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STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ RAT F344 ALL ANINALS
REPORT TYPE : 41 2

SEX : MALE

PAGE : 1
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 17 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
2603 mo/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143  nmg/kg 0 0 1 1 7 8 8 8 8 8 8 8 8 8
10000 mg/kg 0 0 4 5 10 - - - - - - - - -
LOCOMOTOR MOVEMENT DECR Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
2603  mo/kg 10 10 8 0 0 0 0 0 0 0 0 0 0 0
3644  mo/ks 10 g 7 6 6 1 0 0 0 0 0 0 0 0
5102 mg/ks 10 10 10 10 10 8 0 0 0 0 0 0 0 0
7143  ma/kg 9 9 9 7 7 1 0 0 0 0 0 0 0 0
10000  mg/ke 9 10 10 6 5 - - - - - - - - -
PRONE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mg/kg 1 0 1 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 5 2 1 0 0 0 0 0 0 0 0 0 0 0
5102  mg/ke 3 6 6 5 0 0 0 0 0 0 0 0 0 0
7143 mg/ke 3 4 3 1 0 0 0 0 0 0 0 0 0 0
10000  mg/ke 4 3 2 0 0 - - - - - - - - -
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2803 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
36844  ma/ke 1 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  ma/ks 0 0 1 2 0 0 0 0 0 0 0 0 0 0
7143  pmg/ke 4 4 5 4 5 0 0 0 0 0 0 0 0 0
10000  mg/kg 5 6 8 6 5 - - - - - - - - -
HUNCHBACK POSITION Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mo/ke 0 9 7 8 g 8 0 0 0 0 0 0 0 0
3644 mg/kg 2 6 6 8 9 10 2 0 0 0 0 0 0 0
5102  mg/ke 4 5 5 5 5 8 8 2 0 0 0 0 0 0
7143 ma/kg 0 3 2 3 3 2 1 1 0 0 0 0 0 0
10000 mo/ke 1 1 1 1 1 - - - - - - - - -
(HAN1S0)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIMAL  : RAT F344 ALL ANINALS

REPORT TYPE : Al 2

SEX : MALE

PAGE ¢ 2
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
DEATH Control 0 0 0 0
2603  ma/kg 0 0 0 0
3644 mg/ke 0 0 0 0
5102  mg/ke 0 0 0 0
7143  mg/ke 8 8 8 8
10000  mg/kg - - - -
LOCOMOTOR MOVEMENT DECR Control 2 2 2 2
2603 mg/kg 0 0 0 0
3644 mg/kg 0 0 0 0
5102  mg/ky 0 0 0 0
7143  mg/kg 0 0 0 0
10000  mg/ks - - - -
PRONE Control 0 0 0 0
2603  mg/ks 0 0 0 0
3644  mg/kg 0 0 0 0
5102 ma/kg 0 0 0 0
7143  mg/kg 0 0 0 0
10000 mg/kg - - - -
LATERAL Control 0 0 0 0
2603 mg/kg 0 0 0 0
3644  mg/ke 0 0 0 0
5102  mg/kg 0 0 0 0
7143  mg/ks 0 0 0 0
10000 ma/ke - - - _
HUNCHBACK POSITION Control 0 0 0 0
2603 mg/ke 0 0 0 0
3644 ma/ke 0 0 0 0
5102 mg/kg 0 0 0 0
7143 mg/ke 0 0 0 0
10000  mg/kg - - - -
(HAN1S0)

BAIS2



STUDY NO. : 0003 CLINIGAL OBSERVATION (SUMMARY)
ANIHAL ¢ RAT F344 ALL ANINMALS

REPORT TYPE : Al 2

SEX : MALE

PAGE : 3
Clinical sign Group Name Administration Week-day
0-0 0-0 0-0 0-0 1-1 1-2 1-8 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
BODY SAG Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
36844  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143  mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000  mo/ke 1 0 0 0 0 - - - - - - - - -
ATAXIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ks 0 1 2 1 0 0 0 0 0 0 0 0 0 0
3644  mg/kg 1 4 4 5 0 0 0 0 0 0 0 0 0 0
5102  ma/ke 3 5 5 3 7 1 0 0 0 0 0 0 0 0
7143 mg/ks 5 6 2 2 2 0 0 0 0 0 0 0 0 0
10000  ma/ke 2 2 0 0 0 - - - - - - - - -
PLEENING Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/kg 0 0 1 0 0 0 0 0 0 0 0 0 0 0
5102 'mg/keg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000 mg/kg 0 0 0 0 0 - ~ - ~ - - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143 mg/ks 0 1 8 5 5 1 0 0 0 0 0 0 0 0
10000  ma/ke 3 6 7 4 3 - - - - - - - - -
WEAKNESS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143  mg/ke 0 0 0 5 7 1 0 0 0 0 0 0 0 0
10000  ma/ke 0 0 0 5 5 - - - - - - - - -
(HAN180)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANTHAL * 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
BODY SAG Control 0 0 0 0
2603  mg/ke 0 0 0 0
3644  mg/ke 0 0 0 0
5102  ma/ks 0 0 0 0
7143 ng/kg 0 0 0 0
10000 mg/kg - - - -
ATAXIC GAIT Cantrol 0 0 0 0
2603  mg/ke 0 0 0 0
3644 mg/kg 0 0 0 0
5102  mg/ke 0 0 0 0
7143 mg/kg 0 0 0 0
10000  mg/kg - - - -
PLEENING Control 0 0 0 0
2603 ma/kg 0 0 0 0
3644  ma/ke 0 0 0 0
5102  mg/kg 0 0 0 0
7143 mg/kg 0 0 0 0
10000  mo/ks - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0
2603  mg/kg 0 0 0 0
3644 mg/ke 0 0 0 0
5102  mg/kg 0 0 0 0
7143  mg/ke 0 0 0 0
10000  ma/kg - - - -
WEAKNESS Control 0 0 0 0
2603  mg/ks 0 0 0 0
3644  mo/ks 0 0 0 0
5102 mg/kg 0 0 0 0
7143 mg/kg 0 0 0 0
10000  mg/ke - - - -~
(HAN180)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANINAL © RAT F344 ALL ANINALS

REPORT TYPE : Al 2

SEX : MALE

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 17 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
SOILED Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ke 0 0 0 0 4 4 5 1 0 0 0 0 0 0
7143 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000  mo/ks 0 0 0 0 0 - - - - - - - - -
PILOERECTION Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ke 0 8 8 10 10 8 0 0 0 0 0 0 0 0
3644 mg/kg 0 8 10 10 10 10 10 8 0 0 0 0 0 0
5102  mg/ke 6 8 8 9 10 10 10 10 10 10 1 1 1 1
7143 mg/ke ¢l 9 9 8 9 3 2 2 2 2 0 0 0 0
10000  mg/ke 7 7 7 5 4 -~ - - - - - - - -
LACRYMATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 3 3 2 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 4 5 1 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ks 8 3 4 2 5 2 0 0 1 0 0 0 0 0
7143 ma/ks 1 3 5 5 7 1 0 0 0 0 0 0 0 0
10000 mg/ke 2 1 8 6 5 - - - - - - - - -
GUK Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  mg/ks 0 0 0 0 0 0 4 1 1 1 1 1 1 1
7143 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000  mg/ks 0 0 0 0 0 - - - - - - - - -
CLOSED EYELID Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mg/kg 9 4 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 7 1 0 0 0 0 0 0 0 0 0 0 0 0
5102  mo/ke 7 0 0 0 0 0 0 0 0 0 0 0 0 0
7143 mg/kg 4 0 0 0 0 0 0 0 0 0 0 0 0 0
10000  mg/ks 5 0 0 0 0 - - - - - - - - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIHAL ¢ RAT F344 ALL ANIMALS

REPORT TYPE : Al 2

SEX ¢ MALE PAGE : 8
Clinical sion Group Name Administration Wesk-day
2~-4 2-5 2-6 2-7
1 1 1 1
SOILED Control 0 0 0 0
2603 ma/kg 0 0 0 0
3644 mg/ke 0 0 0 0
5102  mg/kg 0 0 0 0
7143 mg/ke 0 0 0 0
10000  nme/kg - - - -
PILOERECTION Contrat 0 0 [¢] 0
2603 ma/ke 0 0 0 0
3644  ma/ke 0 0 0 0
5102  mg/kg 1 1 1 1
7143 mg/kg 0 0 0 0
10000  mg/kg - - - -
LACRYMATION Control 0 0 0 0
2603  mg/kg 0 0 0 0
3644 mglke 0 0 0 0
5102 ma/ks 0 0 0 0
7143  mg/ke 0 0 0 0
10000  mo/kg - - - -
GUM Control 0 0 0 0
2603  mo/ks 0 0 0 0
3644 mg/kg 0 0 0 0
5102  ma/ks 1 1 1 1
7143 mg/ke 0 0 0 0
10000 mg/kg - - - -
CLOSED EYELID Controt 0 0 0 0
2603 ma/kg 0 0 0 0
3644 ma/ks 0 0 0 0
5102 ma/ke 0 0 0 0
7143  mg/kg 0 0 0 0
10000 mg/kg - - - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANTHAL ¢ RAT F344 ALL ANIHMALS
REPORT TYPE : A1 2

SEX : MALE

PAGE : 7
Clinical sign Group Name Adninistration 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
NOSE HEMORRHAGIC DISCHA Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ke 0 0 1 0 0 0 0 0 0 0 0 0 0 0
3644  mg/ke 1 1 1 0 2 0 0 0 0 0 0 0 0 0
5102  mg/kg 0 0 2 0 3 6 1 0 0 0 0 0 0 0
7143 mg/kg 1 1 1 0 1 1 0 0 0 0 0 0 0 0
10000 ma/kg 0 0 0 0 0 - ~ - - - - - - -
NOSE SEROUS DISCHARGE Cantral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 ma/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10000 mg/ke 0 1 1 0 0 - - - - - - - - -
CYANOSIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 ma/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143 ma/ks 0 1 1 3 6 1 0 0 0 0 0 0 0 0
10000 ma/ke 0 2 4 5 4 - - - - - - - - -
RESPIRATORY INHIBITION Controt 0 0 0 o 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ke 0 0 0 3 1 0 0 0 0 0 0 0 0 0
7143  mg/ks 1 0 2 2 1 0 0 0 0 0 0 0 0 0
10000 ma/ke 1 1 1 0 0 - - - - - - - - -
DYSPNEA Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mo/k 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143 mg/kg 1 1 4 5 6 1 0 0 0 0 0 0 0 0
10000  mg/ke 0 4 9 8 5 - - ~ - - - - - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ 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
NOSE HEMORRHAGIC DISCHA Controt 0 0 0 0
2803  mo/kg 0 0 0 0
3644  ma/ke 0 0 0 0
5102 mg/ke 0 0 0 0
7143 mg/ks 0 0 0 0
10000  mg/kg - - - -
NOSE SEROUS DISCHARGE Control 0 0 0 0
2603 mg/kg 0 0 0 0
3644 mg/ke 0 0 0 0
5102  mg/ke 0 0 0 0
7143 mg/ke 0 0 0 0
10000 mg/kg - - - -
CYANOSIS Control 0 0 0 0
2603  mo/kg 0 0 0 0
3644 mg/kg 0 0 0 0
5102  ma/ke 0 0 0 0
7143  mg/kg 0 0 0 0
10000 mg/ke - - - -
RESPIRATORY INHIBITION Contral 0 0 0 0
2603  mg/kg 0 0 0 0
3644 nmg/ks 0 0 0 0
5102  mg/kg 0 0 0 0
7143 mg/ke 0 0 0 0
10000  mo/kg - - - -
DYSPNEA Control 0 0 0 0
2603  ma/ks 0 0 0 0
3644 mg/kg 0 0 0 0
5102  mg/ke 0 0 0 0
7143 mg/kg 0 0 0 0
10000  nmg/ke - - - -
(AN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANTHAL ¢ RAT F344 ALL ANIMALS
REPORT TYPE : A1 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
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 1 0 0 2 0 0 0 0 0 0 0 0 0 0
5102  mg/kg 4 2 5 5 7 7 0 0 0 0 0 0 0 0
7143 mg/ks 4 5 3 0 0 1 0 0 0 0 0 0 0 0
10000  mg/kg 6 8 3 0 0 - - - - - - - - -
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143 my/ke 0 0 0 0 2 1 0 0 0 0 0 0 0 0
10000 ma/ks 0 2 2 5 5 - - - - - - - - -

(HAN1S0) BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANTHMAL © RAT F344 ALL ANIMALS
REPORT TYPE : A1 2

SEX : MALE

PAGE : 10
Clinical sion Group Name Administration Week—day
2-4 2-5 2-6 2-7
1 1 1 1
IRREGULAR BREATHING Controt 0 0 0 0
2603 mo/ke 0 0 0 0
3644 ma/ke 0 0 0 0
5102 mg/ks 0 0 0 0
7143  mg/kg 0 0 0 0
10000  ma/kg - - - -
SUBNORMAL TENP Control 0 0 0 0
2603 mg/kg 0 0 0 0
3644  mg/ka 0 0 0 0
5102 mo/kg 0 0 0 0
7143 mg/kg 0 0 0 0
10000  mo/ke - - - -
(HAN1S0)

BAIS2
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STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANINAL * RAT F344 ALL ANIMALS

REPORT TYPE : A1 2

SEX : FEMALE PAGE : 11
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 1-8 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
2603  mo/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/kg 0 0 0 0 0 3 4 5 5 5 5 5 5 5
7143  ng/ks 0 0 0 0 10 - - - - - - - - -
10000 mg/kg 0 2 4 4 10 - - - - - - - - -
LOCOMOTOR ¥OVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/kg 10 10 10 9 g 0 0 0 0 0 0 0 0 0
3644 ma/ke 10 10 10 9 9 0 0 0 0 0 0 0 0 0
5102  ma/ke 10 10 10 10 10 6 2 1 0 0 0 0 0 0
7143  mg/kg 10 10 10 10 10 - - - - - - - - -
10000  mg/kg 8 8 7 5 5 - - - - - - - - -
PRONE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/ke 0 1 0 0 0 0 0 0 0 0 0 0 0 0
3644  mg/ke 1 4 3 2 1 0 0 0 0 0 0 0 0 0
5102  mo/kg 2 3 3 1 0 2 2 1 0 0 0 0 0 0
7143  mg/ke 2 4 5 1 1 - - - - - - - - -
10000  mo/ke 0 1 0 0 0 - - - - - - - - -
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  ma/kg 2 2 6 8 5 3 0 0 0 0 0 0 0 0
7143  ma/kg 3 5 5 9 9 - - - - - - - - -
10000 mo/kg 8 9 8 6 6 - - - - - - - - -
HUNCHBACK POSITION Cantral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 10 10 10 10 10 10 0 0 0 0 0 0 0 0
3644  mg/ke 10 10 10 10 10 10 0 0 0 0 0 0 0 0
5102 mo/ks 10 10 10 10 10 10 6 5 1 0 0 1 0 0
7143 nmg/ke 7 7 7 9 9 - - - - - - - - -
10000 me/ks 2 2 2 2 2 - - - - ~ - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ RAT F344 ALL ANIMALS

REPORT TYPE : 41 2

SEX : FEMALE

PAGE : 12
Clinical sian Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
DEATH Control 0 0 0 0
2603  mg/kg 0 0 0 0
3644  mg/kg 0 0 0 0
5102  mg/kg 5 5 5 5
7143  ng/kg - - - -
10000 mg/ks - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0
2603 mg/Kg 0 0 0 0
3644 mg/kg 0 0 0 0
5102  ma/ke 0 0 0 0
7143  nmg/ks - - - -
10000  mg/kg - - - -
PRONE Contral 0 0 0 0
2603 mgo/kg 0 0 0 0
3644 mg/kg 0 0 0 0
5102 ma/kg 0 ¢ 0 0
7143  mg/kg - - - -
10000  mg/kg - - - -
LATERAL Contral 4 0 0 0
2603 mg/ks 0 0 4} 0
3644 mo/kg 0 0 0 0
5102 ma/kg 0 0 0 0
7143 mg/ks - - - -
10000  mg/ke - - - -
HUNCHBACK POSITION Control 0 0 0 0
2603 ma/ks 0 0 0 0
3644 nma/kg 0 0 0 0
5102 mg/kg 0 0 0 0
7143  nmg/kg - - - -
10000 mo/ks - - - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANTHAL © RAT F344 ALL ANIMALS

REPORT TYPE : Al 2

SEX : FEMALE

PAGE : 13
Clinical sisn 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
ATAXIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ke 5 8 9 9 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 10 10 10 10 0 0 0 0 0 0 0 0 0 0
5102 mg/ks 9 9 3 3 2 0 4] 0 0 0 0 0 0 0
7143  mg/kg 7 4 1 0 0 - - - - - - - - -
10000  mg/kg 3 1 0 0 0 - - - - - - - - -
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 9 0 0 0 0 0
2603 ma/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  mg/kg 1 0 2 1 1 0 0 0 0 0 0 0 0 0
7143  mg/kg 1 0 0 0 0 - - - - - - - - -
10000  mg/kg 0 0 0 0 0 - - - - - - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ks 0 0 g 8 B 2 0 0 0 0 0 0 0 0
7143  mg/kg 0 1 10 10 10 - - - - - - - - -
10000  mo/ky 0 0 7 6 6 - - - - - - - - -
WEAKNESS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mo/kg 0 0 8 7 5 2 1 1 0 0 0 0 0 0
7148 mg/ks 0 4 10 10 10 - - - - - - - - -
10000 mg/ks 6 9 8 6 6 - - - - - - - - -
SOILED Control 0 0 0 2 2 2 0 0 0 0 0 0 0 0
2603  mg/ks 0 0 0 2 2 2 0 0 0 0 0 0 0 1
3644 ma/ks 0 4 3 5 5 1 0 0 0 0 0 Q 0 0
5102 mg/kg 0 0 2 2 3 3 4 A 1 1 1 1 1 1
7143 ma/kg 0 0 3 3 2 - - - - - - - - -
10000  mg/kg 0 0 1 0 0 - - - - -
(HAN190)

BAISZ2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIHAL ¢ RAT F344 ALL ANINMALS
REPORT TYPE : Al 2

SEX : FEMALE PAGE : 14
Clinical 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
2603  mg/kg 0 0 0 0
3644  mg/kg 0 0 0 0
5102  mg/ke 0 0 0 0
7143  ng/kg - - ~ -
10000  ma/ke - - - -
PARALYTIC GAIT Control 0 0 0 0
2603  ma/kg 0 0 0 0
3644 mg/kg 0 0 0 0
5102 mg/ke 0 0 0 0
7143 mg/kg - - - -
10000  mg/kg - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0
2603  mg/ke 0 0 0 0
3644 me/kg 0 0 0 0
5102 mg/ke 0 0 0 0
7143 ma/ks - - - -
10000  ma/ks - - - -
WEAKNESS Contral 0 0 0 0
2603  mg/kg 0 0 0 0
3644  mg/ks 0 0 0 0
5102  mg/kg 0 0 0 0
7143  mg/ks - - - -
10000  mg/kg - - - -
SOILED . Control 0 0 0 0
2603 ma/ks 0 0 0 0
3644  ma/ke 0 0 0 0
5102 ma/ky 1 1 1 1
7143  nmg/kg - - - -
10000 mg/ks - - - -
(HAN180)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIHAL ¢ RAT F344 ALL ANIMALS
REPORT TYPE : 41 2

SEX : FEMALE PAGE : 15
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 17 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
PILOERECTION Control 0 1 3 3 2 0 0 0 0 0 0 0 0 0
2603 ma/ke 8 10 10 10 10 10 8 3 0 0 0 0 0 0
3844 mo/ke 10 10 10 10 10 10 10 6 7 5 3 1 1 0
5102 mg/kg 10 10 10 10 10 10 7 5 5 5 3 3 2 1
7143  mg/ke 10 10 10 10 10 - - - - - - - - -
10000 mg/kg 10 10 8 6 8 - - - - - - - - -
LACRYHATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mg/kg 8 9 5 4 0 0 0 0 0 0 0 0 0 0
3644 mg/kg 10 10 8 7 2 0 1 0 0 0 0 0 0 0
5102  mg/ks 7 8 10 10 10 6 2 1 1 0 0 1 0 0
7143 nmg/kg 10 7 10 10 10 - - - - - - - - -
10000  mo/kg 6 8 5 5 5 - - - - - - - - -
GUY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/kg 0 0 0 0 0 0 2 0 1 1 0 0 0 0
7143 mg/kg 0 0 0 0 0 - - - - - - - - -
10000 mg/ks 0 0 1 0 0 - - - - - - - - -
EYE HEMORRHAGIC DISCHA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3844 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 ma/kg 0 0 0 0 1 2 0 0 0 0 0 0 0 0
7143 mg/ke 0 0 0 0 0 - - - - - - - - -
10000 mo/ke 0 0 0 0 0 - - - - - - - - -
EYE OPACITY Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143 mg/kg 0 0 0 0 0 - - - - - - - - -
10000  mo/kg 0 0 1 1 1 - - - - - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANINAL © RAT F344 ALL ANIMALS

REPORT TYPE : Al 2

SEX : FEMALE PAGE : 18
Clinical sign Group Name Administration Week—day
2~4 2-5 2-6 2-7
1 1 1 1
PILOERECTION Controt 0 0 0 0
2603 mg/kg 0 0 0 0
3644 mo/ke 0 0 0 0
5102  mg/kg 0 0 0 0
7143  mg/kg - - - -
10000  mg/kg - - - -
LACRYMATION Control 0 0 0 0
2603  ma/kg 0 0 0 0
3644 mg/ks 0 Q 0 0
5102 mo/kg 0 0 0 0
7143 ma/kg - - - -
10000 mg/ke - - - -
GUY Controt 0 0 0 0
2603  nmg/ke 0 0 0 0
3644  ma/ke 0 0 0 0
5102 mg/kg 0 0 0 0
7143 ma/kg - - - -
10000 mg/kg - - - -
EYE HEMORRHAGIC DISCHA Cantrol 0 0 0 0
2603  mo/ke 0 0 0 0
3644  mg/kg 0 0 0 0
5102  ma/ke 0 0 0 0
7143  mg/kg - - - -
10000  mo/ke - - - -
EYE OPACITY Control 0 0 0 0
2603  ma/kg 0 0 0 0
3644 nmg/kg 0 0 0 0
5102 mg/ke 0 0 0 0
7143  mg/kg - - - -
10000 mg/ke - - - _
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANINAL  RAT F344 ALL ANIMALS

REPORT TYPE : A1 2

SEX : FEMALE PAGE : 17
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 1-8 17 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
CLOSED EYELID Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/kg g 6 2 0 0 0 0 0 0 0 0 0 0 0
3644 mo/ke 10 4 0 0 0 0 0 0 0 0 0 0 0 0
5102  mg/ke 0 1 0 0 0 0 1 1 0 0 0 0 0 0
7143 mg/ky 2 0 1 2 1 - - - - - - - - -
10000 mo/kg 0 3 3 0 0 - - - - - - - - -
NOSE HEMORRHAGIC DISCHA Controt 0 0 0 2 2 1 0 0 0 0 0 0 0 0
2603  mg/ke 0 0 2 5 2 0 0 0 0 0 0 0 0 0
3644  mg/ks 0 0 3 2 3 1 0 0 0 0 0 0 0 0
5102 mg/kg 0 0 3 0 0 3 1 1 0 0 0 0 0 0
7143 mg/ke 1 1 6 3 1 - - - - - ~ - - -
10000  mg/kg 0 0 1 0 0 - - - - - - - - -
NOSE SEROUS DISCHARGE Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 0 0 1 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ke 0 0 1 1 0 0 0 0 0 0 0 0 0 0
7143  mg/kg 1 1 1 2 2 - - - - - - - - -
10000  mg/kg 0 1 1 1 1 - - - - ~ - - - -
CYANOSIS Caontrot 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 ma/ke 0 1 3 3 3 2 0 0 0 0 0 0 0 0
7143 mg/ke 0 5 9 9 10 - - - - - - - - -
10000 mg/ke 4 9 8 6 6 - - - - - - - - -
RESPIRATORY INHIBITION Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  mg/kg 0 0 2 1 0 0 0 0 0 0 0 0 0 0
5102 mg/keg 0 0 3 7 2 1 1 1 0 0 0 0 0 0
7143 mg/ke 1 0 3 6 3 - - - - - - - - -
10000 mg/kg 5 4 1 0 0 - - -
(HAN190)

BAISZ2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ RAT F344 ALL ANIMALS
REPORT TYPE : Al 2

SEX : FEMALE PAGE : 18
Clinical sion Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
CLOSED EYELID Control 0 0 0 0
2603  mg/kg 0 0 0 0
3644 mg/ke 0 0 0 0
5102  ma/kg 0 0 0 0
7143  mg/kg - - - -
10000  mo/ke - - - -
NOSE HEXORRHAGIC DISCHA Contral 0 0 0 0
2603  mg/ke 0 0 0 0
3644 mg/ke 0 0 0 0
5102 mo/kg 0 0 0 0
7143  mg/ke - - - -
10000  ma/ke - - - -
NOSE SEROUS DISCHARGE Contral 0 0 0 0
2603  mo/ke 0 0 0 0
3844 mg/ke 0 0 0 0
5102  ma/kg 0 0 0 0
7143  mg/ke - - - -
10000 mg/ke - - - -
CYANOSIS Controt 0 0 0 0
2603  mg/kg 0 0 0 0
3644  ma/ke 0 0 0 0
5102 ma/ke 0 0 0 0
7143 ma/ke - - - -
10000  ma/kg - - - -
RESPIRATORY INHIBITION Control 0 0 0 0
2603  mo/kg 0 0 0 0
3644 mg/ke 0 0 0 0
5102  mg/ke 0 0 0 0
7143  mg/ks - - - -
10000 mg/ks - - - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344 ALL ANIMALS

REPORT TYPE : Al 2

SEX : FEMALE PAGE : 18
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 1-8 17 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
DYSPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  mg/kg 0 0 7 3 3 2 0 0 0 0 0 0 0 0
7143 me/kg 1 4 6 4 7 - - - - - - - - -
10000  mo/ks 5 9 8 8 8 - - - - - - - - -
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  mo/ke 2 3 2 2 0 0 0 0 0 0 0 0 0 0
3644 mg/ke 1 1 1 1 0 0 0 0 0 0 0 0 0 0
5102 ma/ke 1 2 0 0 5 2 1 0 0 0 0 0 0 0
7143 mg/kg 5 4 2 2 1 - - - ~ - - - - -
10000  mo/ke 0 0 0 0 0 - - - - - - - - -
RESPIRATORY SOUND ABNOR Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mo/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ks 1 1 2 0 0 0 0 0 0 0 0 0 0 0
7143  mg/kg 0 0 2 1 1 - - - - - - - - -
10000  mo/kg 0 0 0 0 0 - - - - - - - - -
NOISY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143  mg/kg 0 1 1 1 1 - - - - - - - - -
10000 me/ks 0 0 0 1 1 - - - - - - - - -
DIARRHEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603  nmo/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102  ma/ke 0 0 0 0 0 0 4 1 1 0 0 0 0 0
7143  mg/kg 0 0 0 0 0 - - - - - - - - -
10000  mg/kg 0 0 0 0 0 - - - - - - -
(HAN190)

BAISZ



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANINAL * RAT F344 ALL ANIMALS

REPORT TYPE : A1 2

SEX : FEMALE PAGE : 20
Clinical sisn Group Name Administration Week-day
- 2-4 2-5 2-6 2-7
1 1 1 1
DYSPNEA Control 0 0 0 0
2603 nmo/ke 0 0 0 0
3644 ma/kg 0 0 0 0
5102  mg/kg 0 0 0 0
7143  mg/ke - - - -
10000  mg/kg - - - -
IRREGULAR BREATHING Control 0 0 0 0
2603  ma/kg 0 0 0 0
3644  mg/kg 0 0 0 0
5102 mg/kg 0 0 0 0
7143  mg/kg - - - -
10000 mg/kg - - - -
RESPIRATORY SOUND ABNCR Control 0 0 0 0
2603  mg/kg 0 0 0 0
3644  mg/kg 0 0 0 0
5102  mg/kg 0 0 0 0
7143 mg/kg - - - -
10000  mo/ke - - - -
NOISY Controt 0 0 0 0
2603 ma/kg 0 0 0 0
3644 mg/kg 0 0 0 0
5102 mg/kg 0 0 0 0
7143 mg/kg - - - -
10000  mg/kg - - - -
DIARRHEA Control 0 0 0 ¢
2603 nmga/ke 0 0 0 0
3644 mo/kg 0 0 0 0
5102 mg/ks 0 0 0 0
7143 mg/ke - - - -
10000 mg/ke - -
(HAN190)

BAIS2



STUDY NO. : 0003
ANTHAL : RAT F344
REPORT TYPE : A1 2

ALL ANIMALS

CLINICAL OBSERVATION (SUMMARY)

SEX : FEMALE PAGE : 21
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 1-8 1-7 2-1 2-2 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
SUBNORMAL TEMP Control 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
2603 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5102 mg/ky 0 1 g 8 5 2 1 1 0 0 0 0 0 0
7148  ma/kg 0 5 10 10 10 - - - -~ - - - - -
10000  mg/ke 4 9 8 6 6 - - - - - - - - -
SALIVATION Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2603 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3644 nmg/kg 0 0 1 1 1 0 0 0 0 0 0 0 0 0
5102 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
7143  ma/ke 0 0 0 0 0 - - - - - - - - -
10000  ma/ks 0 0 0 0 0 - - - - - - - -
(HAN190)

BAIS2



STUDY NO. : 0003 CLINICAL OBSERVATION (SUMMARY)
ANINAL ¢ RAT F344 ALL ANIMALS

REPORT TYPE : A1 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 TEMP Control 0 0 0 0
2603  mg/kg 0 0 0 0
3644 ma/ke 0 0 0 0
5102 mg/kg 0 0 0 0
7143 nmg/kg - - - -
10000  mg/kg - - - -
SALIVATION Control 0 0 0 0
2603  mg/kg 0 0 0 0
3644 mg/ks 0 0 0 0
5102 mg/kg 0 0 0 0
7143 mg/kg - - - -
10000 mo/kg - -
(HAN180)

BAIS2
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CLINICAL OBSERVATION (ACUTE STUDIES:SUMMARY)

MOUSE ‘MALE



STUDY NO. : 0004
ANTMAL ¢ MOUSE BDF1
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 1
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
DEATH Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 0 0 0 0 3 6 6 6 6 6 6 6 6 6
6923  mg/kg 0 0 0 0 8 10 ~ - - -~ - - - -
9000  ma/ke 0 0 4 5 10 - - - - - - - - -
LOCONOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  mg/kg 0 0 2 0 0 0 0 0 0 0 0 0 0 0
4096  mg/kg 4 3 1 2 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 9 8 8 g 8 3 0 0 0 0 0 0 0 0
6923 ma/kg 9 g 9 9 9 2 - - - - - - - -
8000 mg/kg g 9 9 6 5 - - - - - - - - -
PRONE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/ke 1 2 3 3 5 2 0 0 0 0 0 0 0 0
6923 mg/ke 7 8 [ 5 5 1 - - - - - - - -
9000 mg/ke. 5 6 6 4 3 - - - - - - - - -
LATERAL Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 ma/ke 1 1 1 1 1 1 0 0 0 0 0 0 0 0
6923  mg/kg 0 0 2 2 2 1 - - - - - - - -
9000  ms/ke 3 4 4 2 2 - - - - - - - - -
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 ma/ke 2 3 1 0 0 0 0 0 0 0 0 0 0 0
4096  mo/ke g 10 10 9 0 0 0 0 0 0 0 0 0 0
53256  ma/ks 8 8 8 8 3 1 0 0 0 0 0 0 0 0
6923 mg/kg 3 3 3 3 3 1 - - - - - - - -
9000 mg/ke 1 1 1 1 0 - - - - - - - - -

(BAN180)

BAIS2



STUDY NO. : 0004
ANINAL  : MOUSE BDF1
REPORT TYPE : Al 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE ¢ 2
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
DEATH Control 0 0 0 0
3151  mg/ks 0 0 0 0
4096 mg/kg 0 0 0 0
5325 mg/kg 8 8 6 6
6923 ma/ks - - - -
8000  mg/kg - - - -
LOCOMOTOR MOVEMENT DECR Controt 0 0 0 0
3151  mo/ke 0 0 0 0
4096 mg/kg Q 0 0 0
5325 mg/kg 0 0 0 0
6923 mg/kg - - - -
8000 mg/kg - - - -
PRONE Control 0 0 0 0
3151  mg/kg 0 0 0 0
4096 mg/ks 0 0 0 0
5325 mg/ke 0 0 0 0
6923 mo/ks - - - -
9000 ma/kg - - - -
LATERAL Control 0 0 0 0
3151 mg/ke 0 0 0 0
4096 mg/ks 0 0 0 0
5325 mg/ke 0 0 0 0
6923 mg/kg - - - -
9000 mg/kg - - - -
HUNCHBACK POSITION Controt 0 0 0 0
3151  mg/kg 0 0 0 0
4096  ma/kg 0 0 0 0
5325  ma/ke 0 0 0 0
6923 mg/ks - - - -
9000 mg/ke - -

(HAN180)

BAIS2



STUDY NO. : 0004
ANIHAL : MOUSE BDF1
REPORT TYPE : 41 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANTMALS

PAGE :

3

Clinical sign

Group Name

Administration Week-day
0-0 0-0 0-0
1 2 3

0-0

BODY SAG

ATAXIC GAIT

TREMOR

PLEENING

RIGHTING REPLEX REDUCE

Control

3151  mg/ke
4096  mg/kg
5325 mg/ke
6923 mg/kg
8000 mg/ke

Control
3151 mg/ks
4036 ma/kg
5325 ma/kg
6923 mg/kg
9000 mo/ke

Control
3151 mg/ks
4096  mg/kg
5325 ma/ks
6923 mg/kg
8000 mg/kg

Control

3151  mg/kg
4096  ma/ks
5325 mg/kg
6923 mg/ks
9000 me/kg

Control
3151 mg/ke
4096  ma/ke
5325 mg/kg
6923 ma/ke
9000 mg/kg
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BAIS2



STUDY NO. : 0004
ANIMAL : HOUSE BDF1
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 4
Clinical sign Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
BODY SAG Controt 0 0 0 0
3151  mg/ke 0 0 0 0
4098  mg/ks 0 0 0 0
5326 mo/ke 0 0 0 0
6923 mg/ks - - - -
8000 mg/ke - - - -
ATAXIC GAIT Controt 0 0 0 0
3151  mg/kg 0 0 0 0
4086 mg/ks 0 0 0 0
5325 mg/kg 0 0 0 0
8923 mg/kg - - - -
9000 mg/ks - - - -
TREMOR Control 0 0 0 0
3151  mg/ks 0 0 0 0
4096 mg/kg 0 0 0 0
5325 mg/kg 0 0 0 0
8923 mg/kg - - - -
9000 mg/kg - - - -
PLEENING Control 0 0 0 0
3151  mg/kg 0 0 0 0
4096  mo/ke 0 0 0 0
5325 mg/kg 0 0 0 0
6923 mg/ks - - - -
8000  mg/kg - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0
3151 mg/ks 0 0 0 0
4096 mg/ks 0 0 0 0
53256 my/kg 0 0 0 0
6923 mg/kg - - - -
9000 mg/ke - - -

(HAN190)

BAIS2



STUDY NO. : 0004
ANIMAL ~ : MOUSE BDF1
REPORT TYPE : Al 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE: 5
Clinical sign Group Name Administration Week—day
0-0 0-0 0-0 0-0 1-1 1-2 1-8 1-4 1-5 1-6 1-7 2-1 22 2-3
1 2 3 4 1 1 1 1 1 1 1 1 1 1
WEAKNESS Control 0 0 0 0 0 0 0 0 Q 0 0 0 0 0
3151  nmg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 ma/kg 0 0 0 0 4 3 0 0 0 0 0 0 0 0
6923  mg/kg 0 0 1 4 4 2 - - - - - - - -
8000  ma/kg 1 3 9 8 5 - - - - - - - - -
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  ma/ks 4 7 7 5 0 0 0 0 0 1 0 0 0 1
4096  mg/ke 9 10 10 10 1 0 0 0 0 0 0 0 0 1
5326  ma/kg g 10 10 10 7 4 0 0 0 0 0 0 0 0
6923  ma/ks 9 g 9 g 10 2 - - - - - - - -
8000 ma/kg 10 10 10 4] 5 - - - - - - - - -
LACRYMATION Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6923  ma/ks 0 0 0 0 2 1 - - - - - - - -
9000 mg/ks 0 0 0 0 0 - - - - - - - - -
NOSE SERQUS DISCHARGE Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5326  ma/kg 0 0 0 0 1 1 0 0 0 0 0 0 0 0
6923 mg/kg 0 0 0 0 0 0 - - - - - - - -
9000 me/ke 0 0 0 0 0 - - - - - - - - -
RESPIRATORY INHIBITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mo/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 0 0 2 2 1 0 0 0 0 0 0 0 0 0
6923 ma/kg 0 1 3 2 2 0 - - - - - - - -
9000 mg/ks 0 0 1 0 0 - - - - -

(HAN1S0)

BAIS2



STUDY NO. : 0004
ANINAL ¢ MOUSE BDF1
REPORT TYPE : A1l 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE : 6
Clinical sion Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
WEAKNESS Control 0 0 0 0
3151 mg/kg 0 0 0 0
4096 mg/kg ¢ 0 0 0
5325  ma/kg 0 0 0 0
6923 mg/ke - - - -
9000 mg/kg - - - -
PILOERECTION Control 0 0 0 0
3151  mg/kg 0 1 2 0
4096 ma/ks 0 0 2 2
5325 mo/kg 0 0 1 1
6923 mg/ks - - - -
3000 mg/kg - - - -
LACRYMATION Control 0 0 0 0
3151  mg/ke 0 0 0 0
4096 ma/kg 0 0 0 0
5325 mg/ks 0 0 0 0
8923 ma/ke - - - -
9000 mg/ke - - - -
NOSE SEROUS DISCHARGE Cantrot 0 0 0 0
3151 mg/kg 0 0 0 0
4096 ma/kg 0 0 0 0
5325 mg/kg 0 0 0 0
6923 mg/kg - - - -
9000 mo/kg - - - -
RESPIRATORY INHIBITION Cantrol 0 0 0 0
3151  nmg/kg 0 0 0 0
4096  mg/ks 0 0 0 0
5325  ma/kg 0 0 0 0
6923 mg/ke - - - -
9000 mg/ks - -

(HAN1S0)

BAIS2



STUDY NO. : 0004
ANIMAL : MOUSE BDFi
REPORT TYPE : Al 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE : 7
Clinical sion Group Name Administration Week-day
0~0 0-0 0-0 0-0 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
DYSPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4086  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 0 0 1 0 4 3 0 0 0 0 0 0 0 0
6923 mg/ky 0 1 2 5 5 2 - - - - - - - -
9000 mg/kg 3 6 9 6 5 - - - - - - - - -
IRREGULAR BREATHING Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/kg 0 2 1 3 0 0 0 0 0 0 0 0 0 0
5325 mg/ke 4 7 5 8 1 0 0 0 0 0 0 0 0 0
6923 mg/ks 7 8 5 3 3 0 - - - - - - - -
9000  mg/ke 7 5 1 0 0 - - - - - - - - -
SUBNORMAL TEMP Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  mg/keg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/ke 0 0 0 0 1 1 0 0 0 0 0 0 0 0
6923  mg/Kg 0 0 0 0 3 2 - - - - - - - -
9000 mg/ke 0 0 0 6 5 - - - - - - - -

(HAN1S0)

BAIS2



STUDY NO. : 0004
ANIMAL : MOUSE BDF1
REPORT TYPE : A1 2

SEX : MALE

CLINICAL OBSERVATION (SUMHARY)

ALL ANIMALS

PAGE : 8
Clinical sign Group Name Administration Week—day

24 2-5 2-6 2-7

1 1 1 1

DYSPNEA Control 0 0 0 0
3151 mo/kg 0 0 0 4}

4096 mg/kg 0 0 0 0

5325 mg/kg 0 o 0 0

6923 mo/ks - - - -

9000  mg/kg - - - -

IRREGULAR BREATHING Controt 0 0 0 0
3151  mg/kg 0 0 0 0

4096  mg/kg 0 0 0 0

5325  mg/kg 0 0 0 0

6923 ma/ks - - - -

8000 mg/kg - - - -

SUBNORMAL TENP Control 0 0 0 0
31561 nma/kg 0 0 0 0

4096 mg/ke 0 0 0 0

5325 mg/kg 0 0 0 0

6923 mg/kg - - - -

8000 mo/kg ~ -

(HAN190)

BAIS2



APPENDIX A 1-4

CLINICAL OBSERVATION (ACUTE STUDIES::SUMMARY)

MOUSE : FEMALE



STUDY NO. : 0004 CLINICAL OBSERVATION (SUMMARY)
ANTMAL : HOUSE BDF1 ALL ANINALS
REPORT TYPE : A1 2

SEX : FEMALE

PAGE: 8
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
DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 ma/ke 0 0 0 0 1 6 6 8 6 6 6 6 6 6
6923 mo/ke 0 0 0 0 9 10 - - - - - - - -
8000 mg/ke 0 0 0 1 10 - - - - - - - - -
LOCOMOTOR MOVEMENT DECR Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ke 0 0 1 4 0 0 0 0 0 0 0 0 0 0
4096  mg/ke 5 9 10 10 0 0 0 0 0 0 0 0 0 0
5325 mg/ke 9 g 10 10 7 5 0 0 0 0 0 0 0 0
6923 mg/ke 10 10 10 10 10 1 - - - - - - - -
8000  mo/kg g 8 9 9 8 - - - - - - - - -
LOCOXOTOR MOVEMENT INCR Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 ng/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/ke 1 1 0 0 0 0 0 0 0 0 0 0 0 0
6923 mo/ke 0 0 0 0 0 0 - - - - - - - -
9000 mg/kg 0 0 0 0 0 - - - - - - - - -
PRONE Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 mo/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325  ma/kg 0 0 1 1 2 2 0 0 0 0 0 0 0 0
6923  mg/kg 4 6 7 6 6 0 - - - - - - - -
8000  mg/kg 4 5 0 0 0 - - - - - - - - -
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  mg/ks 0 0 0 0 1 0 0 0 0 0 0 0 0 0
4096 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325  mg/ke 0 0 0 0 2 2 0 0 0 0 0 0 0 0
6923  ma/ke 0 1 2 3 3 1 - - - - - - - -
9000 mo/kg 2 5 10 10 9 - - - - - - - -
(HAN190)

BAIS2



STUDY NO. : 0004
ANIMAL  : MOUSE BDFI
REPORT TYPE : 41 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE : 10
Clinical sion Group Name Administration Week—day
2-4 2-5 2-6 2-7
1 1 1 1
DEATH Control 0 0 0 0
3151 mg/kg 0 0 0 0
4096 mg/kg 0 0 0 0
5325 mg/ke 6 6 8 6
6923  ma/ke - - - -
9000 ma/ke - - - -
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0
3151  ma/kg 0 0 0 0
4096 ma/ke 0 0 0 0
5325 mo/kg 0 0 0 0
8923 ma/ks - - - -
9000 mg/ke - - - -
LOCOMOTOR MOVEMENT INCR Control 0 0 0 0
3151 mg/kg 0 0 0 0
4096  mg/kg 0 0 0 0
5325 mg/kg 0 0 0 0
6923 ma/kg - - - -
8000 ma/ke - - - -
PRONE Control 0 0 0 0
3151 mg/kg 0 0 0 0
4096 mg/ks 0 0 0 0
5325 mg/ke 0 0 0 0
6923 mg/kg - - - -
8000 mg/kg - - - -
LATERAL Control 0 0 0 0
3151  mg/kg 0 0 0 0
4096  mg/kg 0 0 0 0
5325 ma/kg 0 0 0 0
6923 mg/kg - - ~ -
9000  mg/kg -~ - - -
(HAN180)

BAIS2



STUDY NO. : 0004 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : MOUSE BDF1 ALL ANIMALS
REPORT TYPE : A1 2

SEX : FEMALE 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
HUNCHBACK POSITION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ks 0 6 2 2 0 0 0 0 0 0 0 0 0 0
4086  mo/ks 7 10 10 10 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 10 10 10 10 7 5 0 0 0 0 0 0 0 0
6923  ma/kg 10 10 10 10 10 1 - - - - - - - -
9000 mg/ke 10 10 10 10 g - - - - - - - - -
BODY SAG Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  mg/kg 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
4096  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 ma/kg 0 0 0 0 2 1 0 0 0 0 0 0 0 0
6923 ma/ks 0 0 0 0 0 0 - - - - - - - -
9000 mg/kg 0 0 0 0 0 - - - - - - - - -
ATAXIC GAIT Control 0 0 0 0 0 0 0 0 0 0 4} 0 0 0
3151  ma/ke 0 0 0 0 i} 0 0 0 0 0 0 0 0 0
4096 mg/ks 5 g 7 10 0 0 0 0 0 0 0 0 0 0
5325  ma/ke g 10 10 9 3 1 0 0 0 0 0 0 0 0
6923  mg/kg 5 5 2 2 2 0 - - - - - - - -
8000 mg/kg 4 3 0 0 0 - - - - - - - - -
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mo/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325  mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6923 ma/kg 0 0 0 0 0 0 - - - - - - - -
8000 mg/kg 0 0 0 1 1 - - - - - - - - -
RIGHTING REPLEX REDUCE Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6923 mg/ks 0 0 5 5 5 1 - - - - - - - -
9000 mg/ke 0 8 10 10 g - - - - - - -
(HAN180)

BAIS2



STUDY NO. : 0004
ANIMAL : HOUSE BDF1
REPORT TYPE : A1 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE : 12
Clinical sign Group Name Administration Week-day
2~4 2-5 2-6 2-7
1 1 1 1
HUNCHBACK POSITION Control 0 0 0 0
3151  me/ke 0 0 0 0
4086  mg/kg 0 0 0 0
5325 ma/kg 0 0 0 0
6923 mg/ks - - - -
8000  mg/ke - - - -
BODY SAG Control 0 0 0 0
3151 nmg/ks 0 0 0 0
4096 mg/kg 0 0 0 0
5325 nmg/kg 0 0 0 0
6923 mg/ks - - - -
8000 mg/kg - - - -
ATAXIC GAIT Control 0 0 0 0
3151  mg/ke 0 0 0 0
4096 mg/kg 0 0 0 0
5325 ma/kg 0 0 4 0
6923 mg/ke - - - _
8000 ma/kg - - - -
PARALYTIC GAIT Control 0 0 0 0
3151  mg/kg 0 0 0 0
4096 mg/ks 0 0 0 0
5325 mg/ke 0 0 0 0
6923 mg/kg - - - -
9000 ma/ks - - - -
RIGHTING REPLEX REDUCE Control 0 0 0 0
3151  mo/ke 0 0 0 0
409  mg/ke 0 0 0 0
5325 nmg/ky 0 0 0 0
6923 mg/kg - - - -
3000 mg/kg -

(HAN180)

BAIS2



STUDY NO. : 0004
ANIMAL  : MOUSE BDF1
REPORT TYPE : A1 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

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
WEAKNESS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6923 mg/kg 0 1 5 6 6 1 - - - - - - - -
9000 mg/kg 1 3 g 10 g - - - - - - - - -
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151  mg/ks 0 4 5 4 0 0 0 0 0 0 0 0 0 0
4096  mg/ks 5 9 10 10 1 0 0 0 0 0 0 0 0 0
5325 mg/ks 10 10 10 10 ] 5 0 0 0 0 0 0 0 0
6923 ma/kg 10 10 10 10 10 1 - - - - - - - -
9000 mg/ke 10 10 10 10 9 - - - - - - - - -
LACRYMATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3161  mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  ma/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6923 mg/kg 0 0 0 0 1 1 - - - - - - - -
9000 mg/ks 0 0 0 5 5 - - - - - - - - -
CLOSED EYELID Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 ma/kg 0 0 0 1 1 1 0 0 0 0 0 0 0 0
6923  mg/kg 1 2 1 3 3 0 - - - - - - - -
8000 mg/ke 1 2 1 0 0 - - - - - - - - -
NOSE SEROUS DISCHARGE Cantral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6923 mg/kg 0 0 1 0 0 0 - - - - - - - -
8000  mg/kg 0 0 0 0 0 - - - - - _ -

(HAN1S0)

BAIS 2



STUDY NO. : 0004
ANINAL : YOUSE BDF1
REPORT TYPE : A1 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE : 14
Clinical sion Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
WEAKNESS Control 0 0 0 0
3151 mg/kg 0 0 0 0
4096  mo/kg 0 0 0 0
5325 ma/kg 0 0 0 0
6923 mg/kg - - - -
9000 mg/ke - - - -
PILOERECTION Control 0 0 0 0
3151  ma/ks 0 0 0 0
4096  mo/kg 0 0 0 0
5325 ma/kg 0 0 0 0
6923 mg/kg - - - -
8000 mg/kg - - - -
LACRYXATION Control 0 0 0 0
3151 mg/ke 0 0 0 0
409  mg/ke 0 0 0 0
5325 mo/kg 0 0 0 4}
6923 mg/kg - - - -
9000  mg/kg ~ - - -
CLOSED EYELID Cantrol 0 0 4} 0
3161  mg/ke 0 0 0 0
4096 mg/kg 0 0 0 0
5325 ma/ke 0 0 0 0
6923  ma/kg - - - -
9000  ma/ks - - - -
NOSE SEROUS DISCHARGE Controt 0 0 0 0
3151  mg/kg 0 0 0 0
4096  mg/kg 0 0 0 0
5325 nmo/ke 0 0 0 0
6923 ma/ks - - - -
9000 mg/ke - - - _

(HAN180)

BAIS2



STUDY NO. : 0004
ANIMAL  : MOUSE BDF1
REPORT TYPE : A1 2

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 15
Clinical sian Group Nams Administration Week-cay
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
3151 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  ma/kg 0 0 0 0 0 0 0 0 0 0 1} 0 0 0
5325  mg/kg 0 0 0 0 1 1 0 0 0 0 0 0 0 0
6923 mg/ke 0 0 6 3 3 0 - - - - - - - -
9000 mo/ke 1 5 0 0 0 - - - - - - - - -
DYSPNEA Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 mg/kg 0 0 0 0 1 1 0 0 0 0 0 0 0 0
6923 mg/kg 0 1 1 4 4 1 - - - - - - - -
3000 mg/kg 0 3 10 10 I°] - - - - - - - - -
IRREGULAR BREATHING Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/ks 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096 mg/kg 1 1 1 0 0 0 0 0 0 0 0 0 0 0
6325 ma/ke 0 0 3 4 4 3 0 0 0 0 0 0 0 0
6923 mg/kg 2 4 2 3 3 0 - - - - - - - -
8000 mg/ks 8 2 0 0 0 - - - - - - - - -
SUBNORMAL TEMP Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3151 mg/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4096  mg/ke 0 0 0 0 0 0 0 0 0 0 0 0 0 0
5325 ma/kg 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6923  mg/kg 0 0 0 1 2 1 - - - - - - - -
8000 mg/kg 0 0 0 7 7 - - - - - -

(HAN190)

BAIS2



STUDY NO. : 0004
ANIMAL ¢ MOUSE BDF1
REPORT TYPE : A1 2

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE @ 16
Clinical sion Group Name Administration Week-day
2-4 2-5 2-6 2-7
1 1 1 1
RESPIRATORY INHIBITION Control 0 0 0 0
3151  mg/ke 0 0 0 0
409 mo/kg 0 0 0 0
5325 mo/kg 0 0 0 0
6923 mg/kg - - - -
9000  mo/ke - - - -
DYSPNEA Control 0 0 0 0
3151 mg/kg 0 0 0 0
4086 mg/ke 0 0 0 0
5325 mg/ke 0 0 0 0
6923 ma/ke - - - -
8000 mo/ke - - - -
IRREGULAR BREATHING Control 0 0 [4} 0
3151  mg/kg 0 0 0 0
4096  mg/ke 0 0 Q 0
5325 mg/kg 0 0 0 0
6923 mg/ks - - - -
9000 mg/kg - - - -
SUBNORMAL TEMP Control 0 0 0 0
3151 mg/ks 0 0 0 0
4086  ma/ke 0 0 0 0
5325 mo/ke 0 0 0 0
6923 mg/ks - - - -
8000 mg/kg - -

(HAN180)

BAIS2



APPENDIX A 2-1

GROSS FINDINGS (ACUTE STUDIES. SUMMARY)

RAT ! MALE !DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0003 GROSS FINDINGS (SUMMARY)
ANINAL : RAT F344 DEAD AND MORIBUND ANINMALS (0- 2W)
REPORT TYPE : Al
SEX : NALE PAGE : 1
Group Name Control 2603 ma/ke 3644  ne/ke 5102 me/ke
Organ Findings N0. of Animals 0 (%) 0 (%) 0 (%) 0 (%)
lung/bronch red - () - () -9 - (9
red patch/zone - (") - (= - (9 - (9
thymus red patch/zone - (9 - (9 - (9 - (9
heart dilated - (9 - (9 - - - (9
gl stomach red patch/zane - () - () - (9 - (9
erosion - {9 - () - (9 - (=
thin - (9 - (9 - (9 - ()
stomach fluid:broun - (9 - (9 - (9 - (9
duadenum red patch/zone - (") - (=) - (9 - (9
fluid:broun - () - (9 -9 - (9
smatl intes  fluid:brown - (9 - (9 - (9 - (9
Liver herniation - (9 - (9 - () - (9
kidney suotlen - (=) = (9 - (9) - (9
anemic - () - () - () - (9
(HPT080)

BAIS2



STUDY NO. @ 0003 GROSS FINDINGS (SUMMARY)
ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name 7143 mg/ks 10000  mg/ks
Organ_____ Findings NO. of Animals 8 (%) 10 (%)
Llung/bronch rad 2 (25) o (0
red patch/zone 2 (25) 0 (0
thymus red patch/zone 4 (50) 5 (50)
heart dilated 2 (25) 0 (0
gl stomach red patch/zone 6 (79 g (80
erosion 1 (13) 0 (0
thin 0 (0 1 (10
stomach fluid:broun 4 (50) 10 (100)
duodenum red patch/zone 0 (0 3 (30
ﬂuid-:bromn 60 (0 2 (20)
small intes fluid:brown 7 (88) 8 (80)
Liver herniation 0 (0 1 (10
kidney suollen 1 (13) 0 (0
anemic 1 (13 0 (0
(HPT080)

BAIS2



APPENDIX A 2-2

GROSS FINDINGS (ACUTE STUDIES. SUMMARY)

RAT FEMALE:DEAD AND MORIBUND ANIMALS



STUDY NO. & 0003 GROSS FINDINGS (SUMMARY)
ANIHAL : RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FENALE PAGE : 3
Group Name Control 2603 mg/ko 3644 ng/ks 5102 mo/kg
Organ_____ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 5 (%)
lung/bronch red - () - () - (9 0 (0
red patch/zone - (= - (9 - (9 2 (40
colored patch/zone - (9 - (9 - (9 1 (20
thymus red patch/zone = () - (9 - (A9 1 (20
heart dilated - (9 - (9 - () 00
esophagus fluid:brown - =) - (9 -9 1 (20
ol stomach red - (9 - (9 - (9 00
brown - () - (") - (9 1t (208
red patch/zone - () - () - (9 4 (80)
ulcer - (9 - () - (9 0 (0
stamach fluid:red - (9 - (9 - (9 0 (0
fluidibroun - (9 - (= - (9 5 (100)
fluid:black - {9 - (9 - (9 0 (0
fluid: transparent - (=) - (9 - (9 0 (0
duodenum red patch/zone - (9 - (9 - (9 0 (0
erosion - (=) - (9 - (9 0 (0
fluid: transparent - () - () - () 0 (0
small intes  fluid:red - (=) - () - (9 0 (0
fluid:broun - {9 - (=) - (2 4 (80
fluid:black - () - (9 - 09 0 (0
cecun fluid:brown - (9 - (9 - (") 1 (20
kidney entarged = (= - (9 - (9 3 (80)
(HIPT080)

BAIS2



STUDY NO.  : 0003 GROSS FINDINGS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX  FEMALE PAGE : 4
Group Name 7143 mg/ks 10000  mg/kg
Organ Findings NO. of Animals 10 (%) 10 (%)
Lung/bronch red 1 (10 0 (0
red patch/zone 4 (40) 1 (10)
colored patch/zone o (0 0 ( 0
thymus red patch/zone 7 (170) 7 (70)
heart dilated 4 ( 40) ()
esophagus fluid:brown 0 (0 0 (0
gl stomach red 0 (0 1 (10)
brown 0 (0 0 (0
red patch/zone 7 (70) 8 (80)
ulcer 3 (30 0o
stomach fluidired 1 (10 0 (0
fluid:brown 5 (50 g (90)
fluid:black 3 (30) 0 (0
fluid: transparent 0 (0 1 (10)
duadenum red patch/zone 6 (60) 1 (10
erosion 1 (10) 0 (0
fluid:transparent 0 (0 1 (10
small intes fluidired 1 (10 0 (0
fluid:broun 8 (60 g (90)
fluidiblack 3 (30) 0 (0
cecum Ffluid:brown 0 (0 0 (0
kidney entarged 0 (0 0 (0
(HPT080)

BAIS2



STUDY NO.  : 0003 GROSS FINDINGS (SUMMARY)

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

REPORT TYPE : Al

SEX s FEMALE PAGE: 5

Group Name Controt 2603  ma/kg 3644 mg/ke 5102  ma/kg

Organ, Findings NO. of Animals 0 (%) 0 (%) 0 (%) 5 (%)

kidney swolten - (" - (= - (=) 0 (0
red patch/zone - (9 - (9 - (9 1 (20)
anemic - (9 - () - () 4 (80)

urin bladd urine:red - (- - (9 - (9 1 (20

adrenal enlarged - (") - (=) - () 1 (20
red - () - () - { =) 1 (20

(HPT080)

BAIS2



STUDY NO. = 0003 : GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 8

Group Name 7143 mo/keg 10000 mg/ke

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

kidney swollen 4 (40) 6 (0
red patch/zone 0 (0 0 (0
anemic 0 (0 0 (0

urin bladd urine:red 0 ( 0 0 (0

adrenal enlarged » 0 (0 0 (0
red 0 ( 0 00

(HPT080)

BAIS2



APPENDIX A 2-3

GROSS FINDINGS (ACUTE STUDIES ! SUMMARY)

RAT MALE !SACRIFICED ANIMALS



STUDY NO. & 0003

GROSS FINDINGS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE = 1
Group Name Cantrot 2603 ma/ke 3644  mo/ks 5102 ma/ke
Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)
ALL ANIMAL ALL ANIMAL ALL ANIMAL ALL ANIMAL

NON REMARKABLE

NON REMARKABLE

NON RENARKABLE

NON REMARKABLE

(HPT080)

BAISZ



STUDY NO.  : 0003

GROSS FINDINGS (SUMMARY)

ANIMAL s RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Graup Name 7143 nmg/ks 10000 mg/kg
Organ, Findings, NO. of Animals 2 (%) 0 (%)
ALL ANIMAL ALL ANIMAL
NON REMARKABLE NON REMARKABLE
(HPT080)

BAIS2



APPENDIX A 2-4

GROSS FINDINGS (ACUTE STUDIES: SUMMARY)

RAT!FEMALE ! SACRIFICED ANIMALS




STUDY NO. & 0003

GROSS FINDINGS (SUMMARY)

ANIMAL . RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 1
Group Name Gontrol 2603 mg/ke 3644  mg/kg 5102 mg/kg

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

lung/bronch red patch/zone 1 (10) 0 ( 0) 0 (0 0 (0

uterus dilated tumen 2 (20 2 (20) 1 (10) 0 (0

(HPT080) BAIS2



STUDY NO. = 0003

GROSS FINDINGS (SUMMARY)

ANTHAL © RAT F344 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 2
Group Name 7143 mg/ke 10000 mg/kg

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

lung/bronch red patch/zone - (9 - (=)

uterus dilated lumen - (= - ()

(HPT080) BAIS2



APPENDIX A 2-5

GROSS FINDINGS (ACUTE STUDIES:! SUMMARY)

MOUSE :MALE!DEAD AND MORIBUND ANIMALS




STUDY NO. = 0004 GROSS FINDINGS (SUNMARY)

ANTHAL : NOUSE BDF1 DEAD AND MORIBUND ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
» Growp Name Control 3151 ma/ke 4096  ma/kg 5325 ma/ks
Organ____ Findings NO. of Animals 0 (%) 0 (%) 0 (%) 8 (%)
lung/bronch  red - (9 - () - (") 2 (33
edema - () - (9 - (9 1 (1D
heart dilated - (9 - (9 - (9 )
gl stomach red patch/zone - (= - () - (- 1 (1n)
stamach red patch/zone - {9 - (" - (9 1 (1D
fluidired - (9 - (9 - () 00
fluid:brown - () - (9 - (9 1 (17
fluid: transparent - () - () - (9 0 (0
duodenum red patch/zone - (= - (9 - (A 6 (0
thick - (9 - (9 - (9 0 (0
fluid:red - () - () - (9 00
fluid:broun - (") = (=) - (9 2 (33)
small intes  fluid:broun - (9 - (9 - (9 0 (0
Liver anemic - () - (9 - (9 4 (87)
kidney anemic - (= - (9 - (9 3 (50
(HPT080)

BAIS2



STUDY NO.  : 0004 GROSS FINDINGS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX + MALE PAGE : 2
Group Name 6923  mg/ke 8000  mg/ks
Organ Findings NO. of Animals 10 (%) 10 (%)
lung/bronch red 8 (80 5 (50)
edema 0 (0 0 (0
heart dilated 0 (0 1 (10
sl stomach red patch/zone 8 ( 80) 10 (100)
stamach red patch/zone 0 (0 0 (0
fluidired 2 (20 0 (0
Fluid:brown 6 (60) o (0
fluid:transparent 1 (10 o (0
duodenum red patch/zone 1 (10 3 (30
thick 1 (10) 0 (0
fluidired 1 (10 0 ( 0
fluidibrown 1 (10 0 (0
small intes fluidibroun 3 (30) 0 (0
Liver anemic o (0 0 (0
kidney anemic 0 (0 0 (0
(HPT080)

BAIS2



APPENDIX A 2-6

GROSS FINDINGS (ACUTE STUDIES!SUMMARY)

MOUSE:FEMALE :DEAD AND MORIBUND ANIMALS




STUDY NO. @ 0004 GROSS FINDINGS (SUMMARY)

ANTHAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 3151 nmg/ks 4096  mg/kg 5325  mg/ks
Organ____ Findines 0. of Animals 0 (%) 0 (%) 0 (%) 6 (%)
lng/bronch  red - (9 - (9 - (9 8 (100)
spleen anemic - (= - () - (9 3 (50)
forestomach red patch/zone - (9 - (- - (= 0 (o0
gl stomach red patch/zone - (" - (= - () 1 (17
stomach fluid:brown - (9 - () - (9 3 (50)
duodenm red - (9 - (=) - (") 1 (17
red patch/zone - {9 - (") - (= 0o
fluid - (9 - (9 - (9 0 (0
fluid:broun - (9 - (9 - () 0 (0
fluidsblack - (9 - (9 - (9 L (1)
small intes  fluidired - (9 - (") - (9 2 (33)
fluid:brown - (9 - (9 - (9 2 (33
Liver anemic - (9 - (9 - (= 4 (67
kidney anemic - (= - (9 - (=) 4 (67)
(HPTO80)

BAIS2



STUDY NO. & 0004 GROSS FINDINGS (SUMMARY)
ANIMAL © MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 4
Group Name 6923 mg/ke 8000 mg/ks
Organ Findings NO. of Animals 10 (%) 10 (%)
Llung/bronch red 8 (80) 8 (80)
spleen anemic 0 (0 0 (0
forestomach red patch/zone 1 (10) 0 (0
gl stomach red patch/zone 8 (80) 8 (90
stomach fluid:brown g (90 8 (80)
duodenum red 1 (10 0 (0
red patch/zone 0 ( 0) 1 (10)
fluid 1 (10 0 (0
Fluid:brown 3 (30 1 (10)
fluid:black o (0 o (0
smatl intes fluidsred 0 C0 0 (0
Ffluid:browun 5 (50) 2 (20
Liver anemic 0 (0 0 (0
kidney anemic 0 (0 0 (0
(HPT080)

BAIS2



APPENDIX A 2-7

GROSS FINDINGS (ACUTE STUDIES: SUMMARY)

.MOUSEIMALEisACRIFICED ANIMALS




STUDY NO. & 0004 GROSS FINDINGS (SUXMARY)

ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX : MALE PAGE : 1
Group Name Control 3151 mg/ke 4098 mo/ke 5325 nma/ke

Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 4 (%)

spleen black patch/zane 0 (0 1 (10) 0 (0 0 (0

testis atrophic 0 (0 0 (0 1 (10 0 (0

semin ves nodule 0 (0 0 (0 1 (10) 0 ( 0

(HPT080) BAIS2



STUDY NO. 2 0004 GROSS FINDINGS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX T MALE PAGE : 2
Group Name 6923 mo/ke 9000 mg/ke

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

spleen black patch/zone -~ (= - (=)

testis atrophic - () - (9

semin ves nodule - () - ()

(HPT080) BAIS2



APPENDIX A 2-8

GROSS FINDINGS (ACUTE STUDIES.SUMMARY)

MOUSE !FEMALE ! SACRIFICED ANIMALS



STUDY NO. & 0004 GROSS FINDINGS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 3
Group Name Control 3151  mg/ks 4096 mg/ke 5325 nmg/kg

Organ Findings, NO. of Animals 10 (%) 10 (%) 10 (%) 4 (%)

spleen black patch/zane 0 (0 0 (0 1 (1) 1 (25

ovary cyst 1 (10) 1 (10 o0 (0 0 (0

uterus dilated tumen 5 (50) 4 (40) 4 (40 3 (175)

(HPTO080) BAIS2



STUDY NO. : 0004 GROSS FINDINGS (SUMMARY)

ANIMAL + HOUSE BDF1 SACRIFICED ANIMALS ( 2W)

REPORT TYPE : Al

SEX s FEMALE PAGE : 4
Group Name 6923 ma/kg 9000 mg/kg

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

splesn black patch/zone - (9 - (=)

ovary cyst - () - ()

uterus ditated lumen - () - ()

(HPT080) BAIS2



APPENDIX A 8-1

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

RAT MALE ! DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ ¥ALE PAGE ¢ 1
Group Name Controtl 26803 mg/ke 3644  ma/ke 5102 mg/kg
No. of Animals 0 0 0 0
A> 2> B> < KI> 2> & <& 1> 2> <3 4> <I> <25 K3 <D
Organ Findings @ ® W ® @ ® w ® w ®» O w ® % W
[Respiratory system]
lung/bronch congestion - - - - - - - - - - - - - - - -
(02009 D) S IO B G I G D))
hemorrhage - - - - - - - - - - - - - - - -
(=209 o G B G I G D09 D000
edema:perivascular - - - - - - - - - - - - - - - -
(22020309 S0 S0 G B G B D
[Hematopoietic system]
spleen congestion - - - - - - - - - - - - - - - -
(00209 D) SO0 09 SO0
[Digestive system]
stomach srosion:glandular stomach - - - - - - - - - - - - - - - -
(=0 S SO 009 SO ) I G B G
[Urinary system]
kidney tubular necrosis - - - - - - - - - - - - - - - -
(=00 -) S0 09 - S0 ) -) S0 =
hydropic change:proximal tubule - - - - - - - - - - - - - - - -
(02009 D000 D0 D009

(HPT150)

BAIS2



STUDY NO. = 0003

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name 7143 mg/kg 10000  mg/kg
No. of Animals 3 3
<I> 42> & <& 1> <> 3 LD
Organ, Findings @ o ® O @ ® & W
[Respiratory system]
Lung/bronch congestion 1 0 0 0 1 0 0 0
(3 (0 00 (s (00

hemorrhage

edemaperivascular

[Hematopoietic system}

spleen congestion

[Digestive system)

stamach ercsion:glandular stomach

{Urinary system]

kicney tubular necrosis

hydropic changs:proximal tubule

10 0o 0 00 0 0
(3 C 00 (oo

1 0 0 o 1 0 0 0
(83 (0 CoyCo (3 (0l

(GG I QRO G (s C 0o (0
(33 (0o (en (000

(s (000 oo (o

(0 (0l (o0l

(HPT150)

BAIS2



APPENDIX A 3-2

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

RAT:FEMALE !DEAD AND MORIBUND ANIMALS



STUDY NO. & 0008

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 3
Group Name Controt 2603  mg/ks 3644 mo/kg 5102 ma/kg
No. of Animals 0 0 0 3
1> 2> <& b I> 2> & Kb (1> 2> & D <I> <25 <& <4
Organ, Findings M w & W @ & ® O ® & & W @ & | o
[Respiratory system)
tung/bronch congestion - - - - - - - - - - - - 1 0 0 0
(0209 (20209 D09 (3 (00l
hemorrhage - - - - - - - - - - - - 0 0 0 0
(0020 (=020 G G I G (o0
edema: perivascular - - - - - - - - - - - - 1 0 0 0
(02009 (=20 S =009 (8000
[Hematopoietic system]
thymus hemorrhage - - - - - - - - - - - - 1 0 0 0
(2000 (203009 SO 009 (3 (000
karyorrhexis - - - - - - - - - - - - 0 0 0 1
(009 (02009 o B B G B D oo (0 (33
[Circlulatory system]
heart hemorrhage - - - - - - - - - - - - 2 0 0 0
(22009 (200209 S0 009 (67y C 0) C 0) C O)
[Digestive system]
stomach erosion:glandular stomach - - - - - - - - - - - - 2 0 0 0
(=302 09 (32009 A O B G B G (en C o) (00
Liver vacuolic change:central - - - - - - - - - - - - 1 0 1 0
(0009 (2030209 S0 (33 ( 0 (33 (0
[Urinary system]
kidney tubular necrosis - - - - - - - - - - - - 0 0 3 0
(230200 (22009 SO0 o C 0 @ (o
(HPT150)

BAIS2



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL > RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Group Name 7143 mg/kg 10000  mg/kg
No. of Animals 2 3
1> 2> & b I> 2> K3 &b
Organ Findings & ® o W ® & & O
{Respiratory system]
tung/bronch congestion 1 0 0 0 2 0 0 0
(50) ( 0 C 0) C 0 (67) ( 0) ( 0) ( 0)
hemorrhage 1 0 0 0 0 0 0 0
(50) C 0y C 0) (0 co oo (o0
edema:perivascular 1 0 0 0 2 0 0 0
(50 C 0) C 0) 0O (61) C 0) C0) (0
[Hematopoietic system]
thymus hemorrhags 0 0 0 0 0 0 0 0
oo oo oy oo (o
karyorrhexis 0 0 0 0 0 0 0 0
(oo (ocncondn
[Circlulatory system]
heart hemarrhage 0 0 0 0 0 0 0 0
co-Co oo (oo o0
[Digestive system]
stomach erosion:glandular stomach 1 0 0 0 0 1 0 0
(50 C 0) C 0) (O (03 (0 (o0
Liver vacuolic change:central 0 0 0 0 0 0 0 0
oo oo oo o
{Urinary system]
kidney tubular necrosis 0 0 0 1 0 0 0 0
o000 (50 Q) B G ) I G ) B Q)]
(HPT150)

BAIS2



STUDY NO. ¢ 0003 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND NORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 5
Group Name Control 2603  ma/ks 5102 ma/ke
No. of Animals 0 0 3
1> <2> <3 <D 1> 2> B3> D > <20 B L
Organ Findings w | W W M ® W ® w ® ® O

[Urinary system]

kidney

hydropic changs:proximal tubule

[Endocrine system]

adrenal

hemorrhage

[Special senss organs/appandage]

8ye

inflammation

0 0 1
0008

0 1 0 0
(0O (o

=)
Qe

Rl

10 0 0
(s o C0nCo

g

(HPT150)

BAIS2



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : &
Group Name 7143 mo/ke 10000  mg/ke
No. of Animals 2 3
1> 2> & b 1> 2> 3> KD
Organ, Findings @ ® ® W M w ®

[Urimary system]

kidney hydropic change:proximal tubule

[Endocrine system]

adrenal hemorrhage

[Special sense organs/appandage]

eys inflammation

R S
(0 (50 (50) (0

6 0 0 90
(ot

=

0 0 0 0

0
(0o (oo ln (o0

Rl

0 0 0 0 00 0 0
oo (oo oo

(HPT150)

BAIS2



APPENDIX A 8-3

HISTOLOGICAL FINDINGS ‘NON-NEOPLASTIC LESIONS (ACUTE STUDIES. SUMMARY)

RAT MALE ! SACRIFICED ANIMALS



STUDY NO.  : 0003 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Cantrot 2603  nmg/kg 3644  mo/ke 5102 malke
No. of Animals 2 2 2 2
KI>D 2> & <& > <D B L > 2> K3 & I> 2> <K b
Organ______ Findings @ ® & o @ ® B W @® & B & ® & & W

[Hematopoietic system)

spleen extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ocnco(on oo oo (GO NG B Q) I GY)] (50 C (OO

[Urinary system]

kidney regeneration proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 0

2 0 0
(oo (o0 (oo (nlon (oo 00y ( 0 C 0) (0

o
R

(HPT150) BAIS2



STUDY NO. ¢ 00

03

ANTHAL * RAT F344

REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS ( 2W)

SEX ¢ MALE PAGE : 2
Group Name 7143  mo/kg 10000  mg/kg
No. of Animals 2 0
<I> 2> & b A> 2> B W
Organ______ Findings @ & & W @ W & W

[Hematopsietic system)

spleen

[Urinary system]

kidney

extramedullary hematopoiesis

regeneration proximal tubule

0 0 0 0 - - - -
(0o Co (=000

1 0 0 0 - - - -
(50 C O C (0 (20220209

(HPT150)

BAIS2



APPENDIX A 3-4

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

RAT!FEMALE ! SACRIFICED ANIMALS



STUDY NO. & 0003 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 3
Group Name Controt 2603  mg/ks 3644 nmg/kg 5102  mg/kg
No. of Animals 2 2 2 2
I> 2> <3 B 1> 2> <& <KL 1> 2> &> <D 1> <2> <& <L
Organ Findings @ w ® W @ ® & W ® ® ® o @ & ® &

[Respiratory system)
lung/bronch hemorrhage 1 0 0 0 1 0 0 0 1} 0 0 0 0 0 0 0
(50 ( 0 C 0 (0 (80) C0) CO)(C O COCo 0o (oo (o0

[Urinary system]

kidney mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(s C O Co (0 (ocoConCon (oo (oo coconon
regeneration proximal tubule 0 0 0 0 1 0 0 0 0 0 0
oo CoConCn oo (50 C 0 C 0 (O (oo

(HPT150) BAIS2



STUDY NO. = 0003

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS { 2W)

PAGE ¢ 4

ANTMAL ¢ RAT F344
REPORT TYPE : Al

SEX : FEMALE
Organ, Findings,

No. of Animals

10000  mo/kg
0
> <2 B WD
® @ ® &

{[Respiratory system]

Llung/bronch hemorrhage

(Urinary system]

kidney mineralization

regeneration proximal fubule

(HPT150)

BAIS2



APPENDIX A 3-5

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

MOUSE :MALE :DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL + MOUSE BDF1 DEAD AND MORIBUND ANINALS (0- 2W)
REPORT TYPE : Al
SEX s MALE PAGE : 1
Group Name Control 3151  mg/ke 4096  mg/ke 5325  ma/ke
No. of Animals 0 0 0 2
1> D> B Wb 1> 2> <8 b 1> 2> <8 <& KI> 2> <& b
Organ_____ Findings @ & B W @ W ® » ® % & W @ o ® o
[Respiratory system]
lung/bronch congestion - - - - - - - - - - - - 2 0 0 0
(=020 (00 -) =S C9) -) (o0) ¢ 0 ( 0 ( 0
[Hematopoietic system]
bone martTow congestion - - - - - - - - ~ - - - 1 0 0 0
(2020 (029 S0 ) (50 C O C0CO0
Lymph node karyorrhexis - - - - - - - - - - - - 1 0 1 0
(03009 (D009 - =009 =) (50 C 0 (50) ( O
thymus karyorrhexis - - - - - - - - - - - - 0 0 1 0
(=200 (=20 - =009 -) CoC0 (s (0
spleen congestion - - - - - - - - - - - - 0 0 0 0
(D020 (0= - GRS B - (o0 n
karyarrhexis - - - - - - - - - - - - 1 1 0 0
(=200 (22002 =) S0 09 -) (850) (50) ( 0) ( 0)
[Urinary system]
kidney hydronephrosis - - - - - B - - - - - - 0 0 0 0
(=200 (=09 -) S 9 =) (oo oo
tubular necrosis - - - - - - - - - - - - 0 1 0 0
(2009 (=00 -) (A =) 0 (50 (0 (0
{Endocrine system)
pituitary congestion - - - - - - - - - - - - 0 0 0 0
(=009 (22030209 SO 009 oo ln o
(HPT150)

BAIS2



STUDY NO. = 0004 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX i MALE PAGE : 2
Group Name 6923 nmo/kg 9000  mg/ks
No. of Animals 2 2
1> <2 B3> Wb KI>D 2> B3> b
Organ Findings ® o W W @ & ® ®

[Respiratory system]

lung/bronch  congestion 1 0 0 0 2.0 0 0
(50 (0 C0) (0 (t0) C 0) C 0) ( 0

[Hematopoietic system]

bone marrow congestion 2 0 0 0 2 0 0 0
(100) C ) C O) ( O (100) ¢ 0 C 0 ( 0

Lymph node karyorrhexis 1 1 0 0 1 0 0 0
(50) {50 ( 0) ( 0) (80 C 0 (C 0 (O

thymus karyorrhexis 0 2 0 0 0 0 0 0
(0 (100 ¢ 0 C o (ocncnlon

spleen congestion 0 0 0 0 1 0 0 0
(OCoCCon (50) C 0 C 0) C 0

karyarrhexis 0 2 0 0 0 0 0

{Urinary system]

kidney hydronephrosis 0 0 0 0 0 1 0 0

tubular necrosis 1 0 0 0 0 0 0 0

{Endacrine system)

pituitary congsstion 1 0 0 0 2 0 0 0
(50) C 0 C 0) (C 0) ooy ¢ 0 C 0) ( O

(HPT150) BAIS2



STUDY NO. : 0004 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)
ANTHAL ¢ XOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PACE : 3
Group Name Controt 3151 mg/kg 4096  mg/kg 5325 mg/kg
Na. of Animals 0 0 0 2
1> 2> & b <I> 2> <& < <I> 2> K3 WL KI> 2> < <
Organ Findings @ ® & o @ o ® & @ & B o ® ® m W
[Endacrine system]
adrenal congestion - - - - - - - - - - - - 0 0 0 0
(=009 (02009 (0009 COCoCn o
[Nervous system]
brain congestion - ~ - - - - - ~ - - - - 0 0 0 0
(2009 (0009 (220209 (GO RGN B ) B )]
(HPT150)

BAIS2



STUDY NO. = 0004

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name 6923  mg/kg 9000  mg/kg
No. of Animals 2 2
KI> 2> <3 < 1> 2> B b
Organ, Findings @ ® ®» @ & ®» O
[Endocrine system]
adrenal congestion 1 0 0 0 2 0 0 0

[Nervaus system]

brain congsstion

(50 (0 (oo

Rard

(100} { 0) ( 0) ( 0

Ry

0 0 0

1 00 0
(50 € 00 C 0 (0

1
(s (000

Revd

(HPT150)

BAIS2



APPENDIX A 3-6

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

MOUSE!FEMALE :DEAD AND MORIBUND ANIMALS



STUDY NO. : 0004 HISTOLOGICAL FINDINGS : NON~NEOPLASTIC LESIONS (SUMMARY)

ANIXAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANINALS (0- 2W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 5

Graup Name Control 31561  mg/kg 4096  mg/kg 5325 mg/ks
No. of Animals 0 0 0 1
1> 2> B> b > 2> & b > 2> & W 1> K20 <3 Db

Organ Findings @ o w W @ B & o @ W @ W | & ® W

[Hematopoietic system)

bone marrow congestion - - - - - - - - - - - - 0 0 0 0
(20009 (220209 D009 OCoOCon (o0

Lymoh nade karyorrhexis - - - - - - - - - - - - 0 1 0 0
(9 (9 DD 0) (100) ¢ ) ( 0

thymus karyorrhexis - - - - - - - - - - - - 0 1 0 0
(=000 (200209 S0 09 0) (100) ¢ 0 ( 0)

spleen karyorrhexis - - - - - - - - - - - - 0 1 0 0
(5 (9D (A D09 0) (100) ¢ B ( 0

[Digestive system]

stomach hemarrhage:glandular stamach - - - - - - - - - - - - 0 0 0 0
(2290009 (=200 o IR G I G I G 0o Cn o0

{Urinary system]

kidney tubular necrosis - - - - - - - - - - - - 0 1 0 0
(=002 (=209 A B G I G 0) (100) ( 0) ( 0)

(HPT150)

BAISZ



STUDY NO. & 0004

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : HOUSE BDF1 DEAD AND MORIBUND ANINMALS (0~ 2W)
REPORT TYPE : Al
SEX + FEMALE PAGE: 6
Group Name 6923  mg/ke 9000 mo/ks
No. of Animals 2 2
1> 2> B3> D 1> 2> <& <D
Organ Findings ® ® W W @ ® & o
[Hematopoietic system)
bone marrow congestion 1 0 0 0 1 0 0 0
(50 C 0 C 0)(C O (80 C 0y C O (O
Lymph node karyarrhexis 1 0 1 0 1 0 0 0
(50) ( 0) (50) ( 0) (80) ¢ ) C 0 (C O
thymus karyorrhexis 0 1 1 0 2 0 0 0
(¢ 0) (50) (50) ( 0) (100) ¢ 0 € 0) ( 0)
spleen karyarrhexis 0 1 1 0 1 0 0 0
{0y (80) (50 ( 0) (50 C 0 C 0 (o
[Digestive system]
stomach hemorrhage:glandular stomach 1 0 0 0 1 0 0 0
{(50) C 0) C 0) (O {50) C 0y C 0) C O
[Urinary system]
kidney ‘tubular necrosis 0 0 2 0 0 0 0 0
0 ¢ 0 1o (oo
(HPT150)

BAIS2



APPENDIX A 38—-7

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

MOUSE :MALE ! SACRIFICED ANIMALS



STUDY NO. @ 0004

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX s MALE PAGE : 1
Group Name Controt 3151  mg/kg 4096  mg/kg 5325  my/kg
No. of Animals 2 2 2 2
KI> 2> KB <& 1> 2> <3 <& I> 2> <3 W 1> <2 <& b
Organ Findings ® - ® ® o @ & ® W @ ® & W @ ® ® @&
[Hematopoistic system)
thymus hemarrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) G ) B ) B 1)) (oo o0 (50) C 0) C O ( O o0l
[Digestive system]
stomach ulcer:forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
() B G I G ) I G oo o0 Cococonlon (80) ( ) C0)( 0
(Reproductive systenm]
testis atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oco (oo oo oo (50) ( 0 C 0 (0 (o (o0l
(Body cavities]
adipose congestion 0 0 0 0 0 0 0 0 1 0 4} 0 0 0 0 0
Q) I G ) B Q) B Q)] () I G 1) I Q) I Q1)) (80) C 00 C 0 ( O co oo
(HPT150)

BAISZ



STUDY NO. : 0004 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX i HALE PAGE : 2
Group Name 6923 ma/ko 9000 mg/kg
No. of Animals 0 0
KI> 2> <3 Db 1> 2> <3 <&
Organ Findings ® & % ® ® W o

[Hematopoistic system]

thymus

hemarrhage

[Digestive system]

stomach

ulcer: forestomach

{Reproductive system)

testis

atrophy

{Body cauities]

adipose

congestion

(HPT150)

BAIS2



APPENDIX A 3-8

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

MOUSE !FEMALE ! SACRIFICED ANIMALS



STUDY NO. = 0004

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 3151 mg/ks 4096  mg/kg 5325  mglke
No. of Animals 2 2 2 2
I> <2 & <& <I> 2> & &b 1> 2> <3 D A> 2> B <&
Organ Findinss @ ® & o @ ® ® W @ ®» & ® @ % ® @
[Hematopoietic system]
spleen deposit of melanin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 oo oo (o000 (s0) C 0 (0 (O
[Digestive system]
stomach erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o oo oo ) B G ) B Q) IR Q)] (80 ( 0 (0 (0
(HPT150) BAIS2



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS ( 2W)
REPORT TYPE : Al
SEX ¢+ FEXALE PAGE : 4
Group Name 6923 ma/ke 9000 mg/ke
No. of Animals 0 0
1> @2 & &b 1> 2> B <D
Organ Findings ® & & » ® o ® o

[Hematopoistic system]

spleen deposit of melanin

[Digestive system]

stomach erosion: forestomach

(2009

(302009

(2020209

(2020209

(HPT150)

BAIS2



APPENDIX A 4-1

IDENTITY AND PURITY IN THE ACUTE STUDIES OF 1, 4-DIOXANE

PERFORMED AT THE JAPAN BIOASSAY LABORATORY



IDENTITY AND PURITY IN THE ACUTE STUDIES OF 1,4-DIOXANE PERFORMED AT THE
JAPAN BIOASSAY LABORATORY

Lot no.WKE1190

1.Physical properties Determined Literature Values
Appearance: Clear,colorless ligquid Clear,colorless liquid
Boiling point: 101°¢C 101°C
(ENCYCLOPAEDIA
Published by Kysoritsu
2.Spectral data CO..LTD.)
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell(NaCl)
S5lit: Hedium
Results: Wave Number
(CH-1)

610 6510

860~900 860~3800

1050~1140 1050~1140

1260 1260

1285 1290

1370 1365

1460 _ 1455

1700~1740 1700~1740

2700~3000 2690~3000

(Sadtler handbook
by Sadtler Research
Laboratories,Inc.)

3.Gas Chromatography

Instrument: Shimazu GC-94

Column: SBS-1

Column Temperature: 80°C

Flow Rate: 20ml/min

Detector: Hydrogen flame ionization(FID)

Injection Volume: lul



Results: Only one major peak

Retention Time frea
Retention Relative to (percent of
Peak No. Time(min) Major Peak Major peak)
1 3.822 1.00 100

C. Conclusions: The results of the boiling point agreed with the Literature
values.Impurity was not detected in test substance by Gas chromatography.
The infrared spectra agreed with the Litrature values.



APPENDIX A 4-2

STABILITY IN THE ACUTE STUDIES OF 1, 4—-DIOXANE

AT THE JAPAN BIOASSAY LABORATORY



STABILITY IN THE ACUTE STUDIES OF 1,4-DIOXANE AT THE JAPAN BIOASSAY LABORATORY
Lot no.WKE1130
1.Sample storage: 1,4-Dioxane were stored for about 1 year at 5°C.

2.Physical properties Previous determined of test After determined of test

(02/21/83) (03/04/83)
Appearance: Clear,colorless liquid Clear,colorless liquid
Boiling point: 101°C 101°C
3.Spectral data
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell(NaCl)
Slit: Medium
Results: Wave Number
(CK-1)
6510 510
860~1900 860~900
1050~1140 1050~1140
1260 1260
1285 1295
1370 1370
1460 1460
1700~ 1740 1700~1740
2700~3000 2700~3000
4.Gas Chromatography
Instrument: Shimazu GC-94A
Column: SBS-1
Column Temperature: 80°C
Flow Rate: 20ml/min
Detector: Hydrogen flame ionization(FID)

Injection Volume: Tl



Results: Only one major peak

Retention Time

Area

Retention Relative to (percent of

Date Time(min) Major Peak Major peak)
02/21/83 3.822 1.00 100
03/04/83 3.825 1.00 100

C. Conclusions: The results of the Boiling point agreed with the previous det
ermine of test Values.Impurity was not detected in test substance by Gas chro
matography.The infrared spectra agreed with the previous determine of test

Values.

Consequently,1,4-dioxane was stable as the chemical when stored for about

1 vear at temperatures to 5°C.



APPENDIX A 4-38

RESULTS OF ANALYSIS OF FORMULATED DRINKING WATER

IN THE ACUTE STUDIES OF 1, 4-DIOCXANE



RESULTS OF ANALYSIS OF FORMULATED DRINKING WATER IN THE ACUTE STUDIES OF 1,4-DIOXANE

(Rat)
Concentration of 1,4-Dioxane in drinking water
for Taget Concentration(ppm)
Date Kixed 1000000( a ) 714300( a ) 516200C a ) 364400( a ) 260300¢( a )
02/21/83 3398000( 99.8) 65392600( 97.0) 515200(101.0) 364800(100.1) 263600(101.3)

(a) Determined as a percent of taget

(Mouse)
Concentration of 1,4-Dioxane in drinking water
for Taget Concentration{ppm)
Date Mixed 800000( a ) 692300( a ) 532500( a ) 364400( a ). 315100( a )
02/22/83 903000(100.3) 691300( 938.9) 530500( 99.62) 408600(100.8) 315700(101.2)

(a) Determined as a percent of taget



APPENDIX A 5-1

GROSS FINDINGS <(ACUTE STUDIES:INDIVIDUAL)

RAT MALE



STUDY NO. ¢ 0003

GROSS FINDINGS (INDIVIDUAL)

ANTMAL ¢ RAT F344 ALL ANIMALS (0~

REPORT TYPE : Al

SEX : MALE GROUP NAME PAGE : 1

Animal Death Information  Time of Examination

[D-NO. Week~Day Findings

1001 SCHEDULED 3-1 NON-RENARKABLE

1002 SCHEDULED 3-1 NON-REMARKABLE

1003 SCHEDULED 3-1 NON-REMARKABLE

1004 SCHEDULED 3-1 NON-REMARKABLE

1005 SCHEDULED 3-1 NON-REMARKABLE

1006 SCHEDULED 3-1 NON-REMARKABLE

1007 SCHEDULED 3-1 NON-REMARKABLE

1008 SCHEDULED 3-1 NON-REMARKABLE

1009 SCHEDULED 3-1 NON-REMARKABLE

1010 SCHEDULED 3-1 NON-REMARKABLE
( ) :Comment

(HPT045)

BAIS2



STUDY NO. & 0003

GROSS FINDINGS (INDIVIDUAL)

ANIMAL : RAT F344 ALL ANIMALS (0-

REPORT TYPE : Al

SEX : MALE GROUP NAME PAGE : 2

Animal Death Information  Time of Examination

ID-NO. Week-Day Findings

1101 SCHEDULED 3-1 NON-REMARKABLE

1102 SCHEDULED 3-1 NON-REMARKABLE

1103 SCHEDULED 3-1 NON-REMARKABLE

1104 SCHEDULED 31 NON-REMARKABLE

1105 SCHEDULED 3~1 NON-REMARKABLE

1106 SCHEDULED 3-1 NON-REMARKABLE

1107 SCHEDULED 3-1 NON-REMARKABLE

1108 SCHEDULED 3-1 NON-RENARKABLE

1109 SCHEDULED 3-1 NON-REMARKABLE

1110 SCHEDULED 3-1 NON-REMARKABLE
( ) :Comment

(HPT045)

BAIS2



STUDY NO. = 0003

GROSS FINDINGS (INDIVIDUAL)

ANINMAL : RAT F344 ALL ANIMALS (0-

REPORT TYPE : Al

SEX ¢ MALE GROUP NAME PAGE ¢ 3

Animal Death Information  Time of Examination

ID-NO. Week-Day Findings

1201 SCHEDULED 3-1 NON-REMARKABLE

1202 SCHEDULED 3-1 NON-REMARKABLE

1203 SCHEDULED 3-1 NON-REMARKABLE

1204 SCHEDULED 3-1 NON-REMARKABLE

1205 SCHEDULED 3-1 NON-RENARKABLE

1206 SCHEDULED 3-1 NON-REMARKABLE

1207 SCHEDULED 3-1 NON-REMARKABLE

1208 SCHEDULED 3-1 NON-REMARKABLE

1208 SCHEDULED 3-1 NON~REMARKABLE

1210 SCHEDULED 3-1 NON-REMARKABLE
() :Comment

(HPT045)

BAIS2



STUDY NO.  : 0003

GROSS FINDINGS (INDIVIDUAL)

ANTHAL ¢ RAT F344 ALL ANIMALS (0-

REPORT TYPE : Al

SEX ¢ MALE GROUP NAME PAGE : 4

Animal Death Information  Time of Examination

ID-NO. Week-Day Findings

1301 SCHEDULED 3-1 NON-REMARKABLE

1302 SCHEDULED 3-1 NON-REMARKABLE

1303 SCHEDULED 3-1 NON-REMARKABLE

1304 SCHEDULED 3-1 NON-REMARKABLE

1305 SCHEDULED 3-1 NON-REMARKABLE

1306 SCHEDULED 3-1 NON-REMARKABLE

1307 SCHEDULED 3-1 NON-REMARKABLE

1308 SCHEDULED 3-1 NON-REMARKABLE

1308 SCHEDULED 3-1 NON-REMARKABLE

1310 SCHEDULED 3-1 NON-REMARKABLE
() :Comment

(HPT045)

BAIS2



STUDY NO.  : 0003

GROSS FINDINGS (INDIVIDUAL)

ANINAL ¢ RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : MALE GROUP NAME 7143 ng/kg PAGE : 5
Animal Death Information  Time of Examination
[D-NO. Week-Day Organ Findings,
1401 DEAD 1-1 gl stomach red patch/zone
small intes fluid:brown,black
1402 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
small intes fluid:brown
1403 SCHEDULED 3-1 NON-REMARKABLE
1404 SCHEDULED 3-1 NON-REMARKABLE
1405 DEAD 1-1 Llung/bronch red patch/zone
thymus red patch/zone
gl stomach red patch/zone
stomach Fluid:broun
small intes fluid:brown
1406 DEAD 1-1 Lung/bronch red patch/zone
heart dilated,atrium,ventricle,right
gl stomach erosion
small intes Fluid:broun
1407 DEAD 0-0 small intes fluid:broun,black
1408 DEAD 1-1 Lung/branch red,dark
thymus red patch/zone
heart dilated,atrium,right
( ) :Comment
(HPT045)

BAIS2



STUDY NO. & 0003 GROSS FINDINGS (INDIVIDUAL)
ANIMAL t RAT F344 ALL ANINALS (0- 2W)
REPORT TYPE : Al
SEX © MALE GROUP NAME : 7143 mg/ky PAGE: 6
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ______ Findings
gl stomach red patch/zone
stomach fluid:brown
small intes fluid:brawn
1409 DEAD 1-2 tung/branch red,dark
thynmus red patch/zone
gl stomach red patch/zone
stomach fluid:broun
small intes Fluidsbroun
kidney swollen//anemic
1410 DEAD 1-1 gl stomach red patch/zone
stomach fluid:broun
() :Comment
(HPT045) BAIS2



STUDY NO.
ANINAL

+ 0003
¢ RAT F344

REPORT TYPE : Al

GROSS FINDINGS (INDIVIDUAL)
ALL ANIMALS (0~ 2W)

SEX : MALE GROUP NAME ma/ky PAGE : 7

Animal Death Information  Time of Examination

ID-NO. Wesk-Day Organ Findings

1501 DEAD 0-0 9l stomach red patch/zone
stomach fluid:broun,black
small intes fluid:brown,black

1502 DEAD 0-0 gl stomach red patch/zone
stamach Fluid:braown,black
small intes fluid:brown,black

1503 DEAD 0-0 gl stomach red patch/zone
stomach Fluid:brown
small intes fluid:broun,black

1504 DEAD 0-0 gl stomach red patch/zone
stomach fluidibrown,black
small intes fluidsbrown

1505 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stomach Fluid:brown

1506 DEAD 1-1 thymus red patch/zone
stomach Ffluid:broun
smalt intes Fluidtbroun

1507 DEAD 0-0 gl stomach red patch/zone//thin
stamach fluid:brown,black

( ) :Comment
(HPT045)

BAIS2



STUDY NO.  : 0003
ANTMAL ¢ RAT F344
REPORT TYPE : Al

GROSS FINDINGS (INDIVIDUAL)
ALL ANIMALS (0~ 2W)

SEX : MALE GROUP NAME : 10000 mg/ke PAGE: 8
Animal Death Information  Time of Examination
[D-NO. Week-Day Organ Findings
duadenum red patch/zane,upper
small intes fluid:brown,black
1508 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stamach Ffluid:broun
duodenum red patch/zane
small intes Fluidibrown
1509 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stomach fluid:brown
ducdenum Ffluid:brown
small intes fluidsbrown
1510 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stomach fluid:broun
duadenum red patch/zone//fluid:broun
Liver herniation

( ) :Comment

(HPT045)

BAIS2



GROSS FINDINGS

APPENDIX A 5-2

(ACUTE STUDIES:INDIVIDUAL)

RAT .:FEMALE



STUDY NO. = 0003

GROSS FINDINGS (INDIVIDUAL)

ANIMAL + RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME PAGE : 8
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ, Findings
2001 SCHEDULED 3-1 lung/bronch red patch/zane,1,mn
2002 SCHEDULED 3-1 NON-REMARKABLE
2003 SCHEDULED 3-1 NON-REMARKABLE
2004 SCHEDULED 3-1 uterus dilated tumen
2005 SCHEDULED 3-1 NON-REMARKABLE
2006 SCHEDULED 3-1 NON-REMARKABLE
2007 SCHEDULED 3-1 uterus dilated Lumen
2008 SCHEDULED 3-1 NON-REMARKABLE
2008 SCHEDULED 3-1 NON-REMARKABLE
2010 SCHEDULED 3-1 NON~REMARKABLE
( ) :Comment
(HPT045)

BAIS2



STUDY NO.  : 0003

GROSS FINDINGS (INDIVIDUAL)

ANIMAL ¢ RAT F344 ALL ANIMALS (0-

REPORT TYPE : Al

SEX ¢ FEMALE GROUP NAME mg/Kg PAGE ¢ 10

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ Findings

2101 SCHEDULED 3-1 NON-REMARKABLE

2102 SCHEDULED 3-1 NON-REMARKABLE

2103 SCHEDULED 3-1 NON-RENMARKABLE

2104 SCHEDULED 3-1 uterus dilated lumen

2105 SCHEDULED 3-1 NON-REMARKABLE

2106 SCHEDULED 3-1 NON-REMARKABLE

2107 SCHEDULED 3-1 NON-REMARKABLE

2108 SCHEDULED 3-1 NON-REMARKABLE

2108 SCHEDULED 3-1 uterus dilated tumen

2110 SCHEDULED 3-1 NON-REMARKABLE
( ) :Comment

(HPTO45)

BAIS2



STUDY NO.  + 0003

GROSS FINDINGS (INDIVIDUAL)

ANTHAL : RAT F344 ALL ANIMALS (0-

REPORT TYPE : Al

SEX : FEMALE GROUP NAME mg/ke PAGE : 11

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ Findings

2201 SCHEDULED 3-1 NON-REMARKABLE

2202 SCHEDULED 3-1 NON-REMARKABLE

2203 SCHEDULED 3-1 NON-REMARKABLE

2204 SCHEDULED 3-1 NON-REMARKABLE

2205 SCHEDULED 3~1 NON-REMARKABLE

2206 SCHEDULED 3-1 NON-REMARKABLE

2207 SCHEDULED 3-1 NON-REMARKABLE

2208 SCHEDULED 3-1 NON-REMARKABLE

2208 SCHEDULED 3-1 NON-REMARKABLE

2210 SCHEDULED 3-1 uterus dilated lumen
( ) :Comment

(HPT045)

BAISZ



STUDY NO. : 0003 GROSS FINDINGS (INDIVIDUAL)
ANTHMAL + RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME : 5102 ma/kg PAGE = 12
Animal Death Information  Time of Examination
[D-NO. Week-Day Organ Findings
2301 SCHEDULED 3-1 NON-REMARKABLE
2302 DEAD 1-3 Lung/bronch red patch/zone,a few
esophagus fluid:brouwn,red,dark
gl stomach brown, dark ,mucosa
stomach fluid:brown,red,dark
small intes Fluid:brown,red,dark
cecum fluid:brown,red,dark
kidney anemic//enlarged
adrenal red
2303 SCHEDULED 3-1 NON-REMARKABLE
2304 SCHEDULED 3-1 NON-REMARKABLE
2305 DEAD 1-2 Lung/branch red patch/zone//colored pat,brown,green,3,m
thymus red patch/zane
gl stomach red patch/zone
stomach fluidibrown
2306 DEAD 1-2 gl stomach red patch/zone
stomach fluid:brown,dark
small intes fluid:brown,dark
kidney anemic//red patch/zane//enlarged
urin bladd urineired
() :Comment
(HPT045)

BAIS2



STUDY NO. = 0003

GROSS FINDINGS (INDIVIDUAL)

ANIMAL © RAT F344 ALL ANIMALS (0~ 2@)

REPORT TYPE : Al

SEX + FEMALE GROUP NAME : 5102 mg/kg PAGE @ 13

Animat Death Information  Time of Examination

1D-NO. Week-Day Organ____ Findings

2307 DEAD 1-2 gl stamach red patch/zone
stomach fluid:brawn,dark
small intes fluid:brown,dark
kidnsy anemic//enlarged

2308 SCHEDULED 3-1 NON-REMARKABLE

2308 SCHEDULED 3-1 NON-REMARKABLE

2310 DEAD 1-4 gl stamach red patch/zone
stomach fluid:brown,dark
small intes fluidsbrouwn,dark
kidney anemic
adrenal enlarged

() :Comment
(HPT045)

BAIS2



STUDY NO. & 0003
ANTHAL : RAT F344
REPORT TYPE : Al

GROSS FINDINGS (INDIVIDUAL)

ALL ANIMALS (0~ 2W)

SEX ¢ FEMALE GROUP NAME ng/kg PAGE : 14
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
2401 DEAD 1-1 tung/bronch red,dark
stomach fluidired,dark
small intes fluid:red,dark,upper
2402 DEAD 1-1 thymus red patch/zone
gl stamach red patch/zone
stomach Fluid:brown,dark
duodenum red patch/zane
small intes fluid:broun,dark ,upper
2403 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stomach fluid:broun,dark
duadenum red patch/zone
small intes Fluidtbrown,dark  upper
2404 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stamach fluid:brown
small intes fluid:broun,upper
2405 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stamach fluid:brown,dark
() :Comment
(HPT045)

BAIS2



STUDY NO. = 0003 GROSS FINDINGS {INDIVIDUAL)

ANTHAL : RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX + FEMALE GROUP NAME : 7143 mg/kg PAGE : 15
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ____ Findings,
duadenun red patch/zone
smatl intes Fluid:brown,dark, upper
2406 DEAD 1-1 lung/branch red patch/zone
thymus red patch/zone
heart di lated,atrium,right
gl stamach ulecer
stomach fluid:black
duodenum red patch/zone
small intes fluid:broun,upper
kidney sucllen
2407 DEAD 1-1 thymus red patch/zane
gl stomach red patch/zone
stomach fluidsbrawn,dark
duodenum red patch/zone
small intes fluid:brown,dark,upper
2408 DEAD -1 Lung/bronch red patch/zone
heart di lated,ventricle,atrium,right
gl stomach ulcer//red patch/zone
stomach fluidiblack

small intes

fluid:black,upper

( ):Comment

(HPT045)

BAIS2



STUDY NO.
ANIMAL

+ 0003
¢ RAT F344

REPORT TYPE : Al

SEX

¢ FEMALE

GROUP NAME : 7143 mg/kg

GROSS FINDINGS (INDIVIDUAL)
ALL ANIMALS (0~ 2W)

PAGE : 16
Animal Death Information  Time of Examination
ID-NO. Week~Day Organ_____ Findings
kidney swollen
2409 DEAD 1-1 Lung/bronch red patch/zone
heart di lated,atrium,right
gl stamach red patch/zone
stamach fluid:black
duodenun red patch/zone//erosion
small intes fluid:black
kidney swollen
2410 DEAD 1-1 tung/branch red patch/zone
thymus red patch/zone
heart di lated,atrium,ventricle,right
gl stomach ulcer
small intes fluid:black,upper
Kidney swolten
( ) :Comment
(HPT045)

BAIS2



STUDY NO. = 0003

GROSS FINDINGS (INDIVIDUAL)

ANIHAL : RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 10000 mg/kg PAGE : 17
Animat Death Information  Time of Examination
[D-NO. Week-Day Organ Findings
2501 DEAD 0-0 gl stomach red,mucosa
stomach Fluidtbrown
small intes Tluid:broun,upper
2502 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stamach fluid:brown,black
small intes Fluid:broun,black,upper
2503 DEAD 1-1 Lung/branch red patch/zone
thymus red patch/zone
gl stomach red patch/zone
stomach fluidibrown,dark
small intes fluid:brown,dark,upper
2504 DEAD 1-1 thymus red patch/zone
gl stomach red patch/zone
stamach fluid:brown,dark
small intes fluid:brown,dark,upper
2505 DEAD 0-0 gl stomach red patch/zons
stomach fluid:transparent
duodenum fluid:transparent
2506 DEAD 1-1 thymus red patch/zone
() :Comment
(HPT045)

BAIS2



STUDY NO.  : 0003
ANINAL ¢ RAT F344
REPORT TYPE : Al

GROSS FINDINGS (INDIVIDUAL)
ALL ANIMALS (0- 2W)

PAGE : 18

Findings

SEX : FEMALE GROUP NAME : 10000 mg/ks

Animal Death Information Time of Examination

ID-NO. Wesk-Day Organ_____
gl stomach
stomach
small intes

2507 DEAD 1-1 » thymus
stomach
duodenum

small intes
2508 DEAD 1-1 thymus
gl stomach
stomach
small intes
2509 DEAD 0-0 thymus
gl stomach
stomach
small intes
2510 DEAD 0-0 gl stomach
stomach

small intes

red patch/zone
Fluid:brown,dark
fluid:brown,dark
red patch/zone

" fluidibrown,dark
red patch/zone
Fluid:broun,dark,upper
red patch/zone
red patch/zone
fluid:broun
fluidsbrown,upper
red patch/zone
red patch/zcne
fluid:brown
Fluid:brown,upper
red patch/zone
Ffluid:brown,red

fluid:broun,red,upper

( ) :Comment

(HPT045)

BAIS2



APPENDIX A ©5—-3

GROSS FINDINGS (ACUTE STUDIES:INDIVIDUAL)

MOUSE :MALE



STUDY NO. & 0004

GROSS FINDINGS (INDIVIDUAL)

ANIMAL : MOUSE BDF1 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME PAGE ¢ 1
Animal Death Information  Time of Examination
ID-NO. Week-Day Findings
1001 SCHEDULED 3-1 NON-REMARKABLE
1002 SCHEDULED 3-1 NON-REMARKABLE
1003 SCHEDULED 3-1 NON-REMARKABLE
1004 SCHEDULED 3-1 NON-REMARKABLE
1005 SCHEDULED 3-1 NON-REMARKABLE
1006 SCHEDULED 3-1 NON-RENARKABLE
1007 SCHEDULED 3-1 NON-REMARKABLE
1008 SCHEDULED 3-1 NON-REMARKABLE
1008 SCHEDULED 3-1 NON-REMARKABLE
1010 SCHEDULED 3-1 NON-REMARKABLE

( ) :Comment
(HPT045)

BAIS2



STUDY NO. & 0004

GROSS FINDINGS (INDIVIDUAL)

ANIXAL * MOUSE BDF1 ALL ANIHALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME ng/kg PAGE : 2
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ___ Findings
1101 SCHEDULED 3-1 NON-REMARKABLE
1102 SCHEDULED 3-1 NON-REMARKABLE
1103 SCHEDULED 3-1 NON-REMARKABLE
1104 SCHEDULED 3-1 NON-REMARKABLE
1105 SCHEDULED 3-1 NON-REMARKABLE
1106 SCHEDULED 3-1 NON-REMARKABLE
1107 SCHEDULED 3-1 NON-REMARKABLE
1108 SCHEDULED 3-1 spleen black patch/zons,2,mm
1108 SCHEDULED 3-1 NON-REMARKABLE
1110 SCHEDULED 3-1 NON-REMARKABLE
( ) :Comment
(HPTO045)

BAISZ



STUDY NO.  : 0004

GROSS FINDINGS (INDIVIDUAL)

ANIMAL : MOUSE BDF1 ALL ANIMALS (0-

REPORT TYPE : Al

SEX ¢ MALE GROUP NANE mg/kg PAGE : 38

Animal Death Infarmation  Time of Examination

ID-N0. Week-Day Organ Findings

1201 SCHEDULED 3-1 NON-REMARKABLE

1202 SCHEDULED 3-1 NON-REMARKABLE

1203 SCHEDULED 3-1 NON-RENARKABLE

1204 SCHEDULED 3-1 NON-REN¥ARKABLE

1205 SCHEDULED 3-1 testis atrophic, left

semin ves nodule,red

1206 SCHEDULED 3~1 NON-REMARKABLE

1207 SCHEDULED 3-1 NON-REMARKABLE

1208 SCHEDULED 3-1 NON-REMARKABLE

1208 SCHEDULED 3-1 NON-REMARKABLE

1210 SCHEDULED 3-1 NON-REMARKABLE
( ):Comment

(HPT045)

BAIS2



STUDY NO.  : 0004

GROSS FINDINGS (INDIVIDUAL)

ANTHAL : MOUSE BDF1L ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME ng/kg PACE : 4
Animal Death Information  Time of Examination
[D-NO. Week-Day Organ_____ Findings
1301 DEAD 1-2 duodenum fluid:brown,dark
Liver anemic
Kidney anemic
1302 DEAD 1-1 NON-REMARKABLE
1308 SCHEDULED 3-1 NON-REMARKABLE
1304 SCHEDULED 3~1 NON-REMARKABLE
1305 SCHEDULED 3-1 NON-REMARKABLE
1306 DEAD 1-1 tung/bronch red,dark
stomach fluid:broun,pale//red patch/zone
1307 DEAD 1-2 Liver anemic
kidney anemic
1308 DEAD 1-1 Llung/bronch edema
gl stomach red patch/zone
Liver anemic
1308 SCHEDULED 3-1 NON-REMARKABLE
1310 DEAD 1-2 lung/bronch red,dark, lung hilar region
duadenum fluid:brown,dark
Liver anemic
kidney anemic
( ) :Comment
(HPT045)

BAIS2



STUDY NO.  : 0004 GROSS FINDINGS (INDIVIDUAL)
ANINAL : MOUSE BDF1 ALL ANIMALS (O~ 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME : 6923 mg/kg PAGE : 5
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
1401 DEAD 1-1 gl stomach red patch/zone
stomach fluid:brown,pale
smatl intes fluid:brown,dark
1402 DEAD 1-1 tung/brranch red,dark
stomach Tluid:broun,pale
duadenum fluid:broun,dark//thick,uhite,upper,5,mm//red patch/zone,mucosa,upper,5,nm
1403 DEAD 1-1 lung/branch red,dark
gl stomach red patch/zone
stamach fluidired,pale
1404 DEAD 1-1 tung/bronch red,dark
gl stomach red patch/zone
stomach fluid:transparent
1405 DEAD 1-1 Lung/bronch red,dark
gl stomach red patch/zane
stomach fluidired,dark
duodenum fluid:red,dark
1408 DEAD 1-1 . Lung/bronch red,dark
gl stomach red patch/zone
stomach fluid:broun,pale
1407 DEAD 1-1 Llung/bronch red,dark
() :Commentt
(HPT045)

BAIS2



STUDY NO. & 0004

GROSS FINDINGS (INDIVIDUAL)
ALL ANIMALS (0- 2W)

PAGE : 6

Findings

red patch/zone
fluid:broun,pale
red,dark
fluid:brown,black
red patch/zone
fluid:broun,black
fluidibrown,black
red,dark

red patch/zone

Tluid:brown,pale

ANTHMAL : MOUSE BDF1

REPORT TYPE : A1

SEX t MALE GROUP NAME : 6923 mg/kg

Animatl Death Information  Time of Examination

ID-NO. Week-Day Organ
gl stomach
stomach

1408 DEAD 1-2 lung/bronch
small intes

1409 DEAD 1-2 gl stomach
stomach
small intes

1410 DEAD 1-1 Llung/bronch
gl stomach
stomach

() :Comment
(HPT045)

BAIS2



STUDY NO.  : 0004

GROSS FINDINGS (INDIVIDUAL)

ANTMAL : MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : HALE GROUP NAME ma/kg PAGE: 7
Animal Death Information  Time of Examinaticn
ID-NO. Week-Day Organ_____ Findings
1501 DEAD 0-0 gl stomach red patch/zone
1502 DEAD 1-1 tung/bronch red,dark
gl stomach red patch/zone
1503 DEAD 1-1 lung/bronch red,dark
gl stomach red patch/zane
1504 DEAD 0-0 heart dilated
gl stomach red patch/zone
duodenum red patch/zone,upper
1505 DEAD 1-1 lung/bronch red,dark
gl stomach red patch/zone
1508 DEAD 1-1 Lung/branch red,dark
gl stomach red patch/zone
1507 DEAD 0-0 gl stomach red patch/zone
1508 DEAD 0-0 gl stomach red patch/zone
duodenum red patch/zone,upper
1503 DEAD 0-0 gl stomach red patch/zone
duodenum red patch/zone,upper
1510 DEAD 1-1 Lung/bronch red,dark
sl stomach red patch/zane
( ) :Comment
(HPTO45)

BAIS2



APPENDIX A 5-4

GROSS FINDINGS (ACUTE STUDIES:INDIVIDUAL)

MOUSE ! FEMALE



STUDY NO.  : 0004 GROSS FINDINGS (INDIVIDUAL)
ANINAL : MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FENALE GROUP NAME : Control PAGE : 8
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ______ Findings
2001 SCHEDULED 3-1 uterus dilated lumen
2002 SCHEDULED 3-1 NON-REMARKABLE
2003 SCHEDULED 3-1 NON-REMARKABLE
2004 SCHEDULED 3-1 uterus di lated tumen
2005 SCHEDULED 3-1 NON-REMARKABLE
2006 SCHEDULED 3-1 uterus dilated Llumen
2007 SCHEDULED 3-1 ovary cyst, left
uterus dilated Lumen
2008 SCHEDULED 3-1 uterus dilated lumen
2009 SCHEDULED 3-1 NON-REMARKABLE
2010 SCHEDULED 3-1 NON-REMARKABLE
() :Comment
{HPT045)

BAIS2



STUDY NO.  : 0004

GROSS FINDINGS (INDIVIDUAL)

ANTHAL : MOUSE BDF1 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME mg/ks PAGE : 8
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
2101 SCHEDULED 3-1 ovary cyst,4,mm,right
2102 SCHEDULED 3-1 uterus dilated lumen
2103 SCHEDULED 3-1 NON-REMARKABLE
2104 SCHEDULED 3-1 uterus dilated lumen
2105 SCHEDULED 3-1 NON-REMARKABLE
2108 SCHEDULED 3-1 NON-REMARKABLE
2107 SCHEDULED 3-1 NON-REMARKABLE
2108 SCHEDULED 3-1 NON-REMARKABLE
2108 SCHEDULED 3-1 uterus ditated lumen
2110 SCHEDULED 3-1 uterus dilated lumen

() :Comment
(HPT045)

BAISZ



STUDY NO. & 0004

GROSS FINDINGS (INDIVIDUAL)

ANIMAL : MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME ng/kg PAGE : 10
Animal Death Information  Time of Examination
ID-NO. Wesk-Day Organ_____ Findings
2201 SCHEDULED 3-1 NON-REMARKABLE
2202 SCHEDULED 3-1 uterus dilated lumen
2203 SCHEDULED 3-1 NON-REMARKABLE
2204 SCHEDULED 3-1 uterus dilated lumen
2205 SCHEDULED 3-1 NON-REMARKABLE
2206 SCHEDULED 3-1 spleen black patch/zone,3,mn
2207 SCHEDULED 3-1 uterus dilated Llumen
2208 SCHEDULED 3-1 NON-REMARKABLE
2209 SCHEDULED 3-1 NON-REMARKABLE
2210 SCHEDULED 3-1 uterus ditated Lumen
( ):Comment
(HPT045)

BAIS2



STUDY NO.  : 0004

GROSS FINDINGS (INDIVIDUAL)

ANTMAL : MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME mg/kg PAGE = 11
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ____ _ Findings
2301 SCHEDULED 3-1 spleen black patch/zone,2,mm,1,mm
2302 DEAD 1-1 tung/bronch red,dark
gl stomach red patch/zone
stomach fluid:brown,pale
2303 DEAD 1-2 Lung/branch red,dark
spleen anemic
duodenum fluidiblack
Liver anemic
kidney anemic
2304 DEAD 1-2 Lung/branch red,dark
stomach fluid:brown,black
small intes fluid:brown,black,upper
Liver anemic
2305 SCHEDULED 31 uterus dilated lumen
2306 DEAD 1-2 Llung/bronch red,dark
spleen anemic
small intes fluidired,dark
kidney anemic
2307 SCHEDULED 3-1 uterus dilated tumen
2308 DEAD 1-2 lung/bronch red,dark
() :Comment
(HPT045)

BAIS2



STUDY NO.  : 0004

ANIMAL : MOUSE BDF1

REPORT TYPE : Al
SEX + FEMALE

mg/kg

GROSS FINDINGS (INDIVIDUAL)
ALL ANIMALS (0~ 2W)

PAGE : 12
Animal Death Information  Time of Examination
1D-N0. Organ Findings
spleen anemic
duodenum red,mucosa
small intes fluidired,dark
Liver anemic
kidney anemic
2309 DEAD Lung/braonch red,dark
stomach fluidsbrown,dark
small intes fluid:broun,dark
Liver anemic
kidney anemic
2310 SCHEDULED uterus dilated lumen
( ) :Comment
(HPT045)

BAIS2



STUDY NO. = 0004

GROSS FINDINGS (INDIVIDUAL)

ANTHMAL : NOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME mg/kg PAGE ¢ 13
Animal Death Information  Time of Examination
[D-NO. Week-Day Organ___ Findings
2401 | DEAD 1-1 gl stomach red patch/zone
stomach fluid:brown,pale
small intes Fluidsbrown,black
2402 DEAD 1-1 lung/bronch red,dark
gl stomach red patch/zone
stamach fluid:brown,pale
duadenum fluid:brown
2403 DEAD 1-1 Lung/branch red,dark
stomach fluid:broun,pate
small intes fluid:broun,black
2404 DEAD 1-1 Lung/bronch red,dark
forestomach red patch/zone
gl stomach red patch/zone
stomach fluid:brown,pale
small intes fluid:broun,black
2405 DEAD 1-2 Llung/bronch red,dark
stomach fluid:brown,pale
duodenum fluid:brown,dark
2406 DEAD 1-1 lung/bronch red,dark
gl stomach red patch/zone

( ) :Comment

(HPT045)

BAISZ



STUDY NO.  : 0004 GROSS FINDINGS (INDIVIDUAL)
ANIMAL + MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 6923 mg/kg PACE : 14
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
smatl intes fluid:brown,black
2407 DEAD 1-1 Lung/branch red,dark
gl stomach red patch/zone
stomach fluid:broun,pale
2408 DEAD -1 lung/bronch red,dark
gl stomach red patch/zane
stomach fluid:broun,pale
small intes fluid:brown,dark
2409 DEAD 1-1 gl stomach red patch/zone
stomach fluid:broun,pale
duodenum fluid,brown//red,upper
2410 DEAD -1 Lung/branch red,dark
gl stomach red patch/zone
stomach fluid:broun,pale
duadenum fluid:brown,dark
( ):Comment
(HPTO45)

BAIS2



STUDY NO. @ 0004 GROSS FINDINGS (INDIVIDUAL)
ANIMAL ¢ MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME mg/kg PAGE : 15
Animal Death Infarmation  Time of Examination
iD-NO. Week-Day Organ____ Findings
2501 DEAD 1-1 Lung/bronch red,dark
gl stomach red patch/zone
stomach fluid:broun,pale
dundenum fluidibroun,pale
2502 DEAD -1 tung/bronch red,dark
gl stomach red patch/zone
stomach fluid:brown,pale
small intes fluidibroun,dark
2503 DEAD 1-1 Llung/bronch red,dark
gl stomach red patch/zone
stomach fluidibrown,pale
2504 DEAD 1-1 Lung/bronch red,dark
gl stamach red patch/zone
stamach Fluid:brown,pale
small intes Fluidibrown,black
2505 DEAD 1-1 Lung/bronch red,dark
gl stomach red patch/zone
stamach fluid:brown,pale
2506 DEAD 0-0 gl stomach red patch/zone
duodenum red patch/zone
() :Comment
(HPT045)

BAIS2



STUDY NO. = 0004

GROSS FINDINGS (INDIVIDUAL)

ANTMAL : MOUSE BDF1 ALL ANINMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 9000 mg/kg PAGE : 16
Animal Death Information  Time of Examination
ID-NO, Week-Day Organ___ Findings
2507 DEAD 1-1 Lung/brench red,dark
gl stomach red patch/zone
stomach fluid:brown,pale
2508 DEAD 1-1 Lung/branch red,dark
gl stomach red patch/zone
stomach fluid:brown,pale
2509 DEAD 1-1 NON-REMARKABLE
2510 DEAD 1-1 lung/bronch red,dark
gl stomach red patch/zone
stomach fluid:brown,pale
( ):Comment
(HPT045) BAISZ



APPENDIX A 6-1

HISTOLOGICAL FINDINGS (ACUTE STUDIES:INDIVIDUAL)

RAT MALE



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHMAL © RAT F344 ALL ANIMALS (0- 2W)

REPORT TYPE : Al

SEX ¢ MALE GROUP NAME : Control PAGE : 1

Animal Death Information  Time of Examination

ID-NO. Week~Day Organ___ Findings

1001 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON~REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
Kidney NON-RENARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE

{ testis NON-REMARKABLE

brain NON-REMARKABLE

1002 SCHEDULED 3-1 tung/branch NON-REMARKABLE
bane marrow NON-REMARKABLE
lymph node NON-REMARKABLE
thymus NON-REMARKABLE

() :Comment <1>:Slight <2>:Noderate <8>:Marked <4>:Severe 7 Context
(HPT050)

BAISZ



STUDY NO.  : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANTHMAL + RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME : Control PAGE : 2
Animal Death Information  Time of Examination
[D-NO. Week-Day Organ____ Findings
1002 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-RENARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-RENARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
( ) :Comment <1>:Slight <2>:Yoderate <3>:Marked <4>:Severe 7 7 iContext
(HPT050)

BAIS2



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANINAL : RAT F344 ALL ANIMALS (0- 2W)

REPORT TYPE : Al

SEX : MALE GROUP NAME : 2603 mg/ks PAGE : 8

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ Findings

1101 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-RENARKABLE
stamach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON~REMARKABLE
testis NON-REMARKABLE
brain NON-REXARKABLE

1102 SCHEDULED 3-1 Lung/branch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE

( ) :Comment <1>:Stight <2>:Hoderate <3>:Harked <4>:Severe ' 7 :Context
(HPT050)

BAIS2



STUDY NO. : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANIMAL ¢ RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX © MALE GROUP NAME : 2603 mg/kg PAGE : 4
Animal Death Infarmation  Time of Examination
1D-NO. Week-Day Organ Findings
1102 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
largs intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
() :Comment <1>:Slight <2>:Noderate <3>:Narked <4>:Seuvere " iContext
(HPTO50)

BAIS2



STUDY NO. : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANIMAL © RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ NALE GROUP NAME : 3644 mg/ke PAGE :+ 5
Animal Death Informstion  Time of Examination
ID-NO. Heek-Day Organ Findings
1201 SCHEDULED 3-1 Llung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph nods NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
1202 SCHEDULED 3-1 Lung/branch NON-REMARKABLE
bone marrow NON-REMARKABLE
lymph node NON-REMARKABLE
thymus NON-REMARKABLE
( ) :Comment {1>:Slight <{2>:Moderate <3>:Marked {4>:Severe * " iContext
(HPTO50)

BAISZ



STUDY NO. & 0008

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL : RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME 3644  mg/kg PAGE : 6
Animal Death Infarmation  Time of Examination
ID-NO. Week-Day Organ Findings
1202 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON~REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-RENMARKABLE
adrenal NON-REMARKABLE
tostis NON-REMARKABLE
brain NON-REMARKABLE
() :Comment <1>:Slight <2>:Noderate <3>:Marked <4>:Severe 7 :Context
(HPTOS0) BAIS2



STUDY NO. & 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANTMAL  RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : MALE GROUP NAME 5102 mg/ke PAGE : 7
Animal Death Information  Time of Examination
1D-NO. Week-Day Organ Findings
1301 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE
bone marrTow NON-REMARKABLE
Lymph nade NON-REMARKABLE
thymus NON-REMARKABLE
spleen extramedullary hematopoiesis,<i>
heart NON-REXARKABLE
stamach NON-REMARKABLE
small intes NON-REMARKABLE
largs intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney regeneration proximal tubule,<I>,with,mineralization
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
1302 SCHEDULED 3-1 Ltung/bronch NON-REMARKABLE
bone marraw NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
() :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe ' "iContext
(HPTO50)

BAIS2Z



STUDY NO.  : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANIMAL : RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : A1
SEX ¢ MALE GROUP NAME 5102  mg/ke PAGE : 8
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ_____ Findings
1302 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney regeneration proximal tubule,<1>,with,mineralization
pituitary NON~-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
( ) +Comment <1>:Slight <2>:Yaderate <8>:Harked <4>:Severe " 7 iContext
(HPTO050)

BAIS2



STUDY NO.
ANIMAL

REPORT TYPE :
SEX

¢ 0003
¢ RAT F344

Al

¢ MALE GROUP NAME

mg/kg

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ALL ANIMALS (0-

2W)

PAGE : 8

Animal Death Information

ID-NO.

Week-Day

Time of Examination

Organ

Findings

1402 DEAD -1

1403 SCHEDULED 3-1

Lung/branch
bone marrow
Lymph node
thymus
spleen
heart
stomach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
testis

brain

Cause of Death
lung/bronch

bone marrow

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

no microscopical confirmation

NON-REMARKABLE

NON-REMARKABLE

@

:Comment <1>:Slight

<2>:Moderate <

3> Marked

<4>:Seuvere

' :Context

(HPT050)

BAISZ



STUDY NO.
ANTMAL

REPORT TYPE :
SEX

+ 0003
+ RAT F344

Al

1 MALE GROUP NAME : 7143 mg/kg

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ALL ANIMALS (0~

2W)

PAGE : 10

Animal Death Infarmation Time of Examination

ID-NO.

Week-Day Organ

Findings

1403 SCHEDULED 3-1 Lymph node

thymus
spleen
heart
stamach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
testis

brain

1404 SCHEDULED 3-1 Lung/bronch

bone marrow
Lymph node
thymus
spleen

heart

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

regeneration proximal tubule,<1>,with,mineralization

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

( ) :Comment {1>:Slight <2>:Moderate

<3>:Harked

<4>:Severe

i

" :Context

(HPT050)

BAIS2



STUDY NO. @ 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHMAL ¢ BAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : MALE GROUP NAME : 7143 mg/kg PAGE : 11
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ, Findings
1404 SCHEDULED 3-1 stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-RENMARKABLE
pancreas NON-REMARKABLE
Kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
1406 DEAD 1-1 Lung/branch congestion,<1>//hemarrhage,<1>, focal//edema: perivascular,<1>
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stamach erosion:glandular stomach,<1>
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
( ) :Comment <1>:Slight <2>:Hoderate <3>:Harked <4>:Severe " :Context
(HPT050)

BAIS2



STUDY NO. ¢ 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHAL + RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ NALE GROUP NAME : 7143 mg/kg PAGE : 12
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ_____ Findings
1406 DEAD 1-1 pancreas NON-REMARKABLE
kidney tubular necrosis,<1>,cortico-medullary junction,cortex//hydropic change:proximal fubule,<2>
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death renal lesion
1407 DEAD 0-0 Lung/bronch NON-RENARKABLE
bone marrow NOT-EXAKINE
Lymph node NON-REMARKABLE
thynus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
Kidney NON-REMARKABLE
() :Comment <1>:Slight <2>:Noderate <3>:Harked <4>:Severe " "iContext
(HPT050)

BAIS2



STUDY NO.  : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL : RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : HALE GROUP NAME : 7143 mg/kg ’ PAGE : 13
Animal Death Information Time of Examination
ID-NO. Week-Day Organ Findings,
1407 DEAD 0-0 pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE

Cause of Death no microscopical confirmation

( ):Comment <1>:Stight <2>:Moderate <3>:Marked <4>:Severe " ' :Context

(HPT050) BAIS2



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANINAL © RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME mg/kg PACE : 14
Animal Death Informetion  Time of Examination
ID-NO. Week-Day Organ Findings
1502 DEAD 0-0 Llung/branch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON~REMARKABLE
spleen congestion,<1>
heart NON-REMARKABLE
stamach erosion:glandular stamach,<1>
small intes NON-REMARKABLE
largs intes NON-REMARKABLE
Liver NON~REMARKABLE
pancreas NON-REMARKABLE
Kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON~REMARKABLE
Cause of Death no microscopical confirmation
1506 DEAD 1-1 Lung/branch congestion,<1>//edema:perivascular,<1>
bone marrow NON-REMARKABLE
{ ) :Comment <1>:Stight <2>:Yoderate {3>: Marked {4>:Severe " " :Context

(HPTO50)

BAIS2



STUDY NO. = 0003
ANTHAL  RAT F344

REPORT TYPE : Al

HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0- 2W)

SEX : MALE GROUP NAME : 10000 mg/kg PAGE : 15
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ____ Findings
1508 DEAD 1-1 Lymph node NON-REMARKABLE

thymus NON-REMARKABLE

spleen NON-REMARKABLE

heart NON-REMARKABLE

stomach NON-REMARKABLE

smatl intes NON-REMARKABLE

large intes NON-REMARKABLE

Liver NON-REMARKABLE

pancreas NON-REMARKABLE

kidney NON-REMARKABLE

pituitary NON-REMARKABLE

adrenat NON-REMARKABLE

‘testis NON-REMARKABLE

brain NON-REMARKABLE

Cause of Death no microscopical confirmation
1507 DEAD 0-0 tung/branch NON-REMARKABLE

bane marrow NON-REMARKABLE

Lymph node NON-REMARKABLE

thymus NON-REMARKABLE

() :Comment <I>:Slight <2>:Maderate <8>:Marked <4>:Seuere 7 tContext

(HPT050)

BAIS2



STUDY NO. = 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL : RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ NALE GROUP NAME ng/kg PAGE : 16
Animal Death Information  Time of Examination
1D-NO. Week-Day Organ____ Findings
1507 DEAD 0-0 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach erosion:glandutar staomach,<1>
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-RENARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death no microscopical confirmation
( ):Comment <1>:Slight <{2>:Moderate <3>:Marked {4>:Severe * 7 iContext
(HPT050)

BAIS2



APPENDIX A 6-2

HISTOLOGICAL FINDINGS (ACUTE STUDIES:INDIVIDUAL)

RAT!FEMALE



STUDY NO. & 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANIMAL : RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAXE Contral PAGE ¢ 17
Animal Death Information Time of Examination
ID-NO. Week-Day Organ Findings
2001 SCHEDULED 3-1 lung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-RENARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ouary NON-REMARKABLE
brain NON-REMARKABLE
2002 SCHEDULED 3-1 lung/bronch hemorrhage, <1>,facal
bane marrow NON-REMARKABLE
lymph node NON-REMARKABLE
thymus NON-REMARKABLE
( ) :Camment <1>:Slight <2>:Moderate <8>:Marked <4>:Severe 77 :Context
(HPT050)

BAIS2



STUDY NO. & 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL ¢ RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : A1
SEX : FEMALE GROUP NAME : Control PAGE : 18
Animal Death Information  Time of Examination
1D-NO. Week-Day Organ___ Findings
2002 SCHEDULED . 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney mineralization,<1>
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON-RENARKABLE
( ) :Comment <1>:8light <2>:Moderate <3>:Marked <4>:Severe " :Context
(HPT050)

BAIS2



STUDY NO.
ANIMAL

REPORT TYPE :
SEX

+ 0003
 RAT F344

Al

: FEMALE GROUP NAME : 2603 mg/kg

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ALL ANIMALS (0~

2W)

PAGE = 18

Animal Death Information Time of Examination

ID-NO.

Week-Day Organ

Findings

2101 SCHEDULED 3-1 Lung/bronch

bone marrow
Lymph node
thymus
spleen
heart
stamach
smatl intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
avary

brain

2102 SCHEDULED 3-1 Lung/bronch

bone marrow
Lymeh node

thymus

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

hemarrhage,<1>,facal

NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

»

<Comment <1>:Stight <2>:Moderate

<3>:Marked

<4>:Severe

" 7 iContext

(HPT050)

BAISZ



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHAL : RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 2603 mg/kg PAGE : 20
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ, Findings
2102 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON~REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON~REMARKABLE
adrenal NON-REMARKABLE
ouary NON-REMARKABLE
brain NON-REMARKABLE
( ) :Comment {1>:Slight <2>:Hoderate <3>:Narked <4>:Severe " " :Context
(HPT050)

BAIS2



STUDY NO.
ANTHMAL

REPORT TYPE :
SEX

© 0003
© RAT F344

Al

* FEMALE GROUP NAME

mg/kg

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ALL ANIMALS (0-

20)

PAGE : 21

Animal Death Information

ID-NO.

Week-Day

Time of Examination

Organ

Findings

2201 SCHEDULED 3-1

2202 SCHEDULED 3-1

Lung/bronch
bone marrow

Lymph node

thymus
spleen
heart

stomach

small intes

largs intes

Liver

pancreas

kidney

pituitary

adrenal

auary

brain

Lung/bronch
bone marrow

Lymph nade

thymus

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-RENMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

regeneration proximal tubule,<1>,with,mineralization

NOT-EXAMINE

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON~REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

O

:Comment <{1>:Slight

<2>:Moderate

<3>:Marked

<4>:Severe

[

:Context

(HPTO050)

BAIS2



STUDY NO.  : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANTMAL : RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 3644 mg/kg PAGE : 22
Animat Death Information  Time of Examination
[D-NO. Week~Day Organ Findings
2202 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON~-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
auary NON-REMARKABLE
brain NON~REMARKABLE
() :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe " :Context
(HPT050)

BAIS2



STUDY NO.  : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANIMAL : RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 5102 mg/kg PAGE : 23
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ___ Findings
2301 SCHEDULED 3-1 Llung/bronch NON-REMARKABLE
bone marrow NON~REMARKABLE
Lymph node NON-REMARKABLE
thymus‘ NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
Kidney NON-REMARKABLE
pituitary NOT-EXAMINE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON~REMARKABLE
2302 DEAD 1-3 tung/bronch congestiaon,<1>
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-RENARKABLE
( ) :Comment <1>:8light <2>:Moderate <3>:Marked <4>:Severe 7 iContext
(HPT050)

BAIS2



STUDY NO.  : 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL ¢ RAT F344 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME : 5102 mg/kg PAGE : 24
Animal Death Information Time of Examination
ID-NO. Week-Day Organ Findings
2302 DEAD 1-3 spleen NON-REMARKABLE
heart hemorrhage,<1>
stomach NON-REMARKABLE

small intes NON-REMARKABLE

largs intes NON-REMARKABLE

Liver vacuolic change:central,<3>

pancreas NON-REMARKABLE

kidney tubular necrosis,<3>,cartico-medullary junction,cortex
pituitary NOT-EXAMINE

adrenal hemarrhage,<2>,cortex

ovary NON-REMARKABLE

brain NON-REMARKABLE

eye inflammation,<1>,cornea

Cause of Death renal lesion
2303 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE

bone marrow NON-REMARKABLE

Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
( ) :Comment {1>:Slight <2>:Moderate {3>:Harked <4>:Severe * 7 sContext

(HPT050) BAIS2



STUDY NO. @ 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANIMAL © RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME mg/kg PAGE ¢ 25
Animal Death Information  Time of Examination
1D-NO. Week-Day Organ____ Findings
2303 SCHEDULED 3-1 heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-RENMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON~RENARKABLE
2308 DEAD 1-2 Lung/branch edema‘perivascular,<1>
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thynus NON~REMARKABLE
spleen NON-REMARKABLE
heart hemorrhage, <1>
stomach erosion:glandular stomach,<1>
small intes NON-REMARKABLE
targe intes NON-REMARKABLE
( ) :Comment <1>:Slight <2>:Hoderate <8>:Marked <4>:Severe " 7 iContext
(HPT050)

BAISZ



STUDY NO.  + Q003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHAL ¢ RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME : 5102 mg/kg PAGE = 26
Animal Death Information  Time of Examination
1D-NO. Week-Day Organ, Findings
2306 DEAD 1-2 Liver vacuolic change:central,<1>
pancreas NON-REMARKABLE
kidney tubular necrosis,<3>,cartico-medullary junction,cortex
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
guary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death renal lesion
2307 DEAD 1-2 Lung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymeh node NON-REMARKABLE
thymus hemarrhage, <1>/ /karyorrhexis,<4>
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach erosion:glandular stomach,<1>
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
( ) :Comment <1>:Slight <2>:Noderate <3>:Marked <4>:Severe "7 Context
(HPT050)

BAIS2



STUDY NO. = 0003 HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL ¢ RAT 1344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 5102 mg/kg PAGE ¢« 27
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings,
2307 DEAD 1-2 Kidney tubular necrosis,<8>,cortico-medullary junction,cortex//hydropic change:proximal tubule,<3>
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
avary NON-REMARKABLE
brain NON-REMARKABLE

Cause of Death renal lesion

{ ) :Comment <1>:Stight <2>:Moderate <3>:Marked <4>:Severe " " iContext

(HPTO50) BAIS2



STUDY NO.  : 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL ¢ RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 7143 mg/kg PAGE : 28
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
2401 DEAD 1-1 Lung/bronch NON~REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON~REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach erosion:glandular stomach,<1>
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney tubular necrosis,<4>,cartico-medut lary junction,cortex//hydropic change:proximat tubuie,<3>
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death renal lesion
2405 DEAD -1 lung/bronch congestion,<1>//hemorrhage, <1>,facal//edema: perivascular,<1>
bone marrouw NON-REMARKABLE
() :Comment <1>:8light <2>:Moderate <3>:Marked <4>:Severe ' ' iContext
(HPT050)

BAIS2



HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0-

2W)

PAGE : 28

Findings

Cause of Death no microscopical confirmation

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

hydropic change:proximal tubule,<2>

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

<3>:Marked

<4>:Severe

s

:Context

STUDY NO. & 0003

ANTHAL : RAT F344

REPORT TYPE : Al

SEX : FENALE GROUP NAME : 7143 mg/ke

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ

2405 DEAD 1-1 Lymph node
‘thymus
spleen
heart
stomach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenat
ovary
brain

( ):Comment <1>:Stight <2>:Moderate
(HPT050)

BAIS2



STUDY NO. & 0003
ANTHAL * RAT F344
REPORT TYPE : Al

SEX : FEMALE GROUP NAME

HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0- 2W)

ng/kg

PAGE : 30
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
2505 DEAD 0-0 Lung/branch congestion,<1>//edema:perivascular,<1>
bone marrow NON-REMARKABLE
tymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-RENARKABLE
heart NON-REMARKABLE
stomach erosion:glandular stomach,<2>
smatl intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ouary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death no microscopical confirmation
2506 DEAD 1-1 Lung/bronch congestion,<1>//edema:perivascular,<1>
bone marrow NON-REMARKABLE
( ) :Comment <1>:Slight <2>:Noderate <8>:Harked <4>:Severe " " :Context
(HPTO050)

BAIS2



STUDY NO. & 0003

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHAL  RAT F344 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME ng/kg PAGE : 31
Animatl Death Information  Time of Examination
ID-NO. Week-Day Organ_____ Findings
2506 DEAD 1-1 Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stamach NON-REMARKABLE
smatl intss NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON~REMARKABLE
pituitary NON-REMARKABLE
adrenal NOT-EXANINE
avary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death no microscopical confirmation
2510 DEAD 0-0 Llung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
( ) :Commentt <1>:Slight <2>:Noderate <8>:Narked <4>:Severe " Context
(HPT050) BAIS2



STUDY NO.  : 0003
ANIMAL + RAT F344

REPORT TYPE : Al

HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANTMALS (0-

2W)

SEX : FEMALE GROUP NAME : 10000 mg/kg PAGE : 32
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ_____ Findings
2510 DEAD 0-0 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON~REMARKABLE
pituitary NOT-EXAMINE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death no microscopical confirmation
( ) :Camment <1>:Slight <2>:Yoderate <3>:Harked <4>:Severe " 7 iContext
(HPT050)

BAIS2



APPENDIX A 6-3

HISTOLOGICAL FINDINGS (ACUTE STUDIES:INDIVIDUAL)

MOUSE :MALE



STUDY NO. & 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL ¢ MOUSE BDI1 ALL ANIMALS (0~ 2W)

REPORT TYPE : Al

SEX ¢ MALE GROUP NAME : Control PAGE ¢ 1

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ Findings

1001 SCHEDULED 3-1 Llung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON—REMARKABLE
spleen NON~REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON~REMARKABLE
testis NON~REMARKABLE
brain NON-REMARKABLE

1002 SCHEDULED 3-1 Llung/branch NON~REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON~REMARKABLE

() :Comment <I1>:Stight <2>:Moderate <3>:Marked <4>:Severe " T iContext
(HPT050)

BAIS2



HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0-

2

PAGE : 2

Findings

NON-REKARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

<3>:Marked

<4>:Severe

[l

" :Context

STUDY NO. = 0004

ANIMAL : MOUSE BDF1

REPORT TYPE : Al

SEX : MALE GROUP NAME : Control

Animat Death Information  Time of Examination

ID-NO. Wesk-Day Organ____

1002 SCHEDULED 3-1 spleen
heart
stomach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
testis
brain

() :Comment <1>:Slight <2>:Yoderate
(HPT050)

BAISZ



STUDY NO. & 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL : MOUSE BDF1 ALL ANIMALS (0- 2W)

REPORT TYPE : AL

SEX ¢ MALE GROUP NAME : 31581 mg/kg PAGE : 3

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ Findings

1101 SCHEDULED 3-1 Llung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-RENARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE

1107 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE
baone marraw NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE

( ) :Comment <1>:Slight {2>:Moderate <3>:Marked <4>:Severe " 7 :Context
(HPT050)

BAIS2



STUDY NO. & 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL + MOUSE BDF1 ALL ANTMALS (0- 2wW)
REPCRT TYPE : Al
SEX ¢ MALE GROUP NAME : 3151 mg/kg PAGE : 4
Animat Death Information  Time of Examination
[D-NO. Week-Day Organ______ Findings
1107 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE
( ) :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe " 7 :Context
(HPTO50)

BAIS2



STUDY NO.
ANTMAL

REPORT TYPE :
SEX :

¢ 0004
+ HOUSE BDF1

Al
MALE GROUP NAME : 4096 mg/kg

HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0~

2W)

PAGE : 5

Animal Death Information Time of Examination

ID-NO.

Week-Day Organ

Findings

1201 SCHEDULED 3-1 Lung/branch

bone marrow
Lymeh node
thymus
spleen
heart
stamach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
testis

brain

1205 SCHEDULED 3-1 Lung/bronch

bone marrow
Lymph node

thymus

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
hemarrhage,<1>
NON-REMARKABLE
NON-REMARKABLE
NON~REMARKABLE
NON-REMARKABLE
NON~REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON~REMARKABLE
NON-REMARKABLE
NON-REMARKABLE

NON-RENARKABLE

( ) :Comment <1>:Slight <2>:Moderate

<3>:Marked

<4>:Severe

" 7 iContext

(HPT050)

BAISZ



STUDY NO.  : 0004

ANTHAL * MOUSE BDF1

REPORT TYPE : Al

SEX ¢ MALE GROUP NAME : 4096 mg/kg

HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0-

20

PAGE : 8

Animal Death Information Time of Examination
1D-NO. Week-Day Organ

Findings

1205 SCHEDULED 3~1 spleen
heart
stomach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
testis
brain

adipcse

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
atrophy, <>

NON-REMARKABLE

congestion,<1>

{ ) :Caomment <1>:Slight <2>:Noderate

<3>:Marked

<4>:Severe

" " iContext

(HPT050)

BAIS2



STUDY NO. & 0004
ANIMAL : HOUSE BDF1

REPORT TYPE : Al

HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0-

2W0)

SEX ¢ MALE GROUP NAME : 5325 mg/kg PAGE : 7

Animatl Death Infarmation  Time of Examination

1D-NO. Wesk-Day Organ Findings

1303 SCHEDULED 3-1 lung/branch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph nade NON-REMARKABLE
thyaus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON~RE¥ARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-REMARKABLE
brain NON-RENARKABLE

1304 SCHEDULED 3-1 Lung/bronch NON~REMARKABLE
bane marrow NON-REMARKABLE
lymph node NON-REMARKABLE
thymus NON-REMARKABLE

() :Comment I>:Stight <2>:Moderate <3>:Marked <4>:Severe " :Context
(HPT050)

BAIS2



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL : MOUSE BDF1 ALL ANIMALS (0~ 2W)

REPORT TYPE : Al

SEX : MALE GROUP NAME : 5325 mg/kg PAGE : 8

Animal Death Information  Time of Examination

1D-NO. Week-Day Organ Findings

1304 SCHEDULED 31 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach ulcer: farestomach,<1>
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
Kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON~REMARKABLE
brain NON-REMARKABLE

1306 DEAD 1-1 Lung/bronch congestian, <1>
bone marrow NON-REMARKABLE
Lymph nade karyorrhexis,<1>
thymus NON~REMARKABLE
spleen karyorrhexis,<1>
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE

() :Comment <1>:8light <2>:Yaderate <8>:Narked <4>:Severe " ":Context
(HPTO50)

BAIS2



STUDY NO. = 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL : MOUSE BBF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME ng/kg PAGE: 9
Animal Death Information  Time of Examination
1D-NO. Week-Day Organ Findings
1306 DEAD -1 large intes NON-REMARKABLE

Liver NON-REMARKABLE

pancreas NON-REMARKABLE

kidney NON-REMARKABLE

pituitary NON~REMARKABLE

adrenal NON-REMARKABLE

testis NON-REMARKABLE

brain NON-REMARKABLE

Cause of Death no microscapical confirmation
1310 DEAD 1-2 Lung/branch congestion,<1>

bone marrow congestion,<1>

Lymph node karyorrhexis,<3>

thymus karyorrhexis,<3>

spleen karyorrhexis,<2>

heart NON-RENARKABLE

stomach NON-REMARKABLE

small intes NON~REMARKABLE

large intes NON-REMARKABLE

Liver NON-REMARKABLE

( ):Comment <1>:Slight <2>:Moderate {3>:NMarked <4>:Severe * " sContext

(HPT050)

BAIS2



STUDY NO. @ 0004 HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL ¢ HOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME : 5325 mo/ke PAGE : 10
Animal Death Information Time of Examination
ID-NO. Week-Day Organ Findings
1310 DEAD 1-2 pancreas NON-REMARKABLE
kidney tubular necrosis,<2>,cartico-medullary junction
pituitary NON-REMARKABLE
adrenat NON-REMARKABLE
testis NON-REMARKABLE
brain NON-REMARKABLE

Cause of Death renal lesion

( ) :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severs " 7 iContext

(HPTO50) BAIS2



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL ¢ MOUSE BDF1 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX © MALE GROUP NAME : 6923 mg/kg PAGE 11
Animal Death Information  Time of Examination
1D-NO. Wesk-Day Organ______ Findings
1401 DEAD 1-1 Lung/bronch NON-REMARKABLE
bone marrow congestian, <1>
Lymph node karyorrhexis, <2>
thymus karyorrhexis,<2>
spleen karyarrhexis,<2>
heart NON-REMARKABLE
stamach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON~REMARKABLE
pancreas NON-REMARKABLE
kidney tubular necrosis,<1>,cortico-medullary junction
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
testis NON-RENARKABLE
brain NON-REMARKABLE
Cause of Death no microscopical confirmation
1402 DEAD 1-1 lung/braonch cangestion,<1>
bone marrow congestian,<1>
( ) :Comment <1>:Slight <2>:¥oderate {3>:Marked <4>:Severe " :Context
(HPT050)

BAIS2



STUDY NO.
ANINAL

+ 0004

: MOUSE BDF1

REPORT TYPE : Al

HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0~ 2W)

SEX : MALE GROUP NAME ng/kg PAGE : 12
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ_____ Findings
1402 DEAD 1-1 Lymph node karyarrhexis,<1>
thymus karyorrhexis, <2>
spleen karyorrhexis,<2>
heart NON-REMARKABLE
stamach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
Kidney NON-REMARKABLE
pituitary congestion, <1>
adrenal congestion,<1>
testis NON-REMARKABLE
brain congestion,<1>
Cause of Death no microscopical confirmation
( ) :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe "’ :Context
(HPT050) BAIS2



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHAL ¢ NOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ MALE GROUP NAME : 9000 mo/kg PAGE ¢ 13
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ__ Findings
1505 DEAD -1 lung/bronch congestion,<1>
bane marrow congestion,<1>
lymph node karyarrhexis,<1>
thymus NON-REMARKABLE
spleen karyaorrhexis,<1>//congestiaon,<1>
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON~REMARKABLE
Kidney NON-REMARKABLE
pituitary congestion,<1>
adrenal congestion,<1>
testis NON-REMARKABLE
brain caongestion,<1>
Cause of Death no microscopical confirmation
1508 DEAD 0-0 Lung/bronch congestion,<1>
bone marrow congestion,<1>
( ) :Comment <1>:Slight <2>:Moderate <3>:Harked <4>:Severe "7 sContext
(HPT050)

BAIS2



STUDY NO. = 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANINAL + MOUSE BDF1 ALL ANIMALS (0- 2W)

REPORT TYPE : Al

SEX ¢ MALE GROUP NAME : 9000 ma/kg PAGE : 14

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ______ Findings

1508 DEAD 0-0 Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney hydronephrosis,<2>
pituitary congestion, <1>
adrenat congestian,<1>
testis NON-REMARKABLE
brain NON-REMARKABLE

Cause of Death no microscopical confirmation

( ):Comment {1>:Slight {2>:Moderate

<3>:Harked

<4>:Severs

‘Context

(KPT050)

BAIS2



APPENDIX A 6-4

HISTOLOGICAL FINDINGS (ACUTE STUDIES:INDIVIDUAL)

MOUSE ! FEMALE



STUDY NO. & 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL : MOUSE BBF1 ALL ANIMALS (0- 2W)

REPORT TYPE : Al

SEX : FEMALE GROUP NAME : Control PAGE : 15

Animat Death Informstion  Time of Examination

[D-NO. Wesk-Day Organ, Findings

2001 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON~-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON~REMARKABLE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON-REMARKABLE

2002 SCHEDULED 3-1 Llung/branch NON-REMARKABLE
bone marrow NON-REMARKABLE
lymeh node NON-REMARKABLE
thymus NON-REMARKABLE

( ) :Comment <I>:Slight <2>:Moderate <8>:Marked <8>:Severe " 7 :Context
(HPTO50)

BAIS2



HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0-

2W)

PAGE : 16

Findings

NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NON-REMARKABLE
NOT-EXAMINE

NON-REMARKABLE
NON-REMARKABLE

NON-REMARKABLE

<3>:Marked

<4>:Severe

s

+Context

STUDY NO. = 0004

ANTHAL : MOUSE BDF1

REPORT TYPE : Al

SEX : FEMALE GROUP NAME : Control

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ___

2002 SCHEDULED 3-1 spleen
heart
stomach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
quary
brain

() :Comment <I>:Slight <2>:Noderate
(HPT050)

BAIS2



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL + MOUSE BDF1 ALL ANIMALS (0- 2W)

REPORT TYPE ¢ A1

SEX ¢ FEMALE GROUP NAME : 3151 mg/kg PAGE @ 17

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ_____ Findings

2101 SCHEDULED 3-1 Lung/branch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph nade NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NOT-EXAMINE
adrenal NON-REMARKABLE
ovary NON~REMARKABLE
brain NON-REMARKABLE

2102 SCHEDULED 3-1 tung/branch NON-REMARKABLE
bone marraw NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NOT-EXANINE

() :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe * 7 :Context
(HPTO50)

BAIS2



STUDY NO. & 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL : NOUSE BDF1 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME : 3151 mg/kg PAGE : 18
Animal Death Information  Time of Examination
I[D-NO. Week-Day Organ_____ Findings
2102 SCHEDULED 3-1 spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NOT-EXAMINE
adrenal NON-REMARKABLE
auary NON-REMARKABLE
brain NON-REXARKABLE
( ) :Comment <1>:Stight <2>:Moderate <3>:Marked {4>:Severe " " :Context
(HPT050)

BAISZ



STUDY NO. = 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL + MOUSE BDF1 ALL ANIMALS (0- 2W)

REPORT TYPE : Al

SEX : FEMALE GROUP NAME : 4096 mg/kg PAGE : 18

Animal Death Information  Time of Examination

ID-NO. Week-Day Organ___ Findings

2201 SCHEDULED 3-1 lung/braonch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NOT-EXAMINE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON-REMARKABLE

2202 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE
bane marrow NON-REMARKABLE
Lymph node NON-REMARKABLE
thymus NON~REMARKABLE

() :Comment <1>:Stight <2>:Moderate <3>:Marked <8>:Severe " 7 :Context
(HPT0S0)

BAIS2



HISTOLOGICAL FINDINGS (INDIVIDUAL)
ALL ANIMALS (0-

20)

PAGE : 20

Findings

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

<3>:Marked

<4>:Ssvere

" iContext.

STUDY NO. & 0004

ANIMAL ¢ MOUSE BDF1

REPORT TYPE : Al

SEX : FEMALE GROUP NAME : 4096 mo/kg

Animat Death Infarmation  Time of Examination

ID-NO. Week-Day Organ

2202 SCHEDULED 3-1 spleen
heart
stamach
small intes
largs intes
Liver
pancreas
kidney
pituitary
adrenal
ovary
brain

( ) :Comment <1>:Slight <2>:Moderate
(HPTOS0)

BAIS2



STUDY NO. & 0004 HISTOLOGICAL FINDINGS (INDIVIDUAL)
ANTMAL : MOUSE BDF1 ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 5325 ma/ke PAGE : 21
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ___ Findings,
2301 SCHEDULED 3-1 Lung/bronch NON-REMARKABLE
bone marrow NON-REMARKABLE
Lymph nade NON-REMARKABLE
thymus NON-REMARKABLE
spleen deposit of melanin,<1>
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
Kidney NON-REMARKABLE
pituitary NON-RE¥ARKABLE
adrenal NON-REMARKABLE
qvary NON-REMARKABLE
brain NON-REMARKABLE
2302 DEAD 1-1 Lung/bronch NON-REMARKABLE
bore marrow NON-REMARKABLE
Lymph node - karyorrhexis,<2>
thymus karyarrhexis,<2>
() :Comment <1>:Stight <2>:Yoderate <3>:Harked <4>:Severs ' ' :Context
(HPT050)

BAISZ



STUDY NO.  : 0004 HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANINAL . MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 5325 mg/kg PAGE ¢ 22
Animal Death Information Time of Examination
1D-NO. Week-Day Organ Findings,
2302 DEAD 1-1 spleen karyorrhexis,<2>
heart NON-REMARKABLE
stomach NON-REMARKABLE

smatl intes NON-REMARKABLE

large intes NON-REMARKABLE

Liver NON-REMARKABLE

pancreas NON-REMARKABLE

kidney tubular necrosis,<2>,cartico-medullary junction
pituitary NOT-EXAMINE

adrenal NON-REMARKABLE

quary NON-REMARKABLE

brain NON-REMARKABLE

Cause of Death renal lesion
2305 SCHEDULED 3-1 lung/bronch NON-REMARKABLE

bone marrow NON-REMARKABLE

Lymph node NON-REMARKABLE
thymus NON-REMARKABLE
spleen NON-REMARKABLE
heart NON-REMARKABLE
() :Comment <1>:Slight <2>:Noderate {3>:Marked <4>:Severe ' :Context

(HPT050) BAIS2



STUDY NO. & 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ALL ANIMALS (0-

2W)

PAGE : 23

Findings

erosion: forestomach,<1>

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-RE¥ARKABLE

NON-REMARKABLE

NON-REMARKABLE

NON-REMARKABLE

ANITMAL : MOUSE BDF1

REPORT TYPE : Al

SEX : FEMALE GROUP NAME : 5325 mg/kg

Animal Death Information  Time of Examinaticn

ID-NO. Week-Day Organ

2305 SCHEDULED 3-1 stomach
small intes
large intes
Liver
pancreas
kidney
pituitary
adrenal
quary
brain

( ) :Comment <I>:Stight <2>:Moderate
(HPT050)

<3>:Marked

<4>:Severe

[

:Context

BAISZ



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANIMAL : MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 6923 mg/ke PAGE : 24
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
2405 DEAD 1-2 Lung/branch NON-REMARKABLE
bone marrow NOT-EXAMINE
Lymph node karyorrhexis,<1>
thymus karyorrhexis,<2>
spleen karyorrhexis,<2>
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney tubular necrosis,<3>,cartico-meduliary junction
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
guary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death renal lesion
2408 DEAD 1-1 Lung/bronch NON-REMARKABLE
bane marrow cangestion,<1>
() :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe 7 :Context
(HPT050)

BAIS2



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTHAL : MOUSE BDFL ALL ANIMALS (0~ 2W)
REPORT TYPE : Al
SEX : FEMALE GROUP NAME : 6923 mo/kg PAGE : 25
Animal Death Information  Time of Examination
ID-NO. Week-Day Organ____ Findings
2409 DEAD 1-1 Lymph node karyorrhexis,<3>
thymus karyorrhexis,<3>
spleen karyvarrhexis,<3>
heart NON-REMARKABLE
stomach hemorrhage:glandular stomach,<1>
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney tubular necrosis,<3>,cortico-medullary junction
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ovary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death renal lesion
() :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe "7 :Context
(HPT050)

BAIS2



STUDY NO.  : 0004

HISTOLOGICAL FINDINGS (INDIVIDUAL)

ANTMAL : MOUSE BDF1 ALL ANIMALS (0- 2W)
REPORT TYPE : Al
SEX ¢ FEMALE GROUP NAME : 9000 ma/kg PAGE : 26
Animat Death Information  Time of Examination
ID-NO. Week-Day Organ Findings
2506 DEAD 0-0 lung/bronch NON~REMARKABLE
bone marrow NON-REMARKABLE
Lymph nocde NON-REMARKABLE
thymus karyaorrhexis,<1>
spleen NON-REMARKABLE
heart NON-REMARKABLE
stomach hemorrhags:glandular stomach,<1>
small intes NON-REMARKABLE
large intes NON-REMARKABLE
Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NOT-EXANINE
adrenal NON-REMARKABLE
quary NON-REMARKABLE
brain NON-REMARKABLE
Cause of Death no microscopical confirmation
2508 DEAD 1-1 Lung/bronch NON-REMARKABLE
bone marrow congestion,<1>
( ) :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe ' 7 Context
(HPT050)

BAIS2



STUDY NO.  : 0004 HISTOLOGIGAL FINDINGS (INDIVIDUAL)

ANTMAL ¢ MOUSE BDF1 ALL ANINMALS (0- 20)

REPORT TYPE : Al

SEX ¢ FEMALE GROUP NAME : 8000 mo/ke PAGE : 27

Animal Death Information Time of Examination

1D-NO. Week-Day Organ Findings

2508 DEAD 1-1 Lymph node karyorrhexis,<1>
thymus karyorrhexis,<1>
spleen karyorrhexis,<1>
heart NON-REMARKABLE
stomach NON-REMARKABLE
small intes NON-REMARKABLE

large intes NON-REMARKABLE

Liver NON-REMARKABLE
pancreas NON-REMARKABLE
kidney NON-REMARKABLE
pituitary NON-REMARKABLE
adrenal NON-REMARKABLE
ouary NON-REMARKABLE
brain NON-REMARKABLE

Cause of Death no microscopical confirmation

() :Comment <1>:Slight <2>:Moderate <3>:Marked <4>:Severe "7 :Context

(HPT050) BAIS2



