 0 0 0 0
600 mo/ks 0 0 0 0
800 mg/kg 0 0 0 0
1350 mg/kg - - - -
2030 mg/ke - - - -
DIARRHEA Control 0 0 0 0
400 ma/ke 0 0 0 0
600 ma/kg 0 0 0 0
800 mg/kg 0 0 0 0
1350 mg/kg - - - -
2030 mg/kg - - - -
LOOSE STOOL Control ¢ 0 0 0
400 ma/kg 0 0 0 0
800 ma/ke 0 0 0 0
900 mg/kg 0 0 0 0
1350 mg/kg - - - -
2030 mg/ke -
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STUDY NO. : 0032
ANIMAL : RAT F344
REPORT TYPE : A1l 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

0-0

1

2

Administration Week-day

0-0 0-0

3

0-0

SUBNORMAL TEMP

SALIVATION

Control

400
600
800
1350
2030

mg/kg
ma/kg
mg/kg
ng/kg
mo/kg

Control

400
600
900
1350
2030

mg/kg
ma/kg
ng/kg
mg/kg
ma/kg
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STUDY NO. : 0032 CLINICAL OBSERVATION (SUMMARY)
ANIHAL ¢ RAT F344 ALL ANINALS
REPORT TYPE 5 Al 2

SEX : FEMALE PAGE : 22
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
SUBNORMAL TEXP Cantrol 0 0 0 0
400 mg/ke 0 0 0 0
600 mg/kg 0 0 0 0
900 my/kg 0 0 0 0
1350 ma/ks - - - -
2030 mga/ke - - - -
SALIVATION Cantrot 0 0 0 0
400 me/kg 0 0 0 0
600 mg/kg 0 0 0 0
800 ma/kg 0 0 0 0
1350 ma/ke - - - -
2030 mg/kg - - -

(HAN190) BAIS2



APPENDIX A 1-3

CLINICAL OBSERVATION (ACUTE STUDIES:SUMMARY)

MOUSE :MALE




STUDY NO. + 0033 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 2

SEX ¢ MALE PAGE : 1
Clinical sign Group Name Administration Week-day
0-0 0~0 -0 0-0 1-1 1-2 1-3 1-4 1-6 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 0 0 0 0 0 0 0 0 0 V] 0 0 0
610 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
877 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mg/kg 0 0 0 0 0 1 3 5 5 5 5 5 5 5
2500 mg/ke 0 0 0 0 0 7 9 10 - - - - - -
4000 mg/ke 1 1 1 1 1 9 10 - - - - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/ks 7 7 8 2 0 0 0 0 0 0 0 0 0 (]
977 ma/kg 10 10 10 7 2 ¢ 0 0 0 0 0 0 0 0
1560 mg/kg 10 10 10 10 10 7 4 2 1 1 1 1 0 0
2500 mo/ke 10 10 10 10 9 10 3 1 - - - - - -
4000 mg/kg 9 g 9 9 ] 5 1 - - - - - - -
PRONE Caontrol 0 0 0 ¢ 0 ¢ 0 ¢ 0 0 0 0 0 0
6810 mo/kg 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
977 nmg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mo/kg 1 1 0 0 ¢ 0 0 0 0 0 0 [4 0 0
2500 mg/kg 3 2 . 3 2 3 3 0 0 - = - - - -
4000 mo/kg 5 2 5 5 5 2 0 - - - - - - -
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 mg/ke 0 0 0 0 0 0 0 0 0 0 0 Q 0 0
1560 mg/kg 0 0 0 0 1 1 0 0 0 0 0 0 0 0
2500 ma/kg 0 1 0 2 4 4 0 0 - - - - - -
4000 mo/kg 2 5 2 3 3 2 0 - - - - - - -
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 ma/kg 8 9 10 4 1 0 0 0 0 0 0 0 0 0
1560 ma/kg 10 10 10 9 9 8 8 6 3 1 1 1 1 0
2500 mg/kg 8 6 7 5 8 7 3 1 - - - - - -
4000 ma/kg 4 4 4 4 4 4 1 - - - - -

(HAN1S0) BAIS2



STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANIHAL * MOUSE BDF1 ALL ANIMALS
REPORT TYPE : A1 2

SEX : MALE PAGE @ 2
Clinical sion Group Name Administration Week-day
2-4 2-5 2~8 2-7
1 1 1 1
DEATH Control 0 0 0 0
610 mo/kg 0 0 0 0
977 mg/ks 0 0 0 0
1560 mg/kg 5 5 5 5
2500 mg/kg - - - -
4000 mg/ks - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0
610 mg/kg 0 0 0 0
977 ma/ks 0 0 0 0
1560 mo/kg 0 0 0 0
2500 ma/kg - - - -
4000 mg/ks - - - -
PRONE Control 0 0 0 0
610 mg/kg 0 0 0 0
977 ma/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/kg - - - -
4000 ma/kg - - - -
LATERAL Control 0 0 0 0
610 ma/ke 0 0 0 0
977 me/kg 0 0 0 0
1560 ms/ke 0 0 0 0
2500 ma/ke - - - -
4000 mg/kg - - - -
HUNCHBACK POSITION Control 0 0 0 0
610 mg/kg 0 0 0 0
977 me/kg 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/ke - - - -
4000 mg/kg - -
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STUDY NO. : 0033
ANIMAL :+ MOUSE BDF1
REPORT TYPE : A1l 2

SEX & MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

Clinical sion

Group Name

0-0

i

2

Administration Week—day

0-0 0-0

3

0-0

ATAXIC GAIT

PARALYTIC GAIT

CONVULSION

TRENOR

STRAUB TAIL

Control

610
977
1560
2500
4000

ma/kg
mg/kg
ma/kg
mg/ke
mg/kg

Control

610
977
1660
2500
4000

ng/Ks
mg/kg
mg/kg
ng/kg
mg/Kg

Control

810
877
1560
2500
4000

ng/kg
ma/kg
ng/kg
na/kg
ma/kg

Control

610
g77
1560
2500
4000

mg/kg
mg/kg
no/kg
mg/kg
ma/kg

Control

610
77
1560
2500
4000

na/keg
ma/kg
mg/kg
mg/ks
me/kg
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STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : MOUSE BDF1 ALL ANTMALS

REPORT TYPE : A1 2

SEX : MALE PAGE 3 4
Ctinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
ATAXIC GAIT Control 0 0 0 0
610 mg/kg 0 0 0 0
977 ma/ky 0 0 0 0
1560 mo/kg 0 0 0 0
2500 me/ks - - - -
4000 mg/kg - - - -
PARALYTIC GAIT Control 0 0 0 0
610 mg/Kg 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/ky 0 0 0 0
2500 mo/kg - - - -
4000 mg/kg - - - -
CONVULSION Control 0 ¢ 0 0
610 mg/kg 0 0 0 0
977 ng/kg 0 0 0 0
1560 mg/ko 0 0 0 0
2500 mg/kg - - - ~
4000 mg/ke - - - -
TREMOR Controt 0 ¢ 0 0
610 ma/kg 0 0 0 0
977 ng/kg 0 0 0 0
1560 ma/kg 0 0 0 0
2500 ma/kg - - - -
4000 mg/kg - = - -
STRAUB TAIL Control [t} 0 0 0
610 me/kg 0 0 0 0
977 ma/ke 0 0 0 0
1560 mo/kg 0 0 0 0
2500 mg/ke - - - -
4000 mg/kg - -

(HAN1S0) BAIS2



STUDY NO. : 0033
ANTHAL ¢ MOUSE BDF1
REPORT TYPE ¢ A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMNARY)
ALL ANINALS

Clinical sign

Group Name

1

0-0

2

Administration Week-day

0-0 0-0

3

WEAKNESS

SOILED

COLORED

PILOERECTION

LOSS OF HAIR

Control

810
77
1560
2500
4000

mg/keg
mg/kg
ng/ks
ng/kg
ng/kg

Cantrol

610
77
1560
2500
4000

ma/kg
mg/kg
ma/kg
mg/Kg
mg/ke

Control

810
977
1560
2500
4000

mg/ks
ng/ks
ma/ke
ma/kg
mg/kg

Control

610
977
1560
2500
4000

ma/kg
mg/kg
ma/kg
ng/kg
mg/kg

Control

610
77
1560
2500
4000

no/ke
mg/kg
ng/kg
ng/kg
mg/kg
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STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANTMAL + HOUSE BDF1 ALL ANIMALS
REPORT TYPE : 41 2

SEX : MALE PAGE : 8
Clinical sisn Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
WEAKNESS Control 0 0 0 0
610 mg/ke 0 0 0 0
977 mo/kg 0 0 0 0
1560 mo/kg 0 0 0 0
2500 mg/kg - - - -
4000 mg/kg - - - -
SOILED Control 0 0 0 90
610 ma/kg 0 0 0 0
977 ma/kg 0 0 0 0
1860 mg/kg 1 1 1 0
2500 mg/kg - - - -
4000 mo/ke - - - -
COLORED Control 0 0 0 0
610 mo/kg 0 0 0 0
977 ma/kg 0 0 0 0
15680 mg/kg 1 1 1 0
2500 mo/ke - - - -
4000 mo/kg - - - -
PILOERECTION Control 0 0 Q 0
610 ma/kg 2 0 1 1
977 mg/kg 0 0 0 1
1560 ms/kg 1 1 1 0
2500 mg/ke - - - -
4000 mg/kg - - - -
LOSS OF HAIR Controt 0 0 0 0
610 mo/ke 0 0 0 0
977 mg/ke 0 0 ¢ 0
1560 ma/kg 1 1 1 2
2600 mg/kg - - - -
4000 mg/ke - - -

(HAN190) BAIS2



STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 2

SEX @ MALE PAGE : 7
Clinical sign Group Name Administration Week-day
0-0 0-0 0-0 0~0 1-1 1-2 i-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
TRAUNA Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 1 1 1 1 1 1 1 1 1 1 1 0 0 0
977 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2500 mo/ke 0 0 0 0 0 0 0 0 - - - - - -
4000 mg/ke 0 0 0 0 0 0 0 - - - - - - -
SOILED PERT GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 0 0 0 0 1 1 1 0 0 0 0 0 0 0
977 ma/ka 0 0 1 0 5 2 1 2 0 2 0 0 0 0
1560 mg/kg 1 1 0 0 7 9 7 5 3 2 2 1 1 1
2500 ma/ks 0 1 0 0 8 10 3 1 - - - - - -
4000 mg/kg 1 1 0 0 8 5 1 - - - - - - -
LACRYMATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mg/kg 2 0 0 0 0 0 1 0 0 0 0 0 0 0
2500 mg/ke 1 0 0 0 0 1 1 0 - - - - - -
4000 mg/ke 2 1 0 0 0 0 0 - - - - - - -
GUY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 ma/ke 0 0 0 0 0 1 2 2 1 1 1 1 0 0
2500 ma/kg 0 0 0 0 0 1 1 0 - - - - - -
4000 ma/kg 0 0 0 0 0 1 1 - - - - - - -
NOSE SEROUS DISCHARGE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/ke 1 0 0 0 0 0 0 0 0 0 0 0 0 0
977 mg/kg 4 0 0 1 0 0 0 0 0 0 0 0 0 0
1560 ma/kg 9 3 0 0 0 1 1 0 0 0 0 0 0 0
2500 mg/kg 10 0 0 0 2 2 0 0 - - - - - -
4000 mg/kg 10 1 1 0 4 2 0 - - - -

(HAN180) BAISZ



STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANINMAL + HOUSE BDF1 ALL ANIMALS
REPORT TYPE : AL 2

SEX : MALE PAGE ¢ 8
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
TRAUKA Control 0 0 0 0
610 mg/keg 0 0 0 0
977 mg/Ke 0 0 0 o
1560 mo/ks 0 0 0 ¢
2500 ma/ke - - - -
4000 mg/kg - - - -
SOILED PERI GENITALIA Cantrol 0 0 0 0
610 mg/kg 0 0 0 0
877 ma/kg 0 0 0 0
1560 mg/kg 1 0 0 0
2500 mg/kg - - - -
4000 mg/kg - - - -
LACRYMATION Control 0 0 0 0
810 ma/ke 0 0 0 0
977 mg/kg 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mg/ky - - - -
4000 mg/ks - - - -
GUM Control 0 0 0 0
610 mg/ke 0 0 0 0
977 ma/kg 0 0 0 0
1560 ma/kg 0 0 0 0
2500 mg/ke - - - -
4000 mg/kg - - - -
NOSE SEROUS DISCHARGE Control 0 0 0 0
610 ma/kg 0 0 0 0
877 ma/kg 0 0 0 0
1560 ma/ke 0 0 0 0
2500 mg/ks - - - -
4000 mo/kg - - -

(HAN190) BAIS2



STUDY. NO. : 0033
ANIMAL ~ : MOUSE BDF1
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

Clinical sion

Group Name

0-0

1

0-0

2

Administration Week—day
0-0

3

0-0

NOSE FORMY DISCHARGE

RESPIRATORY INHIBITION

IRREGULAR BREATHING

NOISY

SUBNORMAL TEMP

Control

610
977
1560
2500
4000

mg/kg
ng/kg
ma/kg
mg/kg
mg/kg

Control

610
g77
1560
2500
4000

ng/keg
ma/kg
ma/kg
mg/kg
ng/kg

Control

610
977
1560
2500
4000

mg/kg
mg/kg
ng/kg
ng/kg
mg/kg

Control

610
a77
1560
2500
4000

mg/kg
mg/kg
mg/kg
ng/kg
ma/kg

Control

610
a77
1580
2500
4000

mg/kg
ma/kg
mg/kg
ng/kg
mg/kg
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STUDY NO. : 0038 CLINICAL OBSERVATION (SUMHARY)
ANINAL ¢ MOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 2

SEX : MALE PAGE @ 10
Clinical sian Group Name Administration Week—day
2-4 2-5 2-6 2-7
1 1 1 1
NOSE FORMY DISCHARGE Controtl Q 0 0 0
610 mo/kg 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/kg - - - -
4000 ma/ke - - - -
RESPIRATORY INHIBITION Control 0 0 Q 0
610 ma/ke 0 0 0 0
977 nmo/kg 0 0 o 0
1560 ma/ks 0 0 0 0
2500 mg/kg - - - -
4000 mg/ks - - - -
IRREGULAR BREATHING Contral 0 0 0 0
610 mg/ks 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mg/ke - - - -
4000 mg/kg - - - -
NOISY Control 0 0 0 0
810 mg/kg 0 0 0 0
977 mg/ke 0 0 0 0
1560 ma/ky 0 0 0 0
2500 mg/kg - - - _
4000 mg/ke - - - -
SUBNORMAL TEMP Control 0 0 0 0
610 mg/kg 0 0 0 0
977 ma/kg 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/ka - - - -
4000 mg/kg - - - -

(HAN190) BAIS2



STUDY NO. : 0033
ANTMAL ¢ MOUSE BDF1
REPORT TYPE : A1 2

SEX ¢ MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE : 11
Clinical sien Graup Name Administration Week—day
0-0 0-0 0-0 0-0 1-1 -2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
SALIVATION Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 1 2 1 0 0 0 0 0 0 0 0 0 0 0
977 mu/kg 0 1 0 0 0 0 0 0 0 0 0 0 0 0
1560 ma/kg 3 1 0 0 1 1 1 1 0 0 0 0 0 0
2500 mg/kg 6 0 0 0 2 2 1 0 - - - - - -
4000 mg/ke 10 2 0 1 2 1 1 - - - -
(HAN180) BAIS2



STUDY NO. : 0033
ANTHAL ¢ MOUSE BDF1
REPORT TYPE ¢ Al 2

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

SEX ¢ MALE PAGE : 12
Clinical sisn Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
SALIVATION Controtl 0 0 0 0
610 ma/ks 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/ke - - - -
4000 mg/kg - -
(HAN180) BAIS2



APPENDIX A 1-—4

CLINICAL OBSERVATION (ACUTE STUDIES:SUMMARY)

MOUSE: FEMALE




STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE BDF1 ALL ANIMALS
REPORT TYPE : A1 2

SEX : FEMALE PAGE : 13
Clinical sign Graup Name Administration Week-day
0-0 0-0 0-0 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 mo/ks 0 0 0 0 0 0 1 1 1 1 1 1 1 1
1560 ma/ks 0 0 0 0 0 1 6 6 7 7 7 7 7 7
2500 mg/kg 0 0 0 0 1 8 10 - - - - - - -
4000 mo/ke 1 2 2 2 3 10 - - - - - - - -
LOCONOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 0 1 1 1 0 0 0 0 0 0 0 0 0 0
977 mg/kg 4 4 10 10 6 1 1 0 0 0 0 0 0 0
1560 mg/kg 6 7 10 10 8 8 7 2 1 0 0 0 0 0
2500 ma/kg 8 8 10 10 10 9 2 - - - - - - -
4000 mg/kg 10 9 8 8 8 6 - - - - - - - -
LOCOXOTOR MOVENENT INCR Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 ma/ky 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mg/ke 0 0 0 0 0 1 0 0 0 0 0 0 0 0
2500 me/ke 0 0 0 0 0 0 0 - - - - - - -
4000 mg/ke 0 0 0 0 0 0 - - - - - - - -
PRONE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
810 mo/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 ma/kg 3 1 1 0 1 1 0 0 0 0 0 0 0 0
2500 ma/kg 2 1 2 2 4 4 0 - - - - - - -
4000 ma/ks 8 6 5 3 3 3 - - - - - - - -
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
810 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mo/ke 1 0 0 1 0 1 1 0 0 0 0 0 0 0
2500 mo/kg 3 1 1 1 1 2 1 - - - - - - -
4000 ma/ke 1 1 1 5 5 3 - - - - - -

(HAN190) BAIS2



STUDY NO, : 0033 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ MOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 2

SEX ¢ FEMALE PAGE ¢ 14
Clinical sign . Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
DEATH Cantrol 0 0 0 0
610 ma/ks 0 0 0 0
977 mg/kg 1 1 1 1
1660 mg/kg 7 7 7 7
2500 mg/ke - - - -
4000 mg/kg - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0
610 mg/kg 0 0 0 0
977 nmg/kg 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/kg - - - -
4000 mg/kg - - - -
LOCONOTOR MOVEMENT INCR Control 0 0 0 0
610 ma/kg 0 0 0 0
977 mg/kg 0 0 0 0
1560 mg/ke 0 0 0 0
2500 mg/kg - - - -
4000 mg/kg - - - -
PRONE Control 0 0 0 0
610 mg/kg 0 0 0 0
977 ma/ks 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mo/ke - - - -
4000 mg/kg - - - -
LATERAL Controt 0 0 0 0
610 ma/ke 0 0 0 0
977 mg/ks 0 0 0 0
1860 ma/ke 0 0 0 0
2500 mg/kg - - - -
4000 mg/ke - -

(HAN190) BAIS2



STUDY NO. : 0033
ANITHAL © MOUSE BDF1
REPORT TYPE : A1 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

Clinical sign

Group Name

1

0-0

2

Administration Week-day

0-0 0-0

3

0-0

HUNCHBACK POSITION

BODY SAG

ATAXIC GAIT

PARALYTIC GAIT

CONVULSION

Control

810
77
1560
2500
4000

ma/kg
ma/kg
ng/ke
ng/Kg
mo/ke

Control

610
a77
1560
2500
4000

mg/ke
mg/kg
ma/kg
ma/ke
mo/kg

Controt

610
g77
1560
2500
4000

ng/kg
ma/kg
mg/kg
ma/kg
ng/kg

Control

610
977
1560
2500
4000

mo/kg
ng/kg
ma/kg
mg/kg
no/kg

Control

610
77
1560
2500
4000

ng/kg
mg/kg
mg/ks
mg/kg
mg/kg

OO OO Do OO N DN OO oD UIW o O

DN WD OO

—
W0 D

OO DD OO R W OO DD DD

OO OO

—
OO OO OO —_ =D OO DO OO D [o2 BT <ol s > B )

DD DO OO

—
N OO NN OO

DD OO —_ O OO O OO OO O

OO OO OO

—
)OO D D

- NDD DO o s O OO O DD OO D

OO DO DO

O ODOMN OO —_ N OO [= =N lel MNWWW DD

OO DO O D

I O = O o O 1 =N OO I OO OO O | DD O OO

[ IR RN = R e e )

1o s O

I OO OO 1 | OO0 o0 | B B === v} LI e e o B |

oo oo LI e i e} | =~ B i - ) 1 | = oo

P OO OO

OO0 0O oo oo [ S e B e Y )

[ = i e I

I oo o O

] OO O o [ I B - e ] oo oo | I I B R I ) LI B - )

PO O OO oo oo 1 oo o0 oo oo

OO 0O

I OO0 oo oo oo oo oo

I o O oo

oo oo

oo oo [} I OO OO [ B = = e R )

| © OO O

I o OO o

(HAN180)

BAIS2



STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANTHAL : NOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 2

SEX : FEMALE PAGE : 16
Clinical sign Group Name Administration Week—day
: 2-4 2-5 2-6 2-1
1 1 1 1
HUNCHBACK POSITION Control 0 0 0 0
610 mg/ks 0 0 0 0
877 mg/ke 0 0 0 0
1560 ma/ky 0 0 0 0
2500 ma/ke - - - -
4000 mg/ke - - - -
BODY SAG Control 0 0 0 0
810 mg/kg 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mg/ke - - - -
4000 mg/kg - - = -
ATAXIC GAIT Contral 0 0 0 0
610 ms/kg 0 0 0 0
977 ma/kg 0 0 0 0
1560 ma/ke 0 0 0 0
2500 mg/kg - - - -
4000 mg/ke - - - -
PARALYTIC GAIT Controt 0 0 0 0
610 ma/kg 0 0 0 0
977 nmg/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mg/kg - - - -
4000 mg/ke - - - -
CONVULSION Control 0 0 0 0
610 ma/ke 0 0 0 0
977 mg/ke 0 0 0 0
1560 ma/kg 0 0 0 0
2500 mo/kg - - - -
4000 mg/ks - -

(HAN1S0) BAIS 2



STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANTHAL : MOUSE BDF1 ALL ANIMALS
REPORT TYPE : 41 2

SEX : FEMALE PAGE : 17
Clinical sign Group Name Administration Week-day
0-0 0-0 0-0 0-0 1-1 1-2 1-3 1-4 1-5 1-6 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
STRAUB TAIL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
877 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mg/kg 3 1 0 0 0 0 0 0 0 0 0 0 0 0
2500 mg/kg 3 0 0 0 0 0 0 - - - - - - -
4000 mg/ke 4 1 1 0 0 0 - - - - - - - -
WEAKNESS Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1560 mg/kg 0 0 0 0 1 0 0 0 0 0 0 0 0 0
2500 mg/kg 0 0 0 0 4 8 1 - - - - - - -
4000 mg/ke 0 0 0 0 7 8 - - - - - - - -
SOILED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 ma/ke 0 0 0 0 0 3 1 0 0 0 0 0 0 0
1560 mg/kg 0 0 0 0 2 3 3 1 0 0 0 0 0 0
2500 mg/kg 0 0 0 0 0 0 0 - - - - - - -
4000 mo/kg 0 0 0 0 1 1 - - - - - - - -
COLORED Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
977 ma/ke 0 0 0 0 1 3 1 0 0 0 0 0 0 0
1560 ma/kg 0 0 0 0 5 10 8 3 3 2 2 0 0 0
2500 ma/kg 0 0 0 0 8 9 2 - - - - - - -
4000 mo/kg 0 0 0 0 7 6 - - - - - - - -
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
610 ma/kg 0 1 0 7 1 2 2 3 3 2 2 2 2 0
877 mg/ks 0 0 0 4 10 10 10 9 9 8 8 1 1 0
1560 mg/kg 1 3 1 5 9 9 9 4 3 2 1 0 0 0
2500 ma/kg 1 4 5 8 8 8 2 - - - - - - -
4000 mg/ke 1 2 2 1 4 4 - - - - - - -

(HAN180) BAIS2



STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANINAL  : MOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 2

SEX : FEMALE PAGE : 18
Clinical sign Group Name Administration Week-day
2~4 2-5 2-6 2-7
1 1 1 1
STRAUB TAIL Control 0 0 0 0
610 ma/kg 0 0 0 0
877 mg/ke 0 0 0 0
1560 mo/ke 0 0 0 0
2500 mg/ke - - - -
4000 mg/ke - - - -
WEAKNESS Control 0 0 0 0
610 mo/kg 0 0 0 0
977 mg/kg 0 0 0 0
1560 ma/kg 0 0 0 0
2500 mg/kg - - - -
4000 mo/ke - - - -
SOILED Control 0 0 0 0
610 mg/kg 0 0 0 0
877 mg/kg 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mg/kg - - - -
4000 mo/ke - - - -
COLORED Controt 0 0 0 0
610 mg/kg 0 0 0 0
977 mg/kg 0 0 0 0
1860 mg/kg 0 0 0 0
2500 mg/kg - - - -
4000 mg/ka - - - -
PILOERECTION Control 0 0 0 0
610 ma/kg 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mg/ks - - - -
4000 mg/kg - - -

(HAN190) BAIS2



STUDY NO. : 0033
ANTHAL : MOUSE BDF1
REPORT TYPE : A1 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

Clinicat sion

Group Name

1

0-0

2

Administration Week-day

0-0 0-0

3

0-0

TRAUMA

SOILED PERI GENITALIA

LACRYNATION

GUY

NOSE SEROUS DISCHARGE

Control

610
q77
1860
2500
4000

ng/kg
ng/kg
mg/kg
mg/kg
mg/kg

Control

610
977
1560
2500
4000

ng/kg
ng/kg
mg/kg
mg/kg
mg/kg

Cantrol

610
977
1560
2500
4000

ma/kg
mg/kg
mg/kg
mg/Kg
ng/kg

Control

610
977
1860
2500
4000

mg/kg
ma/kg
ma/kg
ma/kg
ng/kg

Control

610
g7
1560
2500
4000

ng/kg
mg/kg
mg/kg
mg/kg
ma/kg
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STUDY NO. + 0033 CLINICAL OBSERVATION (SUMMARY)
ANINAL ¢ MOUSE BDF1 ALL ANIMALS
REPORT TYPE : A1 2

SEX : FEMALE PAGE : 20
Clinical sign Group Name Administration Week-day
2~4 2-5 2-6 2-7
1 1 1 1
TRAUMA Control 0 0 0 0
610 mg/ks 0 0 0 0
977 mo/ks 0 0 0 0
1560 ma/ke 0 ¢ 0 0
2500 mo/kg - - - -
4000 mg/kg - - - -
SOILED PERI GENITALIA Control 0 0 0 0
610 ma/kg 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/ke 0 0 0 0
2500 mg/kg - - - -
4000 mg/kg - - - -
LACRYMATION Contraol 0 0 0 0
610 ma/ke 0 0 0 0
977 mo/ks 0 0 0 0
1560 mg/ks 0 0 0 0
2500 mg/ke - - - -
4000 mo/ke - - - -
GUH Control 0 0 0 0
610 mg/kg 0 0 0 0
977 mg/ke 0 0 0 0
1560 mo/ke 0 0 0 0
2500 mg/kg - - - -
4000 mg/ke -~ - - -
NOSE SEROUS DISCHARGE Control 0 0 0 0
610 mg/ke 0 0 0 0
977 mg/kg 0 0 0 0
1560 ma/ke 0 0 0 0
2500 mg/kg - - - -
4000 mo/ke - -

(HAN1S0) BAISZ



STUDY NO. : 0033
ANINAL : MOUSE BDF1
REPORT TYPE ¢ A1 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

1

0-0

2

Administration Week—day

0-0 0-0

3

0-0

RESPIRATORY INHIBITION

IRREGULAR BREATHING

LOOSE STOOL

SUBNORMAL TEMP

SALIVATION

Contral

610
977
1580
2500
4000

no/kg
mg/kg
mg/kg
mg/kg
ng/kg

Controt

610
977
1560
2500
4000

no/ke
ma/kg
mg/kg
ng/ke
ma/ks

Control

610
77
15660
2500
4000

mg/kg
ng/kg
ma/ks
mg/ke
mg/kg

Control

610
877
1560
2500
4000

mg/ks
ng/kg
mo/kg
ng/ke
ne/kg

Control

610
877
1560
2500
4000

ma/kg
mg/kg
ng/kg
ma/kg
mg/kg
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STUDY NO. : 0033 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ NOUSE BDF1 ALL ANIMALS
REPORT TYPE : Al 2

SEX : FEMALE PAGE : 22
Clinical sign - Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
RESPIRATORY INHIBITION Control 0 0 0 0
610 ma/ke 0 0 0 0
977 ma/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mo/ke - - - -
4000 mg/ke - - - -
TRREGULAR BREATHING Control 0 0 0 ¢
610 nmg/ks 0 0 0 0
977 mg/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/kg - - - -
4000 mg/kg - - - -
LOOSE STOOL Control 0 ¢ 0 0
. 610 mg/ks 0 0 0 0
977 ma/ke 0 0 0 0
1560 mg/kg 0 0 0 0
2500 ma/kg - - - -
4000 nmg/kg - - - -
SUBNORMAL TENP Control 0 0 0 0
610 ma/kg 0 0 0 0
877 mg/kg 0 0 0 0
1560 ma/kg 0 0 0 0
2500 me/ke - - - -
4000 mg/kg - - - -
SALIVATION Control 0 0 0 0
610 mg/kg 0 0 0 0
977 ma/kg 0 0 0 0
1560 mg/kg 0 0 0 0
2500 mg/ke - - - -
4000 mo/ke - - - -

(HAN190) BAIS2



APPENDIX A 2-1

BODY WEIGHT CHANGES (ACUTE STUDIES:SUMMARY)

RAT:MALE



STUDY NO. : 0032 BODY WEIGHT CHANGES (SUMKARY)

ANINAL ¢ RAT F344 ALL ANIMALS
UNIT i g
REPORT TYPE : A1 2
SEX : MALE PAGE ¢ 1
Group Name Adninistration week-day.
0-0 1-1 1-2 1-4 1-7 2-3 2-7

Control 108k 4 1224 4 1294 4 1414 5 160+ 6 1784 7 202+ 7
400 mg/kg 109+ 4 107+ 3kx 112+ 4 126+ 4xk 1464 Txx 169+ 7 196+ 8
600 mg/kg 109+ 4 102+ 4xx 100t Txx 114+ Gk 135 10w 1694 1l¥x 188+ 13%
300 mg/ke 109% 4 99+ 3xx 90+ xx 861 18« 1081 18%x 1331+ 23%x 1653  24#x
1350 mo/kg 109+ 4 g8+ 4xx 92% 4k 89+ Txx 11+ 0 1384 0 1764 0
2030 ma/kg 09+ 4 97 dxx 941 Owx - - - -

Significant difference ¥ 1 P = 0,05 ¥ 1 P = 0.01 Test of Dunnett

(HAN260) BAIS2



APPENDIX A 2-2

BODY WEIGHT CHANGES (ACUTE STUDIES:SUMMARY)

RAT: FEMALE



STUDY NO. : 0032 BODY WEIGHT CHANGES (SUMMARY)
ANINAL ¢ RAT F344 ALL ANIMALS
UNIT g
REPORT TYPE : A1 2
SEX : FEMALE PAGE : 2
Group Name Administration week-day.
0-0 1-1 1-2 1-4 -7 2-3 2-7
Controt 84+ 2 92+ 6 95+ g 100+ 13 1114 7 122+ 5 133+
400 mg/kg 84% 2 83+ 5 86k 3 e5% 4 1064 4 120% 4 134+
600 mg/kg 84+ 2 80+ 4x 80+ 3 g1+ 3xx 104% 3xx 1204 3 1354
900 mo/ks 84+ 2 774 2%% 73+ 4xx 73f  1lxx 924 THx 1124 6% 134+
1350 mo/kg 84+ 2 77+ 3wx 73+ Ixx - - - -
2030 ma/kg 84k 2 76k 2%k T4+ 3xx - - - -
Significant difference ; *: P = 0.0 xx ¢ P = 0,01 Test of Dunnett
(HAN260) BAIS2



APPENDIX A 2-3

BODY WEIGHT CHANGES (ACUTE STUDIES:SUMMARY)

MOUSE :MALE



STUDY NO. : 0033 BODY WEIGHT CHANGES (SUMHARY)

ANINAL : MOUSE BDF1 ALL ANIMALS
UNIT i g
REPORT TYPE : Al 2
SEX : MALE PAGE : 1
Group Name Administration week-day
0-0 C1-1 1-2 1-4 1-7 2-3 2-7

Control 20,7+ 0.8 23.2+% 0.7 24.0 0.8 247t 0.8 25.0% 0.8 25.3%+ 0.9 28.2+ 0.8
610 ma/kg 20,7t 0.8 20.4+  1.1xx 22,84 1.4% 24.4:E 1.4 25.2+% 1.8 25.3% 1.6 26.5+ 1.7
977 mg/kg 20.8+ 0.8 18.6% 1.1%x 21,51 0,9 23.2t 1.3 25,24 1.2 26.6+ 1.1 26,6 1.0
1560 mg/kg 20.8+ 0.8 19.3F  0.9xx 18,31+ 1.0%x 18.24+ 1.9%x 21.1f 5.0 24.5+ 3.0 26.1% 2.0
2500 ma/kg 20.7+ 0.9 19.24  0.8x%x 18.6F 0.9%x 18,2+ 0.0 - - -
4000 mg/ks 20.8t 0.8 19.9%  0.7xx 19.0  0.7xx - - - -

Significant difference ; x ¢ P = 0.05 ¥t 1 P = 0,01 Test of Dumnett

(HAN260) BAIS2



APPENDIX A 2-—4

BODY WEIGHT CHANGES (ACUTE STUDIES:SUMMARY)

MOUSE: FEMALE



STUDY NO. : 0033 BODY WEIGHT CHANGES (SUMMARY)

ANTHAL ¢ MOUSE BDF1 ALL ANIMALS
UNIT t g
REPORT TYPE : Al 2
SEX : FEMALE PAGE : 2
Group Name Administration week-day.
0-0 1-1 1-2 1-4 1-7 2-3 2-7

Control 15.94& 0.7 18.1+ 0.8 - 18.31+ 0.8 18.9%f 0.9 19.0%+ 0.8 13.0£ 0.8 1.6+ 0.8
610 ma/kg 15.8+ 0.7 15.5+ 0.9%x 17.2+ 0.8« 18.6+ 0.8 19.1+% 1.0 1.0+ 0.8 1.7+ 0.8
977 mg/kg 15,8+ 0.6 14,84 0.6%x 15,71 1.0 17.24  0.9%x 19,5+ 1.2 - 20,0+ 0.8 20.2% 0.7
1560 mg/kg 15.9%+ 0.6 14,5+ 0.5%x 13,7 0.8%x 15,11 2.2%x 1.7+ 0.7 19.3+ 0.8 19.8% 0.4
2500 mg/kg 15,8+ 0.6 14,74 0.5xx 14.01k  0.6%x - - - -
4000 mg/kg 15.9+& 0.7 15.0%  0.B6#x 14.8% 0.5%x - - - -

Significant difference ¥ : P = 0,00 ** 1 P = 0.01 Test of Dunnett

(HAN260) BAIS2



APPENDIX A 3-1

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

RAT:MALE :DEAD AND MORIBUND ANIMALS



STUDY NO. @ 0032 ; GROSS FINDINGS (SUMMARY)

ANINAL + RAT F344 ’ DEAD AND MORIBUND ANIMALS (0~ 2W)
REPORT TYPE ¢ Al
SEX + MALE PAGE : 1
Group Name Control 400 mo/kg 600 mg/kg 900 mg/ke
Organ Findings ¥0. of Animals 0 (%) 0 (%) 0 (%) 8 (%)
subcutis black zone - () - (0 - (9 1 (13
lung red - (9 - () - (A9 0 (0
brown - (9 - (9 - (9 6 (75
thymus atrophic - (9 - (9 - (9 7 (88)
red - (9 - (9 - () 1 (13)
red zone - (9 - (") - (9 4 (50
heart red zone - (=) - (9 - (9 5 (63)
rectum red zane - () - (9 - (9 1 (13)
large intes  fluidired - (9 - () - (9 0 (0
Liver enlargsd - (9 - (9 - (9 )
herniation - (" - (9 - (") 1 (13)
win bladd urineired - (9 - (9 - (9 4 (50
urine*broun - (9 - (9 - (= 3 (38
testis red - () - (9 - (9 2 (25)
brain henarrhage - (9 - (") - (9 1 (13
oye red - (9 - (= - (= 2 (25
vhite zone - (9 - (- - (9 2 (28
other blood:broun - (9 - (" - (A 7 (8)

(HPTO80) BAIS2



STUDY NO, & 0032 GROSS FINDINGS (SUMMARY)

ANIMAL ¢ RAT F344 . DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 2
Group Name 1350 mg/ky 2030 mg/ke
Organ Findings NO. of Animals g (%) 10 (%)
subcutis black zone 0 (0 0 (0
lung red o (0 2 (20
brown 6 (67) 8 (80
thymus atrophic 4 (44) 0o (0
red 2 (22 0 (0
red zone 8 (67) 9 (90)
heart red zone 2 (22) o (0
rectun red zone 0 0 0 (0
targe intes fluidired 1 (1 0 (0
Liver enlarged 1 (1D 0 (0
herniation 00 0 (0
urin bladd urine:red 2 (22) 2 (20
urinesbroun 4 (44) 8 (80)
testis red 2 (22) 0 (0
brain hemorrhage 0 (0 00
eye red 0 (0 0 (0
white zone 3 (3% 0 (0
ather blood:brown l 8 (89) g (80)

(HPT080) BAIS2



APPENDIX A 3-2

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

RAT: FEMALE :DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0032 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX : FENALE PAGE : 3

Group Name Cortrol 400 mo/kg 600 ma/ks 900 ma/kg

Organ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 8 (%)

subcutis jaundice - (9 - () - (9 1 (13

lung brown - (9 - (9 - (9 6 (75
red zone - (= - (9 - (9 1 (13)

thymus atrophic - (9 - (9 - (- 7 (8)
red zone - (9 - (9 - (9 3 (38

heart red zone - (9 - () - (" 4 {50)

urin bladd red patch/zone - () - (9 - (9 2 (25
red zone - (9 - () - () 1 (18
urinetred - (9 - () - () 4 (50
urine:broun - (9 - (9 - (9 2 (25

pleura red zone - () - (9 - (9 0 (0

other blood:broun - (9 - (9 - (- 7 (88

(HPT080) BAIS2



STUDY NO. & 0032 GROSS FINDINGS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 4
Group Name 1350 my/ke 2030 mg/kg
Organ, Findings NO. of Animals 10 (%) 10 (%)
subcutis jaundice 0 (0 0o (0
lung broun 4 (40) 6 (60)
red zone ) 0 (0
thymus atrophic 1 (10 0 (0
red zone 9 (90 g (90)
heart red zone 2 (20 0 (0
urin bladd red patch/zome 0 (0 0 (0
red zone o (0 0 (0
urinesred 3 (30) 3 (30
urinesbrown 1 (10) 2 (20
pleura red zone 1 (10 0o (0
ather blood:brown 10 (100) 8 (80)
(HPT080) BAIS2



APPENDIX A 3-3

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

RAT:MALE:SACRIFICED ANIMALS



STUDY NO. : 0032 GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ HALE PAGE ¢ 1
Group Name Control 400 mg/ks 600 mg/kg 900 ma/kg

Organ, Findings NO. of Animals 10 (%) 10 (%) 10 (%) 2 (%)

thymus red zone 0 ( 0 1 (10) 0 (0 0 0

testis atrophic 0 (0 0 (0 2 (20) 2 (100)

eye red zone 0 (0 0 (0 o0 1 (50

(HPT080) BAIS2



STUDY NO. @ 0032 GROSS FINDINGS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢+ 2
Group Name 1350 ma/kg 2030 mg/kg

Organ Findings NO. of Animals 1 (%) 0 (%)

thymus red zane (N Q)] - {9

testis atrophic 1 (100) - (2

oye red zone 0 (0 - ()

(HPT080) BAIS2



APPENDIX A 3-—4

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

RAT: FEMALE:SACRIFICED ANIMALS



STUDY NO. : 0032

GROSS FINDINGS {SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX : FEYALE PAGE : 3
Group Name Control 400 mg/kg 600 mg/kg 900 mg/ke
Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 2 (%)
spleen enlarged 0 (0 0 (0 0 (0 1 (50)
BAIS2

(HPT080)



STUDY NO.  : 0032

GROSS FINDINGS (SUMMARY)

ANTHAL : RAT F344 SACRIFICED ANINALS ( 2W)

REPORT TYPE : Al

SEX . FEMALE PAGE : 4
Group Name 1350 mg/ke 2030 mg/kg

Organ Findings NO. of Animals 0 (%) 0 (%)

spleen enlarged - () - (9

(HPT080) BAIS2



APPENDIX A 3-5

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

MOUSE:MALE:DEAD AND MORIBUND ANIMALS



STUDY NO. & 0033 GROSS FINDINGS (SUMMARY)
ANTHAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Controt 610 mg/kg 977 ma/ke 1560 mg/Kg
Organ_____ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 5 (%)
lung red - () - (9 - (9 0 (0
broun - () - () - (9 5 (100)
red zone - (9 - (9 - () 0 (0w
thymus atrophic - (A - (9 - (9 4 (80)
heart red zone - (= - (9 - (9 0 (0
sl stomach red zane - (9 - (9 - (9 0 (0
stomach fluid:black - (9 - (9 - () 0 Co
Liver enlarged - (9 - (9 - () 0 (0
red - (9 - (9 - (") 1 (20
broun - () - () - () 0 (0
soft - (9 - (9 - (9 L (20
urin bladd red - (9 - (9 - () 1 (20
urine:broun - (= - (9 - (" Q)
aye turbid - (9 - (9 - (9 00
thoracic ca  fluid:test substance - () - (9 - (9 0 (0
other bland:broun - (9 - (9 - (9 1 (20
(HPT080) BAIS2



STUDY NO.  : 0033 GROSS FINDINGS (SUMKARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Graup Name 2500 mo/ke 4000 mg/kg
Organ_____ Findings NO. of Animals 10 (%) 10 (%)
lung red 0 (0 1 (10)
brown 8 (80) 2 (20)
red zone 2 (20 2 (20
thymus atrophic 3 (30 1 (10
heart red zone 0 (0 3 (30)
gl stomach red zone 1 (10) o 0
stomach fluid:black 0 (0 1 (10
Liver enlarged 1 (10 1 (10
red 0o (0 0 (0
braun 3 (30 1 (10)
soft 0 (0 2 (20
urin bladd red 1 (10) )}
urine:brown 1 (10) o (0
eys turbid 0o (0 1 (10
tharacic ca fluid:test substance 0 (0 1 (10)
other blood:brown 5 (50) 5 (50)

(HPT080) BAIS2



APPENDIX A 3-6

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

MOUSE: FEMALE: DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0033 GROSS FINDINGS (SUMMARY)
ANIMAL + HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢ 3
Group Name Control 610 mg/kg 977 mg/ke 1560 mg/kg
Organ Findings NO. of Animals 0 (%) 0 (%) 1 (%) 7 (%)
tung red - (=) - (") 0 (0 3 (43
broun - () - (- 1 (100) 4 (57
red zone - () -9 0 (0 0 (€0
edema - (9 - (= 0 €0 0 Co
thymus atrophic - (9 - (- 1 (100) 6 (88)
heart red zone - (9 - (9 0 (0 00
gl stomach red - (- - (9 0 (o 1 (1)
fluidiblack - (9 - (9 00 1 (14
stomach fluidsblack - () - (- 0 (0 0 (0
Liver red - (9 - {9 0 (0 0 (0
brauwn - 09 - 09 1 (100) 1 (149
soft - (= - (" 0 (0 0 C0
eve turbid - (=) - (= 0 (0 0 (0
thoracic ca  hemarrhage - (9 - (9 00 0 (O
ather blocd:broun - (- - (9 o 0 0 (0
(HPT080) BAIS2



STUDY NO. & 0033 GROSS FINDINGS (SUMMARY)

ANINAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE @ Al '
SEX : FEMALE PAGE © 4
Group Name 2500 ma/kg 4000 mo/ke
Organ Findings NO. of Animals 10 (%) 10 (%)
lung red o (0 3 (30)
brown 7 (70) 3 (30
red zone 2 (20) 2 (20)
edema 0 (0 1 (10
thymus atrophic : 3 (30 0 (0
heart red zone 1 (10) 0 (0
gl stomach red o (0 QD))
fluidsblack ¢ (0 0 (0
stomach fluid:black o (0 1 (10
Liver red 1 (10) 0 (0
broun 0 (0 0 (0
soft 1 (10) 0 (0
eye turbid 1 (10 0o (0
tharacic ca hemorrhage 0 (0 1 (10
other blood:braun 7 (170) 6 (60

(1PT080) : BAIS2



APPENDIX A 3-7

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

MOUSE:MALE: SACRIFICED ANIMALS



STUDY NO. & 0033 GROSS FINDINGS (SUMMARY)

ANTHAL + MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX 1 MALE PAGE ¢ 1
Group Name Control 610 mg/ke 977 mg/kg 1560 mo/kg

Organ, Findings NO. of Animals 10 (%) 10 (%) 10 (%) 5 (%)

lung red 0 ( 0 0 (0 1 (10 0 (0

thymus atrophic 0 (0 0 (0 2 (20) 0 (0

spleen black 0 (0 7 (70) 10 (100) 5 (160)

testis atrophic 0 (0 o (0 0 (0 1 (20

(HPT080) BAIS 2



STUDY NO. : 0033 GROSS FINDINGS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 2
Group Name 2500 mo/kg 4000 me/ks

Organ, Findings NO. of Animals 0 (%) 0 (%)

lung red - {9 - (=)

thymus atrophic - (9 - { =)

spteen black - (=) - (=)

testis atrophic - (9 - ()

(HPT080) BAIS2



APPENDIX A 3-8

GROSS FINDINGS (ACUTE STUDIES:SUMMARY)

MOUSE:FEMALE :SACRIFICED ANIMALS



STUDY NO, ¢ 0033 GROSS FINDINGS (SUMMARY)
ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 3
Group Name Control 610 mg/kg 977 mg/kg 1560 mo/kg
Organ_____ Findings NO. of Animals 10 (%) 10 (%) 9 (%) 3 (%)
thymus atrophic 0 (0 1 (10 5 (56) 0 (0
spleen black 1 (10 10 (100) g (100) 3 (100)
black zone 1 (10 0 (0 0 (0 0 (0
kidney hydronephrosis 0 (0 0 (0 1 (1D 0 (0
(HPTO80) BAISZ2



STUDY NO.  : 0033
ANINAL : MOUSE BDF1

REPORT TYPE : Al

GROSS FINDINGS (SUMMARY)

SACRIFICED ANIMALS ( 2W)

SEX ¢ FEMALE PAGE : 4
Graup Name 2500 mg/kg 4000 mg/kg
Organ Findings NO. of Animals 0 (%) 0 (%)
thymus atrophic - () - (=
spleen black - (=) - (=)
black zane - (= - (=
kidney hydronephrasis - { ) - (9

(HPT080)

BAIS 2



APPENDIX A 4-1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

RAT:MALE:DEAD AND MORIBUND ANIMALS



STUDY NO. & 0032 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTNAL i RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1

Group Name Conirol 400 mo/ke 600 ma/kg 900 mo/ke

No. of Animals 0 0 0 3

KI> K20 <3 <& 1> 2> & D 1> 2> K3 & > 2> <3 WD

Organ Findings & & W W % ® W o @ % & W @ & & ®
[Respiratory system}
lung/bronch hemorrhage - - - - - - - - - - - - 1 0 0

[Hematopoietic system]

thymus atrophy - - - - - - - - - - - - 0

2 0 0
(D020 (=009 (009 0 (sn (00
hemarrhage - - - - - - Z _ - - _ _ 1 0 0

karyarrhexis - - - - - - - - _ _ - - 0 0

spleen cangestion - - - - - - - - - - - _

[Circtulatary system}

heart hemorrhage - - - - - - - - - - - -

[Digestive system]

Liver necrosisicentral - - - - - - - - - - - - "0 1 2 0

[Reproductive system]

testis atrophy - - - - - - - - - - - - 0 2 0 0
(=22 009 (=209 (=00 (s o (0

<1>:Stight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. & 0032

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢+ RAT F344 DEAD AND MORIBUND ANINALS (0- 2W)
REPORT TYPE : Al
SEX s HALE PAGE ¢ 2
Group Name 1350 ma/ks 2030 mg/kg
No. of Animals 3 2
1> KD K3 & 1> 2> 3> D
Organ Findings ® W & W @ & & o
[Respiratory system]
tung/bronch hemorrhage 0 0 0 0 1 0 0 0

[Hematopoietic system]

thymus atrophy

hemarrhage

karyarrhexis

spleen congestion

[Circlulatary system)

heart hemarrhage

[Digestive system]

Liver necrosis:centrat

[Reproductive system]

testis atrophy

(oo Co o0 (500 C o) C 0 (0

0 1 0 0 0 0 0 0
C0(3) 0o (oo
0 2 1 0 2 0 0 0
(0 (87 (33 ( 0 (100) ¢ ) C 0 C O
0 0 2 0 0 2 0 0

(00 (6N (0 (ool

1 1
(83) (8m ( 0) (0 (50 (50 ( O (C ®

1
(o0l (n (0 (503 C 0) (0

<

1o 0 0 00 0 0
() C o (0OC0 (oo co o0

<{1>:Slight

<4>:Severe

(HPT150)

BAIS2



STUDY NO. ¢ 0032
ANIMAL + RAT F344
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMHARY)
DEAD AND MORIBUND ANINALS (0~ 2W)

SEX ¢ MALE PAGE ¢ 3
Group Name Controt 400 ma/ke 800 mg/kg 900 mg/kg
No. of Animals 0 0 0 3
> <2 3 4L 4> 2> B b 1> 2> 3 b A> 2> <3 L
Organ_______ Findings ® ® W O & & & W &% o ® W ® o 8 @
[Neruaus system]
brain _hemorrhage - - - - - - - - - - - - 2 1 0 0
(200 (=020 (D200 (67 (33 ( 0 (0
{Special sense organs/appandagel
eve hemarrhage - - - - - - - - - - - - 0 2 0 0
(D009 (=009 (=009 (o(en (0o
<1:Slight <2>:Moderate <3>:¥arked <4>:Severe
BAIS2

(HPT150)



STUDY NO. + 0032 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 4
Group Name 1350 mo/ks 2030 mo/kg
No. of Animals 3 2
1> 2> <3 4D 1> 2> KB &L
Organ Findings ® W % W ® ® & %
[Neruous system)
brain hemorrhage 1 0 0 0 1 0 0 0
(s C 00 (o (o0 (s) C 0y C ) C O
[Special sense organs/appandags]
aye hemarrhage 0 0 0 0 0 0 0 0
(oo CoCoConlon
<1>:Slight <2>:Moderate <3>:Harked <4>:Severe
(HPT150) BAIS2



APPENDIX A 4-2

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

RAT: FEMALE:DEAD AND MORIBUND ANIMALS



STUDY NO. & 0032

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL : RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE: 5
Group Name Cantrol 400 ma/kg 600 mo/kg 800 ma/ke
No. of Animals 0 0 0 3
> 2> B D > 2> 3> KL > <@ B 4L A> 2> (3 b
Organ, Findinss ® o ® ™ o % o’ W o & o’ W @ ® & ®
[Respiratory systeml
nasal cavit ‘thrombus - - - - - - - - - - - - 1 0 0 0
(=020 S =009 S IR B G B G (3000
Lung/bronch hemorrhage - - - - - - - - - - - - 0 0 1 0
(D= 0= =009 S =200 o0 (380
[Hematopaietic system]
thymus atrophy - - - - - - - - - - - - 0 2 0 0
(D200 S 0009 D=0 co(sn (o n
hemarrhage - - - - - - - - - - - - 1 1 0 0
(0200 S I B D B D=0 (33 (33 ( 0 (O
karyorrhexis - - - - - - - - - - - - 0 1 1 0
(202009 0= =009 (0) (33) (33 (0
spleen congestion - - - - - - - - - - - - 2 1 0 0
(=209 S 0= 009 S0 0= (67 (33 () (O
[Circlulatory system]
heart hemorrhage - - - - - - - - - - - - 1 2 0 0
(22009 =009 I NG I )] (3 (67 ( 0 (0
[Digestive system)
Liver necrosisscentral - - - - - - - - - - - - 0 0 3 0
(0200 S0 09 S I I G (0 (0 (1o ( O
[Urinary system]
Kidney tubular necrosis - - - - - - - - - - - - 0 1 0 0
(=209 =) =) S0 (o3 (0o
<1>:Slight <2>:¥oderate <4>:Severe

(HPT150)

BAIS2



STUDY NO. @ 0032 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX + FEMALE PAGE: 6
Group Name 1350 mg/ke 2030 ma/ke
No. of Animals 2 3
1> 2> 3D K4 1> 2> B D
Organ______ Findings @ @& ® W W ® ® ®

[Respiratary system]

nasal cavit thromous 0 0 0 0 0 0 0 0
(oo o0 (oo o
Lung/bronch hemorrhage 0 0 0 0 0 0 0 0

[Hematopoietic system]

thymus atrophy 0 0 0 0 0 0 0 0

hemarrhage 0 1

karyarrhexis 0 0 1 0 0 0 3 0

(o0 (s (0 ( 0 (1000 ¢ 0

spleen congestion 2 0 0 0 2 0 0 0
(100) C 0 C O C O (67) C 0 C 0 (C O

[Circlulatory system]

heart hemaorrhage 1 1 0 0 0 2 0 0
(50) (50) ( 0) ( ©) 0 (60 (0 (0

[Digestive system]

Liver necrosis:central 0 0 1 0 0 0 1 0
(0 0y (50 ( 0 (00 (33) (0

[Urirary system]

kidney tubular necrosis 0 0 0 0 0 0 0 0

<1>:Slight <2>:Moderate <3>:Marked <4>:Ssvers

(EPT1R0} BAIS2



STUDY NO. ¢ 0032 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL i RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE & Al
SEX ¢ FEMALE PAGE : 7
Group Name Control 400 mg/ks 600 ma/ke 900 mg/ke
No. of Animals 0 0 0 3
1> 2> 3> b 1> 2> B> 4D 1> 2> & b 1> K2> <K& <&
Organ Findings M W & W @ & & W ® & o W ® % M

[Endacrine system)

adrenal

hemarrhage

[Neruous system]

brain

hemorrhage

(:)(:)(—)(—) (00209

(9((9( (A

(00209

(20220209

0 1
(a0

10 0
(s (000

<{1>:Stight

<4>:Severs

(HPT150)

BAIS2



STUDY NO. : 0032 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name 1350 mg/kg 2030 mg/kg
No. of Animals 2 3
<I> <2 <& Wb A> <2 <3 LD
Organ_____ Findings ® ® @ W @ & & W
[Endocrine systeml
adrenal hemaorrhage 0 1 0 0 0 0 0 0
¢ 0) (80 ¢ 0) (0 CoCo oo
[Neruous system]
brain hemorrhage 1 0 0 0 0 0 0 0
(50 C 0y C ) (0O (o CoConC
<1>:Stight <2>:Noderate <3 Marked <4>:Severe
(HPT150) BAISZ



APPENDIX A 4-3

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

RAT:MALE:SACRIFICED ANIMALS



STUDY NO.  : 0032

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE ¢ Al
SEX ¢ MALE PAGE ¢+ 1
Group Name Control 400 mo/ks 600 mo/kg 900 mg/kg
No. of Animals 2 2 2 2
1> 2> 3> 4L 1> 2> KB b A> 2> <& L 1> K2 <3 <&
Organ, Findings ® @ & o @ ® ® ® @ & & » & % 8 ®
[Respiratary system]
lung/bronch hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oo coco oo (50) C O C 0 C 0 (oConlon
[Hematopoietic system]
bone marraw deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo (oCcoCoo o0 coCoCon o (100) ( 0 ¢ O ( O
erythropoiesis: increassd 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
CoCoCn o oo oo 0 (50 ¢ 0 (O (OCn o0
spleen congestion 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
CoCoCon(Con Co Lo oo 100y C 0) ( O ( O (s COCO 0
deposit of hemosiderin 0 0 0 0 0 2 0 0 0 0 2 0 0 1 1 0
(ocoCo o0 0 (100 C 0) C O 0 ¢ 0 (100 C O ( 0y (50) (50 ( O)
[Digestive system}
Liver deposit of hemosiderin 0 0 0 0 o 0 0 0 10 0 0 2 0 0 0
(ocoCo0 (o0 (ool (50) C 03 C 0) C O (100) ¢ 0 C 0 C O
[Urinary system]
kidney deposit of hemosiderin 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(o CoCn o (ool (50) ¢ ) C ) (O (100) C 0 C 0 C O
[Reproductive system]
testis atrophy 0 0 0 0 0 0 0 0 1 1 0 0 1 1 0 0
oo oo o oo o (50) (50 ( 0) ( 0 (50) (50) ¢ OO C O
<1>:Slight <2>:foderate <4>:Severe
(HPT150) BAIS2



STUDY NO. ¢ 0032

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SAGRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Group Name 1350 ma/ks 2030 ma/ks
No. of Animals 1 0
1> <@ B b 1> <> B D
Organ Findings ® o ® W @ & ® W
[Respiratory system]
Llung/branch hemorrhage 0 0 0 0 - - - -
(oo o0 D00
[Hematopoietic system]
bone marrow deposit of hemosiderin 0 0 0 0 - - - -
(ocooco o0 (=09 -)
erythropoiesis: increased 0 0 0 0 - - - -
(oo D= =0
spleen congestian 0 0 0 0 - - - -
(CoCn o0 S0 09
deposit of hemasiderin 0 0 1 0 - - - -
0y ¢ 0y (100) ¢ 0) D))
[Digestive system]
Liver deposit of hemosiderin 1 0 0 0 - - - -
(100) ¢ 0) € 0) ( © =009
[Urinary system]
kidney deposit of hemosiderin 1 0 0 0 - - - -
(100) (. 0 C 00 C O 5006
[Reproductive system]
testis atrophy 1 0 0 0 - - - -
(100 ¢ 00 C 0} ( 0) D=0 09)
<1>:Slight <2>:Moderate {(3>:Marked <4>:Severe
(HPT150) BAISZ



APPENDIX A 4-4

HISTOLOGICAL FINDINGS :NON—NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

RAT: FEMALE:SACRIFICED ANIMALS



STUDY NO. & 0032

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE: 3
Group Name Controt 400 ma/kg 600 mo/kg 900 mg/ks
No. of 4nimals 3 2 2 2
1> 2> K b 1> 2> & b A> <2 3 WD Ay 2> <3 b
Organ Findings ® % @& ® @ W & @ W W @ & W ®
[Hematopoietic system)
bone marraw erythropoiesis: increased 0 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(oo (o Cn o (100) ¢ 0 C 0 ( O 100y C 0) ( 0 ( 0
spleen congestion 0 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
(oo oo (o) 00 (100) ( 0) ¢ 0 ( 0 (00) 0 ( 0 C 0
deposit of hemosiderin 0 0 0 0 0 0 2 0 0 0 2 0 0 0 2 0
cocoo o ¢ 0 (0 (xoo) ( 0) o0 a0 (o (0 (0o (0
[Digestive system]
Liver deposit of hemosiderin 0 0 0 0 1 0 0 0 2 0 0 0 2 0 0 0
(G ) R G) BG) BE Q)] (s0) ( O C OO 0y ¢ 0 C 0 C O (100) ¢ 0 C 0 ( 0
[Urinary system]
kidney deposit of hemosiderin 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(ool (ococn o0 (80) C 0y C 0) (O (100) ¢ 0) 0 ( 0)
<1>:Slight <2>:Noderate <3>:Marked {4>:Severs
(HPT150) BAISZ



STUDY NO. ¢ 0032 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL ¢ RAT F344 SACRIFICED ANTMALS ( 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name 1350 mg/ke 2030 ma/kg
No. of Animals 0 0
> L2> <3 LD 1> 2> K3 <KD
Organ_____ Findings & & ® B & ® & ®
[Hematopaietic system]
bone marrow erythropoiesis: increased - - - - - - - -
(=009 D00
spleen congestion - - - - - - - -
(209 D000
deposit of hemasiderin . - - - - - - - -
(020209 ===
[Digestive system]
Liver deposit of hemosiderin - - - - - - - -
O I G I G B | D00
[Urinary system]
kidney deposit of hemosiderin - - - - - - - -
(202002 SO 009
<1>:Slight <2>:Noderate <3>:Harked <4>:Severe
(HPT150) BAISZ



APPENDIX A 4-5

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

MOUSE:MALE:DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0033 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 1
Group Name Control 610 mo/kg 877 mg/kg 1560 mg/kg
No. of Animals 0 0 0 2
> 2> <& b > 2> & <L 1> 2> 3> <L 1> 2> (B b
Organ, Findings ® o ® o @ ® 8 & & & W % W & o
[Respiratary system]
nasal cauit degenerationialfactary epithelium - - - - - - - - - - - - 0 2 0 0
(0200 (0009 (=020 ¢ 0) (100 ¢ 0 ( O
[Hematopoietic system]
bone marrow deposit of hemosiderin - - - - - - - - - - - - 1 0 0 0
(32009 (=209 (22009 (50) ¢ O ( 0 (
Lymph nade karyorrhexis - - - - - - - - - - - - 0 0 0 0
(=009 (0009 (309 (0o Co
thymus atrophy - - - - - - - - - - - - 0 2 0 0
(=00 (= C2C) 0 (Y09 (¢ 0) €100y ¢ 0) C 0
karyorrhexis - - - - - - - - - - - - 0 0 0 0
(=)= (302009 (=200 (oo
spleen congestion - - - - - - - - - - - - 0 2 0 0

karyorrhexis - - - - - - - - - - - - 0 0 0 0

deposit of hemosiderin - - - - - - - -~ - - - - 1 0 0 0

extramedut lary hematopoiesis - - - - - - - - - - _ -

{Reproductive system]

testis atrophy - - - - - - - - - - - - 0 1 1 0

<1>:Stight <2>:Moderate (3> Marked <4>:Severe

(HPT150) BAIS2



STUDY NO.
ANITHAL

¢ 0033
: MOUSE BDF1

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANTMALS (0- 2W)

REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Group Name 2500 ma/kg 4000 mg/kg
No. of Animals 2 2
1> @& <3 b <> 2> &3> 4>
Organ Findings @ W ® ® % ®» o
[Respiratory system]
nasal cavit degenerationiolfactory epithelium 0 0 2 0 0 1 0 0

{Hematopoietic system]

bone marrow

Lymeh node

thymus

spleen

deposit of hemosiderin

karyarrhexis

atrophy

karyorrhexis

congestion

karyarrhexis

depasit of hemosiderin

extramedul Lary hematopoiesis

{Reproductive system]

testis

atraphy

¢ 0 (0 (10

—~
=
P
—
<

) (50 C 0y (O

0 1 0 0 0 0 0 0
0 (50 ¢ 00 (oo oo
0 0 1 0 0 0 2 0
C o (0 (850 (0 ¢ 0y ( 0) (100) ( ©
0 2 0 0 1 0 0 0
(0 (100) C 0) ( O (850 C 0 C OO C O
0 0 0 0 0 2 0 0
(oo (o (0 (0 C 0 (o
0 0 0 0 0 0 0 0

<1>:Slight <2>:Moderate

<3>:Harksd

<4>:Severe

(HPT150)

BAIS2



APPENDIX A 4-—6

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

MOUSE:FEMALE:DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0033

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 3
Group Name Control 610 mg/kg 877 me/kg 1860 ma/ks
No. of Animals 0 0 1 1
1> K20 K8 b > K2 & LD I> 2> <3 <& 1> K2 & @
Organ Findings ® & | W ® o ® W ® & ® @ ® & ® o
[Respiratory system]
nasal cavit degeneration:olfactary epithelium - - - - - - - - 0 0 0 0 0 1 0 0
(=200 (=000 oo oo 0) (100) C 03 ( O
[Hematopoietic system]
Lymph nodé karyorrhexis - - - - - - - - 0 0 0 0 0 0 0 0
(0009 (Y009 (G B G B G 1) B Q)] 0OCo o0
thymus atrophy - - - - - - - - 0 0 0 0 0 1 0 0
()= =) (=009 (oo o0 0) (100) ¢ 0 ( 0
karyorrhexis - - - - - - - - 0 0 0 0 0 0 9 0
(=000 (=009 (ocoCnn 0CoCo o0
spleen congestion - - - - - - ~ - 0 1 0 0 0 1 0 0
(D000 (== 0= (0o ¢ 0 (0 0) (100) ( O ( 0
karyorrhexis - - - - - - - - 0 0 0 0 0 0 0 0
(32009 (2000 (oo 0 (000
{Digestive system]
Liver fatty change - - - - - - - - 0 1 0 0 0 0 0 0
(2203009 (22009 (0o o (0 OO0
{Urinary system]
kidney fatty changs - - - - - - - - 1 0 0 0 0 0 0 0
(=200 (0300 (10) C 03 C 0 (O 0o o0
<1>:Slight <2>:Moderatse <3 Narked <4>:Severe
(HPT150) BAIS2



STUDY NO.  + 0033 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢+ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX v FENALE PAGE : 4
Group Name 2500 mg/kg 4000 mo/kg
No. of Animals 2 3
1> 2> 3> D> 1> 2> B3> D
Organ Findings ® & B o W @& & W

[Respirataory system]

nasal cavit degenerationiolfactary epithelium 0 0 0 0 0 0 0 0

[Hematopoietic system]

tymph node karyorrhexis 1 1 0 0 1 1 0 0
(50) (80) C O C 0) (3) (3 ( (o

thymus atrophy 0 0 0 0 0 0 0 0
(oCco oo (oo

karyorrhexis 0 0 2 0 0 0 2 0

(0 C 0 {100 ( 0 (008 (0

spleen congestion 1 1 0 0 1 2 0 0
(50) (80) C 0 ( @ (33) (61 ( O C O

karyorrhexis 2 0 0 0 0 1 0 0

(100) C 0) C ® ( O (0 (3300

[Digestive system]

Liver fatty change 0 0 0 0 1 0 0 0
(oo (330w

[Urinary system]

kidney fatty change 0 0 0 0 1 0 0 0
(oo Cn o0 (33) (0 C 00

<1>:Slight {2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



APPENDIX A 4-—-7

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

MOUSE:MALE:SACRIFICED ANIMALS



STUDY NO. ¢ 0033

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX i MALE PAGE ¢ 1
Group Name Control 610 mg/kg 977 mg/Kg 1560 mg/kg
No. of Animals 2 2 2 2
1> 2> & <& 1> 2> K LD > K2> B b > 2> B b
Organ Findings @ W & B W & W @ | W ® @ ® B O
[llematopoietic system)
bone marraw deposit of hemosiderin 0 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
oo oo (oo (100 ¢ 0 C 0 (O (100) ¢ 0 ( O ( O
spleen congestion 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
CoCoCo o0 (50 C 0 C o) (O (oo o (100y C 0) C 0) C 0)
deposit of hemosiderin 0 0 0 0 1 1 0 0 0 2 0 0 0 2 0 0
(o0 (50) (50 ( 0) ( O 0 (eo) o0 0 ooy ¢ 0 (0
extramedullary hematopoiesis 2 0 0 0 1 1 0 0 1 1 0 0 1 1 0 0
100y ¢ 0) ( 0 ( O (80) (50) ¢ 0 ( 0) (50) (80) ¢ 0) (0 ( 50y (50) C 0 C 0)
[Digestive system]
Liver depasit of hemosiderin 0 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(oo o (oo (o0 (10 C 0 C 0 (0 100y C 0 C 0y (0
swelling:central 0 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
oo o oo oo 1o ¢ 0 C 0 (0 (100) ( ® C 00
[Urinary system]
urin bladd hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0Conlon (O 0o (s0) C ) C ) ( O (0000
[Reproductive system)
testis atrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1 0
(oo oo (50) C 0 C O C 0 (OO0 (0 (0 (50 ( 0
[Musculoskeletal system]
muscle necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 cococo o (oo Cn{on (50 C 0 C 0) C 0O
<1>:Slight <2>:Noderate <3>:Marked <4>:Severe

i1 e ny

RATSY



STUDY NO.  : 0033

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE ¢ Al
SEX ¢ MALE PAGE : 2
Group Name 2500 mo/kg 4000 mg/kg
No. of Animals 0 0
1> 2> <3 b 1> 2> 3> <L
Organ, Findings @ B W W @ ®» & W
[Hematopoietic system]
bone marow deposit of hemosiderin - - - - ~ - - -
(220009 S =) 0n)
spleen congestion - - - - - - - -
' (=009 S0 0=
deposit of hemosiderin - - - - - - - -
(020309 SO0
extramedullary hematopoiesis - - - - - - - -
(9009 S0 009
[Digestive system]
Liver deposit of hemosiderin - - - - - - - -
(=020 == 09)
swellingicentral - - - - - - - -
(D=0 SR
[Urinary system]
urin bladd hemorrhage - - - - - - - -
(=)0 D09
[Reproductive system]
testis atrophy - - - - - - - -
(=009 S0
[Musculoskeletal system]
muscle necrosis - - - - - - - -
(202009 =009
<1>:Slight <2>:Maderate 8> Marked <4>:Severe

(HPT150)

BAIS2



APPENDIX A 4-8

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS (ACUTE STUDIES:SUMMARY)

MOUSE:FEMALE: SACRIFICED ANIMALS



STUDY NO.  : 0033

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 3
Graup Name Control 610 ma/ks 977 me/kg 1560 ma/ke
No. of Animals 2 2 2 2
> <2 B b > 2> B b 1> @ & b > 2D B Wb
Organ, Findings W @ ® ® @ o % o @ % W ® o W W o
[Hematopoietic system]
bone marrow deposit of hemosiderin 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
CoCco (o (Lo o ooy ( 0 C 0 ( 0 (o0 {on
spleen deposit of hemosiderin 0 0 0 0 0 2 0 0 0 2 0 0 1 1 0 0
CoCo oo ¢ 0) (100) ¢ 0y ( 0 ( 0y (100) ¢ 0 ( O (500 (50) ¢ 0) C 0
extramedullary hematopoiesis 2 0 0 0 0 2 0 0 0 2 0 0 1 1 0 0
(2100 ¢ 0) C 0) ( ©) C 0o oo (0 o ( 0 (0 (50) (50 ( 0 ( O
{Digestive system]
Liver deposit of hemosiderin 0 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(oo oo o (100 ¢ 0 C 00 100y ¢ 0 ¢ 0 ( 0
<1>:8tight <2>:lModerate <3>:Narked <4>:Severe
(HPT150) BAIS2



STUDY NO.  : 0033

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL © MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 4
Group Name 2500 mg/kg 4000 mg/ks
No. of Animals 0 0
1> 2> B3> 4> 1> 2> B3> D
Organ, Findings W & % W ® & W o
[Hematopoistic system]
bone marrow deposit of hemosiderin - - - - - - - -
(=009 (Y009
spleen deposit of hemosiderin - - - - - - - -
(20209 (02009
extramedul lary hematopoiesis - - - - - - - -
(=020 (20209
[Digestive system]
Liver deposit of hemosiderin - - - - - - - -
(=000 (= =09
<1>:Stight <2>:Yoderate (3> Narked <4>:Severe
(HPT150) BAIS2
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IDENTITY AND PURITY OF p—CNB

PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(ACUTE STUDIES)



IDENTITY AND PURITY OF p-CNB PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(ACUTE STUDIES)

Lot no.WKE1251

A.Spectral data

Infrared”

Instrument

Cell

Slit

Results

.

.

s

Hitachi 270-30
KBr

Medium

Wave Number
(cH-vy

470
5490
620
670
740
840
1020
1099
1120
1170
1280
1310
1350
1420
1470
1520
1580
1600
3100

470
540

680
740
850
1020
1100
1120
1180
1280
1320
1350
1420
1480
1520
1580
1610
3100
(Sadtler handbook
by Sadtler Researc
Laboratories,Inc.)



B.Gas Chromatography

Instrument : Shimadzu GC-94A

.

Column THERM 1000,50m,0.25 ¢

Column Temperature : 180°C
Flow Rate : lml/min
Detector : Flame Ionization Detecier(FID)
Injection Volume : lul
Results : Dnly one major peak
Retention Time Area
Retention Relative to (percent of
Peak No. Time(min) Major Peak Major peak)
1 4.703 1.00 100

C. Conclusions:The results of the infrared spectira agreed with the Literature
values.Impurity was not detected in test substance by Gas chromatography.
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STABILITY OF p—CNB AT THE JAPAN BIOASSAY LABORATORY

(ACUTE STUDIES)



STABILITY OF p-CNB AT THE JAPAN BIOASSAY LABORATORY(ACUTE STUDIES)

Lot no.WKE1251

A.Sample storage: p-CNB were stored for about three days at 5°C.

B.Spectral data

Infrared

Instrument

Cell

) Slit

Results

Previous determined of test

After determined of test

.o

(12/06/83)

Hitachi 270-30

KBr

Nedium

Wave Number
(CH~1)

470

540

680

140

850
1020
1100
1120
1180
1280
1320
1350
1420
1480
1520
1580
1610
3100

(12/08/83)

470

540

680

740

850
1020
1100
1120
1180
1280
1320
1350
1420
1480
1520
1580
1610
3100



C.Gas Chromatography

Instrument : Shimadzu GC-94

Column . : THERX 1000,50m,0.25 ¢

Column Temperature : 180°C

Flow Rate : 1lml/min

Detector : Flame Ionization Detecter(FID)

Injection Volume 1wl

Results : Only one major peak

Ammﬁmsﬂwo: Time Area
.Retention Relative to (percent of

Date Time (min) Major Peak Major peak)
12/06/83 4.703 1.00 100
12/08/83 $4.703 1.00 100

D. Conclusions:The results of the Infrared spectra agreed with the previous
determine of test Values.Impurity was not detected in test substance by
Gas chromatography.

Consequently, p-CNB was stable as the chemical when stored for about three
days at temperatures to 5°C. ,
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RESULTS OF ANALYSIS OF FORMULATED DIETS IN THE ACUTE STUDIES OF p-CNB

(Rat)
Concentration of p-CNB in feed for Taget Concentration(ppm)
Date Mixed 40000 ( a ) 60000 ( a ) 90000 ( a ) 135000 ( a ) 203000 ( a )
12/06/83 38913.0( 97.3) 57625.0( 96.90) 83875.0( 93.2) 135013.0(100.90) 206763.0(101.9)
(Mouse)
Concentration of p-CNB in feed for Taget Concentration(ppm)
Date Mixed 30500 ( a ) 48850 ( a ) 78000 C a ) 125000  a ) 200000 ( a )
12/07/83 92125.0(105.3) 47725.0( 97.7) 77788.0( 99.7) 123025.0( 98.4) 193688.0( 86.8)

(a) Determined as a percent of taget



