vr//au XX DTy MEREWRE
WAL I DPARBERBR#BEE

RERE T : 0278

APPENDIX



APPENDIX A 1

APPENDIX A 2

APPENDIX B 1

APPENDIX B 2

APPENDIX C 1

APPENDIX C 2

APPENDIX D 1

APPENDIX D 2

APPENDIXE 1
APPENDIX E 2

APPENDIXF 1
APPENDIX F 2

(Study No. 0278)

APPENDIXES

CLINICAL OBSERVATION : SUMMARY, RAT : MALE
(2-YEAR STUDY)
CLINICAL OBSERVATION : SUMMARY, RAT : FEMALE

(2-YEAR STUDY )

BODY WEIGHT CHANGES : SUMMARY, RAT : MALE

(2-YEAR STUDY)
BODY WEIGHT CHANGES : SUMMARY, RAT : FEMALE

(2-YEAR STUDY )

FOOD CONSUMPTION CHANGES : SUMMARY, RAT : MALE

(2-YEAR STUDY)
FOOD CONSUMPTION CHANGES : SUMMARY, RAT : FEMALE

(2-YEAR STUDY )

HEMATOLOGY : SUMMARY, RAT : MALE ( 2-YEAR STUDY )
HEMATOLOGY : SUMMARY, RAT : FEMALE (2-YEAR STUDY )

BIOCHEMISTRY : SUMMARY, RAT : MALE (2-YEAR STUDY )
BIOCHEMISTRY : SUMMARY, RAT : FEMALE ( 2-YEAR STUDY )

URINALYSIS : SUMMARY, RAT : MALE (2-YEAR STUDY)
URINALYSIS : SUMMARY, RAT : FEMALE (2-YEAR STUDY )



(Study No. 0278)

APPENDIXES (CONTINUED)

APPENDIX G1 GROSS FINDINGS : SUMMARY, RAT : MALE :
: ALL ANIMALS ( 2-YEAR STUDY )
APPENDIX G2 GROSS FINDINGS : SUMMARY, RAT : MALE :
DEAD AND MORIBUND ANIMALS ( 2-YEAR STUDY)
APPENDIX G3 GROSS FINDINGS : SUMMARY, RAT : MALE :
SACRIFICED ANIMALS ( 2-YEAR STUDY )
APPENDIX G4 GROSS FINDINGS : SUMMARY, RAT : FEMALE :
ALL ANIMALS (2-YEAR STUDY )
APPENDIX G5 GROSS FINDINGS : SUMMARY, RAT : FEMALE :
DEAD AND MORIBUND ANIMALS ( 2-YEAR STUDY)
APPENDIX G6 GROSS FINDINGS : SUMMARY, RAT : FEMALE :
SACRIFICED ANIMALS ( 2-YEAR STUDY )

APPENDIXH1 ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : MALE
(2-YEAR STUDY )

APPENDIXH2 ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : FEMALE
(2-YEAR STUDY )

APPENDIXI1 ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : MALE
(2-YEAR STUDY )

APPENDIXI2 ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : FEMALE
(2-YEAR STUDY )



(Study No. 0278)

APPENDIXES (coNTINUED)

APPENDIXJ1 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS :
SUMMARY, RAT : MALE : ALL ANIMALS
(2-YEAR STUDY)

APPENDIX J 2 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS :
SUMMARY, RAT : MALE : DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY )

APPENDIX J 3 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS :
SUMMARY, RAT : MALE : SACRIFICED ANIMALS
(2-YEAR STUDY )

APPENDIX J4 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS :
SUMMARY, RAT : FEMALE : ALL ANIMALS
(2-YEAR STUDY )

APPENDIX J 5 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS :
SUMMARY,RAT :FEMALE:DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY )

APPENDIX J 6 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS :
SUMMARY, RAT : FEMALE : SACRIFICED ANIMALS
(2-YEAR STUDY)

APPENDIX K1 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF
TUMORS-TIME RELATED, RAT : MALE

APPENDIX K2 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF
TUMORS-TIME RELATED, RAT : FEMALE

APPENDIX L 1 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS :
SUMMARY, RAT : MALE (2-YEAR STUDY )

APPENDIX L2 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS :
SUMMARY, RAT : FEMALE ( 2-YEAR STUDY )

APPENDIXM 1 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL
ANALYSIS, RAT : MALE (2-YEAR STUDY)

APPENDIX M 2 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL
ANALYSIS, RAT : FEMALE ( 2-YEAR STUDY )



APPENDIX N 1

APPENDIX N 2

APPENDIX N 3

APPENDIX N 4

APPENDIX N 5

APPENDIX N 6

APPENDIX O 1

APPENDIX O 2

APPENDIX P 1

APPENDIX P 2

(Study No. 0278)

APPENDIXES (CONTINUED)

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR :
SUMMARY, RAT : MALE : ALL ANIMALS

(2-YEAR STUDY)

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR :
SUMMARY, RAT : MALE : DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY)

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR :
SUMMARY, RAT : MALE : SACRIFICED ANIMALS
(2-YEAR STUDY)

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR :
SUMMARY, RAT : FEMALE : ALL ANIMALS

(2-YEAR STUDY )

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR :
SUMMARY,RAT:FEMALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY)

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR :
SUMMARY, RAT : FEMALE : SACRIFICED ANIMALS
(2-YEAR STUDY )

IDENTITY OF DICHLOROMETHANE IN THE 2-YEAR

INHALATION STUDY
STABILITY OF DICHLOROMETHANE IN THE 2-YEAR

INHALATION STUDY

CONCENTRATION OF DICHLOROMETHANE IN THE
INHALATION CHAMBER OF THE 2-YEAR INHALATION STUDY
ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER
IN THE 2-YEAR INHALATION STUDY OF
DICHLOROMETHANE



(Study No. 0278)

APPENDIXES (cONTINUED)

APPENDIX Q1 METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND
URINALYSIS IN THE 2-YEAR INHALATION STUDY OF
DICHLOROMETHANE

APPENDIX Q2 UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND
BIOCHEMISTRY IN THE 2-YEAR INHALATION STUDY OF
DICHLOROMETHANE



APPENDIX Al
CLINICAL OBSERVATION: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278

ANIMAL * RAT F344/DuCrj

REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE : 1
Clinical sion Group Name Administration Week-day
1-1 1-7 2-7 37 4-7 5~7 6-7 7-7 8-7 9~7 10-7 11-7 12-7 13-7
1 1 1 1 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
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4]
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 4] 0 Y 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 ¢ 0 0 ¢ 0 0 0 0
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 v} 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 . 0 0 0 0 0 0 0
SOILED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm- 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(H1AN180) BAIS3



STUDY NO. : 0278
ANTNAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANTMALS

SEX : MALE PAGE :+ 2
Clinical sign Group Name Administration Week-day
14-7 15-7 16-7 17-7 18-7 18-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7
1 1 1 1 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 V] 0 0 0 0 0 0 0 0 0 0 0 0
LOCONOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 Q 0 0
PILOERECTION Controb 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)

BAIS 3



STUDY NO. : 0278
ANTNAL + RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE ¢ 3
Clinical sign Group Name Adwinistration Week-day
28-7 29-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
1 1 1 1 1 1 1 1 1 1 3 1 1 1
DEATH Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCONOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED Caontrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 pom 0 0 4] 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)
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STUDY NO. : 0278
ANIHAL + RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE ¢ 4
Clinical sigon Group Name Administration Week-day
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7
1 1 1 1 1 1 1 1 1 1 1 i 1 1
DEATH Caontrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 ] 0 ¢ 0 0 0 0 0
4000 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LATERAL Control 0 0 0 0 4} 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Controt 0 0 0 0 0 0 .0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED Controtb 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 4] 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 V] 0 0 0 0 0 0
(HAN190)

BAIS3



STUBY NO. : 0278

CLINICAL OBSERVATION (SUMHARY)

ANTHMAL © RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : MALE PAGE ¢+ 5
Clinical sign Group Name Administration Week—-day
56-7 57-7 58-7 59-7 60-7 61-7 82-7 63-7 64~7 65-7 66-7 687-7 68-7 68-7
1 1 1 1 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 4] 0 Q 0 0 0 0 0 0 0 0 0 0 0
HORIBUND SAGRIFICE Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 4} 0 0 0 0 0 ¢ 0
4000 pom 0 0 0 0 0 0 0 0 0 0 0 [t} 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 4 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN1SO)

BAIS3



STUDY NO. : 0278
ANINAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIHALS

SEX : MALE PAGE = 6
Clinical sign Group Name Administration Week-day
70-7 71-7 72-7 737 74-7 75-7 76-7 77-7 78~7 79-7 80-7 81-7 82~7 83-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 0 0 1 1 1 1 1 1 1 1 2 2 2
1000 pom 0 0 1 1 1 1 1 1 1 1 1 2 2 2
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 1 1 1 2 2 2 3 4 4 4 4 4 5 5
HORIBUND SACRIFICE Control 0 0 1 1 1 1 1 1 1 2 2 2 2 2
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 1 1 1 1 1 1 1 2 2
4000 ppm 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 1 0 0 0 0 0 0 0 1 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 1 0 0 0 0 0 0 0 0
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 G 0 0 0 Q
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4} 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 [ 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 ] 0 0 0 0 0 0 0 ¢
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm Q 0 0 0 0 i} 0 [ 0 0 0 0 0 0
41000 ppm 0 0 0 0 0 ¢ 0 0 0 ¢ 0 0 0 0
(HAN180)
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STUDY NO. : 0278
ANIMAL @ RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE = 7
Clinical sign Group Name Administration Week-day
84-7 85-7 86-7 87-7 88-7 89-7 90-7 91-7 82~7 93-7 94-7 g95-7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 )
DEATH Control 2 2 2 3 3 3 3 4 4 4 5 6 6 8
1000 ppm 2 2 2 2 2 2 2 2 2 2 2 3 3 3
2000 ppm 0 0 0 0 1 1 1 1 1 1 1 2 2 3
4000 ppm 7 7 7 7 7 7 7 7 8 8 9 11 11 11
MORIBUND SACRIFICE Control 2 2 2 4 5 5 5 6 6 6 6 [ 8 7
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
2000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
4000 ppm 0 0 0 0 0 0 4} 0 0 0 0 0 1 2
LOCOMOTOR MOVEMENT DECR Control 0 0 1 1 1 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
LATERAL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 1 1 1 2 2 1 1 1 2
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 1
WASTING Control 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 4} 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 0
SOILED Control 0 0 0 0 0 0 0 0 0 1 1 0 0 0
1000 ppm 0 0 0 0 0 1 1 1 1 1 1 1 1 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 1 1 0 0 0 0 1 1 0 0 0
1000 ppm ¢ 0 0 0 0 1 1 ] 1 1 1 1 1 0
2000 ppm 0 0 0 o 0 0 4 0 0 9 0 0 0 0
4000 ppm S 0 0 4] 9 0 0 O 0 0 0 0 1 0
(HAN190)

BAIS3



STUDY NO. : 0278
ANIMAL ¢ RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 8
Clinical sion Group Name Administration Week-day
98-7 98-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
DEATH Control 6 6 6 6 6 [ 7
1000 ppm 3 3 3 3 4 4 4
2000 ppm 4 4 4 4 4 4 4
4000 ppom 11 11 13 15 17 17 18
MORIBUND SACRIFICE Control 7 7 7 8 8 11 11
1000 ppm 3 3 3 3 3 3 3
2000 ppm 2 2 3 4 5 7 8
4000 ppm 3 3 3 3 3 3 4
LOCOMOTOR MOVEMENT DECR Control 0 0 0 1 0 1 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 1 1 1 2 1
4000 ppm 1 0 0 0 0 0 1
LATERAL Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 1 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 1 0
4000 ppm 1 0 0 0 0 0 0
SOILED Controt 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
PILOERECTION Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2600 pom ¢ ¢ 0 0 0 0 0
4000 ppm 0 0 0 0 0 ¢ 0
(HAN190)

BAIS3



STUDY NO. : 0278
ANIMAL @ RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 8
Clinical sion Group Name Administration Week-day
1-1 1-7 2-7 3-7 4-7 5-7 6-7 7-7 8-7 9-7 10-~7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 1] 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢}
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PER] GENITALIA Control 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm [ 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALNOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 [ 0 0 0 0 0 0 0 4} 0 0
2000 ppm 0 0 0 0 4 0 0 ] 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EYE OPACITY Control [ 1 0 0 4] 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Control 0 0 0 0 4} 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0 0 4} 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANTERIOS CHAMBER OPACITY Control 0 1 4} 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 ¢ 0 0 [{] 0 0 0 0 0 0 0 0
EXTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 9 0 [ Y 0 90 0 0 0
4000 ppm 0 0 0 0 0 ¢ 0 0 0 ¢ 0 0 0 0

(HAN190)
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CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : NMALE PAGE : 10
Clinical sion Group Name Administration Week-day i
14-7 15-7 16-7 17-7 18-7 18-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 277
1 1 1 1 1 1 1 1 1 1 1 1 1 1
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 ¢
2000 ppm 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALMOS Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EYE OPACITY Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
2000 ppm 0 0 0 0 0 0 0 0 0 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0
CATARACT Control 0 0 0 0 0 0 0 0 0 6 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 1 1 1 1 1
4000 ppm 0 0 Y 0 0 0 0 0 0 0 0 0 0 0
CORNEAL OPACITY Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANTERIOS CHAMBER OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
EXTERNAL MASS Controt 0 0 0 0 0 0 0 0 0 0 0 (¢ 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 3 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 ¢ 0 0 0 ¢ 0 0 0 0

{1AN130)

BAIS3



STUDY NO. : 0278
ANIMAL  RAT F344/Dulrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS
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Clinical sign

Group Name

Administration Week-day

28-7 30-7

1

28-7

1

i

31-7

1

32-7

1

33-7

1

34-7

1

35-7

1

36-7

i

37-7

1

38-7

1

39-7
1

40-7
1

41-7

FROG BELLY

SOILED PERI GENITALIA

EXOPHTHALNOS

EYE OPACITY

CATARACT

CORNEAL OPACITY

ANTERIOS CHAMBER OPACITY

EXTERNAL MASS

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Controt
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm
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STUDY NO. : 0278
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 12

Ctinical sign

Group Name

Administration Week-day

42-7 43-7

1

1

44-7

1

45-7

1

46-7

1

47-7

1

48-7

1

49-7

1

50-7

1

51-7

1

52-7

1

53-7
1

54-7
1

55-7
1

FROG BELLY

SOILED PERI GENITALIA

EXOPHTHALNOS

EYE OPACITY

CATARACT

CORNEAL OPACITY

ANTERIOS CHAMBER OPACITY

EXTERNAL MASS

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppn
2000 ppm
4000 ppm

Cantrot
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 pom
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm
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STUDY NO. : 0278
ANINAL ¢ RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : NALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 13
Clinical sign Group Name Administration Week-day

56-7 57-7 58-7 59-7 60~7 61-7 62-7 63-7 64~7 65-7 66-7 67-7 68-7 69~7

1 1 1 1 1 1 1 1 1 1 1 1 1 1

FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

SOILED PERI GENITALIA Caontrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

EXOPHTHALHOS Control 0 0 0 0 [} 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

EYE OPACITY Control 1 1 1 1 1 1 1 i 1 1 1 1 1 2
1000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2

2000 ppm 2 2 2 2 2 2 3 3 3 3 3 3 3 3

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

CATARACT Control 1 1 1 1 1 1 1 1 1 1 1 1 1 2
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1

2000 ppm 2 2 2 2 2 2 3 3 3 3 3 3 3 3

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

CORNEAL OPACITY Control 0 0 0 0 0 0 0 0 0. 0 0 0 0 0
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0

ANTERIOS CHAMBER OPACITY Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 Q 0 0 0 ] 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

EXTERNAL HASS Control 2 2 2 2 2 2 2 2 2 2 3 3 3 3
1000 ppm 1 1 0 0 0 0 0 0 0 0 0 0 0 0

2600 pom 2 2 3 3 3 2 3 3 3 4 4 4 4 4

41000 ppm 1 1 1 1 1 1 1 1 2 2 2 2 3 3

(HAN190)
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STUDY NO. : 0278

CLINICAL OBSERVATION (SUMMARY)

ANITMAL ¢ RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : A1 104
SEX : MALE PAGE : 14
Clinical sion Group Name Administration Week-day
70-7 717 72-7 73-7 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7
1 1 1 1 1 1 1 1 1 1 1 1 1 )
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 1 0 0 0 0 0 0 0 1 1 1 1
SOILED PERI GENITALIA Control 0 1 0 0 0 0 0 0 0 1 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 1 0 0 0
2000 ppm 0 0 0 1 1 0 0 0 0 0 0 1 1 0
4000 ppm 0 0 0 0 0 1 0 0 0 0 0 0 0 0
EXOPHTHALNOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EYE OPACITY Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
2000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 3 3
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 )
2000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 3 3
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANTERIOS CHAMBER OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 [4} 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Control 3 3 3 3 3 3 3 3 3 3 3 2 2 2
1000 ppm 0 0 0 0 1 1 1 1 1 1 2 1 1 1
2000 ppm 4 4 6 [ [ 5 5 5 5 6 5 5 5 8
4000 ppom 3 3 3 3 4 4 4 4 4 4 5 5 6 7

(HAN190)

BAIS3



STUDY NO. : 0278 CLINICAL OBSERVATION (SUMMARY)
ANINAL : RAT F344/DuCrj ALL ANIHALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 15
Clinical sign Group Name Administration Week-day :
84-7 85-7 86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95~7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PER1 GENITALIA Control 0 0 1 0 0 0 0 0 0 1 1 0 1 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALNOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 1 1 i 1 1 1 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EYE OPACITY Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
2000 ppm 3 3 3 3 3 3 3 3 4 4 4 4 4 4
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Control 2 2 2 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 3 3 3 3 3 3 3 3 4 [ 4 4 4 4
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CORNEAL OPACITY Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANTERIOS CHAMBER OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Cantrot 2 2 2 1 2 2 3 4 4 4 4 4 5 5
1000 ppm 1 1 1 3 3 5 5 5 6 6 7 8 11 11
2600 pom g8 7 7 8 8 9 8} g 9 g g 9 9 10
4000 ppm 6 8 10 12 i3 i5 i6 16 16 16 16 15 15 17

(HAN190) BAIS3



STUDY NO. : 0278 CLINICAL OBSERVATION (SUMMARY)
ANINMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 16
Clinical sion Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
FROG BELLY Control 0 0 0 0 0 0 0
1600 ppm 1 1 1 1 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 1 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 1 2 1 0 0 0
4000 ppm 0 0 1 1 0 0 0
EXOPHTHALMOS Controt 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0
EYE OPACITY Control 2 2 2 2 2 2 2
1000 ppm 2 2 2 2 2 2 2
2000 ppm 4 4 4 4 3 3 3
4000 pom 1 0 0 0 0 0 0
CATARACT Control 2 2 2 2 2 2 2
1000 ppm 1 1 1 1 1 1 1
2000 ppm 4 4 4 4 3 3 3
4000 ppm 0 0 0 0 0 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0 0
1000 ppm 1 1 1 1 1 1 ]
2000 ppm 0 0 0 0 0 0 0
4000 ppm 1 0 0 0 0 0 0
ANTERIOS CHAMBER OPACITY Control 0 0 0 0 1} 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
EXTERNAL MASS Control 5 5 6 7 6 6 5
1000 ppm 11 11 11 11 12 13 14
2000 pom 11 11 10 g il 11 10
4000 ppm 15 17 16 18 17 17 i6

(1AR180) BAIS3
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PAGE :

¢ MALE

SEX

Administration Week-day

Group Name

Clinical sign

12-7 13-7

11-7

10-7

8-7

8-7

1-7 2-7 3-7 4-7

1-1

Control
1000 ppm

INTERNAL MASS

2000 ppm

4000 ppm

Control
1000 ppm

M.NOSE

2000 ppm

4000 ppm

Control
1000 ppm

H.PERI MOUTH

2000 ppm

4000 ppm

Control
1000 ppm

H.EAR

2000 ppm

4000 ppm

Control
1000 ppm

M.PERI EAR

2000 ppm

4000 ppm

Control
1000 ppm

M.NECK

2000 ppm

4000 ppm

Control
1000 ppm

H.BREAST

2000 ppm

4000 ppm

Control
1000 ppm

M. ABDOMEN

<

2600 pom

4000 ppm

BAIS3

(1AN1S0)
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PAGE :

* HALE

SEX

Administration Week-day

Group Name

Clinical sign

15-7 16-7 17-7 18-7 18-7 20-7 21-7 22-7 23-7 24-7 25-7 26~7 27-7

14-7

Control
1000 ppm

INTERNAL HASS

2000 pem

4000 ppm

Control
1000 ppm

H.NOSE

2000 ppm

4000 ppm

Control
1000 ppm

H.PERT MOUTH

2000 ppm

4000 ppm

Controt
1000 ppm

H.EAR

2000 ppm

4000 ppm

Control
1000 ppm

H.PERI EAR

2000 ppm

4000 ppm

Cantrol
1000 ppm

H.NECK

2000 ppm

4000 ppm

Control
1600 pom

M.BREAST

2000 ppm

4000 ppm

Control
1000 ppm

. ABDOMEN

2000 ppm

4000 ppm

BAIS3

(HAN190)
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PAGE :

© MALE

SEX

Administration Week-day

Group Name

Clinical sion

28-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-1 38-7 38-7 40-7 41-7

28-7

Control
1600 ppm

INTERNAL MASS

2000 ppm

4000 ppm

Control
1000 ppm

H.NOSE

2000 ppm

4000 ppm

Controt
1000 ppm

M.PERT MOUTH

<

2000 ppm

4000 ppm

Control
1000 ppm

H.EAR

2000 ppm

4000 pom

Control
1000 pom

M.PERT EAR

2000 ppm

4000 ppm

Control
1000 ppm

H.NECK

2000 ppm

4000 ppm

Control
1000 ppm

H.BREAST

2000 ppm

4000 ppm

Controt
1000 ppm

. ABDOMEN

<>

2000 ppm

4000 ppm

BAIS3

(HAN190)
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PAGE :

: MALE

SEX

Administration Week-day

42-7

Group Name

Clinical sion

44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7

43-7

Control
1000 ppm

INTERNAL MASS

2000 ppm

4000 ppm

Control
1000 ppm

H.NOSE

2000 ppm

4000 ppm

Control
1000 ppm

H.PER] MOUTH

2000 ppm

4000 ppm

Contrat

1000 ppm

H.EAR

2000 ppm

4000 ppm

Control
1000 ppm

N.PERI EAR

2000 ppm

4000 ppm

Control
1000 ppm

H.NECK

2000 pem

4000 ppm

Control
1000 ppm

H.BREAST

2000 ppm

4000 ppm

Control
1000 ppm

M. ABDOMEN

<

2600 pom

<

4000 ppm

BAIS3

(1AN180)
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PAGE :

: MALE

SEX

Administration Week-day

Group Name

Glinical sion

57-7 58-7 59-7 60-7 61-7 62-7 83-7 64-7 65-7 66-7 67-7 68-7 69-7

56-7

Control
1000 ppm

INTERNAL HASS

2000 ppm

4000 ppm

Control

H.NOSE

1600 ppm

2000 ppm

4000 ppm

Cantrol
1000 ppm

K.PERT MOUTH

2000 ppm

4000 ppm

Cantrol
1000 ppm

H.EAR

2000 ppm

4000 ppm

Control
1000 ppm

M.PERI EAR

2000 ppm

4000 pom

Control
1000 ppm

H.NECK

2000 ppm

4000 ppm

Control
1000 ppm

H.BREAST

2000 ppm

4000 ppm

Control
1000 pom

1. ABDOMEN

o

o1

-

2000 ppm

1000 ppm

BAIS3

(11AX190)
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SEX

Administration Week-day

Group Name

Clinical sign

71-7 72-7 737 74-7 75-7 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7

70-7

Control
1000 ppm

INTERNAL MASS

2000 ppm

4000 ppm

Control
1000 ppm

H.NOSE

2000 ppm

4000 ppm

Control
1000 ppm

H.PERT HOUTH

2000 ppm

4000 ppm

Control
1000 ppm

M.EAR

2000 ppm

4000 ppm

Control
1000 ppm

H.PERI EAR

2000 ppm

4000 ppm

Control
1000 ppm

H.NECK

2000 ppm

4000 ppm

Control
1000 ppm

H.BREAST

2000 pem

4000 ppm

Control
1000 pom

M. ABDOMEN

“

(3¢

@

[28]

2600 pom

4000 ppm

BAIS3

(HAN190)
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Administration Week-day

Group Name

Clinical sion

85-7 86-7 87-7 88-7 88-7 90-7 91-7 92-7 83-7 94-7 95-7 96-7 g7-7

84-7

Control
1000 ppm

INTERNAL NASS

2000 ppm

4000 ppm

Control
1000 pom

M. NOSE

2000 ppm

4000 ppm

Control
1000 ppm

H.PERT MOUTH

2006 ppm

4000 ppm

Control
1000 ppm

M.EAR

2000 ppm

4000 ppm

Control
1000 ppm

H.PERI EAR

2000 ppm

4000 ppm

Controt
1000 pom

H.NECK

2000 ppm

4000 ppm

Control

H.BREAST

1000 ppm

2000 pem

4000 ppm

Control
1000 pom

H. ABDONEN

W

&£

2000 ppm

u©d

o

1000 ppm

BAIS3

(HAN190)



STUDY NO. : 0278
ANINAL * RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE @ 24
Clinical sion Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
INTERNAL NASS Control 0 0 0 1 1 1 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 1 1 1 2 2 2 2
4000 ppm 1 1 1 0 1 1 1
¥.NOSE Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 1 1 1
4000 ppm 0 0 0 0 0 0 0
M.PERT MOUTH Control 1 1 1 1 0 0 0
1000 pom 0 0 0 0 0 0 0
2000 ppm 1 1 0 0 0 0 0
4000 ppm 1 1 1 1 1 1 1
M.EAR Controt 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0
2000 ppm 2 2 2 2 2 2 2
4000 ppm 0 0 0 Q 0 0 0
M.PERI EAR Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
M.NECK Control 0 0 0 1 1 1 1
1000 ppm 2 2 2 3 3 3 3
2000 ppm 0 0 0 0 0 0 0
4000 ppm 1 1 1 1 1 1 1
M. BREAST Control 0 0 0 0 0 0 0
1000 ppm 2 2 2 2 2 3 3
2000 ppm 2 3 3 3 4 4 3
4000 ppm 5 6 6 6 6 6 6
M. ABDOMEN Control 1 1 1 1 1 1 i}
1000 ppm 3 3 3 3 4 4 5
2600 pom S 5 5 5 5 5 4
4000 ppm 5 5 5 6 g 6 6
(HAN190) BAIS3
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Clinical sion

Group Name

Administration Week-day

1-1
1

1-7
1

2-7
1

3-7

11-7

12-7
1

13-7
1

M. ANTERIOR. DORSUM

H.POSTERIOR DORSUM

N.HINDLINB

H.GENITALIA

M. TAIL

ANENIA

JAUNDISE

ASCITES

Control
1000 ppm
2000 ppm
4000 pem

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Controt
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Controt
1000 ppm
2000 pom
4000 ppm
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Clinical sign Group Name Administration Week-day
14-7 15-7 16-7 17-7 18-7 18-7 20-7 21~7 22-7 23-7 24~7 25-7 26-7 27-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M. ANTERIOR. DORSUN Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 4 0 0 0 0 0 0 0 0 0 0 0
H.POSTERIOR DORSUM Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.HINDLINB Control 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 [
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 G 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0
H.GENITALIA Controt 0 0 0 (] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
N.TAIL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANEMIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 -0 0 0 0 0 0 0
JAUNDISE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ASCITES Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2600 pom Y ¢ 0 [ 4 0 0 0 0 0 0 0 0 0
4000 ppm 4] 0 9 0 Q G 0 ¢ 0 [ 0 0 0 0
(HAN190)
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Glinical sign

Group Name

Administration Week-day

28-7
1

28-7
1

30-7
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31-7
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34-7
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35-7
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36-7
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37-7
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38-7
I

38-7
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40-7
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41-7
1

M. ANTERIOR. DORSUN

H.POSTERTOR DORSUN

H.HINDLINB

H.GENITALIA

N.TAIL

ANEMIA

JAUNDISE

ASCITES

Control
1000 ppm
2000 ppm
4000 ppm

Cantrol
1000 ppm
2000 ppm
4000 ppm

Contral
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 pom
2000 ppm
4000 ppm

Control
1000 ppm
2600 pom
4000 ppm
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Clinical sion

Group Name

Adninistration Week-day

42-7
1
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1
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1
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47-7
1

48-7
1

48-7
1
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1

51-7
1

52-7
1

53-7
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54-7
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56-7

M. ANTERIOR. DORSUY

H.POSTERIOR DORSUM

M.HINDLIMNB

H.GENITALIA

H.TAIL

ANENIA

JAUNDISE

ASCITES

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Cantrol
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2600 pom
4000 ppm
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STUDY NO. : 0278
ANINAL  RAT F344/DuCrj
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SEX : MALE PAGE ¢ 29
Clinical sign Group Name Administration Week-day
56-7 57-7 58-7 59-7 60~7 61-7 62-7 83-7 64-7 65-7 86-7 67-7 68-7 69-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M. ANTERIOR. DORSUN Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.POSTERIOR DORSUM Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4006 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
N.HINDLINB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.TAIL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANENIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 9 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
JAUNDISE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ASCITES Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 G 0 ¢ 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)
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STUDY NO. + 0278
ANINAL ¢ RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE @ 30
Clinical sign Group Name Administration Week-day
70-7 71-7 72-7 73-7 T4-7 75-7 76-7 m7-7 78-7 79-7 80-7 81-7 82-7 83-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M. ANTERIOR. DORSUM Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
M.POSTERIOR DORSUM Control 0 0 0 0 0 0 0 0 ¢ 0 4} 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 4} 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
H.HINDLINB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4]
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 G 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.GENITALIA Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 V] 0 0 0 0 0 0 0 0 0 0 0 0
H.TAIL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 pom 0 0 1 1 1 0 0 0 0 0 0 0 0 ¢
4000 ppm 0 0 0 0 4} 0 0 0 Q 0 0 0 0 0
ANENIA Comtrol 0 0 0 0 0 0 0 0 0 1 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 1 0 0 0 0 0 0 0 0 0 0 0
JAUNDISE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ASCITES Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢} 0
2000 ppm 0 0 0 0 0 9 0 G 0 0 0 0 0 0
41000 ppm Q 0 0 0 0 0 0 0 0 4 0 0 0 0
(HAN190)
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STUDY NO. : 0278 CLINICAL OBSERVATION (SUMMARY)
ANINAL * RAT F344/DuCrj ALL ANINALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 31
Clinical sion Group Name Administration Week-day
84-7 85-7 86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M. ANTERTOR. DORSUM Caontrol 0 0 0 0 0 g 1 2 2 2 2 2 2 2
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 1 1 1 1 1 1 1 1 1 1 1 1
¥.POSTERIOR DORSUM Control 0 4] Q 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 1 1 2 2 2 2 2 2 2 2 2
2000 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 2 2 2 2 2 2 2 2 2 2 2
H_IIINDLINB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 pom 0 0 0 0 0 1 1 1 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
H.GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0
N.TAIL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANEN1A Control 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 4} 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
4000 ppm 0 0 0 0 0 0 0 ] 0 0 0 0 1 1
JAUNDISE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ASCITES Control 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
1000 ppm 0 0 0 0 0 1 1 1 1 1 1 1 1 0
2000 ppm 0 0 0 0 0 O 0 [} ¢ 0 0 0 0 0
4000 ppm 4] 0 0 Y] 0 0 0 0 0 Q 0 0 0 0

(HAN190) BAIS3



STUDY NO. : 0278
ANIMAL * RAT F344/DuCri
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SEX : MALE
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Clinical sign

Group Name

Administration Week-day

98-7
1

99-7
1

100-7
1

101-7
1

102-7
1

103-7
1

104-7
1

H. ANTERIOR. DORSUN

M.POSTERIOR DORSUM

M.HINDLINB

H.GENITALIA

H.TAIL

ANEMIA

JAUNDISE

ASCITES

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Controt
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2600 ppm
4000 ppm
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CLINICAL OBSERVATION (SUMMARY)

ALL ANINALS

PAGE : 33
Clinical sion Group Name Administration Week-day
-1 1-7 2-7 3-7 4~7 5-7 6-7 7-7 8-7 9-7 10~7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
IRREGULAR BREATHING Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 4 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORNAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3
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PAGE : 34
Clinical sion Group Name Administration Week-day
14-7 15-7 16-7 17-7 18-7 19-7 20-7 21-7 22~7 23-7 24-7 25-7 26-7 27-7
1 i 1 1 1 1 1 1 1 1 1 1 1 )
IRREGULAR BREATRING Control 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
1000 ppm 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
2000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 [ 0 0 0 ¢ 0 0 ¢ 0 0 ¢ ¢ 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 4] 0 0 0 0 0 0 ¢ 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 4} 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3
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PAGE : 35
Clinical sign Group Name Administration Week—day
28~7 29-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7
1 1 1 1 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 )
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Conf%o[ 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 i} 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN1S0)

BAIS3



STUDY NO. : 0278
ANINAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

Clinical sign

Group Name

Administration Week-day

42-7
1

43-7
1

44-7
1

45-7
1
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1

47-7
1
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1

48-7
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50-7
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51-7

IRREGULAR BREATHING

ABNORMAL. RESPIRATION

BRADYPNEA

SUBNORMAL TENP

Control
1000 ppm
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Control
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STUDY NO. : 0278
ANINAL  RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE ¢+ 37
Clinical sign Group Name Administration Week-day
56-7 57-7 58~7 59-7 60-7 81-7 62-7 83~7 64-7 65-7 66-7 87-7 68-7 68-7
1 1 1 1 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 3
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 il
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)
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STUDY NO. : 0278
ANTMAL + RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 38
Clinical sion Group Name Administration Week-day

70-7 71-7 72-7 73~7 74-7 75-7 76-7 77-7 787 79-7 80-7 81-7 82-7 83-7

1 1 1 1 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 4 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

ABNORMAL RESPIRATION Control 0 Q 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 i 0 0 0 0 0 ¢ 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 4]

BRADYPNEA Control 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 4] 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 4] 0 0 0 0 0 0 0 0 0

SUBNORMAL TENP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0

(HAN190)
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STUDY NO. : 0278
ANINAL + RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE : 38
Clinical sion Group Name Administration Week-day
84-7 85~7 86-7 87-7 88~7 89-7 90-7 91-7 92~7 93~7 94-7 95-7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
IRREGULAR BREATHING Control 0 0 0 0 1 0 0 0 0 0 0 0 0 ]
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 1 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 1 1 0 0 0 0 0 0 0 0 0
1600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(1AN190)
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STUDY NO. : 0278
ANINAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE @ 40
Clinical sign Group Name Administration Week-day
98-7 99-7 100~7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
IRREGULAR BREATHING Control 0 0 0 0 0 1 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 2 0
4000 ppm 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 1 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 1 0 2 1
4000 ppm 1 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 1 0 2 1
4000 ppm 1 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 2 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 2 0
4000 ppm 1 0 0 0 0 0 0

(HAN190)

BAIS3



APPENDIX A2
CLINICAL OBSERVATION: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278
ANTNAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE @ 41
Clinical sisn Group Name Administration Week—-day
1-1 1-7 2-7 3-7 4-7 5-7 6-7 77 8-7 9-7 10-7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
DEATI Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 4 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 4} 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 [4] 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200¢ ppm 0 0 0 0 0 0 0 0 G 0 [ 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 4 0 0 0 0
(HAN190)
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Clinical sion

Group Name

Administration Week-day

14-7
1

15-7
1
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1
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1
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1
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1
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1
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LOCOMOTOR MNOVEMENT DECR

PARALYTIC GAIT

WASTING

FROG BELLY

SOILED PERI GENITALIA
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STUDY NO. : 0278

CLINICAL OBSERVATION (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 43
Clinical sign Group Name Administration Week-day
28-7 29-7 30~7 31-7 32-7 33~7 34~7 35-7 36-7 37-7 38~7 38-7 40-7 41-7
1 1 1 1 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 ] 0 0
1000 ppm 1} 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
2000 ppm 0 ¢ 0 0 ¢ 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 G 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 ] 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FROG BELLY Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Caontrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALMOS Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200C ppm 0 0 0 0 Q ¢} ¢ 0 0 0 0 0 0 0
4000 ppm 0 ] 0 0 ¢ Q 0 0 0 G 0 0 0 0
(1AN190)
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STUDY NO. : 0278
ANIMAL  : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

PAGE : 44
Clinical sion Group Name Administration Week-day
42-7 43-7 44-7 45-7 46-7 47-7 48-7 49-7 50~7 51-7 52-7 53-7 54-7 55-7
1 1 1 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 4] 0 [ [ 0 0 0 0 0 0 0 0 0 4}
1000 ppm Q 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 , 0
4000 ppm 0 0 0 (] 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 4} 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALNOS Controt Q 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 ¢ \ 0 G 0 G 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
(HAN190)
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STUDY NO. : 0278
ANIMAL @ RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

SEX : FEMALE PAGE : 45
Clinical sion Group Name Administration Week-day
56-7 57-7 58-7 59-7 80-7 61-7 62-7 63-7 64-7 65-7 66-7 B87-7 68~7 69~7
1 1 1 i 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
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 1 2 2 2 2
MORIBUND SACRIFICE Control 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 1 1 1 1 1 1 1 1 1 1
LOCOMOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 ] 1 0 0 0 ) 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 [¢ 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Conmtrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 Y 0 0 0 0 0 0 0 0 0 0 Q
2000 ppm 0 0 0 0 0 0 0 4} 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 1] 0 0
FROG BELLY Control 0 0 0 0 0 0 0 0 -0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 5} ¢} 0 G 0 G 0 0 0
1000 ppm 0 0 4] 0 0 i} 0 0 0 [¢ 0 0 0 0

(HAN190)
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STUDY NO. : 0278
ANINAL * RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANINALS

SEX : FEMALE PAGE : 46
Clinical sion Group Name Administration Week-day
70-7 71-7 72-7 73~7 74-7 75-7 76-7 777 78-7 78-7 80-7 81~7 82-7 83-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
DEATH Control 0 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 1 1 1 1 1 1 1 1 1 1 2
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 2 2 2 2 2 2 2 3 4 4 4 4 4 ]
HORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 1 { 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 1 1 1 1 1 1 2 2 2 2 2 2 2 2
LOCONOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 1 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 (] 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 4 0 0 0 0 0 0 0 [ 0 0 0
4000 ppm 0 0 0 0 1 1 0 0 0 0 0 0 0 0
SOILED PERT GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pem 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 1 0 0 0 0 0 0 0 0
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20006 ppm 0 0 0 0 G 0 G 0 0 4 0 0 0 0
4000 ppm o ] 0 0 G 0 0 0 0 0 0 0 0 0
(HAN190)
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STUDY NO. : 0278
ANTMAL : RAT F344/DuCri
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIHALS

PAGE & 47
Clinical sign Group Name Administration Week-day
84-7 85-7 86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
DEATH Control 1 1 1 1 1 2 2 2 2 2 2 2 2 2
1000 pom 2 2 2 2 2 2 2 4 4 4 4 4 4 4
2000 ppm 0 0 0 0 0 0 0 0 1 1 1 3 3 3
4000 ppm 4 4 6 8 7 7 7 7 7 7 7 7 8 g
HORIBUND SACRIFICE Control 1 1 1 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 0 0 0 0 0 0 0 0 0 1 1 1 2 3
2000 ppm 1 1 2 2 2 2 2 2 2 2 2 2 2 2
4000 ppm 2 2 2 2 4 4 4 4 4 4 4 4 4 5
LOCOHOTOR MOVEMENT DECR Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
2000 ppm 1 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 1 0 0 0 1 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 1 1 0 0
2000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 4}
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 1 1 0 0 0 0 0 0 0 0
SOILED PERI GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 1 1 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0
EXOPHTHALNOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 ¢ ¢ 0 4 0 G 0 0 0
1000 ppm 0 4] 0 0 0 0 0 Q 0 ¢ 0 0 0 0
(11AN190)
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STUDY NO. = 0278
ANIMAL © RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
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PAGE : 48

Clinical sion

Group Name

Administration Week-day
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STUDY NO. : 0278
ANIMAL * RAT F344/DuCrj
REPORT TYPE : A1 104

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE : 49
Clinical sion Group Name Administration Week-day
1-1 1-7 2-7 37 4-7 5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
EYE OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.EYE Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.PERT MOUTH Contral 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.NECK Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 ¢ ¢ 0 ¢ 0 6 0 0 0
4000 ppm 0 0 0 0 0 ] 0 0 0 ¢ 0 0 0 0
(1IAN180)
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Clinical sion

Group Name

Administration Week-day

14-7 15-7

1

1

16-7

1

17-7

1

18-7

1

19-7

1

20-7

1

21-7

1

22-7

1

23-7
1

24-7

1

26-7

1

26-7

1

21-7
1

EYE OPACITY

CATARACT

CORNEAL OPACITY

EXTERNAL NASS

INTERNAL MASS

H.EYE

M.PERT NOUTH

H.NECK

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
200C ppm
4000 ppm
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(HAN1S0)
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Administration Week—day

Group Name

Clinical sion

28-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38~7 38-7 40-7 41-7

28-7

Controt
1000 ppm

EYE OPACITY

3

2000 ppm

4000 ppm

Control
. 1000 ppm

CATARACT

2000 pom

4000 ppm

Controt
1000 ppm

CORNEAL OPACITY

2000 ppm

4000 ppm

Control
1000 ppm

EXTERNAL NASS

2000 ppm

4000 ppm

Control
1000 ppm

INTERNAL HASS

2000 ppm

4000 ppm

Control

1000 ppm

H.EYE

2000 ppm

4000 ppm

Control
1000 ppm

H.PERI MOUTH

2000 ppm

4000 ppm

Contral
1000 ppm

H.NECK

2000 ppm

4000 ppm

BAIS3

(HAN190)
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SEX

Administration Week-day

Group Name

Clinical sion

43-7 44-7 45-7 46-7 47-7 48-7 48-7 50-7 51-7 52-7 53-7 54-7 55-7

42-7

Control
1000 ppm

EYE OPACITY

o

2000 ppm

4000 ppm

Control
1000 ppm

CATARACT

2000 ppm

4000 pom

Control

1000 ppm

CORNEAL OPACITY

2000 ppm

4000 ppm

Control
10006 ppm

EXTERNAL NASS

2000 ppm

4000 ppm

Control
1000 ppm

INTERNAL NASS

2000 ppm

4000 ppm

Controt
1000 ppm

H.EYE

2000 ppm

4000 ppm

Control
1000 ppm

M.PERT MOUTH

2000 ppm

4000 ppm

Control

1000 ppm

H.NECK

=

2000 ppm

4000 ppm

BAIS 3

(HAN190)
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SEX

Administration Week-day

Group Name

Clinical sion

67-7 68-7 69-7

66-7

57-7 58-7 59-7 60-7 61-7 62-7 63-7 64-7

56-7

65-7

Control
1000 ppm

EYE OPACITY

2000 ppm

4000 ppm

Controt
1000 ppm

CATARACT

2000 ppm

4000 ppm

Control
1000 ppm

CORNEAL OPACITY

<

2000 ppm

4000 ppm

Control

1000 ppm

EXTERNAL MASS

2000 ppm

4000 pom

Controt
1000 ppm

INTERNAL MASS

2000 ppm

4000 ppm

Controt
1000 ppm

H.EYE

2000 ppm

4000 ppm

Control
1000 ppm

H.PERI NOUTH

2000 ppm

4000 ppm

Control

1000 ppm

H.NECK

2600 ppm

<

4000 ppm

BAIS3

(HAN190)
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SEX

Administration Week-day

70-7

Group Name

Clinical sign

72-7 78-7 74-7 75-7 76~7 77-17 78-7 78-7 80-7 81-7 82-7 83-7

71-7

Control

1000 ppm

EYE OPACITY

2000 ppm

4000 ppm

Control
1000 ppm

CATARACT

2000 ppm

4000 pom

Controt
1000 ppm

CORNEAL OPACITY

2000 ppm

4000 ppm

Control
1000 pom

EXTERNAL MASS

2000 ppm

4000 ppm

Control
1000 ppm

INTERNAL NASS

2000 ppm

4000 ppm

Controt
1000 ppm

H.EYE

2000 ppm

4000 ppm

Control
1000 ppm

H.PERT MOUTH

2000 ppm

4000 ppm

Control
1000 ppm

H.NECK

2000 ppm

4000 ppm

BAIS3

(HAN190)



STUDY NO. : 0278 CLINIGAL OBSERVATION (SUMMARY)
ANINMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : A1 104

SEX : FEMALE PAGE : 55
Clinical sign Group Name Administration Week-day
84-7 85-7 86~7 87-7 88-7 89-7 90~7 91-7 92-7 93-7 94-7 95-7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
EYE OPACITY Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 4 4 5 5 5 5 5 5 5 5 5 5 4 3
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 4 4 5 5 5 5 5 5 5 5 5 5 4 3
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Control 3 4 4 4 4 4 4 4 4 4 4 4 5 6
1000 ppm 1 1 1 2 1 1 1 1 1 1 1 1 2 2
2000 ppm 0 0 1 1 1 1 1 1 1 1 1 2 2 3
4000 ppm 2 2 2 2 2 2 2 2 3 3 3 3 3 5
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 1 1 1 1
2000 ppm 1 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 2 3 3 3 1 0 0 0 1 1 1 1 1 1
M.EYE Control 0 1 1 1 1 1 1 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 1
M.PER] MOUTH Control 0 0 0 0 0 0 0 0 0 0 0 0 1 1
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 1 1 1 1 1 1 1 1 1 1 1 i 1 1
M.NECK Controt 1 1 1 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2900 ppm 0 0 0 0 ¢ 0 9 0 0 2 0 0 0 1
4000 ppn 0 0 0 0 o 0 0 ¢ 0 0 0 0 0 0
{(HAN130)

BAIS3



STUDY NO. : 0278
ANTHAL : RAT F344/DuCrj
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CLINICAL OBSERVATION (SUMNARY)
ALL ANIMALS

SEX : FEMALE PAGE : 56
Clinical sion Group Name Administration Week-day
98-7 99~7 100-7 101-7 102-7 103-7 104~7
1 1 1 1 1 1 1
EYE OPACITY Control 1 1 1 1 1 1 1
1000 ppm 3 3 3 3 3 3 3
2000 ppm 1 1 1 1 1 2 2
4000 ppm 0 0 0 0 0 0 0
CATARACT Cantrol 1 1 1 1 1 1 1
1000 ppm 3 3 3 3 3 3 3
2000 ppm 1 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0 4}
1000 ppm 4] 0 0 [{] 0 4 0
2000 ppm 0 0 0 0 0 1 1
4000 ppm 0 0 0 0 0 0 0
EXTERNAL MASS Control 5 6 6 6 6 8 9
1600 ppm 2 2 3 4 5 8 6
2000 ppm 3 8 8 8 8 8 8
4000 pom 5 8 7 9 10 10 10
INTERNAL HASS Control 0 0 0 0 0 0 0
1000 ppm 1 1 1 1 1 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 1 1 0 1 1 0 0
H.EYE Control 1 1 1 1 1 1 1
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 1 1 1 1 1 1 1
M.PERT MOUTH Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 [ 0 0
4000 ppm 1 1 0 0 0 0 0
M. NECK Control 0 0 0 0 0 1 1
1000 ppm 0 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1 1
4000 ppm v} 0 0 0 0 0 ¢
(1AN1S0) BAIS3
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Administration Week-day

Clinical sion

Group Name

9-7 10-7 11-7 12-7 13-7

8-7

2-7 37

1-7

1-1

Control
1000 ppm

H.FORLINB

2000 ppm

4000 ppm

Cantrol
1000 ppm

H.BREAST

2000 ppm

4000 ppm

Control
1000 ppm

H. ABDOMEN

2000 ppm

4000 pem

Control
1000 ppm

H. ANTERIOR. DORSUM

2000 ppm

4000 ppm

Control
1000 ppm

M. HINDLINB

2000 ppm

4000 ppm

Control
1000 ppm

H.GENITALIA

2000 ppm

4000 ppm

Contirol
1000 ppm

H.ANUS

2000 ppm

4000 ppm

o O OO

Control
1000 ppm
2000 ppm
4000 pem

ANEMIA

BAIS3

(HAN190)



STUDY NO. : 0278
ANINAL + RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE ¢ 58
Clinical sisn Group Name Administration Week-day
14-7 15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M.FORLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. BREAST Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ABDOMEN Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.ANTERIOR. DORSUM Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 Q
4000 ppm 0 0 0 0 0 0 0 0 0 [V 0 0 0 0
N.HINDLINB Control 0 0 0 0 0 0 0 ] 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 90 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ANUS Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANEMIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 o 0 Q0
(itAN180)

BAIs 3



STUDY NO. : 0278

CLINICAL OBSERVATION (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : A1 104
SEX : FEMALE PAGE : 59
Clinical sion Group Name Administration Week-day
28-7 29-7 30~-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 387 38-7 40~7 41-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M.FORLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. BREAST Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ABDOMEN Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ANTERIOR. DORSUM Control 0 0 0 0 0 0 0 0 0 0 0 0 4 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M_HINDLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
N.GENITALIA Cantrot 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ANUS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 (4] 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
ANEMIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2600 pom 0 0 0 0 0 9 0 [ 0 0 0 0 0 0
4000 ppm 0 0 4] 0 0 ¢ 0 0 0 G 0 0 0 0
(HAN190)

BAIS3
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Administration Week-day

42-7

Group Name

Clinical sion

44-7 45-7 48-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7

43-7

Control
1000 ppm

M.FORLINB

2000 ppm

4000 ppm

Control
1000 ppm

M.BREAST

2000 ppm

4000 ppm

Control
1000 ppm

N

M. ABDOME

2000 ppm

4000 ppm

Control
1000 ppm

M. ANTERIOR. DORSUN

2000 ppm

4000 ppm

Control
1000 ppm

K.HINDLINB

2000 ppm

4000 ppm

Control
1000 ppm

H.GENITALIA

2000 ppm

4000 ppm

Control
1000 ppm

M. ANUS

2000 ppm

4000 ppm

Control
1009 ppm

ANENIA

2000 ppm

4000 ppm

BAIS3

(HAN190)



STUDY NO. : 0278 CLINICAL OBSERVATION (SUMMARY)
ANINAL * RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : A1 104

SEX : FEMALE PAGE : 61
Clinical sign Group Name Administration Week-day
56~7 57-7 58-7 58-7 80-7 61-7 62-7 63-7 64-7 65-7 66-7 87-7 68-7 69-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M.FORLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.BREAST Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 1 1 1 1 1 1 1 i 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 1 1 1 1 1 1 1 1 { 1 1 1
M. ABDOMEN Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 [4] 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ANTERIOR. DORSUN Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 (4] 0 0 0 0 0 0 0 0 0
H.HINDLIMB Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 [
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.ANUS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 Q 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 4 0 0 0 0 0 0 0 0 0 0
ANEMIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm ¢ 1] 0 0 ¢ Q 9 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 G [ 0 ¢ 0 0 0 0 0 0
(HAN190)

BAIS3
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Administration Week-day

70-7

Group Name

Clinical sign

72-7 73-7 74-7 75-7 76-7 77-7 78-7 78~7 80-7 81-7 82-7 83-7

71-7

Control
1000 ppm

H.FORLINB

2000 ppm

4000 ppm

Control
1000 ppm

M.BREAST

2000 ppm

—t

4000 ppm

Control

1000 ppm

M. ABDONEN

2000 ppm

4000 ppm

Control
1000 ppm

M. ANTERIOR. DORSUN

2000 ppm

4000 ppm

Control
1000 ppm

H.HINDLINB

2000 ppm

4000 ppm

Control
1000 ppm

M.GENITALIA

2000 ppm

4000 ppm

Control

1000 ppm

. ANUS

2000 ppm

4000 ppm

Control
1000 ppm

ANEMIA

2000 ppm

4000 pem

BAIS3

(HAN190)



STUDY NO. : 0278
ANINAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE @ 83
Clinical sign Group Name Administration Week-day :
84~7 85-7 86-7 87-7 88-7 89-7 90-7 31-7 92-7 93-7 94-7 95~7 96-7 g7-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
M.FORLINB Control i} 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
¥.BREAST Controt 1 1 1 2 2 2 2 2 2 2 2 2 2 2
1000 ppm 0 0 0 1 0 0 0 0 0 0 0 0 1 1
2000 ppm 4] 0 0 0 0 0 0 0 0 0 0 0 0 1
4000 ppom 1 1 1 1 1 1 1 1 1 1 1 1 1 2
M. ABDOMEN Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 1 1 1 1 1 1 1 1 i 1 1 1
4000 ppm [ 0 0 0 0 0 0 0 1 1 1 1 1 1
M. ANTERICR. DORSUY Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H.HINDLINB Control 0 0 0 0 0 0 0 0 0 ¢ ¢ 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M.GENITALIA Control 1 1 1 i 1 1 1 1 1 1 1 1 1 2
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. ANUS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 4 0 0 0 0 0 0 0 0 0 0
ANENIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 ] 0 1
2600 pom 1 ¢ 0 0 0 0 9 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 1 ¢ 0 0 0 G 0 0 1 1
(HAN180)

BAIS3
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PAGE : 64
Clinical sign Group Name Administration Week-day
98-7 99-7 100-7 101-7 102-7 103-7 104-7
1 1 1 1 1 1 1
H.FORLINB Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 ¢ 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
1. BREAST Control 2 2 2 2 2 3 4
1000 ppm 1 1 2 3 3 4 4
2000 ppm 1 3 3 4 4 4 4
4000 ppm 2 4 4 6 5 5 5
N. ABDONEN Control 0 0 0 0 0 0 g
1000 ppm 1 1 1 1 2 2 2
2000 ppm 1 2 2 2 2 2 2
4000 ppm 1 2 2 2 4 4 4
M. ANTERIOR. DORSUM Control 0 0 0 ¢ 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0
M.HINDLIHB Controt 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 1 1 1 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
M.GENITALIA Control 2 3 3 3 3 3 3
1000 ppm 0 0 4] 0 0 0 0
2000 ppm 0 2 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0
M. ANUS Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0
ANEMIA Control 0 0 0 0 0 0 0
1000 ppm 1 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 1 ¢ 0 0 0 0 1
(11AN136)

BAIS 3
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SEX : FEMALE
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ALL ANTHALS

PAGE : 65
Clinical sign Group Name Administration Week-day
1-1 1-7 2-7 37 4-7 5-7 6-7 77 8-7 9-7 10-7 11-7 12-7 13-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
JAUNDISE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 9 0 0 0 0 0 0 0 0 0 G 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 ¢ 0 ] 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 9} 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRA.SOUND Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 [ 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 I} 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(11AN190)
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STUDY NO. : 0278
ANIMAL  : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 66

Clinical sign

Group Name

Administration Week-day

14-7 15-7

1

1

16-7

1

17-7
1

18-7
1

18-7
1

20~7
1

21-7
1

22-7
1

23-7
1

24-7
1

25-7
1

26-7
1

27-7
1

JAUNDISE

IRREGULAR BREATHING

ABNORMAL RESPIRATION

BRADYPNEA

ABNORMAL RESPIRA.SOUND

SUBNORMAL TEMP

Cantrol
1000 ppm
2000 ppm
4000 ppm

Control
1000 pom
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 pom
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Cantrol
1000 ppm
2000 ppm
4000 ppm
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STUDY NO. : 0278
ANINAL * RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIHALS

PAGE : 67
Clinical sion Group Name Administration Week-day

28-7 29-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 38-7 40-7 41-7

1 1 1 1 1 1 1 1 1 1 1 1 1 1

JAUNDISE Cantrob 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 4] 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

ABNORMAL RESPIRA.SOUND Control 0 0 0 0 0 0 0 0 0 G 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

4000 ppm 0 0 0 0 90 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3



STUDY NO. : 0278
ANTHAL : RAT F344/DuCrj
REPORT TYPE : A1 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 68
Clinical sion Group Name Administration Week-day
42-7 43-7 44~7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
JAUNDISE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 4 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 4} 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORHMAL RESPIRATION Cantrol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 pom 0 0 0 0 0 0 0 0 (4] 0 0 0 0 [}
2000 ppm 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
4000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4900 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRA.SQUND Control 0 ¢ 4] 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 4} 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 G 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
2000 ppm 0 0 4] 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3
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Clinical sign

Group Name

Administration Week-day

56-7 57-7

1

1
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1
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1

61-7

1
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1

83-7

1

64-7

1
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1

66-7

1

67-7

1

68-7
1

69-7

JAUNDISE

IRREGULAR BREATHING

ABNORMAL RESPIRATION

BRADYPNEA

ABNORNAL RESPIRA.SOUND

SUBNORMAL TEMP

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm

Control
1000 ppm
2000 ppm
4000 ppm
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1000 ppm
2000 ppm
4000 ppm

Controt
1000 ppm
2000 ppm
4000 ppm
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STUDY NO. : 0278
ANIMAL  : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE 70
Clinical sion Group Name Administration Week-day
70-7 71-7 72-7 73~7 74-7 75-7 76-7 77-7 78-7 79-7 80~-7 81-7 82-7 83-7
1 1 1 1 1 1 1 1 1 1 1 1 1 1
JAUNDISE Contirol 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORHAL RESPIRATION Control 4 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 4} 0 0 0 0 0
2000 ppm 0 0 0 1] ¢ 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Controt 0 0 0 0 0 0 0 0 0 0 0 1 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 ¢ 0 0 0 0 0 0 ¢ 0 0 0 0 0
4900 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRA.SOUND Control 0 0 0 0 0 0 0 0 4} 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 O 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEMP Controt 0 0 0 0 0 0 0 0 0 Q 0 1 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3



STUDY NO. : 0278
ANINAL @ RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE ¢ 71
Glinical sign Group Name Administration Week-day
84-7 85-7 86~7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7
1 1 1 1 1 1 1 1 1 1 1 1 1 ]
JAUNDISE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20600 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATHING Controt 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ABNORMAL RESPIRA.SOUND Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
SUBNORMAL TEXP Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0 0 0 1 0 0 0 0
2000 ppm 1 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 1 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS3



STUDY NO. : 0278
ANTMAL © RAT F344/DuCrj
REPORT TYPE : A1 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE = 72
Clinical sign Group Name Administration Week-day
98-7 98~7 100-7 101-7 102~-7 103-7 104-7
1 1 1 1 1 1 1
JAUNDISE Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 1 4] 0 0 0 0
IRREGULAR BREATHING Controt 0 0 1 0 0 0 0
1000 ppm 1 0 ] 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 0 1 0 0 0 0
1000 ppm 1 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
BRADYPNEA Control 0 0 0 0 0 0 0
1000 ppm 1 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
ABNORMAL RESPIRA.SOUND Control 0 0 0 0 0 0 0
1000 ppm 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0
SUBNORMAL TEMP Control 0 0 0 0 0 0 0
1000 ppm 1 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 1 0 1

(HAN190)

BAIS3



APPENDIX B1
BODY WEIGHT CHANGES: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMNARY)
ANTHAL : RAT F344/DUCrj ALL ANIMALS
UNIT T g
REPORT TYPE : A1 104
SEX : MALE PAGE : 1
Group Name Administration week
0 1 1 2 3 4 5

Control 117+ 120+ 145+ 175+ 11 202+ 13 226+ 14 246+ 15
1000 ppm 117% 120+ 144+ 173+ 11 201+ 15 224+ 16 244+ 18
2000 ppm 117+ 120£ 146+ 175+ 11 200+ 14 222+ 16 241+ 17
4000 ppm 117% 120+ 142k 168+ Gxx 192+ 12%x 214+ 15xx 2324 17xx

Significant difference ; *: P = 0.0 3% ! P = 0,01 Test of Dunnett

{HAN260)

BAIS3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMNARY)
ANTHAL © RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 2
Group Name Administration week
6 7 8 g 10 11 12
Control 263+ 15 2718+ 15 293+ 17 306+ 17 316t 17 326+ 18 33+ 17
1000 ppm 260+ 18 276+ 19 290+ 18 303 21 312+ 2t 321+ 21 328+ 21
2000 pom 257+ 19 272+ 19 286+ 20 288+ 20 308+ 20 317+ 21 324+ 20%
4000 ppm 248+ 19xx 262+ 20%x 275+ 21xx 287+ 21xx 297+ 21xx 306+ 21+ 3124 21xx
Significant difference ; * ! P =0.05 x @ P < 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMNARY)

ANIMAL s RAT F344/DuCrj ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE ¢ 3

Group Name Administration week

13 14 18 22 286 30 34
Control 343+ 18 350+ 18 373k 20 383+ 21 402+ 22 417+ 23 423f 23
1000 ppm 37 22 344+ 21 3B7E 22 386+ 22 398+ 22 4124+ 23 426+ 24
2000 ppm 332+ 20% 340+t 20% 32+ 22« 381+ 22 394+ 22 410+ 23 423% 24
4000 ppm 322+ 21xx 328+ 22xx 351+ 21 369%  23*x 381k 24%x 397+ 23xx 4081 25%x
Significant difference *: P Z0.05 x* @ P = 0.01 Test of Dunnett

{HAN250)

BAIS3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMNARY)
ANIMAL t RAT F344/DuCrj ALL ANIMALS
UNIT i g
REPORT TYPE : A1 104
SEX : MALE PAGE ¢ 4
Group Name Administration week
38 42 46 50 54 58 62
Controt 438t 23 446+ 24 452+ 23 458+ 23 461 23 465+ 23 467+ 23
1000 opm 434+ 25 443+ 25 448+ 25 455+ 25 460+ 26 463+ 25 874+ 26
2000 ppm 431+ 24 441+ 25 47+ 25 455+ 24 4524+ 23 456+ 23 461+ 23
4000 ppm 417+ 25%x 4244 26xx 4311+ 26%x 436F  26%x 440%  27%x 440+ 26%x 442+ 25%x%
Significant difference 3 ¥ P =0.05 ** ! P < 0,01 Test of Dumnett

(HANZ60)

BAIS3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

UNIT t g

REPORT TYPE : Al 104

SEX : MALE PAGE : 5

Group Name Administration week

66 70 74 78 82 86 a0
Contral 71+ 22 467+ 24 466+ 23 463t 29 463+ 26 4481 48 455+ 30
1000 ppm 471+ 27 470+ 28 472+ 27 466+ 33 473+ 30 475+ 32x 468+ 34
2000 ppm 462+ 23 461+ 23 459+ 38 464+t 25 460+ 35 462+ 28 462+ 30
4000 ppm 444%  28x%x 440+ 28x 440+ 34xx 444k 27*x 448+ 37 445+ 29 443+ 31
Significant difference ; ¥t P £ 0.05 *x ¢ P £ 0.01 Test of Dunnett

(HAN250)

BAIS 3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMMARY)
ANTHAL * RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX @ MALE PAGE : &
Group Name Administration week
94 98 102 104
Contirol 446+ 38 436+ 32 418+ 47 412+ 39
1000 ppm 463+ 40 458+  34x 448+  35% 437+ 35«
2000 pom hpat 3B 437 42 423+ 47 416+ 46
4000 ppm 438+ 41 430+ 60 424+ 46 417+ 58
Significant difference ; * P =0.05 *x 1 P £ 0.01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX B2
BODY WEIGHT CHANGES: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMNARY)
ANIHAL : RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE = 7
Group Name Administration week,
0 1 1 2 3 4 5
Control %L 97+ 110+ 4 124% 5 135+ 6 14t 7 154+ 8
1000 pom 96+ 97t 109+ 4 122+ 5 133+ 6 142+ 7 152% 8
2000 ppm %6+ 97+ 110+ 4 123+ 5 134+ 6 1431 7 15614 8
4000 ppm 95+ 97+ 107+ xx 1184 4xx 128+ Sxx 136+ Bk 144+ 8xx
Significant difference 3 ¥ 1 P = 0.05 ¥ 1 P £ 0,01 Test of Dunnett

(11AN260)

BAIS3



STUDY NO. : 0278

BODY WEIGHT CHANGES (SUMNARY)
ANIMAL * RAT F344/DuCrj ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢+ 8
Group Name Administration week
6 7 8 g 10 11 12
Control 161 % 8 168+ 9 174+ 10 179% g 184+ 10 188+ 10 193+ 11
1000 ppm 160+ 9 166 % 9 171+ 9 177 10 181+ 10 187+ 10 188+ 10
2000 ppm 158+ 9 164+ 10 168+  10¢ 174+ 11x 178+ 11x 185+ 12 187+ 12
4000 ppm 150+ Gxx 155+  10%x 160+ 1lxx 166+  11xx 170+ 12xx 1771 13%x 178+ 13#=
Significant difference * ! P = 0.05 ** ¢ P £ 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIHALS
UNIT T g
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢+ @
Group Name Administration week
13 14 18 22 26 30 34

Control 197 10 189+ 11 209t 12 215+ 12 222+ 13 233+ 14 240 14
1000 ppm 194+ 11 196+ 11 206t 12 214+ 11 219+ 12 231+ 13 237+ 13
2000 ppm 191+ 12% 184+ 12 204+ 12 210+ 13 217+ 14 2284+ 15 2344 16
4000 ppm 184+  13xx 186+ 13%x 196+ 13%x 205+ 14%x 210+ 15%x 222+ 16%x 227+ 18%x

Significant difference ; ¥ P =0.05 ** 1 P £ 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMMARY)

ANTHAL : RAT F344/DuCri ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE = 10

Group Name Administration week

38 42 46 50 54 58 62
Control 242+ 15 248+ 15 253+ 16 263+ 17 268+ 17 211+ 18 274+ 18
1000 ppm 241+ 13 248+ 14 251+ 15 261+ 16 266+ 18 273 19 276 20
2000 ppm 236+ 15 243+ 16 248+ 17 259+ 19 260t 19 264+ 22 269+ 24
4000 ppm 230+ 16xx 239+ 18xx 244+ 19% 251 20x 2567+ 24% 259k 25%x 264+ 26
Significant difference 3 *: P = 0.05 ** : P = 0,01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO., : 0278 BODY WEIGHT CHANGES (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS
UNIT t g
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 11
Group Name Administration week
66 70 74 78 82 86 20
Controt 282+ 20 288+ 21 295+ 22 301 23 308 24 34 32 323% 26
1000 ppm 284+ 21 291+ 21 300+ 23 305+ 24 312+ 24 321 24 320 28
2000 ppm 2717+ 24 284+ 25 281+ 26 298+ 26 303+ 31 316+ 28 322t 28
4000 ppm 270+ 2Bx 2718 27 281+ 27 286+  28% 293+ 28« 2984 34« 306 32%
Significant difference : *: P = 0.05 % 1 P £ 0.01 Test of Dunnett

(11AN260)

BAIS3



STUDY NO. : 0278 BODY WEIGHT CHANGES (SUMMARY)
ANTMAL © RAT F344/DuCrj ALL ANIMALS
UNIT t g
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 12
Group Name Administration week
94 g8 102 104
Controt 326t 27 324+ 28 324+ 29 316+ 31
1000 ppm 323+ 28 318 32 320+ 30 312+ 32
2000 ppm 329+ 30 324+ 31 322+ 30 315+ 26
4000 ppm 307+ 36x 309+ 43¢ 301+ 37xx 283+ 38«
Significant difference ¥ P =0.05 ** 1 P = 0.01 Test of Dunnett

(11ANZ60)

BAIS3



APPENDIX C1
FOOD CONSUMPTION CHANGES: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278
ANTHAL © RAT F344/DuCrij

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT HI 3
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 1
Group Name Administration week
1 2 3 4 5 6 7

Control 15.0+ 0.8 6.6+ 1.4 17.8+% 1.6 18.7+ 1.7 19.0+ 1.8 8.9+ 1.6 18.5+& 1.4

1000 ppm 5.0+ 0.8 16.3+ 1.5 17.5& 1.6 18.3+ 1.7 18.9% 1.9 18.6+ 1.7 8.2+ 1.6

2000 ppm 15.0% 0.8 16.2+ 1.2 17,0+ 1.5% 17.8% 1.5% 18.1+ 1.7« 18.3+% 7 17.8% 1.5

4000 ppm 14.3+  1.1xx 15,0k 1.2%x 16.1E  1.3%x 17.0F  1.5%x 17.64+  1.8%x 17.5% Brx 17.24+  1.4%x

Significant difference 3 PP =0.05 x* : P = 0.01 Test of Dunnett

(BAN260)

BAIS3



STUDY NO. : 0278
ANIMAL © RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 2
Group Name Administration week,
8 9 10 11 12 13 14

Controt 18.71t 1.4 19.2+ 1.3 19.0£ 1.4 1.1+ 1.3 18.8% 1.1 18.8+ 1.3 8.6+ 1.3

1000 ppm 18.5+x 1.5 19.0+ 1.5 18.8%+ 1.4 18.6+ 1.5 18,2 1.3% 18.24% 1.4x% 18.1+ 1.4

2000 ppm 18.0+ 1.8 18.4+ 1.5% 18.3x 1.4 18.2+ 1.2%x 17.6%&  1.2%x 18.0%  1.3%x 17.8+ 1.3%

4000 ppm 17.4% 1.7 17.8%  1.6%x 17.94  1.5%x 18,2+ 1.7% 17.4%  1.4%x 17.94+  1.3%x 17.5E&  1.3%x

Significant difference ¥ P =0.05 ** : P = 0,01 Test of Dunnett

(HAN2E0)

BAIS3



STUDY NO. : 0278

FOOD  CONSUMPTION CHANGES (SUMNARY)

ANDHAL T RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration week
18 22 26 30 34 38 42

Control 18.6% 1.6 i8.7+ 1.8 18.7 1.2 18.8+ 1.4 18.7+ 1.3 8.8+ 1.3 18.8+ 1.2
1000 ppm 8.2+ 1.3 18.4+ 1.1 18.3% 1.2% 18.3i‘ 1.2 8.5+ 1.2 18.3+ 1.2¢ 18.4%+ 1.1
2000 ppm 17.8% 1.4% 18.4x 1.4 18.3+ 1.1 18.2+ 1.1 18.4+ 1.1 18.2+ 1.2% 18.4%f 1.1
4000 ppm 17.61F  1.4%x 17.9+  1.3#x 18.1+ 1.6% 18.4% 1.0 18.5+ 1.2 18.3+ 1.2% 18,0 [.2%x

Significant difference ; * 1P = 0.05 P £ 0,01 Test of Dumnett

(11AN260)

BAIS3



STUDY NO. : 0278
ANINAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE ¢ 4
Group Name Administration week
46 50 54 58 62 66 70

Control 18.5+ 1.1 18.6+ 1.1 8.1+ 1.1 18.8+ 1.0 18,6+ 1.3 18.7+ 1.7 18,5+ 1.7

1000 ppm 18.1+ 0.9 18.1% 1.0 18.6+ 1.0 19.0+ 1.0 18.8+ 1.2 18.8% 1.1 18.56+ 1.1

2000 ppm 18.3+ 1.0 18.5%+ 1.0 17.3%  0.9%x 18.6+ 0.8 18.54+ 1.1 18.56% 1.0 18.2% 1.0

4000 ppm 18.2+ 1.1 8.1+ 1.4 18.2+ 1.1 18.4:1 1.0% 18.7+ 1.2 18.1+ 1.7 8.1+ 1.5

Significant difference ; *: P = 0.06 ¥*x : P S 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0278
ANIMAL  RAT F344/DuCr;

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT t g
REPORT TYPE : Al 104
SEX : MALE PAGE : 5
Group Name Administration week
74 78 82 86 90 94 98

Controt 19.0+ 1.8 18.0& 2.5 18.3+ 2.5 17.8+ 3.2 18,5+ 2.3 18.3+ 2.0 17.8+ 2.3

1000 ppm 18.9+ 1.1 18.4+ 2.8 18.7+ 1.6 18.5+ 1.6x 18.8+ 2.3 18.3+ 1.8 18.04 1.3

2000 ppm 18.6& 2.7 18.0% 1.3 18.2+ 2.8 18.6+ 1.3 18.4% 2.0 18.0+ 2.1 17.9+ 2.5

4000 ppm 19.0%+ 2.8 18.94+ 1.4 18.8 1.7 20.1E  2,2%x 20.0%  2.0%x 8.6 3.7 19,51+ 4.6%x

Significant difference ; x: P = 0.05 ** ¢ P < 0.01 Test of Dumnett

(HAN260)

BAIS3



STUDY NO. : 0278
ANIMAL * RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANINALS

UNIT g
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration week,
102 104

Control 17.2+ 4.3 17.3+ 2.9

1000 ppm 18.3+ 2.1 17.4+ 1.3

2000 ppm 17.5+& 2.5 16.6+ 3.4

4000 ppm 19.0+ 2.8% 18.6t " 4.6xx

Significant difference ; *: P = 0.05 ** ! P < 0.01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX C2
FOOD CONSUMPTION CHANGES: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278
ANINMAL * RAT F344/DuCrj

FOOD  CONSUMPTION CHANGES (SUMMARY)

ALL ANINALS

UNIT D g
REPORT TYPE : Al 104
SEX : FEMALE PAGE = 7
Group Name Administration week
1 2 3 4 5 6 7

Control 12.0+ 0.7 12.2+ 0.8 12.0+ 0.8 12.4+ 0.9 13,1 1.3 12.84 1.0 12.61 1.1

1000 ppm 12.0+ 0.8 12.1+ 1.0 12,1+ 1.0 12.5% 1.0 13.0+ 1.0 2.6 1.1 12.5% 1.1

2000 ppm 12,0+ 0.8 11.9% 0.9 12,0+ 1.0 12.3t 1.1 12.6+ 1.4 12.4% 1.6% 11.8% 1.o*x

4000 ppm 11.2%  0.9xx 11.0E 0.8« 11.44  0.8%x 11,41 0.9%x 12,1+ 1.1%x 11.8+ 1.3%x 11.3%  1.5%x

Significant difference * I P = 0.0 ¥* 1 P = 0.01 Test of Dunnett

(HAN250)

BAIS 3



STUDY NO. : 0278
ANIMAL = RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Administration week
8 g 10 11 12 13 14

Contrrol 12.6 1.3 13.1+ 1.3 12.9% 1.2 12.8%+ 1.4 3.2+ 1.5 13.2+ 1.8 12.8% 1.2

1000 ppm 12.4% 1.0 12,7+ 1.1 12.8+ 1.4 13.0+ 1.2 12,7+ 1.4 12.8+ 1.4 12,9 1.5

2000 ppm 11.8%  1.3xx 12.3+ 1.8« 12.5+ 1.7 12.8+ 1.7 12.3%  1.5%x 12.5% 1.4 12.3+ 1.2

4000 ppm 11.4% 1.6% 11.9% 1.3 11,94 1.5%x 12.3+ 1.4 11,9+ 1.5%x 12,5+ 1.4 12,1+ 1.2%

Significant difference ; *: P = 0.05 *x 1 P £ 0,01 Test of Dunnett

(I1AN260)

BAIS3



STUDY NO. : 0278

ANIMAL : RAT F344/DuCrj
UNIT

REPORT TYPE : Al 104

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE : @
Group Name Administration week
18 22 28 30 34 38 42

Control 12.4+ 1.5 12.9+ 1.7 12,54+ 1.1 13.5+ 2.0 12.89+ 1.2 12.6% 1.0 13.3+ 1.1

1000 ppm 12.7+ 1.3 12.8% 1.1 12.9+ 1.2 13.7+ 1.6 13.3£ 1.5 12.8+ 0.8 18.2% 1.2

2000 ppm 12.3+ 1.2 12.3+  1.3x 12.4+ 1.3 13.24 1.5 12,7+ 1.3 12.24 1.0 12.8+ 0.9

4000 ppm 12.1£ 1.3 12.7+ 1.2 12.6+ 1.4 13.3% 1.4 13.1+ 1.3 13.0x 1.0 13.2% 1.1

Significant difference * 1 P = 0.05 ** 1 PS5 0.01 Test of Dunnett

(HAN260)

BAIS3



STUDY NO. : 0278
ANIMAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIHALS

UNIT i g
REPORT TYPE : A1 104
SEX : FEMALE PAGE : 10
Group Name Administration week
46 50 54 58 62 66 70

Control 13.2+ 1.0 13.7+ 1.3 12.94 0.9 13.24+ 1.0 13.2+ 1.1 13.7& 1.0 13,7 1.8

1000 ppm 13.0+ 1.1 13.5% 1.2 13.1£ 1.2 13,94 1.1%x 18.1+ 1.2 13.9% 1.1 4.0 1.8

2000 ppm 12.8+ 0.9 13.3+ 1.4 12,24 1.3%x 12,7+ 1.0 13.0& 1.1 13.6+ 1.0 13.7+ 1.0

4000 ppm 13.1+& 1.2 13.6+ 1.3 13.3% 1.3 12.9+ 1.0 13.6+ 1.4 14.0L£ 1.2 4.3+ 1.2

Significant difference 3 *x 1 P = 0.05 *>* 1 P = 0,01 Test of Dunnett

(HANZ60)

BAIS3



STUDY NO. : 0278 FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL @ RAT F344/DuCrj ALL ANIMALS
UNIT t g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 11
Group Name Administration week
74 78 82 86 90 94 98
Control 14.2%+ 1.2 14.3% 1.3 14.3% 1.3 14.8+% 1.5 15.1+ 1.5 14.5% 1.3 4.4+ 2.5
1000 ppm 14,94+ 1.2% 4.7 1.4 14,6+ 1.2 5.1+ 1.7 4.3+ 2.8 4.6+ 2.0 13.6+ 2.7
2000 ppm 4.3 1.4 14.8% 1.3 13.8% 2.0 15.1% 1.7 5.4+ 1.7 15.0+ 1.9 13.7£ 2.8
4000 ppm 4.4+ 2.0 14,8+ 1.1 14.7+ 1.6 15.6% 2,8xx 15.6+ 1.4 4.6+ 2.6 15.2+ 2.5
Significant difference 3 x 1P =0.05 ** : P S 0.01 Test of Dumnett

(HAN260)

BAIS3



STUDY NG. : 0278
ANTNMAL : RAT F344/Dutrj

FOOD CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE ¢ 12
Group Name Administration week,
102 104

Control 15.2+ 1.7 13.6+ 2.0

1000 ppm 4.0+ 2.7 13.3+ 2.2

2000 ppm 14.5% 2.4 13.7+ 1.7

4000 pom 14.5+ 3.4 13.89+ 3.0

Significant difference ; ¥ : P = 0.05 ** 1 P = 0,01 Test of Dunnett

(HAN260)

BAIS3



APPENDIX D1
HEMATOLOGY: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278

ANIMAL @ RAT F344/DuCrij

MEASURE. TIME : 1

SEX : NALE REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105%)

PAGE ¢ 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT HCV ¥CH MCHC PLATELET
Animals 108,/18 g/ de % fo pg g/ de 103/18
Control 32 7.80+ 1.70 13.3+ 3.4 40,0k 8.4 51.4+% 2.4 16,9+ 1.6 32.8% 2.6 1129+ 376
1000 pom 43 8.17 1.8 14,3+ 3.2 42,8+ 8.8 52.8% 4.0 17.7+ 2.1 33.3% 2.0 982+ 288
2000 ppm 36 7.93+ 1.63 14.2% 2.7 42,44+ 7.1 54.1% 5. 3%x 17.9% 1.1%x 33.3% 2.0 9014 189%
4000 ppm 27 7.65% 2.08 13.5:& 3.2 40.8+ 8.5 54,7+ B.5%x 18.04 1.9xx 32.9% 2.1 980+ 225
Sionificant difference 5 * : P < 0.05 *»* P £ 0,01 Test of Dunnett

(HCLO70)

BAIS3



STUDY NO. : 0278

ANIMAL + RAT F344/DuCrj

MEASURE. TIME : 1
SEX : MALE

REPORT TYPE : Al

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

PAGE ¢+ 2

Group Name NO. of WBC Differential WBC (%)

Animals 103/ N-BAND N-SEG EOSING BASO MONO LYMPHO OTHERS
Control 32 6.09+ 1.56 1+ 1 60 g 1= 1 0t 4t 30+ g 4+ 3
1000 ppm 43 8.63%+ 17.50 1£ 1 54+ 13 i+ 1 0+ 5% 33+ 11 64 13
2000 ppm 36 11.04% 28,70 1+ 1 534+ 12 1+ ’ 1 0t 54 34+ 10 6% 14
4000 ppm 27 8.3+ 9.9 1+ 1 54+ 13 14+ 1 0t 54 31+ 10 8+ 15
Significant difference 5 * : P = 0.05 ** 1 P = 0.01 Test of Dunnett

(HCLO70)

BAIS3



APPENDIX D?2
HEMATOLOGY: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278

ANIHAL : RAT F344/DuCrj

MEASURE. TINE : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE ¢ 3
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH MCHC PLATELET
Animals 108/u8 g/ d8 % fo pPg g/t 103718
Control 44 8.00+ 0.8 14.7+ 1.4 43.0% 3.2 54,1k 3.3 18.4+ 1.0 3.1k 1.5 728+ 149
1000 ppm 38 8.31+ 0.90 15.1% 2.0 44,0+ 5.1 52.9% 1.8 18,1+ 1.1 34,1k 1.6 708+ 242
2000 ppm 42 8.28+ 1.12¢ 15.2+ 1.8 44,3+ 4.6% 53.9+% 3.6 18.4% 1.1 34.2+ 1.8 719+% 174
4000 ppm 28 8.284+  1.52%x 15.2% 2.1 45,0k 5.6%x 55.8% 9.3 18,8+ 2.4 33.7% 1.4 708% 13%
Sionificant difference 5 * : P = 0.05 ** : P £ 0,01 Test of Dunnett

(1CLO70)

BAIS3



STUDY NO. : 0278

ANINAL : RAT F344/DuCr
HEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE ¢ 4
Group Name NO. of WBC Differential WBC
Animals 103/18 N-BAND N-SEG EOQSING BASO MONO LYMPHO OTHERS
Control 44 3.37% 2,03 1+ 1 bii 13 1+ 1 0t 0 51 37+ 11 54 11
1000 ppm 38 3.80% 2.85 1+ 2 50+ 11 1+ 1 0k 0 5+ 3Bt g 8t 13
2000 ppm 42 24,87+ 141.28 2+ 2 49+ 13 14 1 0k 0 5+ 35+ 10 8+ 15
4000 ppm 29 6.92t 19.05 2+ 4 47+ 14 1+ 1 0% 0 4+ 3B+ 13 0% 18
Significant difference 5 * : P £ 0.05 * : P £ 0,01 Test of Dunnett

(IiCL070)

BAIS 3



APPENDIX E1
BIOCHEMISTRY: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278

ANINAL : RAT F344/DuCrj

HEASURE. TINE : 1

BIOCHENISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX @ MALE REPORT TYPE : At PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g/d2 g/ de g,/ dt mg/de ng./ df g,/ d4
Controt 32 6.4+ 0.4 3.1+ 0.2 0.9+ 0.1 0.18%  0.04 144+ 29 222+ 61 216k 118
1000 ppm 43 6.3% 0.2 3.2+ 0.2 1.0+ 0.1 0.19+ 0.04 137+ 25 169+ 42%x 142+ 8bxx
2000 ppm 37 6.2% 0.4 3.2+ 0.2 1.1+ 0. 1xx 0.20%+ 0.08 139+ 18 169+ S5Txx 138+ 109*x
4000 ppm 27 6.0+ 0.6 2.9+ 0.4 1.0+ 0.1 0.21 0.08 132+ 26 171+ 59xx 103+ 9Q2xx
Significant defference 5 =* : P £ 0.05 *x 1 P £ 0.01 Test of Dunnett

(HCLO74)

BAIS3



STUDY NO. : 0278

ANTHAL t RAT F344/DuCrj

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : MALE REPORT TYPE : Al PAGE ¢ 2
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK
Animals ng./ 42 IU/8 1IU/¢ IU/2 1IU/¢ 1U/¢ IU/%

Control 32 320% 83 64t 23 37k 17 201+ 40 158+ 46 8t 98+ 20

1000 ppm 43 249& 60xx 100+ 50%x 47+ 26% 334t 484xx 157+ 68 6t 103+ 54

2000 ppm 37 2524& 85xx 98+ 56%x 45+ 19% 250 % 156 161+ 86 7+ 154 & 383

4000 ppm 27 259+ 89%x 106+ 62%x 44+ 18 222+ 56 190k 118 9+ 114+ 105

Significant defference 5 * : P = 0.05 *»* 1 P £ 0,01 Test of Dunnett

(liCLO74)

BAIS3



STUDY NO. : 0278

ANIMAL  : RAT F344/DuCrj

MEASURE. TI¥E : 1
SEX : MALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105%)

PAGE: 3
Group Name NO. of UREA NITROGEN CREATININE SODIUK POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mg./ 44 mg./ d4 mEq,” & mEq/ ¢ mEq,/ & g/ 42 ng./ d2
Control 32 26.21+ 6.3 0.8+ 0.2 141+ 1 3.7 0.3 104+ 2 10.6% 0.6 4.3% 0.7
1000 ppm 43 26.4+  20.8 0.7% 0.2 141+ 1 3.8% 0.5 105+ 2 10.64 0.4 4.2% 1.1
2000 ppm 37 23.6% 6.7 0.7k 0.2 141t 1 3.9% 0.5% 105+ 2% 10.64 0.9 4.3+ 1.3
4000 ppm 27 26.5+ 19.5 0.7k 0.3 142+ 3 4.0% 0.3%% 1064 2%% 10.5+ 0.8 4.6% 1.4
Significant defference 5 * : P = 0.05 ** 1 P = 0,01 Test of Dunnett

(HCLO74)

BAIS3



APPENDIX E?2
BIOCHEMISTRY: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278

ANIMAL  : RAT F344/DuCrj

MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS (105W)

PAGE : 4
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T~-CHOLESTEROL TRIGLYCERIDE
Animals g/ g/ d2 ng/ df mg./ de ng,/ d2 ng/ d2

Contrrol 44 6.7% 0.4 3.7% 0.2 1.24% 0.1 0.19% 0.12 142+ 16 179+ 56 1684+L 198

1000 ppm 38 6.7% 0.4 3.8% 0.3 1.3+ 0.1 0.17+  0.04 133+ 16% 173+ 38 66+ 26%x%

2000 ppm 42 6.8% 0.4 3.8+ 0.3 1.3+ 0.1 0.18%t 0.03 130% 18%x 209+ 65% 68+ 34xx

4000 ppm 29 6.6+ 0.4 3.7 0.2 1.3% 0.1 0.20x 0.12 131+ 12% 201+ 59 66+ 39*x

Significant defference 3 * : P < 0.05 * ! P = 0.01 Test of Dunnett

(CLO74)

BAIS3



STUDY NO. : 0278

ANTNMAL : RAT F344/DuCrj

MEASURE. TI¥E : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK
Animals ng,/ df 1u/8 Iu/2 1U/¢ 1IU/2 IU/8 Iu/s9

Control 44 306+ 30 1044+ 79 54+ 25 246+ 74 118+ 48 54+ 91+ 16

1000 ppm 38 281+ 57 167+ B0 86+ 32%x 325+ 123%x 133+ 53 5+ 214+ B34%x

2000 ppm 42 324+ 97 170+ 111%x 88% 43x%x 393+ 304xx 45+ 76 54 115+ 28%x

4000 ppm 29 311z 83 1134 57 634 23 303L 188 137 66 6% 103+ 15%x

Significant defference 5 * : P £ 0.05 » : P < 0.01 Test of Dunmnett

(HCLO74)

BAIS3



STUDY NO. : 0278

ANIMAL : RAT F344/DuCrj

HEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPORT TYPE : Al PAGE : 6
Group Name NO. of UREA NITROGEN CREATININE SODIUM POTASSIUM CHLORIDE CALCIUN INORGANIC PHOSPHORUS
Animals ng/d2 mg/ d2 mEq/ g mEq/ 9 mEq,/ § mg/ d4 ng,/ d4
Controt 44 16.24+ 2.5 0.5+ 0.1 140+ 2 3.6% 0.4 103+ 10.5% 0.4 3.5+ 0.7
1000 ppm 38 16.5% 3.0 0.5+ 0.1 140+ 2 3.8% 0.4 103+ 10.44 0.3 3.8% 1.0
2000 ppm 42 21.3+  32.3 0.6% 0.8 140% 2 3.8% 0.8 103% 10.5% 0.4 4.4+ 3.8
4600 ppm 28 15.9% 1.8 0.5+& 0.1 138+ 2 3.9+ 0.5%x 1044 10.5+ 0.4 4.0% 0.7%
Significant defference 5 * : P < 0.05 x* 1 P = 0.01 Test of Dunnett

(1ICLO74)

BAIS3



APPENDIX F1
URINALYSIS: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278 URINALYSIS

ANTMAL : RAT F344/DUCrj

MEASURE. TINME : 1

SEX : MALE REPORT TYPE : Al PAGE ¢ 1

Group Name NO. of pi Protein Glucose, Ketane body Bilirubin

Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHl — & + 2+ 3+ 4+ CHI — & 4+ 2+ 3+ 4+ CHI — £ + 2+ 3+ 4+ CHI — + 2+ 3+

Control 32 o 1 5 8 12 6 ¢ 0 0 0 0 428 32 00000 32 00000 32

1000 ppm 43 0 0 3 13 17 1 0 0 0 0 01330 43 0 0 0 0 0 43 0 0 0 0 0 43

2000 ppm 39 0 1 8 15 10 5 0 0 01 3 827 300000 33 00 0 00 38

4000 ppm 29 0 3 12 5 7 2 0 01 01 621 29 0 0 0 0 0 23 00 0 00 27

Significant difference *x: P = 0.05 **x 1 P £ 0,01 Test of CHI SQUARE
(HCL101)

BAIS3



STUDY NO. : 0278 URINALYSIS
ANIMAL : RAT F344/DuCrj
MEASURE. TIHE : 1
SEX : MALE REPORT TYPE : Al PAGE @ 2
Group Name NO. of Occult blood Urobi Linogen
Animals — * + 2+ 3+ CHI + + 2+ 3+ 4+ CHI

Control 32 3110 00 32 06000

1000 ppm 43 43 0 0 0 0 3 0 0 0 0

2000 ppm 39 3300 0 0 381000

4000 ppm 29 28100 0 29 0 0 00

Significant difference ¥ 1P =0.05 x> 1 P £ 0,01 Test of CHI SQUARE

(HCL101)

BAIS3



APPENDIX F2
URINALYSIS: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278 URINALYSIS

ANTMAL ¢ RAT F344/DuCrj

HEASURE. TINE : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 3

Group Name NO. of pH, Protein Glucose, Ketone body Bi lirubin

Animals 5.0 6.0 6.5 7.0 7.5 8.0 8.5 CHI — & + 2+ 3+ 4+ CHI — &+ + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — + 2+ 3+ CHI

Controt 45 0 2 1 18 14 9 0 001 21131 45 0 0 0 0 0 4 1 0 0 0 0 45 0 0 ¢

1000 ppm 40 0 3 6 13 11 6 1 0 0 3 71020 40 0 0 0 0 0 40 06 0 0 0 0 aa 0 0 0

2000 ppm 43 0 1 3 18 12 g 0 00 0 71224 43 0 0 0 0 0 3 0 00 00 3 0 0 0

4000 ppm 31 0 1 4 9 10 7 0 ¢ 1 2 51112 31 0 00 00 3100 0 0 0 30 01 90

Significant difference ¥ P = 0.05 ** 1 P = 0,01 Test of CHI SQUARE

(HCL101)

BAIS3



STUDY NO. : 0278
ANIMAL ¢ RAT F344/DuCrj
MEASURE. TIME : 1

URINALYSIS

SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of Occult blood Urcbi linogen
Animals — + 4+ 2+ 3+ CHI + + 2+ 3+ 4+ CHI

Control 45 4 06 0 0 1 45 6 0 0 O

1000 ppm 40 40 0 0 0 0 40 0 0 0 0

2000 ppm 43 43 0 0 0 ¢ 43 0 0 0 ¢

4000 ppm 31 31 06 06 0 301 0 00

Significant difference *¥: P < 0.05 ** ! P £ 0.01 Test of CHI SQUARE

{lcL101)

BAIS3



APPENDIX G1
GROSS FINDINGS: SUMMARY, RAT: MALE: ALL ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0278 t___ s FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANIHALS (0-105H)
REPORT TYPE : Al
SEX s MALE PAGE : 1
Group Name Control - 1000 pom 2000 ppm 4000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app nadule : 3 (6 3 ( 65 2 (4@ 5 (10)
subcutis jaundice 0 (0 1 (2 0 (0 00
nodute 1 (2 1 (2 0 (0 0o (0
mass 5 {10 12 24) 17 ( 34) 20 ( 40)
lurg red | 0 (0 0 (0 0 (0 1 (2
white zone 2 (49 0 (0 0 (0 1 (2)
red zone o (0 0 (0 1 (2 0 (0
red patch 1 (2 0 (0 0 (0 0 (o0
nodule 7 {14) 2 ( 4) 2 () 3 (8
Lymoh node enlarged 2 (4 2 (4 2 (4 2 (9
thymus nodute )] o (0 1 (2 0 (0
spleen enlarged 3 (8 4 (8 9 (18 6 (12)
shite zone )] 0 (0 1 (2 0 (0
nodute 0 (0 1 (2 1 (2 2 (4
deforned | 1 (9 0 (0 1 (2 5 (10)
heart white zone 0 (o0 1 (2) 2 (4 1 (2
artery/aort hard 1 (2 ()] ()] 0 (0
‘tongue nodule 0 (0 1 (2 0 (0 0 (0
forestomach nodule 3 (6 0 (o0 0 (0 1 (2)
ulcer 3 (6 0 (0 0 (o 1 (2
gl stomach ulcer 2 (9 0 (0 1 (2 0 (0
small intes  thick 2 (9 0 (0 0 (0 0 (0
(HPT080)

BAIS3



STUDY NO.

: 0278

GROSS FINDINGS (SUMMARY)

ANTNAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
Organ Findinss NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
large intes nodute 0 (0 0 0) 0 0) 1 2)
fluid:black 1 (2 0 0) 0 0) 0 0)
Liver enlarged 0 (0 1 2) 0 0) 0 0)
pale 2 (4 0 0) 0 0) 2 4)
uhite zone o (0 0 0) 1 2) 1 2)
brown zone 1 (2 0 0) 0 0) 0 0)
nodule 2 (9 0 0) 2 4) 2 4)
rough 0 (0 0 0) 1 2) 2 4)
herniation 1 {2 1 2) 2 4) 4 8)
pancreas nodule 1 (2 2 4) 0 0) 2 4)
kidney entarged 0 (0 0 0) 0 0) 1 2)
pale 1 (2 0 (0 0 (0 0 0
white zone 0 (0 0 0) 2 4) 0 0)
nodule 1 {2 2 4) 0 0) 0 0)
cyst 1 (2 4 0) 1 2) 0 0)
deformed 0 (0 1 2) 0 0) 0 0)
granular 4 (82) 38 (76) 32 (64) 31 (82)
nodular 1 (2 0 0) 0 0) 0 0)
urin bladd urine:marked retention 0 (0 1 2) 1 2) 0 0)
urinetred 1 (2 0 0) 0 0) 2 4)
pituitary enlarged 7 (14) 0 0) 4 8) 4 8)
red zone 3 (86 1 2) 1 2) 2 4)
(HPT080)

BAIS3



STUDY NO.

: 0278 GROSS FINDINGS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * MALE PAGE : 3
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ_____ Findines ¥0. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
pituitary nodule 6 (12) 5 (10) 5 (10 5 (10)
cyst 0 { 0) I 2) 0 0) 0 0)
thyroid enlarged 2 (9 2 4) 2 4) 2 4)
nodule 4 (8 0 0) 1 2) 4 8)
adrenal entarged 0 (0 0 0) 1 2) 1 2)
testis entarged 0 (0 0 0) 0 0) 1 2)
atrophic 1 (2 0 0) 1 2) 2 4)
nodule 40 ( 80) 47 94) 46 92) 41 82)
brain red zone 0 ( 0) 0 0) 1 2) 0 0)
spinal cord hemorrhage 1 (2 0 0) 0 0) 0 0)
eye white 2 (4 1 2) 4 8) 0 0)
exophthatmos o (0 0 0) 1 2) 0 0)
Zymbal gl nodule 0 ( 0 1 2) 0 0) 0 0)
pleura nodule 1 (2 1 2) 1 2) 0 0)
mediastinum mass 1 (2 0 0) 0 0) 0 0)
peritoneun nodule 2 (9 1 2) 0 0) 7 14)
mass 1 (2 0 0 0 0) 0 0)
retroperit hemorrhage 1 (2 0 0) 0 0) 0 0)
Mass 0o (0 0 0) 0 0) 1 2)
cyst 0 ( 0 0 0) 1 2) 0 0)
abdominal ¢ red 0 (0) 0 0) 0 0) 1 2)
hemorrhage 1 (2 0 0) 0 0) 1 2)
(HPT080)

BAIS3



STUDY NO.

: 0278

GROSS FINDINGS (SUMMARY)

ANINMAL * RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ___ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
abdominal ¢ ascites 3 (6 1 (2 1 {2 6 (12
mesenterium nodule o (0 0 (o0 o (0 1 (2
nodular 0 (0 1 (2 ¢ (0 0 (0
thoracic ca pleural fluid 1 (2 2 (4 2 (4 5 (10)
other swollen 0 (0 0 (0 0 (0 i (2
nodule 1 (2 0 (o 00 0 (0
tail:nodule 0 (0 1 { 2) 1 (2 0 (0
ear:nodule 1 (2 0o (0 3 (8 o (0
whole body anemic 1 (2 1 (2 0o (0 ()]
(1IPT080)

BAIS3



APPENDIX G2
GROSS FINDINGS: SUMMARY, RAT: MALE: DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0278 GROSS FINDINGS (SUMMARY)

ANTHAL : RAT F344/Crj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 1
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
Organ Findings X0. of Animals 18 (%) 7 (%) 12 (%) 22 (%)
skin/app nodale 1 (6 0 (0 1 (8 1 (5
subeutis jaundice 0 (0 1 (14 -0 (0 0 0
mass 3 (17 0 (o 5 (42) 5 (23
lung red 0 (0 0 (0 0 (0 1 (5
red patch 1 ( 8) ()] 0 (0 00
nodule 2 (1 0 (0 1 (8 2 (9
Lymph node entarged 2 (1) (14 1 (8 L B)
thymus nodule ' 0 (0 o (0 1 (8 0 (0
soleen enlarged t (8 2 (29 5 (42) 4 (18)
nodule 0 (0 0 (0 0 (0 1 ( 5
deformed 0 (0 ¢ (0 0 (0 1 (9
heart white zone 0 (0 1 (14 0 (0 1 (8
artery/aort hard 1 (6 o (0 0 (0 0 (0
forestomach nodute 2 (1) 0 €0 0 (0 1 (5
uleer 3 (11 0 (0 0 (0 1 (5
gl stomach ulcer 2 (11 0 (0 1 (8 0 (0
smatl intes  thick 2 (11 0 (0 0 (0 0 (0
large intes fluid:black 1 (8 0 (0 0 (0 0 (0
Liver enlarged 0 (0 1 (14) 0 (0 0 (0
pale 2 (11) 0 (0 0 (0 2 (9
rodule 1 ( # 00 0 (0 0 (0
rougsh 0 (0 0 (0 1 (8 1 (5

(HPTO80) BAIS3



STUDY NO.

T 0278

GROSS FINDINGS (SUMMARY)

ANIMAL * RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX * MALE PAGE : 2
Group Name Controt 1600 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 18 (%) 7 (%) 12 (%) 22 (%)
Liver herniation 1 (8 0 (0 1 (8 )
pancreés nodute 0 (0 1 (14 00 L (%)
Kidney enlarged 0 (0 0 (0 0 (0 1 (85
pale 1 (8 0 (0 o 0 00
uhite zone 0 (0 0 (0 1 (8 (G
nodule 1 (8 2 (29 00 0 0
cyst 1 (8 0 (0 ¢ (0 0 {0
deformed 0 (0 1 (14 0 (0 0 (0
granular 10 ( 56) 0 (0 5 (42) 5 (23)
urin bladd urine:marked retention ()] 0 (0 1 (8 0o (0
urine:red 1 (8 00 oo 2 (9
pituitary enlarged 6 (33) 0 (0 2 (17 1 (5
red zone 2 (1D 0 (o 1 (8 2 (9
nodute 0 0 o (0 1 (8 i (9
cyst 0 (® 1 (14 0 {0 0 (0
thyroid enlarged 0 (0 1 (14 0 (0 1 (9
nodule 1 (8 o (0 0 (0 1 (9
adrenal enlarged 0 (0 0 (0 0o 1 ( 5)
testis enlarged 0 {0 0 (0 0 (0 1 (5
atrophic 1 (8 0 (0 1 (8 1 ( 5)
nochile 10 ( 56) 4 (57) 8 (87) i5 (68)
Lrain red zone 0 (0 0 (0 1 (8 0 {0
(HPT080)

BAIS3



STUDY NO.

1 0278

GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 3
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 18 (%) 7 (%) 12 (%) 22 (%)
spinal cord hemorrhage 1 ( 8) 0 (0 0 ({0 0 (0
eye white 0 (0 o (0 1 (8 0o {0
Zymbal gl nodule 0 (0 1 (14 0 (0 ¢ (0
pleura nodute 1 (6 1 (1) Q) )
mediastinum mass 1 ( 86) 0 (0 0 o 0 (0
peritoneum nodute 1 (8 1 (14) 0 (0 3 (14)
mass 1 (8 0 (0 0 (0 o (0
retroperit hemorrhage 1 (8 0 (0 0 (0 0 (0
mass 0 (0 0 (0 0 (0 1 (9
abdominal ¢ hemorrhage 1 { 6) 00 0 (0 1 (9
ascites 2 (11) 1 (14) 1 (8 3 (14)
mesenterium nodule 0 (0 0 (o0 00 1 (5
nodular 0 (0 1 (19 0 (0 0 (0
thoracic ca pleural fluid 1 ( 8) 1 (14) 0 (0 5 (23
other swollen 0 (0 0 (0 0 ( 0 1 (5
nodule 1 ( 8) 0 (0 0 (0 0 (0
tai Linodule 0 (0 0 0 1 (8 o (0
ear:nodule o (0 0 0 1 (8 0 (0
whole body anemic 1 (8 1 (1) 0 (0 0 (0
(PT080)

BAIS 3



APPENDIX G3
GROSS FINDINGS: SUMMARY, RAT : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0278 GROSS FINDINGS (SUMMARY)

ANTHAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : NALE PAGE : 1
Graup Name Control " 1000 ppm 2000 ppm 4000 ppm
Organ Findings ¥0. of Animals 32 (%) 43 (%) 38 (%) 28 (%)
skin/app rodule ‘ 2 (6 3 (7 1 (9 4 (1)
subcutis nodule ’ 1 {93 1 (2 0 (0 0 (0
mass 2 (8 12 (28) 12 (32 15 (54)
lug white zone 2 ( 6) 0 (0 0 (0 1 (4
red zone 0 (0 0 (o0 (3 0 (0
rodule 5 (16) 2 (B 1 () 1 (4
Lymoh node enlarged 0 (0 1 (2 1 (3 1 (4
spleen enlarged 2 (8 2 (9 4 (1D 2 (7
white zone 0 (0 0 (0 1 (3 0 (0
rodule 0 (0 1 (2 1 (3 1 (%
deformed 1 (3 (! 1 (3 4 (19
heart white zone 0 (0 0 0 2 (8 0 (0
tongue nodule 0 (0 1 (2 0 (0 0 (0
forestomach  nodule 1 (3 0 C 0 0 (0 00
targe intss  nodule 0 (0 0 (0 0 (0 L (4
Liver uhite zone 0 (0 0o 1 (3 (4
birown zone 1 (3 00 o (0 0 (0
nodule 1 (3 0 (0 2 (5 2 (M
rough 0 (0 0 (0 0 (0 1 (9
herniation 0 (0 1 (2 1 (3 3 (11)
pancreas nodule 1 (3 1 (2 0 (0 1 {4
kidney uhite zone ¢ (0 0 (0 1 (3 0 (0
(HPT080)

BAIS3



STUDY No. = 0278 GROSS FINDINGS (SUMMARY)

ANINAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 2
Group Name Controt 1000 pem 2000 ppm . 4000 ppm
Organ Findings NO. of Animals 32 (%) 43 (%) 38 (%) 28 (%)
kidney cyst 00 ¢ (0 1 (3 00
granular 3L (9D 38 ( 88) 27 (71) 26 ( 93)
nodular 1 (3 0 (0 0 (0 0 (0
urin bladd urine:marked retention 0 (0 (2 0 (0 o (0
pituitary enlarged 1 (3 0 (0 2 (5 3 (1)
red zone 1 ( 3) 1 (2 ()] 0 {0
rodule 6 (19) 5 (12) 4 {1 4 (14)
thyroid enlarged 2 ( 8) 1 (2 2 (5 1 (8
nodule 3 (9 0 (0 1 (3 3 (1D
adrenal enlarged 0 (0 0 0 1 (3 o0
testis atrophic 0 (0 0 (o 0w 1 (48
nodule 30 (84 43 (100) 38 (100) 26 (93)
eve white 2 (8 1 (2 3 (8 0 (0
exophthalmos 0 (0 0 C o0 1 (3 ' 0 (0
peritoneum nodule 1 (3 0 (0 0 (0 4 (14)
retroperit oyst 0 (0 00 1 (3 0 (0
abdominal ¢ red ¢ (0 ¢ 0 ¢ €0 1 (9
ascites 1 (3 0 (0 0 (0 3 (1D
tharacic ca pleural fluid 0 (0 1 (2 2 ( 5) 0 (0
other tailinodule 0 (0 I (2 0 (0 0 (0
ear :nndule L3 o €0 z (5 0 o
{IIPT080)

BAIS3



APPENDIX G4
GROSS FINDINGS: SUMMARY, RAT: FEMALE: ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0278 GROSS FINDINGS (SUMMARY)
ANINAL : RAT F344/DuCrj ALL ANIMALS (0-105H)
REPORT TYPE : Al
SEX : FENALE PAGE: 5
Group Name Cantrol 1000 ppm 2000 ppm 4000 pem
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app rodute 1 (2 0 (0 1 (2 0 (0
mass 0 (0 0 (0 0 (0 1 (2
subcutis jaundice 0 (0 1 (2 (2 1 (2
mass 10 ( 20) 12 ( 24) 10 ( 20) 15 (30
lung hite zone 0 (0 0 (0 1 (2 00
nodule 3 (8 1 (2 1 (2 2 (4
Lymoh node enlarged 0 (0 2 (4 2 (4 1 (2
thymus enlarged 0 (0 0 (0 1 (2 ¢ (0
spleen enlarged 0 (0 § (12) § (12) § (12)
rodute 0 (0 0 (0 1 (2 0
heart red zone 0 (0 1 (2 o (0 1 (2
dilated 0 (o 0 (0 0 (0 1 (2
forestomach ~ ulcer 2 (4 0 (0 0 (0 1 (2
9l stomach ulcer 1 (2 0 (0 0 (0 1 (2
small intes nodute ()] 0 (0 1 (2 1 (2
large intes  nodule 0 C0 1 (2 0 (0 0 (0
Liver enlarged 0 (0 0 (0 1 (2 1 (2
pale 0 (0 1 (2 0 {0 1 (2
red 0 (0 0 (0 00 1 (2
uhite zone 0 (0 2 (4 0 (0 1 (2
red zone 0 (0 0 (0 0 (0 4 (8
brown zone 0 (0 0 (0 0 (0 1 (2
(HPT080)

BAIS 3



STUDY NO.

: 0278

GROSS FINDINGS (SUMMARY)

ANIMAL 1 RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 6
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
Liver nodule 1 2) 3 ( 86) 2 (4 4 (8
roush 0 0) 2 4) 1 2) 6 (12)
granutar 0 0) 0 0) 1 2) 0 (0
nodular 0 0) 0 0) 0 0) 1 (2
herniation 2 4) 4 8) 2 4) 0 ( 0
pancreas nodule 1 2) 0 0) 0 0) 1 (2
kidney pals ] 0) 1 2) 0 0) 0 (0
white zone 0 0) 0 0) 0 0) 1 (2)
cyst 1 2) 0 0) 0 0) 0 (0
granular 11 22) 1 2) 7 14) 6 (12)
nodular 1 2) 0 0) 0 0) 0 (0
hydronephrosis 0 0) 0 0) 1 2) 0 (0
urin bladd enlarged 0 0) 0 0) 0 0) 1 {2
urine:marked retention 0 0) 0 0) 0 0) 1 (2
pituitary enlarged g (18 11 (22) 8 (18) 5 (10)
red 1 2) 0 0) 0 0) 0 (0
red zone 5 10) 7 14) 4 8) 6 (12)
nodule 4 8) 8 (16) 11 (22) 6 (12)
cyst 0 0) 1 2) 0 0) 0 (0
thyroid snlarged 2 4) 1 2) 0 0) 3 (8
nodule 2 4) 0 0) 0 0) 0 (0
parathyroid nodule 0 0) 0 0) 1 2) 0 (0
(HPT080)

BAIS3



STUDY 0.  : 0278 GROSS FINDINGS (SUMMARY)
ANINAL : RAT F344/Duri ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 7
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings N0. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
ovary enlarged 0 (0 (V)] 0 (0 2 (4
cyst 1 (2 3 (8 o (0 0o (0
uterus black zone 1 (2 0 (0 0 (0 0 (o
nodute 3 (8 2 (4 4 (8 8 (18)
nass 0 (0 2 (4 o (0 0o (0
cyst 0 (0 2 (4 0 (0 3 (8
brain red zone 0 (0 ¢ (0 1 (2 0 (0
hemorrhage 0 (0 1 (2 0 (0 0 (0
spinal cord  nodule 0 (0 ) (2 0 (0
eve turbid 0 (0 1 (2 0 (0 0 (0
white 1 (2 4 (8 1 (2 0 (0
deformed 0 (0 0 (0 12 0 (0
Zymbal gl nadule 0 (0 1 (2 0 (0 0 (0
muscle nodule 0 (0 1 (2 0 (0 0 (0
per i toneum hemorrhage 6 (0 0 (0 ()] 1 (2
nodule 0 (0 0 (0 0 (0 1 (2
abdoninal ¢ hemorrhage 0 (0 0 (0 1 (2 1 (2
ascites 0 (0 o (0 0 (0 4 (8
adipose nadule 0 (0 0 (0 o (0 1 (2
thoracic ca pleural fluid 1 (2 o (0 1 (2 4 (8
other eye lidinodule 1 (2 0 (W 0 (0 1 (2
ear:nodule 0 (0 0 (0 1 (2 0 (0
(HPTO80)

BAIS3



STUDY NO.
ANINAL

: 0278
* RAT F344/DuCrj

GROSS FINDINGS (SUMMARY)
ALL ANIMALS (0~105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE :
Group Name Contral 1000 pom 2000 ppm 4000 ppm

Organ Firdings NO. of Animsls 50 (%) 50 (%) 50 (%) 50 (%)

other lower jaw:nodule 1 (2 6 (0 0 (0 o (0

whole body anemic 0 (0 0 (0 0 (0 2 (4

(1IPT080)



APPENDIX G5
GROSS FINDINGS: SUMMARY, RAT: FEMALE: DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.

: 0278

GROSS FINDINGS (SUMMARY)

ANIHAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 4
Group Name Contral 1000 ppm 2000 ppm 4000 pom
Organ___ Findings NO. of Animals 5 (%) 10 (%) 7 (%) 20 (%)
subcutis jaundice 0 (0 1 (10 I o(14) 1 (9
mass 0 (0 2 (20 0 (0 1 (5
lung uhite zone 0 0 0 €0 1 (14) 0 (0
nodute 0 (0 0 (0 0 (o 2 (10
Lymch rode enltarged 0 (0 2 (20 1 (1) 1 (5
thymus enlarged 0 (0 0 (0 1 (14) 0 (0
spleen enlarged 0 (0 4 (40) 4 (57 4 (20
heart red zone 0 (0 1 (10 00 1 (8
dilated 0 (0 0 (0 00 1 (5
forestomach ulcer 2 (40) 0 (0 )] 1 (5
gl stomach ulecer 1 (20) 0 (0 0 (0 1 (9
small intes nadule ()] 0 (0 0 (0 1 (35
large intes nodute ¢ (0 1 (10 0 (0 0 (0
Liver enlarged 0 (0 0 ( 0) 1 (14) 1 (9
pale 0 (0 1 (10) 0 (0 1 (5
red 0 (0 0 ( 0)‘ o (0 1 (5
red zone 0 (0 0 Co 0 (0 1 (8
nodule 1 (20 1 (10 0 (0 3 (15
rough (O 1 (10) 0 (0 3 (18
granular 0 (0 0 (0 1 (14 0 (0
rudutar 0 (0 ¢ {0 0 (0 1 (8
herniation 0 (0 1 (10 0 (0 0 (0
(HPTO080)

BAIS 3



STUDY NO.
ANTMAL

¢ 0278
+ RAT F344/DuCrj

GROSS FINDINGS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0~105W)

REPORT TYPE : Al
SEX * FEMALE PAGE = 5
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Organ Findings, NO. of Animals 5 (%) 10 (%) 7 (%) 20 (%)
pancreas nodute 0 (0 0 (0 0 {0 1 (8
kidney uhite zone 0 (0 0o 00 1 (8
granular ¢ (0 0 (0 0 (0 1 (%)
urin bladd enlarged 0 (0 U] o (o0 1 (5
urine:marked retention 0 (0 0 (0 0 (0 1 {5
pituitary enlarged 2 (40 6 (60) I (19 4 (20)
red zone 0 (0 0 (0 6 (o 3 (19)
nodule 0 (0 1 (10 1 (14) 2 (10
thyroid entarged 0 (0 0 (0 00 2 (10
ouary enlarged 0 (0 0 (0 Q)] 2 (10
oyst 0 (0 1 (10 0 (0 0 (0
uterus rodule 1 (20 0 (0 0 (0 6 (30
mass 0 (0 1 (10 0 (0 o (0
brain red zone 0 (0 0 (0 1 (14 o (0
hemorrhage 0 (0 1 (10) 0 (0 0 (0
spinal cord nodule 0 (0 0 (0 1 (14) 0 (0
eye turbid 0 (0 1 (10 0 (o [
white 0 (0 1 (10 0 (0 0 (0
Zymbal gl nodule 0 (0 1 (10 0 (0 0 0
peritoneum hemorrhage 6o (0 o (0 ()] 1 (5
nodule 0 {0 0 (0 0 (& 1 (5
sbdominal ¢ hemorrhage 0 (0 0 (0 1 (19) 1 ( 5)
(HPT080)

BAIS 3



STUDY NO. : 0278 GROSS FINDINGS (SUMNARY)

ANTHAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)

REPORT TYPE : Al

SEX : FEMALE PAGE : 6
Group Name Control 1000 ppm 2000 pom 4000 ppm

Organ, Findings NO. of Animals 5 (%) 10 (%) 7 (%) 20 (%)

abdominal ¢ ascites 0 (0 0 (0 0 (0 4 (20)

thoracic ca pleural fluid 1 (20) 0 (0 1 (14) 4 (20)

other lower jaw:nodule 1 (20 0 (0 0 (o 6 0

whole body anemic 0 (0 (1)) 0 (0 2 (10

(HPT080)

BAIS3



APPENDIX G6
GROSS FINDINGS: SUMMARY, RAT : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0278 GROSS FINDINGS (SUMNARY)
ANTHAL t RAT F344/DuCrj SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 3
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
Organ, Findings NO. of Animals 45 (%) 40 (%) 43 (%) 30 (%)
skin/app nodule 1 2) 0 (0 1 (2 0 (0
mass 0 0) 0 (0 ¢ (0 1 (3
subcutis mass 10 (22) 10 (25) 10 (23) 14 (47
lung nodute 3 7 1 (3 1 (2 0 (0
Lymph node enlarged 0 0) 0 (o 1 (2 0 (0
spleen enlarged 0 0) 2 (9 2 (5 2 (7
rodule 0 0 0 (0 1 (2 0 (0
small intes rodute 0 0) 0 (0 1 (2 0 ¢ 0
Liver white zone 0 0) 2 (9 0 (0 1 (3
red zane 0 0) 0 (0 0 (0 3 (10
broun zone 0 0) [ ") 0 (0 1 (3
nodule 0 0) 2 (95 2 (9 1 (3
rough 0 0) 1 (3 1 (2 3 (10
herniation 2 4) 3 (8 2 (95 0 (0
parncreas nodule 1 2) 0 (0 (G| 0 (0
kidney pale 0 0) 1 {9 0 (0 0 (0
cyst 1 2) (RG] 0 (0 0 ( 0)
granular 11 24) 1 ( 3) 7 (18) s (17N
nodular 1 2) 0 (0 0 (0 0 (0
hydronephrosis 0 0) 0 (0 1 (2 0 (0
piturtary enlarged 7 16) 5 (13) 7 (18) (3
red 1 (2 00 ) 0 (0
(1PT080)

BAIS3



STUDY NO. : 0278 GROSS FINDINGS (SUMMARY)

ANIKAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Cantrol 1600 ppm 2000 ppm 4000 ppm
Organ__ Findings, NO. of Animals 45 (%) 40 (%) 43 (%) 30 (%)
pituitary red zone 5 (11) 7 (18) 4 (9 3 (10
nodule 4 (9 7 (18) 10 (23) 4 (13
cyst 0 (0 1 (3 00 00
thyroid enlarged 2 (8 1 (3 0 (0 1 (3
nodute 2 (4 00 00 00
parathyroid nodule 0 (0 0 (0 1 (2 0 (0
ovary cyst 1 (2 2 (9 o0 U]
uterus black zone 1 (2 0 (0 0 (0 6 (0
nodute 2 (4 2 (5 4 (9 3 (10
mass 0 (0 1 (3 ¢ (0 0 (0
cyst 0 (0 2 (95 ¢ (0 3 (10
eve uhite 1 (2 3 (8 1 (2 o (0
deformed IO 00 1 (2 000
muscle nodule 0 (0 1 (3 0 (0 00
adipose nodule 0 (0 0 (0 ) 1 (3
other eve lid:nodule 1 (2 0o 0 (o0 1 (3
ear:nodule 0 (0 o (0 1 (2 0 (0
(HPT080)

BAIS 3



APPENDIX H1
ORGAN WEIGHT , ABSOLUTE: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278
ANTNAL  RAT F344/DuCrj
REPORT TYPE : Al

ORGAN WEIGHT: ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

SEX : MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals

Control 32 383+ 38 0.081x 0.008 5.771+ 1.757 1.240+ 0.098 1.5615%  0.171 3.023%  0.334

1000 ppm 43 408+ 36 0.081& 0.015 5.961+ 1.526 1.288%  0.106 1.503% 0.184 2,906  0.257

2000 ppm 38 392+ 40 0.114%  0.201 6.742+ 2.186 1.271+ 0.114 1.697+  0.452 2.960+  0.388

4000 ppm 28 399+ 60 0.086+ 0.024 6.553+ 2.391 1.276+  0.107 1.528+  0.314 2.891+ 0.231

Significant difference 3 *: P = 0.0 *x ! P < 0.01 Test of Dumnett

(HCLO40)

BAIS3



STUDY NO. : 0278

ANIMAL  : RAT F344/DuCrj

REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANINMALS (105W)

SEX : MALE
UNIT: g PAGE @ 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 32 1,253+  0.503 12,992+ 1.665 2,038+  0.033

1000 ppm 43 1.351+  0.870 12,112+ 1.557 2.030+  0.044

2000 ppm 38 1.669%+  1.422 12,514+  1.630 2.013+  0.045

4000 ppm 28 1.321+  0.855 13.5156+  1.718 2.022%  0.045

Significant difference ; * P = 0.05 xx ¢ P = 0,01 Test of Dunnett

(HCLO40)

BAIS3



APPENDIX H?2
ORGAN WEIGHT , ABSOLUTE: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278
ANTHAL @ RAT F344/DuCrj
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS (105W)

SEX : FEMALE
UNIT: g PAGE : 3
Group Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals

Control 45 295+ 30 0.080+ 0.012 0.140%  0.128 0.949+  0.065 1.084+  0.075 2,063+  0.173

1000 ppm 40 293+ 32 0.081+ 0,012 0.161%  0.202 0.9924  0.087x 1.110&  0.188 2.014+%  0.172

2000 ppm 43 295+ 25 0.0814& 0.013 0.113+&  0.022 0.996+  0.078% 1.134%  0.250 2.088+%  0.287

4000 ppm 30 281+ 31 0.080+ 0.010 0.123+  0.024 0.995+  0.084x 1,104+  0.150 2.040t 0.194

Significant difference ; *: P = 0.05 * 2 P < 0,01 Test of Dunnett

(HCLO40)

BAIS3



STUDY NO. : 0278
ANINAL * RAT F344/DuCrj
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)
SURVIVAL ANIMALS (105W)

SEX : FEMALE
UNIT: g PAGE ¢ 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 45 0.582+  0.201 7.864+  1.393 1,836+  0.043

1000 ppm 40 0.804+ 0.929 8.773+  1.069xx* 1.853%  0.038

2000 ppm 43 1.196+  2.588 9.852+  1.371%x 1.840+  0.055

4000 ppm 30 1,074+ 1,596 9.941+  2.078%x 1.834% 0.051

Significant difference 3 ¥ 1P = 0.05 xx 1 P S 0,01 Test of Dunnett

(1iCL040)

BAIS 3




APPENDIX 11
ORGAN WEIGHT, RELATIVE: SUMMARY, RAT: MALE

(2-YEAR STUDY)



STUDY NO. : 0278 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANTHAL : RAT F344/DCrj SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE 1
Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals (g)

Control 32 383+ 38 0.0214 0.004 1.508+ 0.456 0.3274 0.045 0.3984 0.051 0.7974 0.132
1000 ppm 43 408+ 36 0.020% 0,005 1.461% 0.365 0.3174 0.032 0.3701 0.050%x 0.719% 0.108
2000 ppm 38 392+ 40 0.029% 0,049 1.714% 0.547 0.327+ 0.041 0.415+ 0,147 0.766+ 0.150
4000 ppm 28 398+ 60 0.0214+ 0.004 1.673% 0.652 0.3244 0.037 0.392+ 0.131 0.739%+ 0.127

Significant difference 3 *: P = 0.05 x> 1 P = 0,01 Test of Dunett

{lCL042)

BAIS3



STUDY NO. : 0278
ANIMAL @ RAT F344/DuCrj
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (105W)

SEX : MALE
UNIT: % PAGE ¢ 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 32 0.325% 0.120 3.407% 0.449 0.537% 0.061

1000 ppm 43 0.334% 0.224 2.981% 0.383%x 0.501% 0.044%

2000 ppm 38 0.440+ 0,440 3.222+% 0.545 0.518% 0.060

4000 ppm 28 0.324% 0.164 3.443% 0.657 0.517+ 0.074

Significant difference ; ¥ P = 0.06 *¢ : P = 0,01 Test of Dunnett

(HCLO42)

BAIS3



APPENDIX 12
ORGAN WEIGHT, RELATIVE: SUMMARY, RAT: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0278 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © RAT F344/DuCrj SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE @ 3
Group Name NO. of Body Weisht ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals (g)
Cantrol 45 2%+ 30 0.0274 0.004 0.046L 0.033 0.324+ 0.028 0.364% 0.038 0.707+ 6.081
1000 ppm 40 293+ 32 0.028+% 0.006 0.055+ 0.092 0.343% 0,057 0,384+ 0,088 0.697+ 0.121
2000 ppm 43 295+ 25 0.028+ 0.005 0.038% 0.007 0.339+ 0.035 0.386+ 0.089 0.718%+ 0.150
4000 ppm 30 281+ 31 0.029+ 0.004 0.0444 0.008 0.3574 0,031 0.388+ 0.069 0.731%& 0.062
Significant difference : ¥ P = 0.05 *x : P = 0.01 Test of Dunnett

(lICL042)

BAIS3



STUDY NO. : 0278

ANTHAL : RAT F344/DuCrj
REPORT TYPE : Al

SEX : FEMALE

ORGAN WEIGHT:RELATIVE (SUMMARY)
SURVIVAL ANIMALS (105W)

UNIT: % PAGE : 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 45 0.1984% 0.068 2.674+% 0.390 0.629% 0.061

1000 ppm 40 0.277+ 0.314 3.017% 0.464%x 0.640+ 0.075

2000 ppm 413 0.411% 0.917 3.341% 0.438x%x 0.6274 0.053

4000 ppm 30 0.388% 0.597x%x 3.523% 0.453*x 0.661% 0.075

Significant difference ; ¥ P = 0.05 ** 1 P £ 0,01 Test of Dumnett

(1iCLO42)

BAIS3



APPENDIX J1

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: MALE: ALL ANIMALS
(2-YEAR STUDY)



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 1
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o & o ® & & o @ ® & O @ W ®

{Intesumentary system/appandage]

skin/app 50> <50> 50> (G
hyperplasiatepidermis 0 0 0 0 0

0
(OO0 (oo (02000 o0 o

scab 0 0 0 0 0 0 0 0 1 0 0

0 0
(OC0 (o (000 (o200 (oo

epidermal cyst

0 0 0 2
(SROR SRR GROR G (0 » (oo (000

subcutis <560> <50> <60> <50>
cyst 0 ¢ 0

0 0 0 0
(oo (GO R G QR I Q)] (o000 (00

abscess 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
L) I G ) B G B Q)] (22000 (GO R QI O B G B Q1) (oo (o
[Respiratory system)
nasal cavit <60> <50 <50> <50
thrombus 5 0 0 0 1 0 0 0 4 0 0 0 4 0 0 0
(000 (22000000 (a0 o0 (80
Grade 1 ¢ Slisht 2 Noderate 3 ¢ Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b : Nuwber of animals with lesion

(c) c:b/ax100
Significant difference ; * 1P < 0.0 ** : P S 0.01 Test of Chi Square

(1iPT150) BAIS3



STUDY NO. & 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX 3 MALE PAGE @ 2
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & O ® ® & W @ ® o o @ & % W
[Respiratory system)
nasal cavit <60> (610 B <50

mineralization 30 0 0 0 40 0 0 0 x 40 0
(60) ( OO C O (O (80) ( O C O ( O (80) ( OO C ) (C O (48) C © C O (O

inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO RGO B ) B Q0] (OCOC0 o0 QOO I G 1) I G 1) B G ) (0000

eosinophilic change:olfactory epithelium 35 5 3 0 27 17 3 [ 28 18 3 0 *x 33 10 5 0
(700 (10) ( 8) ( O (54) (39) ( 6) (O (56) (36) ( 6) ( 0O (66) (20) (10) ( 0)

eosinophi lic changsirespiratory epithelium

6
(12 C 0 C 0o (22000000 (ey (oo (2 (O (0 (0

inflammation: foreion body 2t 2 0 0 3 3 0 0 120 0 0x 50 0 0
(200 (26y (&) ( 0y (0 (2) C 00 C 00 (30 0 oo

inflammation:respiratory epithetium

1
(D00 (22000 (a0 oo

inflammation:clfactory epithelium

0
O o (22000 (ool oo

respiratory metaplasia:olfactory epithelium 15 8 1 0 11 1 0 0 17 0 0 0 7 1 0 0 *
(30) (12) ( 2 ( O (22 (2200 (3) ( O C 0 (0 (1) C2)C 0 (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion

(c) cib/ax100
Significant difference ; *:P = 0.05 *x 1 P = 0.01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344/DCrj ALL ANINALS (0-105W)
REPORT TYPE : A1
SEX T MALE PAGE
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines @ ® W W ® ® 0 W ® 8 o o ® @& & »
[Respiratory system}
nasal cavit <50> <50 <50> <50>
respiratory metaplasiaigland 48 0 0 0 47 0 0 0 44 0 0 0 40 0 0 0
(92) (000 (98) C 0 C 0 (o0 (88) C0) (0 (0 (80) C 0) C 0 (O
atrophy:otfactory epithelium 11 0 0 0 1 0 0 0 *x 0 0 0 0 #x 4 0 0 0
(22 ( 00 ( 0 ( O (200000 (OO0 (oo
erosion:olfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q1) B G 1) B G ) R Q)] (00000 (oo (0000
thickening of bone:turbinate 6 0 0 0 3 0 0 0 2 0 0 0 4 0 0 0
(2 (000 (800 o0 (0o (800 o
nasopharynx <& <50> <50> <50>
eosinophilic change 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
QIR OB QI () B G ) B Q1)) (OO0 (OO0 2000000
inflammation 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (OO0 (ocoCon o COCoC0 o0
Larynx <50> <50> <50> <500
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 (000 (000 (2200000
Grads 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100

Significant difference

* ! P = 0.05 ** 1 P = 0.01

Test of Chi Sauare

(HPT150)



STUDY NO. ¢ 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 4
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & o ® & W o @ ® o W ® & W O
{Respiratory system]
Larynx <50> <50> 50> <50
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0l (OO0 (OO0 (2000
lung <50> <50> <50 50>
congestion 0 1 0 0 2 0 0 0 1 0 0 0 1 0 0 0
coc200(C0 (S B QI ) B Q) B Q)| (22000 (2000000
foreign body granuloma 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (GO B ) B G R )] (OO0 (OO0
asseous metaplasia 1 0 0 0 4 0 0 0 1 0 0 0 1 0 0 0
(2(0C0 (0 QIO R QI () B ) B Q)] (200000 (2200000
interstitial perumonia 23 6 0 0 36 2 0 0 * 32 7 3 0 * 20 3 0 0
(46) (12) ( O) ( O (2 (900 (64) (14) ( 6 ( 0) (40) C 8) C 0) C 0
bronchiolar-aluectar cell hyperplasia 3 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(8000 (0o (2000000 (2200000
mineralization:artery 0 1 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(o200 (000 (oo 200000
endothelial cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO B G B G ) B )’ (200000 oo o0 (o0 (0
Grade 1 : Stight 2 : Moderate 3 : Marked 4 i Severe
Ca> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference ; * ! P = 0.05 * 1 P < 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. ¢ 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITMAL * RAT F344/DuUCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢+ MALE PAGE : 5
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & ® & B W ® & & O @ & & o
[Hematopoietic system]
bone marrow <50> <GB0 <50> 50>
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (0000 (G RGN ) B Q) B Q)] (oo
increased hematopoiesis 18 0 0 0 20 0 0 0 15 0 0 0 27 0 ¢ 0
(38 (000 (40) C 00 C 0) (C 0 (300 C B C 0 (0 (84) C ) C ) (C O
erythropoiesis: increased 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(2000 (o oo o (2200000 (220000
lymph node <50> <50> 50> <50
Lymphadenitis 2 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
Q) I G ) I G ) B Q) (HNC (OO0 (2200000
folliculer hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(220000 (OO0 Q) B QI ) I Q) B QR (200000
spleen <B0> <50> <50 <50
ectopic tissue 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
({20 (O G ) B ) B G ) I Q)] oo n
congestion 13 4 0 0 3 1 0 0 *x 2 0 0 0 *x 11 1 0 0
(28) ( 8 (0 ( 0 (8220000 (a0 22y (20 (0
Grade 1 : Stight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference 3

*: P = 0.0 2 1 P 5 0.01 Test of Chi Square

(HPT150)

BAISS



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE ¢+ &
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ W & W ® ® ® O @ & & o ® & ® O
[Nematopoistic system]
spleen <60> <50> <50> <50>
karyorrhexis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (220000 oo Co oo
deposit of hemosiderin 6 2 0 0 7 1 0 0 9 2 0 0 8 3 2 0
(12 (90 (0 (1200 (18 (9 (00 (18 (6 (40
fibrosis 1 0 0 0 1 1 0 0 3 2 0 0 6 5 0 0 *x
(22000 (2222000 (849 (12) (100 C 0 (
extramedullary hematopoiesis 2 2 1 0 2 1 1 0 8 2 0 0 4 2 6 0
(0 (22020 (12) C 4 C 0 (0 (84 (120
splenitis 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o200 (000 o0 (220000
stromal hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 Co LG 1) I G 1) B Q1) B Q) oo (220000
[Circulatory system]
heart 50> <50> <50 50>
thrombus 0 0 0 0 0 0 1 0 0 0 0 0 1 0 1 0
(oo (0 (OO0 (0000 (2200020
Grade 1 ¢ Stight 2 i Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals sxamined at the site
b b : Nuwber of animals with lesion
(c) c:b/ax100

Sisnificant difference ; *: P = 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITHAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 7
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
- Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @® & & O @ & ® o @ ® % W @ ® o o
[Circulatory system]
heart <B0> <50> <50> <GB0
necrosis:focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (OO0 (oo o0 (o000
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(2200000 (0000 Q) I G ) B Q) B Q1)) (0220000
myocardial fibrosis 4 2 0 0 16 0 0 0 *x 20 0 0 0 *x 7 1 0 0
(a0 () (00 (4 C 0 (0 (0 (1 20000
artery/aort 50> <50> <50 <50>
mineralization 0 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0
(o200 (OO0 (oo (o0 (020
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
GO B QI ) I G ) B Q)] (000 L) B G ) B Q) B G )] (oo
periarteritis nodosa 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0
(0000 (0002 (OO0 (OO0
[Digestive system]
tooth <50> <50> <60> <50
dysplasia 9 5 0 1 14 2 0 0 7 6 0 0 17 3 0 0
(18 (100 ¢ 0 ( 2) (e (o900 (1) (12) C ) ( 0 (3) (8 (0O (0O
Grade 1 : Slight 2 ¢ Noderate 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site -
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference ¥ P = 0.0 *x 1 P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANINAL

¢ 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & & O ® ® & W ® & & W & ® % W
[Digestive system]
‘tongue <60> (G <50> <50>
mineralization 0 0 1 0 0 0 0 0 1 0 0 0 2 0 1 0
(20 (oo Co o 2 (000 44 020
abscess 0 0 0 Q 0 1 0 0 0 0 0 0 0 0 0 0
(GO B QI ) B Q1) B Q)] (02000 OO0 DD
arteritis 2 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(OO0 (220000 2 (000 H oo
esophagus <500 <60> <50> <50
C-cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
QIO B QI ) B G ) B Q) Q) Q) B G 1) B Q) 2000 0Co oo
focal follicular cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (o0 (OO0 2) (000 OO
stomach <GB0 <GB0 50 50>
mineralization 0 4 1 0 0 0 0 0 0 0 0 0 0 0 1 0
(o220 (OO0 o0 (ORI ) I G ) B QI 1)] OCoCc2a00
inflammatory infiltration 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
QY I G ) B G 1) B Q1) LGN B G ) B Q) B Q)] OO0 Ol
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 * Severe
<a> a ¢ Number of animals examined at the site
b b @ Number of animals with Llesion
(c) c:b/ax*100

Significant difference ; * 1P = 0.05 *x : P S 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.
ANTHAL

1 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX T MALE PAGE ¢ 9
Group Name Contral 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines @ & o W ® ® o W ® & o ® @ & & o
[Digestive system}
stomach <BO> <& <BO> <50
periarteritis nodosa 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(0o (0020 (ORI O B Q) I Q)] (O GE) G ) I Q)
ulcer:forestomach 0 2 3 0 0 Y 1 0 0 1 0 2 4} 3 1 0
(a0 (0020 0 (204 08 (200
hyperplasia:forestomach 1 0 4 0 1 0 1 0 1 2 1 0 3 0 0 0
(220080 (22000200 2) (4 (2 (0 6 C oo
erosion:glandular stomach 3 0 0 0 1 0 0 0 0 0 0 0 2 1 0 0
(0o (2000 oo 4020000
ulcer:glandular stomach 0 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo o CoOCoo oo 0 C 0 ( 0 0) O C2C0 (0
small intes <50 <GB0 <50> <EM
periarteritis nodosa 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
o0 (o0 (o2 0 Co 0 0000
large intes <50> <GB0 <50> <50>
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (0 (oo n 0000 0o oo
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 3 Severs
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100

Significant difference 5 *: P = 0.0b *>* ! P 5 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX : HALE PAGE : 10
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® ® o @ ® & O @ & % O M W % W
[Digestive system]
large intes <50> <50> <50> <50>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(oo (OO0 220000 (000000
Liver <60> <60 <50> <50>
herniation 1 0 0 0 1 0 0 0 2 0 0 0 3 0 0 0
(a2¢00 (0 (200000 (oo (e o0
pelicsis-like lesion 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (00 (o0 (OO0 (0o
necrosis:central 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(Ol (00l (o0l (800
necrosis:focal 1 0 0 0 0 0 0 0 1 0 0 0 0 2 0 0
(2000 (000 (2200000 (0o
fatty change 0 0 2 0 1 0 0 0 10 0 0 0 *x 5 0 0 0 *
(D0 (ac0C0 (0 (200 C o) C 0 (0 (10 C 00
Tatty change:central 0 0 0 0 0 1 0 0 1 0 2 0 0 1 1 0
(0000 (02000 (2000490 (o220
fatty change:peripheral 2 1 1 0 4 9 0 0 * 6 0 0 0 2 0 0 0
(220 (8 (oo (122000 (a0
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 : Seuvere
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:ib/ax100

Significant difference ;

¥ P = 0.05 *x 1 P = 0.01

Test of Chi Sauare

(1PT150)

BAIS3



STUDY NO. : 0278
ANTHAL ¢ RAT F344/DuCrj
REPORT TYPE : A1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

SEX : MALE PAGE : 11
Group Name Contraol 1000 ppm 2000 pom 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o o o @ & ® W ® ® & O @ ® W o
[Digestive system]
Liver <60> <50 <B0> <50>
granulation 6 0 0 0 5 0 0 0 8 0 0 0 3 0 0 0
(122000 (100 (000 (18 C 0 C ) C O (8000
perivascular inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
coc2co0Cn (oo Q) B Q) B Q) B G )] cocoColn
clear cell focus 2 0 0 0 1 0 0 0 0 0 0 0 1 1 0 0
QI B G 1) B G () B Q) (220000 oo (2020000
acidophilic cell focus 17 5 0 0 23 6 2 0 17 16 0 0 *x 13 10 1 0
(8) (100 C O ( O (46) (12) ( & ( 0 (84) (32) ( 0) ( 0) (26) (20) ( 2 (0
basophilic cel!l focus 12 1 0 0 31 5 0 0 xx 20 1 0 0 11 B 1 0
(28) C 22 (0 0) (62) (10 ( O 0 (40) C 2) (0 0 (22) (12) ( 2) ( O)
vacuolated cell focus 9 0 0 0 1 0 0 0 x 12 1 0 0 8 0 0 0
(B (00 (2200000 (2) C 22 L 0 ( O (18 000
spongiosis hepatis 6 0 0 0 0 0 0 0 * 3 0 0 0 6 0 0 0
(12 00 (0 (OO0 G N Q) B G ) B Q)] (12 C o oo
bile duct hyperplasia 24 24 1 0 35 4 0 0 *x 30 12 0 0 * 27 19 1 0
(48 (48) ( 2) 0) (700 ¢ 8 ( 0) 0) (60) (290 ( O 0) (54) (38) (2 (0
Grade 1@ Slight 2 * Moderate 3 ¢ Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b  Number of animals with lesion
(c) cib/ax100

Significant difference x: P = 0.0 ¥ 1 P £ 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANINALS (0~105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE @ 12
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o ® M W ® ® ® O @ ® % ® @ & W
[Digestive system]
Liver <50> <50> <50 <50
bile ductular proliferation 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
Q) B G 1) B G ) B Q) (OO0 o0 (OO0 (2202000
bitiary cyst 2 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(a0 (2200000 (G B GO B Q) B Q)] (oo coCon
pancreas <50> <50> B0 <500
atrophy 7 1 0 0 2 2 0 0 g 1 0 0 9 0 0 0
(1 (200 (D00 (18 20 (18 ( 0 C 0 (0
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (0000 L) SR G ) B Q) B Q)] OO0
islet cell hyperplasia 2 0 Q 0 1 0 0 0 0 0 0 0 0 0 0 0
(G B QI O B G ) B Q)] (2000 (oo lon Co o0y
hyperplasiatacinar cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G B G I G B 1)) (OO0 (2200000 OB G ) B G ) R Q)]
[Urinary system]
kidney <50> 50> <50> <50>
thrombus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 ln (220000 oo (O Con
Grade 1 ¢ Slight 2 : Noderate 3 ¢ Marked 4 i Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢c) c:b/ax*100
Significant difference ; ¥ P = 0.00 *x : P S 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)
ANINAL  RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE @ 13
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® o O @ ® ® @ B &% W @ o o o
[Urinary system]
kidney <50> <50 <60> 50>
cyst 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0200 ooy (GO B Q) B G ) B G )] (OB ) I G) E G)!
hyaline droplet 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (oo (G RGN ) B Q) B Q)] (ool
basophilic change 16 25 0 0 28 7 0 0 *x 24 10 0 0 xx 21 8 0 0 *xx
(32) (80 ( 0 ( O (58) (1) ( 0) ( O (48) (200 C 0) ( O (42) (18) ( 0) ( O
deposit of hemosiderin 15 0 0 0 29 0 0 0 *x% 32 1 0 0 *x 22 4 0 0 x
(300 (0 (0 (O (88 ( O ( 0 (0 (et ( 20 ( 0) (O (49) C 8 C 0 ( O
eosinophilic body 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(G I Q) B ) B Q)] oo (oo Con o200
chronic nephropathy 2 4 16 26 4 10 28 T *x 5 12 22 11 *x [ 12 17 11 *
(4 ( 8 (32) (52 (8 (20 (56) (14) (10) (24) (44) (22) (12) (24) (34) (22)
hydronephrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(GO I Q) B G ) B G )] CoCoCoCo (2000 oo (o0
mineralization:papilla 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (ococon o0 (000 (OO0
Grade 1 ¢ Slight 2 : Noderate 3 : Marked 4 : Severs
<a»> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference 5 ¥ P = 0.05 ¥ 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE @ 14
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 1
Organ____ Findings @& ® & O @ ® W W @ ® o O @ & o W
{Urinary system]
kidney 50> <50> <50> 50>
mineralization:cortex 2 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(00 (OO0 (GO B Q) B ) R Q)] (O Y R G ) B ) B Q)
urothelial hyperplasiaipelivis 0 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(GO B GO B ) B Q)] (ococn 0 LG I G 1) I G 1) I Q)] (OO0
urin bladd <50> <50 <50> <49
hemorrhagic inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 1
(000 (o020 (GO R G B G ) B Q) (OO0
[Endocrine system]
pituitary 60> <50> <50> 50>
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q1) I G 1) I G 1) B Q)] (2200 C0 0 (oo o 00y
cyst 0 0 0 0 4 1 0 0 5 0 0 0 5 0 0 0
(oconon (2000 (1) oo (1 C oy C 0 (0
hyperplasia 13 2 0 0 20 6 2 0 11 7 0 0 17 7 0 0
(28) C & C0) (O (40) (120 C ) ( (22) (19 0 (0 (36) (1) C 0 (0
Grade 1+ Stight 2 ¢ Moderate 3 ¢ Marked 4 1 Sevsre
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax*100

Significant differance 3 * 1 P = 0.05 ** P 5 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX © HALE PAGE @ 15
Group Name Caontrot 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 4 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ O o o ® ® W o @ W % W @ W % ®
[Endocrine system]
pituitary 50> <50 <50> <500
Rathke pouch 0 0 0 0 3 0 0 0 2 0 0 0 0 0 0 0
(00D (8 (000 (000 ooy
thyroid <50> 48> 4P <50>
uttimibranchial body remanet 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO B G ) B G 1) B Q)] (GO RGN B Q) B )] oo Cn (2200000
adenomatous goiter 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (2200000 (GO R GO B G ) B Q)] (0000
C-cetl hyperplasia 9 0 0 0 7 0 0 0 6 2 0 0 3 0 0 0
(1B (0o (18 C 0 (0 (0 (2 (00 (80000
focal follicular cell hyperplasia 2 1 0 0 4 0 0 0 2 0 0 0 1 1 0 0
(2000 (800 (D000 (2202000
adrenal <80> <50 <50> <50>
peliosis-like lesion 4 0 0 0 5 0 0 0 10 0 0 0 9 0 0 0
(o0 (1) (00 (0 (20 C OO C0) (0 (0o
necrosis:focal 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
o000 (220000 (OO0 oo (o0
Grade 1 : Slight 2 ¢ Noderate 3 ¢ Marked 4 Severe
Cad> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢c) cib/ax100

Significant difference ; * 1P = 0.05 ** P < 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANINMALS (0-105W)

ANIMAL ¢ RAT F344/DuCrj
REPORT TYPE : Al

SEX ¢ MALE

Organ Findings

1
®

@

{Endocrine system)

adrenal
hyperplasiascortical cell

hyperplasiatmedul la

focal fatty change:cortex

focal hypertrophy:cortex

{Reproductive system]

Group Name Cantrol 1000 ppm
No. of Animals on Study 50 50
Grade 1 2 3 4 1 2 3 4
® o O W ® ® o W
<60> <505
2 0 0 0 5 1 0 0

(0o (2000

8 5 0 0 17 3
(18 (10 C 0) ( 0 (3) () (0o

8 1 0 0 7 2
(B (22000 (1 (900

2 0 0
(HCOC0 o0 (800 (n

<49> <505
0 1 9 39 0 1
€0 2 (18 (80 CoC2 (2 (.

20 0 0 6 0 0 0
(0o (o0

1
(22000 (220000 »

1 48 x

(12)

20
( 40)

(12)

16
(32)

3 ¢ Marked 4 : Severe

testis
atrophy
mineralization
arteritis
Grade 1+ Slight 2 : Moderate
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
Significant difference ; * ! P =0.05

* 1 P = 0,01 Test of Chi Square

(HPT150)



STUDY NO. ¢ 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE ¢ 17
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & & ® & ® O @ & B o @ & ®» O
[Reproductive system)
testis <49 <50> <50 <BO
interstitial cell hyparplasia 3 0 0 0 3 0 0 0 4 0 0 0 2 0 0 0
(8 (000 (8000 & oo 400000
epididymis <60> <50 <50> <50>
spermatogenic granuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (0 (0200 0 Co 0o B0
prostate <50 B0 <50> (&1
inflammation 5 1 0 0 2 0 0 0 4 0 0 0 3 0 0 0
(1) 200 (H OO0 (oo 6 (00 (0
mammary gl (61N <50> <B0> <50
duct ectasia 3 1 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(e 200 (000 a0 0o 0CooC0Co
galactocele 2 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(OO0 o0 (o (OREGIE ) QI ) B QI )] D00
prep/cli gl (G112 B <60> B
duct ectasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (000 OO0 0o 00
[Neruous systenm]
brain <50> <60> <50> <50>
gliosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
L) B QI ) B G () R Q)] (200000 O CoCn oo OO
Grade 1 : Slight 2 : Moderate 3 : Marked 4 ¢ Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with tesion
(¢c) c:b/ax100

Sionificant difference ; *x: P = 0.05

x* 1 P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.
ANTHAL

© 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX 3 MALE PAGE ¢ 18
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & O ® & ® & ® & &% o W ® % W
{Nervous system]
spinal cord <50> <50> <50> <500
gliosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCOC0C0 (2000 (0 D00 0000
[Special sense organs/appandage]
eye <50> <50> <50> 50>
cataract 1 0 0 0 0 0 0 0 4 0 0 0 0 0 0 0
(0000 (oo coCon (00 OO0
retinal atrophy 2 0 0 1 0 0 0 0 1 1 2 2 0 0 0 1
(a2 (OO0 2y (2 (49 0002
keratitis 1 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(220000 (OO0 (ONEGI 1) I G 1) B Q)] )R ) I G ) B )]
iritis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(o000 (OO0 (URE QO B G ) B Q)] HCeouCon
phthisis bulbi 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(200000 (2C0C0 0 a0 00 (ORG) B Q) B Q)]
degeneration:cornea 2 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 (0O 2 (000 22000
Grade 1 : Slight 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the sits
b b ¢ Number of animals with lesion
(c) c:b/a*100

Significant difference ;

¥ 1P =0.05 ** 1 P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANIHAL

© 0278
: RAT F344/DuCrj
REPORT TYPE : Al

SEX ¢ HALE

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

PAGE : 18
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® M ® ® ® ® O @ ® & O @ ®» W W
{Special sense organs/appandage]
eye <50> B <50> <50
mineratization:cormea 33 0 0 0 25 0 0 0 26 0 0 0 17 0 0 0 *x
(66) ( ) C 0 ( O (500 (OO0 (82) ( 0 C 0 (C 0 (3 C 0 C 0 (0
Harder gl <60> <50> 60> <50
atrophy 0 2 0 0 0 0 0 0 1 0 0 Q 0 0 0 0
QIO R G B G 1) R Q)] (OO0 o0 (000 (GO B QI () B G () I Q)]
degeneration 22 1 0 0 26 1 0 0 25 3 0 0 16 0 0 0
(40) ( 20 C 0) ( O (82 (. 2 C ) ( ® (s (8 (00 (32 C 0 C o0
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (00Ol (O 2200000
nasolacr d <50 <50> <50 (&304
inflammation 0 0 0 0 1 0 0 0 2 0 0 0 2 0 0 0
(oo (o (2200000 CH 0o QIS B G ) B Q) B )]
{Musculoskelstal system]
muscle <50 <50> <50 50>
mineratization 0 0 0 0 0 0 0 0 1 1 0 0 1 1 0 0
(00 (OO0 (2020000 (02000
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a?> a * Number of animals examined at the site
b b Number of animals with lesion
(c) c:b/ax100

Significant difference

*: P = 0.05

** : P 5 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

1 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 20
Group Name 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50
Grade 1 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® %) @ ® & O @ ® & O @ & % o
[Musculoskeletal system)
muscle <B0> <50 50> -
inflammation 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO RO ) RGN B G )] (OO0 QIO B G ) B G 1) I Q)| (2200000
arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G I G ) B ) B Q)] (200000 (OO0 (oo o0
bone <60> <500 <B0>
osteosclerosis 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
oo (H OO0 (2200000 (oo (o0
Grade 1 : Stight 2 i Moderate 3 ¢ Marked 4 : Sevsre
<a> a * Number of animals examined at the site
b b : Nuwber of animals with lesion
(c) cib/ax100

Significant difference ;

* ¢

P = 0.05

* P S 0.01

Test of Chi Square

(1iPT150)

BAIS3



APPENDIX J2

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: MALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY)



STUDY NO. ¢ 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢t RAT F344/DCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX i MALE PAGE : 1
Group Name Cantrot 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ % % o @ & ® o @ ® W W @& ® & W
[Integumentary system/appandage]
skin/app 18> <D A2 22>
scab 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
({00 (000 (GO R QI ) I G ) B Q)] (0N
subcutis <18> <D 12> 22>
cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (ocon o0 (oo (05 00
[Respiratary system]
nasal cavit <18> < <12> <22>
thrombus 5 0 0 0 1 0 0 0 2 0 0 0 4 0 0 0
(28 (00 (C 0) (O (B 0y (00 (18 (00
mineralization 9 0 0 0 4 0 0 0 10 0 0 0 g 1 0 0
(50 { ) C O ( O (570000 (83 (0000 (41) ( 8 ( 0) C O
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GG B QIO B Q)] (ocoCoo o (GO B GO B G ) B Q)] ({00
eosinophi lic changs:olfactory epithelium 13 0 0 0 4 0 0 0 9 2 0 0 18 2 0 0
(722 C0 (00 (s (OO0 (7 11y ( 0 (0 (82 (9 (0 (0
Grade 1 : Slisht 2 ¢ Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference ; ¥ P S 0.05 =% ! P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND NORIBUND ANIMALS (0-1054)
REPORT TYPE : Al
SEX © MALE PAGE : 2
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & & O @ W & o @ & o B @ & & o
[Respiratory system]
nasal cavit <18> < <12> 22>
eosinophi lic change:respiratory epitheliun 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(8000 (0000 [ RGO B ) B QI )] (G5 B Q) B ) B )]
inflammation:foreign body 6 1 0 0 4 0 0 0 3 0 0 0 5 0 0 0
(3 (B (OO (s 0 (oo (25 ¢ 0 (0 (0 (23) C ) C 0 (O
inflammation:respiratory epithelium 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(OO0 (0000 (25 C 00 (0000
respiratory metaplasiatolfactory epithslium 4 0 0 0 0 0 0 0 3 0 0 0 3 1 0 0
(22 ( 0 (O ( Q) B ) B G ) B Q)] (28) C ) C O) ( O (1 (s (00
respiratory metaplasia:gland 16 0 0 0 5 0 0 0 9 0 0 0 15 0 0 0
(8) (0 (0 (0 (7000 (7)) C 00 C 0 (0 (68 ( ) (0 (O
atrophy:olfactory epithelium 6 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(3 (000 (OO0 () B QI B Q) B Q)] (1 o oo
erosiontolfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 (o0 (o (GO RGO B GO B Q)] (0000
thickening of bone:turbinate 1 0 0 0 0 0 4] 0 1 0 0 0 3 0 0 0
Q) I Q) B Q) B Q)] (OO0 (8O0 (oo
Grade 1@ Slight 2 : Moderate 3 ¢ Marked 4 : Seuere
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference 3 *: P = 0.06 x> ! P S 0,01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. = 0278

~—

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE :
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® & & O @ & ®» O @ & & W ® & W O
{Respiratory system]
nasopharynx 18> <D 42> 22>
eosinophilic change 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
G B G ) B Q) B Q)] oo con(n (OO0 (800
larynx <18> <D <12> 22>
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
QIO R G ) 2 G 1) R Q)] (o0 (G RGO I Q) QI ) (8 00 (o0
lung <18> <D 12> <22>
congestion 0 1 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(GO B G ) IO Q)] (e C (o0 (8000 (8 C0Co o
interstitial penumonia 6 2 0 0 1 2 0 0 5 2 2 0 8 1 0 0
(8 (1 (o0 (14) (29) C 0 ( O (42) (17) (11 ( 0 (36 (5 (0 (0
mineralization:artery 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) B G ) B Q) B Q)| (G RGN B ) B QI ) (0o ool
[Hematopoietic system]
bone marrow <18> <D 12> 22>
increased hematopoiesis 5 0 0 0 4 0 0 0 2 0 0 0 11 0 0 0
(28 C 0y (0 (0 (oo (Mmoo (s C O (0 (0
Grade 1: Slight 2 : Moderate 3 ¢ Marked 4 : Severse
Ca> a * Number of animals examined at the site
b b 3 Number of animals with lesion
(c) c:b/ax*100
Significant difference ; *x: P = 0.0 ** P S 0,01 Test of Chi Square

(HPT150)



STUDY NO.
ANTMAL

+ 0278
+ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE © 4
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W ® ® o ® & o @ & W O ® & & o
[Hlematopoistic system]
bone marrow <18> <D C <12 22>
eryvthropoiesis: increased 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(800 (0000 8 (0o 5) ( 0) C0) (0
Lymph node <18 <7 <12> 22>
lymphadenitis 1 0 0 0 1 0 0 ¢ 0 0 0 0 0 0 0 0
(e oo (14 C O C 0 (0 D00 (ORE QIO B G 1) BRG]
follicular hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0o (o RGN IO ) B Q)] 5 ( 0) ( 0) ( 0
spleen 18> <7 12> <22>
congestion 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(GO RGO B QIO RG] (OO0 0) 0 (o (0 OO0
karyorrhexis 0 0 0 0 1 0 0 0 0 0 0 ¢ 0 0 0 0
(oo (19 C 00 0o 0000
deposit of hemosiderin 4 2 0 0 0 1 0 0 0 2 0 0 2 3 2 0
(22) (1) C o) ( O (00 01 00 9 (1) (9 (0
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0 0
(o0 oo 0000 5 (9 (0 (0
Grade 1 Slight 2 ¢ Noderate 3 * Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference ;

¥ P =0.05 ¥ P = 0,01

Test of Chi Square

(RPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE :
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & W & ® W@ B ™ ® & & o @ ® & O
[Hematopoistic system]
spleen <18> <D A 22>
extramedullary hematopoiesis 0 2 1 0 1 1 1 0 3 1 0 0 1 2 5 0
(o (180 (14 (19 (19 ( 0 (25) ( 8 ( 0) (O 5) (8 (23 (0
[Circulatary system]
heart 18> <D A2> <22>
thrombus 0 0 0 0 0 0 1 0 0 0 0 0 1 0 1 0
(GO G I G I ) (0010 (G B GIE  BN QI B QI1)) 5) ( 0) (8 (0
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(00 (OO0 (OCC0Co 0B 0o
myocardial fibrosis 1 2 0 0 3 0 0 0 3 0 0 0 2 1 0 0
(oo (8O0 Con (25) C 0y C 0) (0O N0
artery/aort <18> <D <12> 22>
mineralization 0 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0
LG I G 1) B Q) B Q)] (O Co (0 (G I G B ) B Q)] OO o0
periarteritis nodosa 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0
(OO0l oo o0 (14 (OO0 (0 OO
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
Cad a : Number of animals examined at the site
b b ¢ Number of animals with Llesion
(c) cib/ax*100

Significant difference ; *x: P =0.05 xx 1 P

= 0.01 Test of Chi Square

(HPT150)



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DUCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 6
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & o o ® o o o M o\ m W ® M &
[Digestive system]
tooth <18> <D <12> 22>
dysplasia 2 4 0 0 3 0 0 0 1 2 0 0 6 1 0 0

(11) (22) C 0) ( 0) (3 (000 (8 1m0 (0 (2N (5 (0 (0

tongue <18 <D 12> Q22>
mineralization 0 [ 1 0 0 0 0 0 0 0 0 0 0 1 0

0
(ot 0 (00 oo 0o (ool

arteritis 0 0 0 0 0 0 0 0 0 0 0 0

0 1 0 0
(0o (149 0O 0o (oo {0 (o000

stomach <18> < 12> <22>
mineralization 0 1 0 0 0 0 0 0 0 0 0 0 1 0

0 0
(O (o (000 oo o (005 (0

inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e oo (o (o0 () R Q) B G ) I G )] (OO o0

periarteritis nodosa 0 0 0 0 0 0

0 0 0
(00 COC0 (o (oo (oo o

ulcer:forestomach 1 3 0 0 0 1 0 1 0 2 0 3 1 0

0 0
(008 (1m0 COC (10 (oC8 o1 0015 (o0

Grade 1 ¢ Slight 2 ¢ Moderate 3 * Marked 4 : Severe
<ad a * Number of animals examined at the site

b b ¢ Number of animals with lesion
{c) c:b/ax*100
Significant difference ; *: P =0.05 ¥ ¢ P 5 0,01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® % o ® & W O @ ® W W w w %
[Digestive system]
stomach 18> <D a» <22>
hyperplasia: forestomach 1 0 3 0 0 0 1 0 1 1 1 0 1 0 0 0
(8010 00 (10 8 (8 (8 (v (oo
erosion:glandular stomach 2 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(Mo lon OO0 00 0o ({0
ulceriglandutar stomach 0 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Coam oo OO0 000 o s oo
small intes . <18> <D <12> 22>
periarteritis nodosa 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Q) B G ) B G () B G )] 00 (190 0o oo (oo (o0
Liver <18> <D a2 <22>
herniation 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
()00 (o0 OO YA B G B Q)] (0000
necrosis:centrat 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(GO GO B G ) B Q1)] 0 Co (0o (UBE Q) B ) B Q)] (1 0o
necrosis:focal 0 0 (] 0 0 0 0 0 1 0 0 [ 0 2 0 0
O B IO B G)] DO 8 (000 (0o
Grade 1 ¢ Stight 2 : Moderate 3 ¢ Marked 4 : Severs
<ad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100
Significant difference ; ¥ 1 PS0.06 *:P=0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL * RAT F344/Dulrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Contral 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® & o o @ ® & ® M W m @ & w o
[Digestive system]
Liver <18> <D 12> 22>
fatty change 0 0 2 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o (OO0 (GO B G ) B G O B G 1)) (o0
fatty change:central 0 0 0 0 0 1 0 0 1 0 2 0 0 1 1 0
(GO RGO I G ) B Q)] (01 oo (80 mon o8 8 (0
fatty change:peripheral 1 1 1 0 0 0 0 0 2 0 0 0 1 0 0 0
(8886 (0 (OO0 (oo (000
perivascular inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o800 (OO0 o0 (0000 Q) I G ) I G B Q)
acidophilic cell focus 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(G O B QI ) B G 1) B G )] (o) (OO0 (000
basophilic cell focus 0 0 0 0 2 0 0 0 1 0 0 0 2 2 0 0
Q) B G ) B Q) B G )] (2 Co o0 (8000 (0D
vacuolated cell focus 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(GO RGO B GO B Q0] (OO0 Q) B G 1) I G 1) B Q) (GIR) I Q) B Q) B Q)]
spongiosis hepatis 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (OO0 (oo (0o
Grade 1 ¢ Slight 2 : Moderate 3 ¢+ Marked 4 : Severe
<a?> a ¢ Number of animals examined at the site
b b : Nurber of animals with lesion
(c) c:b/ax*x100
Significant difference ; *!P = 0.05 *x 1 P S 0.01 Test of Chi Sguare

(HPT150) BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 8
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & O o ® & & & ® W W & W o
[Digestive system]
Liver {18 <D 12> 22>
bile duct hyperplasia 13 3 1 0 3 0 0 0 * 7 3 0 0 15 5 0 0
(72) (1) ( 8 ( O (43) ( 0 C 0 (0 (58) (25) ( 0) ( O (68) (23) ( 0) ( 0)
bile ductular protiferation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (GO B G 1) I O B Q)] (OO0 (s 00
biliary cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 coCo oy ({00 (ool
pancreas (et <D 12> {22>
atrophy 3 1 0 0 0 1 0 0 1 0 0 0 1 0 0 0
(1 8 (0 (0 (00l (8 (0ol (80000
[Urinary system]
kidney <18 <D <12> <22>
thrombus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (149 000 (O COCo 0o
cyst 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o8 (00 (OO0 oo o (oo
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 ¢ Severs
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/a*100
Significant difference ; *3 P =0.05 *>* : P S 0.01 Test of Chi Square

(HPTI150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344/DuCrj DEAD AND XORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 10
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® W ® ® & O ® ® & O @ o W’ o
{Urinary system]
kidney <18> <D 12> 22>
hyaline draplet 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (s (0 (OO0 (0000 (GO B ) B ) B )]
basophilic change 1 8 0 0 0 0 0 0 2 2 0 0 7 1 0 . 0 xx
(8 (4 (000 (o000 (1 (1 C 0 ¢ 0 (32 ( 5 (0 (0
deposit of hemosiderin 2 0 0 0 3 0 0 0 5 1 0 0 3 2 0 0
(I oo (3 (0 (00 (42) ( 8 ( 0 ( 0 (1w 0o
chronic nephropathy 2 4 2 8 4 3 0 0 = 3 5 1 3 5 7 3 4
(11) (22) (11) ( 44) (57) (43 C 0) ( O (25) (42) ( 8) ( 25) (23) (32) (14) (18)
mineralization:papilla 1 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
(8000 (OO0 (G B G B Q) B Q)] (oCcocoo o
mineralization:cortex 2 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(MO0 0 (OB GY) B ) B Q)] (OO R G B G ) B Q)] (a0
urcthelial hyperplasiaipelivis 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
LG B G 1) B G ) B G )] (0000 (8000 Q) B G ) B ) B Q)]
urin bladd 18> <D A 22>
hemorrhagic inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
(0000 (000 (o0 Con oo o (s
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax*100
Significant difference ; *: P = 0.05 ¥ ! P = 0,01 Test of Chi Sauars

(HPT150)

BAIS3



STUBY NO.
ANIMAL

: 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX T MALE PAGE @ 11
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® ® & W w & & o ® W ® O ® & o O
[Endocrine system]
pituitary <18> <D 12> Q2>
cyst 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(000 (19 C 0000 Q) IR Q) IR Q) RG] (90 o
hyperplasia 3 0 0 0 1 1 0 0 0 0 0 0 6 3 0 0
(oo (0 (149 (1) C 0 (0 O B Q) B G ) B Q) (2 (14 C 0 ( 0
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
ool (oo o0 ({00 o0 oo o0
thyroid 18> < B 12> <22>
G-cell hyperplasia 2 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(I o0y (000 (OO0 (a0 (0
focal follicular cell hyperplasia 0 1 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(G ) B Q) I G ) B Q)] (200 C 00 C ) C O G B G B Q) B Q)] o5 o0
adrenal {18 <D 12> 22>
peliosis-Llike lesion 0 0 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(o0 (oo (25 C 0 C 00 (8 {000
hyperplasiatcortical csll 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(8000 Q) I G ) B G ) B Q)] oo (s (o0
Grade 1 : Slight 2 : Hoderate 3t Marked 4 ! Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference

*: P <= 0.05

** P S 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 12
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ b o o @ ®» & » ® & & O ® . ® B O
{Endocrine system]
adrenal <18> <D 12> 22>
hyperplasia:medulla 2 2 0 0 1 0 0 0 3 1 0 4 2 4 0 0
(oo (1000 (25) ( 8 ( 0) ( O) 9) (18) { 03 C 0)
focal fatty change:cortex 3 0 0 0 0 0 0 0 1 1 0 0 1 2 0 0
(Mmoo lon (GO G B G ) I G| (88 (oo 5) (9 (0 (0
focal hypertrophy:cortex 0 0 0 0 1 0 0 0 0 1 0 0 1 0 0 0
Q) I G ) I Q) B Q)] (1) OO0 Q) QI ) I ) R Q) 5 (000
[Reproductive system]
testis fe¥ps <D (¥ 22>
atrophy 0 1 5 11 0 1 0 6 0 2 1 8 0 2 1 17
(0 ( 8 (29 (65 (0 (14) € 0) (86) (0 (17 ( 8) (67 0 € 8 ( 5) (717
mineralization 1 0 0 0 1 0 0 0 2 ¢ 0 0 0 0 0 0
(e o000 () (O CH 0 (oo (02 Q) B G 1) IR Q)]
arteritis 0 0 0 0 1 0 0 0 0 0 4} 0 0 0 0 0
QIO B QI () B G 1) B Q1)) (1 C 00 (000 0o o0
interstitial cell hyperplasia 3 0 ] 0 2 0 0 0 3 0 0 0 1 0 0 0
(18 000 (29 C O C 0 (0 (28 C ) C 0 (0 5 (00 (0
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Sionificant difference ¥ 1 P = 0.05

*x 1 P < 0,01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE &+ 13
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ o o o @ ® o o w W ® ® & B ®
[Reproductive system]
epididymis asy <D az> 22>
spermatogenic granuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 4} 0 0
(GO R QIO B QIO B Q0] (o1 oo 0 Co oo OCCn (o
prostate <18> <7 <12> <22>
inflammation 1 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(e (800 (00 8 (000 5 (000
mammary gl <18 <D <12 22>
duct ectasia 3 0 0 0 0 0 0 0 0 0 0 0 0 i} 0 0
(Mmoo (GO B ) I ) B Q1) OO0 0y C 0 00
galactocele 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(I o0 on (O Con(n Do OO0
prep/cli gl <18> < a2 22>
duct ectasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (OO n 0Co (oo OO0
[Neruous systenm)
spinal cord <18> <D 12> <22>
glicsis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (1 (000 OO0 0000
Grade 1+ Slight 2 : Noderate 3 : Marked 4 ¢ Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ; *x P S 0.05 * ;P < 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 14
Graup Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean_____ Findings M & & O @ ® B o ® W & ® ® o & o
[Special sense organs/appandage]
eye <18> <D 12> 22>
cataract 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 0) [N 2N Q) B Q) 0) (8000 0) OO0
retinal atrophy 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0 1
(0o (o0 (0000 000 s oo (s
keratitis 1 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(8 (000 (000 LG B G () B G ) B Q)] (1) oo
iritis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(GO QIO B Q) B Q)] (OO0 QIO B G ) B G 1) I Q) (0 CoCn
degeneration:cornea 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
) B G ) B Q) B Q)] (00 QY N QR B QI ) B Q) (00
mineralization:cornea 8 0 0 0 3 0 0 0 4 0 0 0 4 0 0 0
(40 C O C 0 (O (43 ( O O ( » (3 (000 (8ol
Harder gl 18> <D <12> 22>
atrophy 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0 0o (oo (oo (GO R G I G B Q)]
degeneration 6 0 0 0 1 1 o o 5 2 0 0 8 0 0 0
(om0 (14) (149 C 0 ( O (42) (11 C 0 ( O (3) o0 (o0
Grade 1 : Slight 2 ¢ Moderate 3 : Narked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax*x100

Significant difference *x: P S 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANIHAL

: 0278
¢ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX T MALE PAGE : 15
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22
Grade 1 2 3 4 1 2 3 4 1 2 3 [ 1 2 3 4
Organ__ Findings ® o & O M ® ®» o ® o & O @ ® B O
[Special sense organs/appandage]
nasolacr d <18> <D 12> 22>
inflammation 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(GO B QI 1) I ) B Q)| (1000 (I 00 OCo{0
[¥usculoskeletal system]
muscle <18> <D <12> 22>
mineralization 0 0 0 0 0 0 0 0 1 1 0 0 1 1 ¢ 0
QORI G ) B G I Q)] (00 (o (a8 oo 5 (5 (0 (0
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
O QO B G ) B Q1) R Q)] QIO B G B ) B Q)] 5 (000
arteritis 0 0 4] 0 1 0 0 0 0 0 0 0 0 0 0 0
COCC0 (o0 (1) oo (0000 0o 0o
bone 18> <D <12> 22>
osteosclerosis 0 0 0 0 0 0 0 0 1 0 0 0 0 Q 0 0
(O I Q) B B Q) (O (o0 (oo OCo oo
Grade 1 ¢ Slight 3 ¢ Marked 4 i Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference ;

* 1P = 0.05 % P = 0.01

Test of Chi Saquare

(HPT150)

BAIS3



APPENDIX J3

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: MALE: SACRIFICED ANIMALS
(2-YEAR STUDY)



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/buCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Nams Control 1000 ppm 2000 pom 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ & & o ® ® ® ® ® & & O & & & o
[Integumentary system/appandage]
skin/app <32> <43> <38> 28>
hyperplasiatepidermis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 (000 ({300 oo
scab 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0w (oCoCn(n (GEORE QIO BE QI O RG] CoCa oo
epidermal cyst 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0
(00 (GO B GI-) I QR V) B Q) (OO0 QIO B G ) B G ) B Q)]
subeutis <32> <43 <38> 28>
abscess 0 [ 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) Q) B G ) B Q)] (200000 (GO R B Q) B 1)) ooy
[Respiratory system]
nasal cavit <32> <43 <38 28>
thrombus 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(000 (000 (000 ooy
mineralization 21 0 0 0 36 0 0 0 30 0 0 0 14 1 0 0
(86 ( 0) ( ) ( O (8) (O (O (O (719 000 (50 ( & C O ( O
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 ¢ Severs
<a> a ¢ Number of animals examined at the site
b b Number of animals with lesion
(c) c:b/a*100

Significant difference ;

*: P = 0.0 x* : P = 0,01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)
ANTHAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O ® ® ® ® @ ® & o @ & % o
[Respiratory system]
nasal cavit <32> 43> <38> 28>
eosinophi lic changs:olfactory epithelium 22 5 3 0 23 17 3 0 19 16 3 0 15 8 5 0
(69) (16) ( 9 ( 0 (863) (40 ( T ( ) (50) (42) ( 8 ( 0 (54) (29) (18) ( O
eosingphi lic change:respiratory epithelium 5 0 0 0 1 0 0 0 3 0 0 0 10 0 0 0
(18 ( 00 (O ( ® (22000000 (oo (38 (0 (00
inflammation: foreion body 15 1 0 0 g 3 0 0 g 0 0 0 10 0 0 0
(4n (3 (0 (0 (2 (N0 (20) C ) C0)( 0 (3) ( 0 (0 ( O
inflammation:respiratory epithelium 1 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(300 (22000 (G I G B B Q)] (000
inflammation:olfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (220000 (OB GO B G B Q0] (oo
respiratory metaplasia:olfactory epithelium 11 6 1 0 11 1 0 0 * 14 0 0 0 * 4 0 0 0 x%
(3 (19 ( (0 (26 (2) (0 (0 (3 o000 (0o
respiratory metaplasiatgland 30 0 0 0 42 0 0 0 35 0 0 0 25 0 0 0
(9 (0 (00 (8 (000 (2 (000 (89 ( 0y C 0 (O
atrophy:olfactory epithelium 5 0 0 0 1 0 0 0 0 0 0 0 x 1 0 0 0
(1000 (200000 (GO B GO B Q) B Q)] QIS I G ) B Q) B Q)]
Grade 1 : Stight 2 ¢ Noderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Nurber of animals with lesion
(c) c:b/a%*100

Significant difference *: P = 0.05 ** : P S 0.01 Test of Chi Square

(HPT150)

BAIS3



Significant difference ; *: P = 0.05

*»* : P S 0,01

Test of Chi Saquare

STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 8
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
 Organ Findings, ® & ® W @ & ® o ® W O O @ & & W
[Respiratory system}
nasal cavit <32> 43> <38> 28>
thickening of bone:turbinate 5 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(1000 (oo o (3000 (O
nasopharynx 32> 43> 38> <28>
inflammation 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (oo (o0 (OO0 CoCo o
Larynx 32> 43> <38> <28>
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (000 QOB QIO B QIO B Q0] (000
lug <82> 43> {38> <28>
foreion body sranulama 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (00 [QEORE QIO B QI B Q)] (GO B G ) B G ) B Q)]
osseous metaplasia 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(300 (0000 (A0 (a0
interstitial penumonia 17 4 0 0 35 0 0 0 xx 27 5 1 0 12 2 0 0
(3 (13 (O (v () ( W (0O (D (1 (3 (0 (a3 (1 ({0
bronchiolar-alueslar cell hyperplasia 3 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(D00 (N0 (0 (oo 0
Grade 1 ¢ Stight 2 : Moderate 3 : Marked 4 i Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
{c) cib/ax100

(HPT150)

BAIS3



STUDY NO.
ANIHAL

¢ 0278
¢ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ®» & ® & B & ® ® ®» ™ @ & W\ O
[Respiratory system]
lung <32> 43 <38> 28>
mineralization:artery 0 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
QIR ) B QI O B G 1) B Q)| (8000 (000 00 o
endothelial cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ocoCo (o (2200000 (OO0 (0CoCo o
[Hematopoietic system]
bone mariow <32> U3 <38 Q28>
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (OO0 (0000 oo (o0
increased hematopoiesis 13 0 0 0 16 0 0 0 13 0 0 0 16 0 0 0
(4 ¢ O 0 ( O (3OO0 (3 C 00 C 0) (0O (87 C O C 0 (o
Lymph node <32> 43> <38> 28>
Lymphadenitis 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(300 (2200000 (G0N QIO B Q1) IR Q)] (9000
follicular hyperplasia o1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o LGN B QI ) B Q) B Q)] (OO0 oo {0
Grade 1 : Slisght 2 ¢ Moderate 3 : Marked 4 1 Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*100

Significant difference

* 1P = 0.05

** 1 P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 5
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o @ & & o @ ® ® W @ ® B o
{Hematopoietic system]
spleen <32> 43> {38> 28>
ectopic tissue 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o030 (0O (00 (oo
congestion 13 4 0 0 3 1 0 0 xx 2 0 0 0 xx g 1 0 0
(4 (13 (0 ( 0 (N0 (s 0o (8 (H(Ol”
deposit of hemosiderin 2 0 0 0 7 0 0 0 g 0 0 0 8 0 0 0
(800 (18 C 0 (0 (2 (L 0 C ) C O (21) C OO C 0 C ©
fibrosis 1 0 0 0 1 1 0 0 3 2 0 0 5 3 0 0
(00 (2020000 (8 (0 (18 (1 (o (0
extramedullary hematopoiesis 2 0 0 0 1 0 0 0 3 1 0 0 3 0 1 0
(8000 (220000 (8300 (I ooy
splenitis 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
O NG I ) B )] (OO0 (ool (a0
stromal hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Q) B G ) B G 1) B Q1) (G B G B Q) B Q)] Q) B G B Q) B Q)] (GO R QS I QY B )]
[Circulatory system}
heart <32> <43> <38> 28>
necrosis: focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (o (O B G ) B Q) B Q)] CoCoCo oo
Grade 1 : Slight 2 ¢ Hoderate 3 : Marked 4 % Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100
Significant difference *: P = 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BATS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE : 6
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® o ® o @ o ® o @ ® O o @ ® W o
[Circulatory system]
heart <32> 43> {38> 28>
myocardial fibrosis 3 0 0 0 13 0 0 0 17 0 0 0 *x 5 0 0 0
(9O n (30 . O C O (0 (45) (. 0) ( 0) ( O (18 (00w
artery/aort 32> U 38> 28>
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
(0000 (G I G ) B Q) B Q)] (GO RGO B Q) B Q)] (0N
[Digestive system]
tooth <32> <4 <38> 28>
dysplasia 7 1 0 1 11 2 0 0 8 4 0 0 11 2 0 0
(22) ( 3y ( 0 ( 3 (26) ( 8 C 0O (0 (1) (1) C 0 ( O (39 (oo
tongue <32> 43> 38> 28>
mineralization 4] 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(00 (OO0 (3OO0 (o0
abscess 0 0 0 0 0 1 0 0 ] 0 0 0 0 0 0 0
(RO GO B GO B G| (o C2aC0C® (0000 oo
arteritis 2 0 0 0 0 0 ] 0 1 0 0 0 2 0 0 0
(e {0Con (0o (OO0 (A0 (D0
Grade 1 : Slight 2 ¢ Moderate 3t Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100
Significant difference *x:P=0.05 % : P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL * RAT F344/DCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 7
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ % o ™ ® ® o W ® ® % O ® & B ®
[Digestive system]
esophagus <32> 43> <38> 28>
C-cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
ool (OO0 (0 000 0o 0o
focal follicular cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ocoCn o0 (ococon o0 N0 L0 0Co0C0C
stomach <32> 43> 38> 28>
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (oo ()G B G ) B Q)] 0o 0o
ulcer: forestomach 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) I Q) I G ) B Q)] (OO0 (ORI B ) B Q)] 0o o
hyperplasia: forestomach 0 0 1 0 1 0 0 0 0 1 0 0 2 0 0 0
(03 (0 (200000 03y (o0
erosion:glandular stomach 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(00 (2200000 000 H o0
large intes <32> <43> <38> 28>
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (OO0 OO0 OO0
Grade 1 Slicht 2 Moderate 3 : Marked 4 : Severs
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/a*x100

Significant difference ; * 1P =0.05

** 1 P S 0.01

Test af Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANINMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & o @ ® ® W @ @ B O @ o % ®
[Digestive system]
large intes <82> 43> 38> <28>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(000 (00 (A0 (0o
Liver <32> <43> <38> <28>
herniation 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
Q) I G 1) I G 1) B Q1) (2000 (3o (0o
peliosis-like lesion 2 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0
(8 (000 (oo (oo oo o0
necrosis: focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3OO0 (oo O B Q) B Q) B Q)| oo oo
fatty change 0 0 0 0 1 0 0 0 10 0 0 0 *x 4 0 0 0
(oo (22000 (28) C 0 C 0) ( O (19 C 0 C 0 (0
fatty change:peripheral 1 0 0 0 4 9 0 0 *x 4 0 0 0 1 0 0 0
(00 (GG RGN (I o0y (0o
granulation 6 0 0 0 5 0 0 0 8 0 0 0 3 0 0 0
(19000 (12 0y (2 C 0 C 0 (0 (I 0 0o
clear cell focus 2 0 0 0 1 0 0 0 0 0 0 0 1 1 0 0
(8 (000 (22000 (oo (o0 (o
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b Nuwber of animals with Llesion
(c) c:b/ax*100

Significant difference ; * 1P = 0.05

*>* 1 P = 0,01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + RAT F344/DuCri SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 9
Group Name Control 1000 ppm
No. of Animals on Study 32 43 .
Grade 1 2 3 4 1 2 3 4 1
Organ, Findings @ ® oW o @ o &% o 63
{Digestive system]
Liver <32> 43>
acidophilic cell focus 17 5 0 0 23 5 2 0 17 1
(53) (16) ( 0) ( 0 (83) (12) ( 5 ( O (45) (42) ( )
basophilic cell focus 12 1 0 0 29 5 0 0 xx 19
(s (0w (67 (12) C 0 C O ( 50)
vacuolated cell focus 9 0 0 0 1 0 0 0 *x 11
(28 (0 (0 (0 (2200000 ( 29)
spongiosis hepatis 4 0 0 0 0 0 0 0 3
(B (o0 (00 (8
bile duct hyperplasia 11 21 0 0 32 4 0 0 *x 23
(38) (88) ( 0) ( O (74) (. 9 C 0)( 0 (81)
bile ductular proliferation 0 0 0 0 0 0 0 0 0
(o000 (000 (G
biliary cyst 2 0 0 0 1 0 0 0 1
(8 (000 (22000 (3
pancreas 32> 43>
atrophy 4 0 0 0 2 1 0 0 8
(B0 o0 (B (2000 (21)
Grade 1 @ Slight 2 * Noderate 3 : Marked 4 : Severe
<ad> a + Number of animals examined at the site
b b : Number of animals with lesion

(c) ¢:b/ax100
Significant difference 3 ¥ 1P = 0.05 ** 1 P < 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCri SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE @ 10
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & o @ ® ® O ® & & W @ & W O
[Digestive system]
pancreas 32> 43> <38> <28>
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (oo Cn oo (oo
islet cell hyperplasia 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(600 (o (2200000 (o0 (oo (0
hyperplasiatacinar cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (G OB ) B GO B )] (3000 (00
[Urinary system]
kidney 32> 43 <38> 28>
basophi Lic change 15 17 0 0 28 7 0 0 *x 22 8 0 0 *x 14 7 0 0 *x
(47) (53) ( 0) ( O (65 (18) ( 0} ( O (88) (210 ( 0) ( O (50) (25) C ® ( O
deposit of hemosiderin 13 0 0 0 26 0 0 0 27 0 0 0 * 18 2 0 0 *
(an o o0 (60) ( 00 C ) (O (7o (68) ( T (0 (O
eosinophilic body 0 0 0 0 0 0 0 0 0 0 0 Q 0 1 0 0
[QE V) Q) B G V) I G ) (GO RGO B Q) B Q)] oo o0 Q) I G B G ) B Q)
chronic nephropathy 0 0 14 18 0 7 28 7 *x 2 7 21 8 *x 1 5 14 7 *
0 (0 (44 (58 ( 0) (16) (85 (16) (5 (18) (85) (21) (4 (18) (50) (25)
Grade 1 : Slight 2 * Moderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference * P = 0.05

¥ : P < 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE : 11
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o o ® & & o @ ® o W @ & w »
{Urinary system]
kidney <32> 43 <38> 28>
hydronephrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0 (OO0 (0030 (oo ln
urothelial hyperplasiaipslivis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000l (0000 (OO0 (000
urin bladd 32> U3 (38> QL7
hemorrhagic inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(O B QI ) B QI () B Q)] (o o2y (0000 ooy
[Endocrine system]
pituitary <32> A3 38> 28>
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G B G ) B Q) B )] (22000 (OO0 (oo
cyst 0 0 0 0 3 1 0 0 4 0 0 0 3 0 0 0
(GO GO Q) B Q)] (D200 (0 (I (i oo
hyperplasia 10 2 0 0 19 5 2 0 11 7 0 0 11 4 ‘0 0
(sn (8 {0(n (49 (120 ( B ( O (29 (18 ( 0 (O (39) (149 C 0} C O
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 1 Severe
<ad a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax*100

Significant difference 3 *x 1 P = 0.0 ** P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ RAT F344/DuCrj SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE = 12
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
COrgan Findings ® & & W ® ® o & W W W ® & & o
{Endocrine systenm)
pituitary 32> <43> <38> 28>

Rathke pouch 0o 0 0 0 3 ¢ ¢ 0o 1 0
(oo (ncoCno (oo (ool

thyroid <32> <43> QD 28>
ultimibranchial body remanet

0 0 0 0 0
(oo (o0 (oo (000 (a9t

adenomatous goiter 0 0 1 0 0 0 0 0 0 0 0 0 0 0

0 0
(oo ln (20000 (ool ol0o (ool

C-cell hyperplasia 0 0 5 2 0 0 2 0 0 0

7 0
(22 C 0) C 0 C 0) (B 0oy (1 (8 (0 (00

focal follicular cell hyperplasia

2 0 0 0 0 0
(0o (oo (00 (a0

adrenal <82> 43> <38> {28>
peliosis-like lesion

4 0 5 7 0 8
(B 00y (2y (o0l (18 (00 n (299 C 0 C 0 (0

necrosis: focal 0 0 0 0 0 4} 0 0

0 1 0
(R G B Q) B )] (o200 (oo coCoCon 0

Grade 1 Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site

b b : Number of animals with lesion
(c) c:b/ax100

Sionificant difference : * 1P = 0.05 ** 1 P £ 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 13
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® o O @ ® & o @ ® o ® ® ® ® W
[Endocrine system)
adrenal <32> <43> 38> 28>
hyperplasia:cortical cell 1 0 0 0 5 1 0 0 6 1 0 0 5 0 0 0
(000 (12 ( 22 C O ( 0 (1 (300 (18 C 00 C 0 C O
hyperplasiasmedul la 6 3 0 0 18 3 0 0 17 2 0 0 14 2 0 0 *
(100 (3D (DO () ( B ( O ( 0 (8 ¢ 7Y C 0 C 0
focal fatty change:cortex 8 1 0 0 7 2 0 0 7 4 0 0 5 2 0 0
(19 (3 (O(0 (18 ( 8 C 0 C O (1) (1) (00 (18 (7 0o
focal hypertrophy:cortex 2 0 0 0 2 0 0 0 3 0 0 0 3 1 0 0
(8000 (B (00 (8000 (I 0o
[Reproductive system]
testis <32> <43> <38> 28>
atrophy 0 0 4 28 0 0 1 42 0 0 Z2 36 0 0 2 25
(0 (0 (13 (88 0002 (8 0 {0 (5 (%) o007 (89
mineralization 1 0 0 0 5 0 0 0 3 0 0 0 1 0 0 0
(330 (12 (000 (800 (H 000
arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (0O Con o000 (oo
Grade 1 : Stight 2 : Moderate 3 ¢ HMarked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Nuwber of animals with lesion
(c) cib/ax*100
Significant difference ; * 1P = 0.0 = : P 5 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO.
ANINAL

. 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX : MALE PAGE : 14
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & @ o W W ® W B o @ & oW »
[Reproductive system]
testis <32> 43> <38> <28>
interstitial cell hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(000 (220000 (3000 4H4 000
prostate 32> <43> <38> 28>
inflammation 4 0 0 0 2 0 0 0 3 0 0 0 2 0 0 0
(B OO0 (B0 n (800 n Do
mammary gl <32> <435 38> 28>
duct ectasia 0 1 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(o3 0y (8000 (8 000 0o 0o
galactocele 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o000 (OO0 (0000 OCH oo
[Neruvous system]
brain 32> U3 <38> 28>
gliosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO RGO B GO B Q)] (2000000 (GO RGN ) B Q) B G0)] 000
[Special sense organs/appandags]
eye 32> 43> 38> 28>
cataract 1 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(3OO0 (OO0 (oo 0o
Grade 1 ¢ Stight 2 : Moderate 3 : Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/a=x100

Significant difference :

*: P = 0.05

= : P S 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANIHAL

1 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX : HALE PAGE : 15
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ ® & O @ ® o W @ o o W @ W ® &
[Speciatl sense organs/appandage]
eye <32> 43 38> <28>
retinal atrophy 1 0 0 1 0 0 0 0 1 1 2 1 0 0 0 0
(303 (000 (o0 (3B 3 CoConCon oy
phthisis bulbi 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(3000 (2000 (8 (0000 (oo ln
degeneration:canea 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (000 oo (0o
mineralization:cornea 25 0 0 0 22 0 0 0 * 22 0 0 0 13 0 0 0 *
(000 (sD OO0 (88) ( 0) C O (O (46) C 00 C0) (0
Harder gt <32> <43> 38> 28>
atrophy 0 1 0 0 0 0 (4] 0 0 0 4} 0 0 0 0 0
(0300 (GO RGN B G ) B Q)] o0l (oo ln
degeneration 16 1 0 0 25 0 0 0 20 1 0 0 8 0 0 0
(500 ( 3 (O (0 () ( (0O (0 (53 ( 3 (0 (0 (29 C 000
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (oo (OO0 (a0 Cn
nasolacr d <32> 43 38> 28>
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo (o0 cocofo0 o oo (D00
Grade 1 ¢ Slisht 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

* 1P = 0.05 x 1 P 5 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANINAL

: 0278
+ RAT F344/DuCrj

~

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANINALS (105W)

REPORT TYPE : Al
SEX : MALE PAGE : 16
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ®» O ® & ® o ®» o & o M ® o o
[Musculoskeletal system]
bone <32> A3 <38> <28>
asteosclercsis 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(OO0 (B (000 (OO0 (oo conCo
Grade 1@ Slight 3 : Marked 4 @ Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference :

*x: P = 0.05

** : P = 0,01 Test of Chi Square

(HPT150)

BAIS3



APPENDIX J4

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE: ALL ANIMALS
(2-YEAR STUDY)



STUDY XO. = 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 21
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® o W o ® ® ® OB @ & o W @ ® W W
[Integumentary system/appandage]
skin/app 50> 50> <500 50>
sebaceous hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (OO0 (20000 () B G ) B G ) B Q)
[Respiratory system]
nasal cavit <50> <50> <80> <50>
thrombus 1 0 0 0 0 0 0 0 1 0 0 0 4 0 0 0
(22000 (OO0 (2000 Q) I G () B G ) B Q)]
mineralization 26 0 0 0 23 0 0 0 25 0 0 0 34 1 ¢ 0
(82 ¢ 0 C 0 (0 (48 C O O (0 (50) C 0 C ) ( O (88) (200 (0
eosinophilic change:olfactory epithelium 20 24 5 0 7 23 18 0 xx 11 25 13 0 12 19 16 1%
(40) (48) (10) ( O (14) (48) (38) ( 0) (22) (50) (26) ( 0) (24) (38 (32) (2
eosinophilic change:respiratory epithelium 11 0 0 0 27 2 0 0 *x 25 10 0 0 *x 26 1 0 0 xx
(22) C o) (00 (54) ( 4 C 0 (0 (80) (200 ( ) ( O (52) ( 25 C ) ( 0)
inflammation: foreign body 2 0 0 0 3 1 0 0 5 0 0 0 1 0 0 0
(000 (82000 (1) C 0 C oo () B Q) B G ) B G )]
inflammation:respiratory epithelium 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(o0 (o0 (OO0 O B G B Q) B Q1)) (OO0
Grade 1 ¢ Slight 2 1 Moderate 3 ¢ Marked 4 : Severe
(a> a ¢ Number of animals examined at the site
b b Number of animals with lesion
(c) c:b/ax*100

Significant difference :

*: P 5 0.05 ** : P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE @ 22
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o B O ® B W ® ® & B O ® O % o
[Respiratory system]
nasal cavit <50> <GB0 <50> <50
respiratary metaplasiatolfactory epithetium 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(220000 (200000 (2000000 (220000
respiratory metaplasia:gland 45 0 0 0 45 0 0 0 47 0 0 0 37 0 0 0
(0 (000 (80 C O (0O (0 (9 C 00 C 0 (0 (790 C 00 C ) (O
thickening of bone:turbinate 7 2 0 0 18 3 0 0 % 6 2 0 0 12 0 0 0
(100 (38 (8 (000 (12 (900 (20) C ) C0) (O
Laryrnx <50> <60> <50> 50>
inflammation 1 0 0 0 3 0 0 0 3 0 0 0 1 1 0 0
(220000 (00 (G IR GO I Q) B G ) (22000
lung <50> <50> <GB0 <B0>
congestion 0 0 0 0 5 0 0 0 0 0 0 0 3 0 0 0
(00 (10 (000 oo oo (8 oo
osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (OO0 (GO B GO B G ) B Q)] (2000000
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20000 (0000 (GO B GO B GO ) B Q)] (0000
Grade 1 @ Stight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion

(c) c:b/ax100
Significant difference : ¥ 1 P = 0.05

** : P = 0.01

Test af Chi Square

(HPT150)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® O o @ ® ® W ® & & O @ & oM W
[Respiratory system]
lung <50> <50 <50> <B0>
interstitial penumonia 7 0 0 0 21 1 0 0 *x 13 3 0 0 20 3 0 0 *x
(19 (0 (0 (0 (42) C 20 C 0 (0 (26) ( 8 C 0) (0 (40) ¢ 8) ( 0) ( O
bronchiolar-alueolar cell hyperplasia 0 0 0 0 1 0 0 0 2 0 0 0 0 0 6 0
(0000 (2200000 (H 00y G B G ) B ) I G
mineralization:artery 3 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
({000 (OO0 o0 oo oo (0CC0n oy
{Hematopoietic system)
bone marrow <50> <500 <50> <56>
granulation 4 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(8 (22000 (200000 o0 0 (G ORI ) B GO R
increased hematopoiesis 5 0 0 0 6 0 0 0 5 0 0 0 10 0 0 0
(10000 (12 (000 (1O 00 (20 C ) C 0y (O
myelofibrosis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(200000 COCOCo o0 oo Con (22000
erythropoiesis: increased 1 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(2200000 (000 (000 (800 Cn
Grade 1 : Slight 2 ¢ Noderate 3 : Marked 4 2 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference #: P = 0.05

¥* 1 P S 0.01

Test of Chi Sauare

(1iPT150)

BAIS3



STUDY NO.
ANIMAL

1 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : At
SEX : FEMALE PAGE : 24
Group Name Control 1000 ppm 2000 ppm 4000 ppm
Nao. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® o O @ ® &, o @ & % o ® W ® »
[Hematoroietic system]
Lymph node <500 <50 <50 B0
lymphadenitis 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
(OO0 (8000 (0000 oo
spleen <50> <50 <50> <5
congestion 0 0 0 0 2 0 0 0 0 1 0 0 0 2 0 0
(000 (000 (o200 (OCH (0
deposit of hemosiderin 13 0 0 0 15 1 0 0 12 0 0 0 14 1 0 0
(28) C O C 0) (O (30) (2200 (260 L 0 C0) (0 (28) (220w
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (000 (200000 CoCo oo
fibrosis 0 0 0 4 3 0 0 0 1 0 0 0 4 0 0 0
LG O I QI 1) B Q1) B Q)] (8 (0l (2000 (8 oo (o0
extramedullary hematopoiesis 0 1 0 0 5 1 0 0 4 1 1 0 2 3 2 0
(02000 (w200 (822200 (o8 a0
stromal hyperplasia 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(2200000 (oo (0220000 GO B G ) B Q) B Q)]
increased:Leydig cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool n (oo (GO B G ) B G 1) I Q)] (200 C0
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/a*100
Significant difference ; ¥ : P = 0.0 ¥ P 5 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 25
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & ® @ & ® o @ ® o W @ ® M W
[Circulatory system]
heart <500 <50 <50> <50
thrombus 0 0 0 0 0 0 0 1 0 0 0 0 0 1 1 0
(000 (o2 () B G ) B G ) B Q)] 0220
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo 0 (oo ooy 0C0C2 00
myocardial fibrosis 3 0 0 0 5 0 0 0 4 0 0 0 2 0 0 0
(800 n (w oo n (800 9000 o0
[Digestive system]
tooth <50> 50> <50 <50>
dysplasia 1 2 0 0 1 2 0 0 2 1 0 0 1 0 0 0
(2200 (2209000 (00 2 C 000
‘tongue <50> <500 50> <50>
arteritis 4 0 0 0 2 0 0 0 5 0 0 0 1 0 0 0
(8 o0y (00 o0 (10 ¢ 0 ¢ 0 (0 2) ¢ 0) C 0) ( 0)
salivary gl <500 <50> <60> <500
atrophy 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(2000 (20000 (G B G ) B Q) B Q)] 0o oo
Grade 1 ¢ Stight 2 : Noderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

* 1 PS5 0.05 * ¢ P S 0.01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX o FEMALE PAGE : 26
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ® & O @ ® & o @ ® oM W ® ® % W
[Digestive system]
stomach <50> <50 50> <B0>
hemorrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00 (0 (00 02000 CoCocon o
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (000 22000000 (oo
concretion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO RGO B Q) B QY] (00 Co o0 20000 (RO B G () B G ) R Q)]
inflammatory infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
QIO B QI ) B G 1) B Q)] (022000 o0 (GO R G O B GO 1) B Q)]
ulcer:forestomach 0 0 2 0 0 1 2 0 0 0 0 0 0 1 4 0
(oo a0 (0220900 (R ) B Q)] (o208 (0
hyperplasia: forestomach 3 0 2 0 0 2 1 0 0 0 0 0 8 4 1 0
(8 (090 (o0 OO0 (18 (8 (20
erosioniglandular stomach 0 0 0 0 1 0 0 0 0 1 0 0 2 1 0 0
(0000 (200000 D200 (o200
ulcer:glandular stomach 0 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(0o (o0 (H 2000 QRS B ) B ) B Q)]
Grade 1 : Slight 2 : Moderate 3 : Harked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100
Significant difference ; x 1P = 0,05 ** : P £ 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANINALS {0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE + 27
Graup Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O @ ® & » @ ® o’ O @ ® & O
[Digestive systeml
Liver <50> <50 <50 <500
herniation 2 0 0 4} 3 0 0 0 2 0 0 0 0 0 0 0

(H 0o (a0 0o (o0

pelicsis-like lesion

1
(20000 (OB G QRO R Q) (000 o0 o

necrosis:central

0
(0o (0000 o2 (200000

necrosis: focal

0
(0000 (0o (a2(0(0(0 (2200000

fatty change 0
(OO0 (022000 (000 (oo (o

fatty change:central 0
(o200 (020 (220000 (2202080

fatty change:peripheral 0 0 0 15 25 1 0 *x* 8 29 1 0 xx 23 2 0 *x

3 7
(000 (30) (50) ( 2 (O (16) (58) ( 2) ( O (19) (48) ¢ O (0

granulation 3 7 0 0 2 1380 0 27 12 1 0 510 1 0%
(62) (14 (0 C 0 (58) (280 ( 0) ( O (54) (200 ( 2 ( 0 (30 (200 (2 ( 0

Grade 1 : Slight 2 : Moderate 3 Marked 4 ¢ Severe
<a> a ¢ Number of animals examined at the site

b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ; *: P = 0.06 ** 1 P < 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 28
Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings M o & o @ ® ® o ® & & @ ® & W
[Digestive system]
Liver <50> <50> (6514 <50>
perivascular inflammation 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(22000 (G B ) B G ) B Q)] (2200000 (OO0
fibrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) I G ) B G ) B Q1) (000 coCoo o (22000
acidophilic cell focus 2 1 0 0 8 0 0 0 g 5 0 0 * 13 10 0 0 *xx
(2000 (18 (000 (18) (10 ¢ 0 ( 0 (28) (200 C 0) ( ®
basophilic cell focus 18 0 0 0 28 8 1 0 *x 15 25 0 0 *x 11 23 2 0 xx
(3000 (86) (16) ( 2 ( O (30) (80) C O ( O (22) (48) ( 0 ( 0)
vacuclated celt focus 2 0 0 0 7 0 0 0 12 1 0 0 *x 8 3 0 0 *
(0 Cn (1000 (24) C 20 C0) (0 (188 00
mixed cell focus 0 0 0 0 0 1 0 0 1 0 0 0 1 2 0 0
(o0 (02200 (22000000 (20880000
bile duct hyperplasia 1 0 1 0 4] 0 0 0 0 0 0 4} 1 4 0 0
(2200020 (OO0 (OO0 (200000
bile ductular proliferation 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(0000 (OO0 0 (o200 coc2a0c0Con
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 : Severse
<ad a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100

Significant difference ;

*: P = 0.05 ** : P < 0,01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 29
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals en Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings, ® ® & o ® ® & ® & ® O @ ® & W
[Digestive system]
pancreas <B0> 50> <50> <50>
atrophy 3 1 0 0 2 0 0 0 2 0 0 0 3 0 0 0
(82000 (OO0 (0w (00
hyperplasiatacinar cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
QO I G ) I G ) B Q1)) (OO0 (00w ooy
[Urinary system]
kidney <50> <G> <50> <50>
hyaline droplet 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (G B G B ) B )] (22000 (0CoCo 0
basophi lic change 18 3 0 0 3 0 0 0 *xx 3 [ 0 0 wx 5 0 0 0 *x
(38 (8 (00 (8o n (8000 (10 C 00 C0) C 0
deposit of hemosiderin 45 0 0 0 44 0 0 0 43 2 0 0 44 1 0 0
(M (000 (8 (0 (00 (8)( (00 (8 (200
eosinophilic body 0 0 0 0 0 0 0 0 1 0 ¢ 0 0 0 0 0
(00 (o0 (OO0 (220000 oo (0
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(GO B G ) B G ) B G )] (OO0 (OCoCo o (OO0
Grade 1t Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference ; *x: P = 0.0

* ! P =< 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 30
Group Name Cantrot 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ w o o @& ® & o @ & ® O W % ® W
{Urinary system]
kidney <60> <60> <50> <50
chronic nephropathy 8 23 14 3 22 21 2 0 *x 18 17 5 0 xx 27 6 5 0 *x
(16) (46) (28) ( B) (49) (42 ( © (O (38 (34) (100 ( 0 (54) (12) (10) ( O
hydronephrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(000 (000 (000209 (oo (0
mineralization:cortico-medutlary junction 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(0000 (20000 oo oo (2200000
mineralization:papilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O 00 (0O (0o 2000 (0
mineralization:peluis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo o o oo o () B Q) B ) I Q)] O 00
{Endocrine system]
pituitary <50> <GB0 <BO> <50>
angiectasis 0 0 0 0 0 0 0 0 6 1 0 0 * 0 0 0 0
(00 (0Ol (12 (20 C 0 (0 (000
hemorThage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (0 (000 (GO RGO B QIO R G 1)] (2000000
Grade 1 : Slight 2 ¢ Hoderate 3 ¢ Marked 4 1 Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax*100

Significant difference x: P =0.05 *x 3 P

= 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 31
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & % o @ & W O @ & & O ® & & O
{Endocrine system]
pituitary <50> <600 <50> 50>
cyst 17 2 0 0 13 4 0 0 13 3 1 0 10 3 0 0
(3 ( (0 (0 (26) ( 8 ( 0 ( 0 (26) ( 6) ( 2) (0 (200 ( 8) C 0 ( O)
hyperplasia 14 3 1 0 6 7 0 0 13 2 0 ¢ 7 1 1 0
(28) ( 8) (2 (0 (12) (14) € O ( © (28) ( & (O (O (1) 2020
thyroid 49> <50> <50 <500
ultimibranchial body remanst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (000 (O B QI ) BN Q) B Q)] (O B G G B G
C-cell hyperplasia 7 0 0 0 2 0 0 0 3 1 0 0 11 0 0 0
(1 C 0 (0 (000 e {2000 (22) C ) C o) C o
focal follicular cell hyperplasia 0 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
QIO I G ) I Q) B Q) QY B QI ) B G ) B Q)| (G B G ) I ) B G ) CoOCo 0o
adrenal <50> <50 <B0> <50>
peliosis-like lesion 27 17 0 0 31 12 0 0 23 18 0 0 26 15 1 0
(5 (30 ( O ( O (62) (24 ( O) ( O) (48) (38 ( 0 ( 0 (62) (30) ( 2) ( O)
extramedul Lary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(000 (0000 (22000 (a0
Grade 1 : Slisht 2 : Moderate 3 ¢ Marked 4 : Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference x 1P = 0.05 ** : P £ 0,01 Test of Chi Squars

(HPT150)

BAIS3



STUBY NO.

: 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 32
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animsls on Study 50 50 50 50
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M o B W ® & ® W & & & O @ & & W
{Endocrine system]
adrenal 50> <50 <50> <500
hyperplasia:cortical csll 3 0 0 0 6 0 0 0 5 1 0 0 4 0 0 0
(800 n (2 o000 (220000 (8000
hyperplasiasmedulla 3 1 0 0 8 0 0 1} 4 1 0 0 9 1 0 0
(82000 (18 ( 0 C 0 ( ® (8 (220000 (200
focal fatty change:cortex 10 3 0 0 7 3 0 0 5 3 0 0 15 5 0 0
(200 ( 8 ( 0) (O} (19 C8) 00 (w8 (0 (30) (100 C 0) C ®
focal hypertrophy:cortex 1 0 0 0 4 1 0 0 4 1 0 0 4 2 0 0
(200000 (82000 (8200 (0o
[Reproductive system]
ovary <50> <50> <50 <50>
cyst 0 0 1 0 0 0 0 0 0 0 1 0 0 0 Q 0
(00200 (oo (o200 o Cnlon
uterus <500 50> 50> <50>
cystic endometrial hyperplasia 13 0 0 0 5 2 4 1% 15 2 3 0 5 0 4 0 x
(280 C O C O (0O (100 ( & (8 (2 (30) ( & (8 (0 (10 C 0 ( 8 (0
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100
Significant difference ; * 1 P = 0.05 ** : P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 33
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® % % o @ & W o ® @ & O @ & & o
[Reproductive system]
mammary gl <50> <50> <50> 50>
duct ectasia 1 0 1 0 2 0 0 0 1 0 0 0 2 0 0 0
(20020 CH oo 2) (000 HC0C0Co
hyperplasia 2 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(000 (200000 0 Co o0 4000
galactocsle 0 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0
(GO B G I G B Q)] (oo o0 0Co 02 0200
[Neruous system]
brain <B0> <50> <500 50>
hemorrhage 0 0 0 0 0 0 1 0 0 0 0 I} 0 0 0 0
(OconCo (20 OO0 0 C 000
[Special sense organs/appandage]
eys <60> v <50 <50> <50>
cataract 1 0 [ 0 2 0 0 0 1 0 0 0 0 0 0 0
(2200000 (OO0 20000 0000
Grade 1 : Slight 2 * Moderate 3 ¢ Marked 4 : Severs
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
{(c) ¢cib/ax*100
Significant difference x 1P = 0.00 ** P £ 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL t RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 34
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & o @ o ® W ® & 8 o @ ® & W
[Special sense organs/appandags]
eye <50 <50> <50> <50>
retinal atrophy 2 0 0 0 1 1 0 3 5 0 1 1 2 0 2 0
(o900 (202008 (100 C 0 (2 (2 (DO Con
keratitis 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
QIS B G ) B Q) B Q)] (220000 (GO R G I Q) B G ) (200 C0Cn
phthisis bulbi 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (2000 (GO N G I G ) B! oo Cn
degeneration:cormea 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 oo (0 o000 (o0
mineralization:cornea 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(2200000 (2000 CoCo o0l (0000
Harder gl <60> <50 <50> <50
degeneration 17 0 0 0 27 0 0 0 31 0 0 0 *x 21 0 0 0
(s (000 () (L O C 0O (O (62 C 00 C 0 (0 (42 (o 0 (0
tymphooytic infiltration 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(GO GO B Q) B 0] (OO0 (GO R G ) B G ) B )] o CcoCCon
nasolacr d <B0> <500 50> <50>
inflammation 11 0 0 0 3 0 0 0 2 0 0 0 x 7 0 0 0
(22 ( 0 ( O (® (800 (00 (19 C 0 o
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 ¢ Severe
<a> a ¢ Number of animals examined at the site
b b * Number of animals with lesion
(c) c:b/ax100
Significant difference ; *x 1P =005 x:PS0.001 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL : RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 3B
Group Name . Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ & o o @ ® W ™ @ ® B W o w® ®m @
[Musculoskeletal system]
muscle <50> <50> <GB0 <50>
mineratization 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(G B QI ) R B Q)| (OCOCo o (o200 (O (o0
bone <B0> <50> <GB0 <50>
osteosclerosis 14 7 0 0 16 7 3 0 16 6 3 0 13 6 0 0
(28) (1) ( O (0 (82) (14) ( 8 ( 0 (382) (12) ( 6) ( 0 (28) (12) ( 0 ( 0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference x 3

P = 0.05

> 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



APPENDIX J5

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY)



—

STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * RAT F344/DuCri DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE @ 16
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & o @ & & o @ ® B o ® & & O

[Respiratory system]

nasal cavit V <5 <10> <D <20
thrombus : 1 0 0 0 0 0 0 0 1 0 0 0 4 0 0 0
(20 C Oy C O (0 (000 (1 0o (20) ¢ 03 C 0) C 0

mineratization 0 0 12 1

3 0 0 0 0 o9
(60) ( 3 C (O (4 C 0 C 0 (0 (o (0o (60) ( B C 0 (O

eosinophi lic change:olfactory epithelium 2 3 0 0 3 5 1 0 3 2 1 0 8 7 4 1
(40) (60) C 0 ( 0 (30) (50) (10) ( O (43) (29 (19) ( O (30) (35) (20 ( 5

eosinophilic change:respiratory epithelium 0 0 0 2 0 0 0 0 0 5 1 0 0

1 1 1
(20 C O (O (0 (20 C 0 C O (0 (19 (19 C 0 ( O (25) ( 8 (0 (0

inflammation:respiratory epithelium 0

0 0 1 0 0
(0000 (000 (100 o0 o

respiratory metaplasiaigland 4 0 0 10

0 0 0 0
(80 C ) (O CO (80 C 00 C 0 (O (8) (00 (500 C 0) (0 (O

thickening of bone:turbinate 2

0 0 0 2 1 0 o0 10 0 0 3.0 0 0
(oo (200 (100 C 0y C O (1 ¢ 0 00 (18 C 0y C 0 (0

lung < 5> <10> <D <205
congestion 00 0 0 00 0 0 0

0 0 4 0 0 0 3
(0000 (4 C 0O 0o (ool (B (B0

Grade 1 ¢ Slisht 2 : Moderate 3 ¢ Marked 4 : Severe

<a> a ¢ Number of animals examined at the site
b b 1 Number of animals with lesion
(c) c:b/a*100

Significant difference ; *: P =0.05 *x { P =< 0.01 Test of Chi Square

(HPT150) . BAIS3



STUDY NO.
ANTMAL

: 0278
: RAT F344/DuCrj

BISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND HORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ FENALE PAGE : 17
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o % ® & o o ® o W W @ & O O
[Respiratory system]
tung <5 <10> <D 20>
interstitial penumonia 0 0 0 2 1 0 0 2 2 0 0 g 3 0 0
(00 0) (200 (10 C ) ( O (29) (29 ( 0) ( 0) (45) (15) € O) ( ©)
{Hematopoietic system]
bone marrow < B <10> <D 20>
increased hematopoiesis 0 0 0 2 0 0 0 1 0 0 0 4 0 0 0
€00 0) (200 C 0 (0 0) (1) 00 0) (200 C OO C 0O
myslofibrosis 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o0 0) (000 (GO B G B ) B Q0] (000
erythropsiesis: increased 1 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(20) C 0)( 0) (o coConCn (GO NG B QI ) B Q) (18 C 0 C 0 (0
Lymph node <5 <10> <D 20
lymphadenitis 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
00 0 (10000 Q) G ) B Q) B Q)] (S RGN B G ) I G
spleen <5 <10> <D <20>
congestion 0 0 0 2 0 0 0 0 0 0 0 0 2 0 0
0o 0) (200 C 00 C0) (O (OO0 oo 0
Grade 1 @ Slight 2 : Moderate 3 ¢ Marked 4 1 Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ¢:b/ax100

Significant difference ;

* 1P =0.05 ** 1 P S 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL * RAT F344/DUCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & & @ & & o ® ® & W @ & o W
{Hematopoietic system]
spleen < <10 <D <20>
deposit of hemosiderin 3 0 0 0 2 1 0 0 0 0 0 0 2 1 0 0 *
(80) C 0) C ) C O} (20) (100 C OO ( O) (0000 (10 (8 00
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo (0 (OO0 ) G ) B Q) B Q1)) (1 o (oo
extramedullary hematopoiesis 0 0 0 0 0 1 0 0 0 0 1 0 0 3 2 0
() B G ) B Q) B Q)] G RN 1) B Q) I Q)] o0 (1o (0 (158) (10) ( 0)
[Circulatory system]
heart <5 <10> < <20>
thrombus 0 0 0 0 0 0 0 1 0 0 0 0 0 1 1 0
(o0 (000w (o0 (0 5 (0
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo ooy (GO GO B Q) B QY] (00 0
myocardial fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(000 [G) G B Q) B Q)] (1 (000 (0o (0
[Digestive system]
tooth <5 <10 <D <20>
dysplasia 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
cocoCo(on (G RGN ) B Q) B Q)] (299 (OO0 (000
Grade 1t Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a? a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ; * ! P = 0.05

** 1 P S 0,01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0~105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 19
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & o O @ ® B @ W M W ® ® W O
[Digestive system]
salivary gl <5 <10> <D <20>
atrophy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) B G ) I Q) B G )] (10 (000 (00 C0C0C0n o
stomach <5 <10 <D <205
hemorrhage 0 [ 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 (ocoCn o0 (O o0 (0000
inflammatory infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(00 (o0 (OO0 o0 (00
ulcer: forestomach 0 0 2 0 0 1 1 0 0 0 0 0 0 1 4 0
C0C0 (00 (01 (1 (0 (OO0 (0 (5 (200 (0
hyperplasia: forestomach 0 0 2 0 0 2 1 0 0 0 0 0 5 4 1 0
QRO QRO R E: ) RG] 0 (20 (10 ( 0) (000 (25) (200 ( 5 ( 0)
erasioniglandular stomach 0 0 0 0 1 0 0 0 0 1 0 0 2 1 0 0
(oo (10 C 000 o) oo (10) ( 8 (C 0 (0
ulcer:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(oo (o0 (OO0 (1 000 (10 C O 0
Liver < B 10> <D <20>
herniation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (10 C O 00 (G B QRO I Q) B Q1)) (o CoCo(on
Grade 1 : Slight 2 ¢ Noderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100
Significant difference *: P = 0.05 ** P £ 0.01 Test of Chi Sauarse

(HPT150)

BAIS3



STUDY NO.
ANIHAL

: 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANINALS (0~105W)

REPORT TYPE : Al
SEX ¢ FENALE PAGE @ 20
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3- 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O @ & ® o ® & & W @ ® & ™
[Digestive system]
Liver <5 <10> <D 20>
necrosisicentral 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0
(GO B G ) B G 1) B Q)] (OCOC0O o0 CoCo (1o (00
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (oo n (000 (8 ool
fatty change:central 0 0 1 0 0 0 1 0 0 0 0 0 1 1 4 0
(o Co (200 oo (100 oo (8 {5 (20 ( 0
fatty change:peripheral 0 0 0 0 1 2 0 0 0 1 0 0 3 3 1 0
(o0 (100 (200 C O ( O (010 (18) (15) ( 5) ( 0)
granulation 2 0 0 0 4 0 0 0 1 0 0 0 1 2 0 0
(40 C O C 0 ( O (400 (00O (0 (1) 0o (0 (w00
acidophilic cell focus 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
020 (00 (OO0 LG ) B Q) I Q) B Q)] (s 0o
basophilic cetl focus 0 0 0 0 2 0 0 0 1 0 0 0 4 3 0 0
(00 (200 C OO C O ( O (i (000 (20) (18) C 0) ( )
bile ductular proliferation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
QN B QI ) B G 1) R Q)] o oo o (OO0 Q) B GIE) I QY B Q)|
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Karked 4 1 Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax*100

Significant difference

x: P = 0.05

*x 1 P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 21
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, @ ®m ® W @ @& B o @ M m m M & o ®
{Digestive system]
pancreas <5 <10> <D <2
atraphy 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(20 C ) C 0 ( ® (20 C O C 0O (0 (0000 (000
{Urinary systen]
kidney <5 <10> <D <205
hyaline droplet 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (000 (19 C 0 C 0 (0 oo
deposit of hemosiderin 3 0 0 0 7 0 0 0 2 1 0 0 14 1 0 0
(60) C O) C ) ( O (70 (0 Co (0 (29) (149 C ) ( 0 (700 ( 8 C 0 (O
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(000 (OO o0 (OO oo (0
chronic nephropathy 3 1 0 0 3 2 0 0 1 0 0 0 9 0 0 0
(80) (200 C O C 0 (30) (200 C 0) ( O (1) 000 (45) ( 0) C ) (O
mineralization:cortico-meduliary junction 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (OO0 (oo (5 0o
mineralization:papilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
QIO B G ) B G ) R Q) Q) B G () I G ) B Q)] (OO0l Q) I ) B G ) B Q)]
Grade 1 Slight 2 : Moderate 3 : Marked 4 : Severe
Ca?> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢:b/ax100

Significant difference *: P = 0.05

*x ¢ P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105H)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 22
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings, @ ® o O @ & & o (IO I O I ) M % W W

[Endocrine system]
pituitary <5 <10> <D <20>

hemorrhage 00 0 0 0o 0 0 0 00 0 0 10 0 0
(00000 (ool (oo (s Coco o

cyst

3 0 0 0 1 0 0 0 0 0 0 0 1 1 0 0 %
(60) C O C0)(C O (10 C O C 0w oo (s (5000
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
: (20 00 0 (0 (oo oo (100 C ) C ) (0
thyroid <5 <10> <D <20>

C-cell hyperplasia 0 0 0 0 0 0 3 0 0 0

0 0 0
({000 (0o (OO0l (B 0o

adrenal <5 <10> <D 20>
peliosis-like lesion 1 2 0 0 4 3 0 0 1 3 0 0 10 4 0 0
(20 (40) C O ( O) (40) (30) C 0) C 0 (14) (43 C 0) ( O (50) (20) ( 0 C O
hyperplasiascortical cell 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
LG I QIO 2 G ) B Q)] (1 oo Q) B Q) B G ) R Q) (oo (n

hyperplasiamedulla 0 0 0

0 0 0 0 0 5
()R GIYE G O B Q) (30 C (00 (a0 o0 (25) C0) (0 (O

0
Grade 1 : Slisht 2 : Noderate 3 : Marked 4 : Severs
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion

(c) c:ib/ax*100
Significant difference 3 *: P = 0.0 ** ¢ P = 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.
ANINMAL
REPORT TYPE : Al

: 0278
 RAT F344/DuCrj

SEX * FEMALE

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

PAGE @ 23
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o o W @ o & ® & & O @ & & W
[Endocrine system]
adrenal <5 <10 < <20>
focal fatty change:cortex 1 0 0 0 1 1 0 0 0 0 0 0 3 2 0 0
(200 C O (C 0 ( O (100 (100 C 0) ( O} ool (18) (10) ( 0) C O
focal hypertrophy:cortex 0 0 0 0 0 0 0 0 1 0 0 0 1 2 0 0
(GO R QI ) B I ) B Q)] (oo (19 000 (8 (100 (0 (0
[Reproductive system)
uterus < A <D 20
cystic endometrial hyperplasia 0 0 0 0 1 0 0 0 1 0 2 0 2 0 0 0
(o0 (n (1 C (00 (1) € 0) (29 ( ) (10) C O C 0 (®
mammary sl <5 <10> <D <20>
duct sctasia 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
Q) B G ) B ) B Q) (20 C O C 00 (ococon (000
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(0000 (1) 0O CoCon CoCoCo oy (10 C o0
[Neruous system]
brain <5 <10 <D 20>
hemorrhage 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(0000 (G B G ) G 1) B Q)] (OO0 (O B G ) I Q) B Q)
Grade 1 : Slight 2 : Moderate 3 * Marked 4 : Severe
<a> a : Number of animals examined at the site
b b * Number of animals with lesion
(c) c:b/ax100

Significant difference

¥ P = 0.05 x> P = 0.01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * RAT F344/DuCrj DEAD AND NORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 24
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® & O @ & & » @ W m o ® & W W
[Special sense organs/appandage]
eye <5 <1 <D <20>

retinal atrophy 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
COCoCo0 o0 (000 (1900 (OO0

keratitis 00 0 0 00 0 0 00 00 10
(oo oo 0o (00000 (0o

phthisis bulbi 0 0
(oo 0 (1) oo (GO R QI ) IR G () B Q)] oo o0

mineralization:icormea 0 0 0 0 0 0 0 0 0 0 0 0 1

0
(ool (0o (00000 (80000

Harder gl () [T <D <20>
degeneration

1 0
(20 C O C 00 (0o (I 0o o (30 C O C0 (0

ymphooytic infiltration 00 00 0 00 0 0 o0 0 0
ot Co (o0 toacolnCo cocatnCo

nasolacr d ' B 10> < <20>
inflammation 10 0 0 00 0 0 00 00 10 0 0
20y C ) C 0 C Q) coconconn oo o (5000

Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site

b b : Number of animals with lesion
(¢) cib/ax100

Significant difference ; ¥ PS5 0.05 *x ! P S 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.
ANINAL

: 0278
¢ RAT F344/DuCrij

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND HORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 25
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10- 7 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines @ & &% O @ w® B W ® ® & O @ o o o
[Musculoskeletal system]
muscle <8 <10 <D 20>
mineralization 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(GO B QI () B G ) R Q1)) (oo (01 oo (OO0
bone <5 <10> <D <20>
osteosclerosis 1 1 0 0 4 0 1 0 1 0 1 0 6 2 0 0
(200 (200 C O ( O (40) ( 0 (100 ( O (19 ( O (14 ( 0 (30) (100 C ® ( O
Grade 1 : Stight 2 : Hoderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/a=*100

Significant difference :

¥ ! P = 0.05

** ! P S 0.01

Test of Chi Square

(HPT150)

BAIS3



APPENDIX J6

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE: SACRIFICED ANIMALS
(2-YEAR STUDY)



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 17
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o o O ® ® ® o ® B & O ® W ® W
[Integumentary system/appandags]
skin/app 45> <40> 43> <30>
sebaceous hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o0 on (OO0 o0 (220000 (oo
[Respiratary system]
nasal cavit 45> <40> U3 <30>
mineralization 23 0 0 0 19 0 0 0 20 0 0 0 22 0 0 0
(s) (O (0 (O (48 (000 (¢ C 0 C 0 (O (13000
eosinophi lic change:olfactory epithelium 18 21 5 0 4 18 18 0 *x 8 23 12 0 6 12 12 0 *
(40) (47) (1D ( 0 (10) (45) (45) ( O (19) (53) (28 ( 0 (20) (40) (40) ( O)
eosinophi lic changetrespiratory epithelium 10 0 0 0 25 2 0 0 *xx 24 g 0 0 *x 21 0 0 0 xx
(22 (000 (863 (5 ( O ( (56) (21) ( O) ( O (700 C 0 C 0) (O
inftammation:foreign body 2 0 0 0 3 1 0 0 5 0 0 0 1 0 0 0
QY B G ) B Q) B G )] (8300 (12 (000 (33000
inflammation:respiratory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G B Q) I ) B G )] (ocoCn (o (2200000 (oo (0
respiratory metaplasiatolfactory epithelium 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(20000 (a0 (2000 C0 (0o
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(e¢) c:b/ax100

Significant difference ¥ 1P = 0.0 *x 1 P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 18
Group Name Contrrol 1000 ppm 2000 ppm 4000 pom
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ W o o @ ® & o ® ® & O ® & & W
[Respiratory system]
nasal cavit <45> <40 <43> <30>
respiratory metaplasiatgland 41 0 0 0 37 0 0 0 41 0 0 0 27 0 0 0
(s (O (00 (8 oo (B (000 (s o) () (O
thickening of bone:turbinate 5 2 0 0 17 2 0 0 *x 5 2 0 0 g 0 0 0
(I 00 (43 (B (0 (0 (2 {5 00 (30 C ) C o) (O
larynx <45> 4G U3> <30>
inflammation 1 0 0 0 3 0 0 0 3 0 0 0 1 1 0 0
(220000 (OO0 (Do lon (DAL
tung <45> 40> 43 <30>
congestion 0 0 0 0 ) 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 (00 Q) B G ) B Q) B Q)] oo {n
osseous metaplasia 0 0 0 0 . 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0000 (0000 (H o lon
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (oo (o0 Co oo o
interstitial penumonia i 0 0 0 19 0 0 0 xx 11 1 0 0 11 0 0 0
(1B (00 (48) ( 0 C ) ( O (28) ( 22 0 (0 (an (0o
Grade 1 : Slight 2 : Moderate 3 ¢ Narked 4 1 Severe
<a> a : Nuwber of animals examined at the site
b b : Number of animals with Llesion
(c) c:b/ax*100
Significant difference 3 *: P Z0.05 *x ! P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANINMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 19
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & O ® ® ® O @ & & W @ o ® &
{Respiratory system]
lung <45> <40> U 36>
bronchiolar-alueolar cell hyperplasia 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0

0
(0o o (300 (8 00y (OO0 (o

mineralization:artery 3 0 0 0 2 ¢ 0 0 0 0 0 0 0 0 0 0
(D00 (OO0 LGN I QI ) I G 1) B Q1)) (GBI G I Q)]

[Hematopoietic system]

bone marTow <45> <40> 43> <30>
granulation 4 1 0 0 1 0 0 0 0

0
(D (000N (330000 C» (SO G I QRO N G (GO N G R G O Q)

increased hematopoiesis 5 0 0 00 0 4 0 0 0 6 0 0 0
(oo (I o 0o (900 (200 C 0 C (0

myelofibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 C0 (DR ) B G ) B Q)] COCoCo o COCo oo

erythropoiesis: increased 0 0 0 0 0 0 0 0 0 0 1 0
(000 (0 (ocoCn o (OO0 (3o o0

Lymph node <45> <40> <43 <30>
Lymphadenitis 0 0 0 0 0 0 0 0 0

0 0 0
(00 (3000000 oo 0o (SRR GO GRONEE)

Grade 1 : Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<a>d a ¢ Number of animals examined at the site

b b ¢ Number of animals with lesion
(c) c:b/ax*100

Significant difference ¥ P = 0.0 ** : P = 0,01 Test of Chi Square

(HPT150) : BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUXMARY)
ANTMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & O ® ® & O @ ® & W @ & & »
{llematopoietic system]
spleen 45> <40> 43> 30>
congestion 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 (0000 (o200 C0 (oo
deposit of hemosiderin 10 0 0 0 13 0 0 0 12 0 0 0 12 0 0 0
(22 (000 (3 (00 (28) C OO C 0 (O (40) C 0) C 0) (O
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
COCC0 (0 o Co oo (220000 (OO0
fibrosis 0 0 0 0 3 0 0 0 1 0 0 0 2 0 0 0
oo (0 (00 (2200000 (o0
extramedullary hematopoiesis 0 1 0 0 5 0 0 0 * 4 1 0 0 2 0 0 0
(o200 (B (OO0 (2000 (Do (0
stromal hyperplasia 1 0 0 0 0 0 0 0 0 1 0 0 ¢ 0 0 0
(220000 (000 o200 (oo
increased:Leydig cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (OO0 (o000 (30 Co0Cn
[Circutatory system]
heart 45> <405 U3 30>
myocardial fibrosis 3 0 0 0 5 0 0 0 3 0 0 0 0 0 0 0
(D00 (1B 00 (D00 (oCo oo Con
Grade 1 : Stight 2 : Noderate 3 ¢ NMarked 4 : Severe
Cad> a ! Number of animals examined at the site
b b : Number of animals with lesion
{(c) c:b/a*100
Significant difference * 1P = 0.05 ** 1 P = 0.01 Test of Chi Sauare

(HPT150)

BATS3



STUDY NO.
ANIMAL

0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNNARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX : FEMALE PAGE : 21
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ__ Findings, @ ® ®» o @ ® ® & m W & o ® & W o
[Digestive system]
tooth <45> 40> 43> <30>
dysplasia 1 2 0 0 1 2 0 0 0 1 0 0 0 0 0 0
(2209000 (30 (220000 oo
‘tongue {45> <40> 43> <30>
arteritis 4 0 0 0 2 0 0 0 5 0 0 0 1 0 0 0
(D00 (5 oo (12 C o0 (3o
salivary gt <45> <40> <43> <30>
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 () I GO G B! (0o o0 QIO B ) B ) B Q)|
stomach <45> 40> 43> <30>
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
LG B QI 1) B G ) R Q)| [GI R G ) B Q) B Q)] (2000 ooy
concretion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0000 (20000 oo
ulcer: forestomach 0 0 0 -0 0 0 1 0 0 0 0 0 Q 0 0 0
(G RO ) B Q) B V)] (OO0 ) B Q) B Q) B Q)] oo (0
hyperplasia: forestomach 3 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(oo (OO0 (0o (o0 (100 C 0 C 0 (0
Grade 1 Slight 2 : Moderate 3 : Marked 4 : Severs
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(c¢c) c:b/fax100

Significant difference ;

* 1P = 0.00

* 1 P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.
ANINAL

: 0278
* RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX : FEMALE PAGE : 22
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® o . W ® ® ® & @ ® & W ® & & »
[Digestive system]
stomach <45> 40>, U3 <30>
ulcer:glandular stomach 0 0 0 0 2 0 0 0 0 0 Y} 0 0 0 0 0
Q) I G 1) I G 1) B Q)] () C0C0 o0 (OO0 (oo oo
Liver <45> <40> <43 <30>
herniation 2 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(000 (000 (8000 Q) I G ) B G ) R Q)]
peliosis-like lesion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (OO0 o0 Q) B Q) B G ) B Q)] (0o (n
necrosis: focal 0 0 0 [ 0 0 0 0 1 0 0 0 0 0 ¢ 0
(0o (ocoCon 0 (20000 (O Co o
fatty change 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (O30 (OO0 0 (GO R GI ) BEGE) IE V)|
fatty changetcentral 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (oo (22000000 (oo
fatty change:peripheral 3 0 0 0 14 23 1 0 xx 8 28 1 0 *x 4 20 1 0 *x
(D00 (35) (58 ( 3) (0 (19) (e5) ( 2) ( O) (13 (67) ( 3) ( 0)
granulation 28 7 0 0 25 13 0 0 * 26 12 1 0 14 8 1 0
(84) (16) ( 0) ( O) (83) (33) ( ) (O (80) (28) ( 2) ( O) (4n (27 ( 3 ( 0
Grade 1 : Slight 2 ¢ Moderate 3 Narked 4 1 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference 3

*¥: P = 0.05

*x 1 P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUKMARY)
ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & % o™ ® & ® O @ B B O @ W ® W
[Digestive system]
Liver <45> <40> 43> <30>
perivascular inflammation 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(022000 (000 (2200000 (ORI 1) B G () B )]
fibrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (0 (0000 (GO RE G ) B Q) B )] (3o
acidophilic cell focus 2 0 0 0 8 0 0 0 9 5 0 0 *x 12 10 0 0 *x
(00 (200 C O C 0O (O (21 (12) C 0) C 0) (40) (33) ( 0) ( O
basophilic cell focus 18 0 0 0 26 8 1 0 *x 14 25 0 0 *x 7 20 2 0 *x
(0 (0 (0 (0 (65) (20) { 3 ( O) (83) (88) ( ) ( O) (23) (67) ( 7) ( 0)
vacuclated cell focus 2 0 0 0 7 0 0 0 12 1 0 0 *x 8 3 0 0 *x
(G RGN ) I GV B Q1)) (1B (000 (28) ( 20 C 0 (O (27) (100 C 0 ( O
mixed cell focus 0 0 0 0 0 1 0 0 1 0 0 0 1 2 0 0
(oo (00300 (2200000 (DO
bile duct hyperplasia 1 0 1 0 0 0 0 0 0 0 0 0 1 0 0 0
(200200 (0000 (000 (3000
bile ductular proliferation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 QOB G ) B G 1) B Q)] (020000 (ool
Grade 1 ¢ Slight 2 : Noderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c¢) c:b/ax100
Significant difference ; ¥ 1P = 0.05 *>* P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 24
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & O @ & W W ® ® ® W (CYRE VY R O I €|
[Digestive system]
pancreas 45> <40> 43> <30>
atrophy 2 1 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(220000 (00O Con (000 (GO IO ) I Q) G )]
hyperplasiatacinar cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 Cn (OO0 ln (220000 (oo (n
[Urinary system]
kidney <45> <40> <43> 30>
basophilic changs 18 3 0 0 3 0 0 0 *x 3 0 0 0 *x 5 0 0 0 *
(40 (N0 (8O0 o0 (0o (m o0
deposit of hemosiderin 42 0 0 0 37 0 0 0 41 1 0 0 30 0 0 0
(83 (000 (3 (OO0 () (22C0 (0 (100) ¢ 0 C 0 ( 0
eosinophilic body 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO B QI O B G O) B Q)] (000 (200000 (GO R QI ) B G ) B Q)|
chronic nephropathy 5 22 14 3 19 19 2 0 *xx 18 17 5 0 #x 18 8 5 0 *x
(11) (49 (3D ( 7 (48) (48) ( 8) ( O) (42) (40) (12) ( O) (60) (200 (17 ( 0O
hydronephrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(o000 (0000 (o020 oo
Grade 1 Slisht 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *: P = 0.05 > P = 0,01 Test of Chi Sauare

{HPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 25
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® o o o @ W & o ® o % W ® & &
{Urinary system]
kidney 45> <40> 43> <30
mineralization:cortico—medullary junction 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo Cn 3y oo (o0 {0 (oo o0
mineralization:peluis 4 0 0 0 0 0 0- 0 0 4} 0 0 2 0 0 0
(oo (oo (oo n (7 Co ooy
[Endocrine system]
pituitary <45> <405 43> <30>
angiectasis 0 0 0 0 0 0 0 0 6 1 0 0 * 0 0 0 0
(000 (oo oo (1 22000 (oo ln
cyst 14 2 0 0 12 4 0 0 13 3 1 0 g 2 0 0
(s ¢ 00 (30 (1) C 0 C 0) (300 ( O C 2 (0 (3 (. 1 C 0 (0
hyperplasia 13 3 1 0 6 7 0 0 13 2 0 0 5 1 1 0
(290 ( (2 (0 (15) (18 ( 0) (O (3 (5 (00 (330
thyroid 44> 40> 43> <30>
ultimibranchial body remanst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000000 (000 ln (oo o (o0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ; * P = 0.0 ¥x 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FENMALE PAGE : 26
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ o o @ o O O @ & & O ® ® & O
[Endocrine system]
thyroid 44> 40> U3 <30>
C-cell hyperplasia 7 0 0 0 2 0 0 0 3 1 0 0 8 0 0 0
(18 (000 (8 (000 (20000 (2 0 (0 (0
focal follicular cell hyperplasia 0 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
LGN 1) B QI ) I G ) B Q)] (000 (D0 (G B G ) I G B )]
adrenal <45> <40> 43D <30>
peliosis-like lesion 26 15 0 0 27 9 0 0 22 16 0 0 16 11 1 0
(58) (33) ( O ( O (88) (23) ( O) (O (s (3N ( O (0 (83) (31 ( 3 ( 0
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
LG B QI ) B G ) R Q)] (OO0 (2200000 (D0
hyperplasia:cortical cetl 3 0 0 0 5 0 0 0 5 1 0 0 4 0 0 0
(D00 (B (OO0 (12 ( 20 C 0 (0 (B0
hyperplasiatmedul la 3 1 0 0 5 0 0 0 4 1 0 0 4 1 0 0
(D200 0 (oo (200 (B CHCn (0
focal fatty change:cortex g 3 0 0 6 2 0 0 5 3 0 0 12 3 ¢ 0
(20 ( D (0 (0 (15 ( 8 C 0 ( ® (12 (7 oo (40) (10) C 0) C O
focal hypertrophy:cortex 1 0 0 0 4 1 0 0 3 1 0 0 3 0 0 0
(200000 (I (LY (20000 (10 C 0 C 0
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100

Significant difference ; x: P = 0.05 #* P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.
ANIHAL

: 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 27
Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & O @ ® & W @ ® ® O @ ® ® O
[Reproductive system}
ovary 45> <40> 43> <30>
cyst 0 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0
002 0) o 0) ( 0) ) () B Q) B Q) 0} Q) B Q) B G ) I Q)
uterus 45> <40> <43> <305
cystic endometrial hyperplasia 13 0 0 0 4 2 4 1 % 14 2 1 0 3 0 4 0 *
(299 (0 (0 ( 0 (100 ( 8 (100 ( 3 (33 (8 (2(0 (100 € 0) (13 ( O
mammary gl <45> <40> 43> 30
duct ectasia 1 0 1 0 0 0 0 0 1 0 0 0 1 0 0 0
(220020 (000 (2200000 (3o
hyperplasia 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G I Q) B Q)] 0) 0 0 ( 0 0) 000 0) CoCo oo
galactocele 0 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0
ool (OO0 0002 (03O
[Special sense organs/appandage]
eye 45> <40> 43> <30>
cataract 1 0 0 0 2 0 0 ] 1 0 0 0 0 0 Q 0
(200000 (8O0 (22000000 (OO0
Grade 1 Stight 2 : Moderate 4 @ Severe
<ad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference ;

*: P = 0.05

** : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. ¢ 0278 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 28
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ & & o ® o % ® @ o, ® o ® & W
[Special sense oreans/appandage]
eye <45> <40> 43> <30>
retinal atrophy 2 0 0 0 1 0 0 3 4 0 1 1 2 0 2 0
(000 (s (022 (DN o
keratitis 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(a0 (a0 (oo o0 (ool
degeneration:cornea 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (OO0 oo (oo Con
mineralization:icornea 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(2000 (3O n (o0 (3OO
Harder gl <45> <40> <43> <30>
degeneration 16 0 0 0 20 0 0 0 26 0 0 0 x 15 0 0 0
(s (000 (500 (O (O (O (60) ( ) CO) (O (50) ¢ 0 C 0 (0O
lymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0cCaCn o0 (oo CococoCon (0000
nasolacr d <45> <40 43> <30>
inflammation 10 0 0 0 3 0 0 0 2 0 0 0 * & 0 0 0
(22) C 0 C 0 (0 (8000 (8000 (200 C ) C 0) (O
Grade 1 & Slight 3 ¢ Marked 4 : Severs
<ad> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/a*100

Significant difference ;

*: P = 0.05

*»* 1 P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 29
Group Name Contral 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & o o @® & ® & @ & o o @ ® o
[Musculoskeletal system]
bone <45> <40> 43> <30>
osteosclerosis 13 6 0 0 12 7 2 0 15 6 2 0 7 4 0 0
(29) (13) ( O ( 0 (80 (18) ( 8 ( 0 (8) (14) ( 5 ( 0) (23 (13 C 0 ( »
Grade 1 ¢ Slight 2 : Moderate 3 * Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion

(¢) c:b/a*100

Significant difference : ¥ P = 0.05 *>* P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



APPENDIX K1

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT: MALE
(2-YEAR STUDY)



STUDY NO.
ANTMAL

T 0278
¢ RAT F344/DuCri

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Timo-related Ttems Group Name Control 1000 ppm 2000 ppm 4000 ppm
Weeks
0- 52 NO. OF EXAMINED ANIMALS 0 0 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUNORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 - 178 NO. OF EXAMINED ANIMALS 2 1 1 4
NO. OF ANIMALS WITH TUMORS 2 1 1 4
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 1 1 2
NO. OF BENIGN TUMORS 2 1 1 2
NO. OF MALIGNANT TUMORS 3 1 1 4
NO. OF TOTAL TUMORS 5 2 2 6
79 - 104 NO. OF EXAMINED ANIMALS 16 6 11 18
NO. OF ANIMALS WITH TUMORS 16 6 11 17
NO. OF ANIMALS WITH SINGLE TUXORS 1 1 1 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 15 5 10 16
NO. OF BENIGN TUMORS 27 g 27 31
NO. OF MALIGNANT TUMORS 4 6 6 10
NO. OF TOTAL TUMORS 41 15 33 41
105 - 105 NO. OF EXAMINED ANINALS 32 43 38 28
NO. OF ANIMALS WITH TUMORS 32 43 38 28
NO. OF ANIMALS WITH SINGLE TUMORS 7 14 9 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 25 29 29 24
NO. OF BENIGN TUMORS 68 87 80 71
NO. OF MALIGNANT TUMORS 6 8 12 13
NO. OF TOTAL TUMORS 74 95 92 84
(HPT070)

BAIS3



STUDY NO.
ANINAL

1 0278
: RAT F344/DuCrj

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Time-related Items Graup Nams Control 1000 ppm PPm 4000 ppm
Weeks
0 - 105 NO. OF EXAMINED ANINALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 50 50 49
NO. OF ANIMALS WITH SINGLE TUMORS 8 15 10 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 42 35 40 42
NO. OF BENIGN TUMORS g7 g7 108 104
NO. OF MALIGNANT TUMORS 23 15 18 27
NO. OF TOTAL TUMORS 120 112 127 131
(HPT070)

BAIS3



APPENDIX K2

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT: FEMALE
(2-YEAR STUDY)



STUDY NO.

0278

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUNORS - TIME RELATED

ANTHAL + RAT F344/DuCrj
REPORT TYPE : Al
SEX s FEMALE PAGE: 3
Time-related Items, Group Name Control 1000 ppm 2000 ppm 4000 ppm
Weeks
0~ 52 NO. OF EXAMINED ANTMALS 0 0 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53~ 178 NO. OF EXAMINED ANIMALS 1 1 0 6
NO. OF ANIMALS WITH TUMORS 1 1 0 6
NO. OF ANIMALS WITH SINGLE TUMORS 1 1 0 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1} 0 1
NO. OF BENIGN TUNORS 0 1 0 3
NO. OF MALIGNANT TUKORS 1 0 0 4
NO. OF TOTAL TUNORS 1 1 0 7
79 - 104 NO. OF EXAMINED ANIMALS 4 9 7 14
NO. OF ANIMALS WITH TUMORS 4 9 6 13
NO. OF ANIMALS WITH SINGLE TUMORS 3 4 1 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 5 5 8
NO. OF BENIGN TUMORS 2 12 4 17
NO. OF MALIGNANT TUMORS 3 5 7 7
NO. OF TOTAL TUMORS 5 17 11 24
105 - 105 NO. OF EXAMINED ANIMALS 45 40 43 30
NO. OF ANIMALS WITH TUMORS 36 33 34 26
NO. OF ANIMALS WITH SINGLE TUMORS 19 16 12 13
NO. OF ANIMALS WITH MULTIPLE TUMORS 17 17 22 13
NO. OF BENIGN TUMORS 54 49 54 41
NO. OF MALIGNANT TUMORS 6 6 7 6
NO. OF TOTAL TUMORS 60 55 61 47
(HPTO70)

BAIS3



STUDY NO.  : 0278

ANINAL  RAT F344/DuCrj
REPORT TYPE : Al
SEX : FEMALE

NUMBER OF ANINALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

PAGE @ 4

Time-related Items

Weeks

Group Name Contral 1000 ppm 2000 ppm 4000 ppm
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50

NO. OF ANIMALS WITH TUMORS 41 43 40 45
NO. OF ANIMALS WITH SINGLE TUMORS 23 21 13 23
NO. OF ANIMALS WITH MULTIPLE TUMORS 18 22 27 22
NO. OF BENIGN TUMORS 56 62 58 61
NO. OF MALIGNANT TUMORS 10 11 14 17
NO. OF TOTAL TUMORS 66 73 72 78

(HPT070)

BAIS3



APPENDIX L1

HISTOLOGICAL FINDINGS: NEOPLASTIC LESIONS: SUMMARY,
RAT: MALE
(2-YEAR STUDY)



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL * RAT F344/DCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE @ 1

Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ______ Findings. No. of animals on Study 50 50 50 50

[Integumentary system/appandags]

skin/app <50> <50> <BO> 50>
sauamous cetl papilloma 1 ( 2n 0 (0 1 (2% 0 ( 0%
schwannoma 1 (2% 0 { 0% 6 ( 0% 0 ( 0%
keratoacanthoma 2 (4B 4 ( 8%) 1 (29 2 (4%

subcutis <50> (&1 <B0> <50>
fibroma 1 (2 4 ( 8p 7 (4% 12 ( 24%)
Lipama 0 ( o%) o (o 4 ( 8% 1o( 2%
schuannoma 0 (0% 1 (2p 0 (0B 0 ( 0%
fibrosarcona 0 (0% o ( 0% 1 (21 0 ( 0%
schuannoma:malisnant 0 ( 0% 1 (2§ 1 (29 2 (4%

[Respiratory system]

lung <50 <50> <50 <500
bronchiolar—atuealar adenoma 2 (4% 0 ( o 1 (2% 1 (29
bronchiolar-alueolar carcinoma 2 (4% 1 (2% 0 C 0% 1 (2P

[Hematopoistic system]

bone marrow B <BO> <50 <50>
osteoma 0 ( o% 1 ( 2p o (0% 0 ( 0%

Ca> a * Number of animals examined at the site
b (c) b : Number of animals with neoptasm c:b/ax100
(HPTO085)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al .

SEX ¢ MALE PAGE = 2

Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ Findings, No. of animals on Study 50 50 50 50

[Hematopoistic system]

bone marrow <50> <B0> B0 <560>
histiooytic sarcona 0 ( 0% 1 (29 2 ( 4p 0 ( o

lymph node <50> <50 <500 <50
malignant lymphoma 1 { 2% ¢ ( o 2 (4% 2 (4%

spleen <60> <B0> <50> <50>
hemangioma I (2% (2% 0 { 0% 0 (o
mononuclear cell leukemia 3 (6% 3 ( 6% 8 ( 16%) 4 ( 8
hemangiosarcoma 0 ( 0% 1 (2% 0 (0% 0 ( 0%

[Circulatory system}

heart <50 <50> <50> <GB0
schwannoma 1 (2% 0 ( 0% 2 (4% 0 ( 0%

[Disestive system]

tongue <50> <6 <50> <GB
saquamous cell papilloma o ( o 1 (2% o ( 0% 0 ( 0%

stomach <50> <50> <BG> <BO>
squamous cell papilloma o (0B 1 (2§ 0 o% 2 (4%
sauamous cell carcinoma 1 (21 0 C on 0 ( o% 0 ( o
leiomyosarcona 1 (2% 0 (0% 0 (0% 0 o%

Liver <500 <50 <50 <50>
hepatocellular adenoma 0 ( o% 0 ( 0% 1 (29 1 (2p

<a> a ¢ Number of animals examined at the site
b (¢) b ¢ Number of animals with neoplasm c:b/ax100
(HPTO85)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 3

Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm

Organ Findings, No. of animals on Study 50 50 50 50

[Digestive system]

Liver <50> B <50 <50>
histiocytic sarcoma 1 (2% ¢ op 0 ( op 0 ( on
hepatocel lular carcinoma 1 ( 2% ( 0% I (29 2 (4

pancreas <B0> <50 <50> <50>
islet coll adenoma 6 (12% ( 4% 4 ( 8n 3 (6%
islet cell adenocarcinoma 0 ( 0% ( 4% 0 om 0 ( on

{Urinary systen]

kidney <560> <50 <B0> <50>
renal cell carcinoma 2 (4% ( op 0 ( o% 0 ( 0%
nephroblastoma 0 (0% ( 2% 0 ( o 1 (2%

wuin bladd <50 <B0> <50 <49>
transitional cell papilloma 0 (0% ¢ op I (2% 0 ( 0%
transitional cell carcinoma 0 ( 0% { o%) 1 ( 2% 0 ( 0n
liposarcoma 0 ( 0% (0% 0 (o 1 (29

{Endocrine system]

pituitary <B0> <50> <50> <50>
adenoma 18 ( 36%) ( 14%) 10 ( 20%) 12 ( 24%)
adenocarcinoma 1 (2% ¢ op 0 ( 0% 0 ( o%

Ca> a * Number of animals examined at the site
b (c) b : Number of animals with neoplasm cib/ax100
(HPTO85)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344/DuCrj ALL ANIXALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 4

Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ Findings, No. of animals on Study 50 50 50 50

[Endocrine system]

thyroid <50 48> 49> <50>
G-cell adencma g (18%) 5 (10%) 7 ( 14%) 4 ( 8%
fallicular adenoma 0 ( 0% 4 ( 8p 0 ¢ op 1 (2%
C-cell carcinoma 1 (29 0 om 1 (29 2 (4%
follicular adenocarcinoma 2 (4% 2 (4% 0 ( 0% 4 ( 8%

adrenal <GB0 <& <50> <50>
pheochromocy toma 8 (16%) 13 ( 26%) 14 ( 28%) g (18%)

{Reproductive system]

testis [ge)) <50> <50 <50
interstitial cell tumor 45 ( 92%) 49 ( 98%) 48 ( 96%) a6 ( 92%)

mammary gl B> <B0> <50> <50>
adenoma 1 (2B 0 ( op 0 ( 0% 0 ( 0%
fibroadenoma 1 (2% 2 (4% 3 (8% 8 ( 16%)
adenocarcinoma 1 (2% 0 ( 0% 0 om 0 0w

prep/cli gl <50> <50 <50> <50>
adenoma 0 ( 0%) 2 (49 4 ( 8 1 (29
adenocarcinoma 0 ( 0% 1 (2% 0 ( om 0 ( 0%)

[Neruous systenm]

brain <50 <50> <50 G0
glioma (2% 0 (0% 1 (2% 0 ¢ 0%

<a> a * Number of animals examined at the site
b {c) b ¢ Number of animals with neoplasm c:b/ax100
(HPT085)

BAIS3



STUDY NO. : 0278

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344/DuCri ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX T MALE PAGE :

Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ____ Findings, No. of animals on Study 50 50 50 50

[Special sense organs/appandage]

Zymbal gl <50> <GB0 <G <G>
squamous cell carcinoma 1 (2% ( 2% o (0w 0 ( 0%

[Musculoskeletal system]

bone <50> <500 <50> <50>
osteosarcona 0 (0B (GRS 1 (2 0 0%

[Body cavities]

peritonsum <50> <50> <50> <50>
tumortbenign: NOS ¢ (o ¢ o 0 C op) 1 (2%
mesothelioma 3 (8% (2% 0 ( o% 7 (1%
sarcoma:NOS 1 (2% ( o%) 0 (o 0 0%

retroperit <50 <507 <B0> <50>
schwannoma:malignant 0 ( 0% (G 9] 0 ( % 1 (29

<a>d> a * Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm tb/ax 100
(HIPTO85)

BAIS3



APPENDIX L2

HISTOLOGICAL FINDINGS: NEOPLASTIC LESIONS: SUMMARY,
RAT: FEMALE
(2-YEAR STUDY)



STUDY NO. = 0278

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX s FEMALE PACE: &

Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ Findings No. of animals on Study 50 50 50 50

[Integumentary system/appandage]

skin/app <G <50> <GB0 60>
squamous cell papilloma (2% ( 0% 1 (2% 0 ( 0%

subcutis <50 <50> <50> <50>
fibroma 0 (o ( 4% 0 ( o 1 ( 2%)
Lipoma o ( 0% (2% 0 ( o% 0 o
schwannoma o (0% ¢ on 0 ( o% 1 C2p

[Respiratory system]

nasal cavit <50> <50> <50> <50>
chondroma 0 ( 0% (2% 0 C 0% 0 ( 0%

nasopharynx <50> <50> <50> &
squamous cell papilloma 0 ( 0% ¢ 0 ( 0% 1 (29

lung <50> <50> <50> <50>
bronchiolar-alueolar adenoma 2 (4% ( 2% 2 (4% 1 ( 2p
adenosquamous carcinoma 1 (2% (o 0 (o 0 (o

[Hematopoietic system]

tymph node <B0> <5 <BO0> <50
malionant Lymphoma 1 (2% ( 4% 2 (4 2 (45

spleen <BM <50 <GB0 <B0>
mononuclear cell leukemia 2 (4% ( 8% 8 (16%) 7 { 14%)

[Circulatory system]

heart <50 <50> <50> <50>
schwannoma 1 (29 (GNS; 0 ( 0% 0 (%

<a> a : Number of animals examined at the site
b (¢) b : Number of animals with neoplasm cib/ax*100
(1PT085)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢+ 7

Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ______ Findings, No. of animals on Study 50 50 50 50

[Digestive system]

oral cavity <50> <50> <50> <50
sarcoma:NOS 1 (2% o (0% 6 (0% 0 C 0%

stomach <50> <50> <507 <B0
saquanmous cell papillama 1 (29 1 (29 0 ( o® 0 ( o%

Liver <BO> <50> <B0> <80>
hepatocsllular adenoma 2 (4% 0 ¢ op 0 (o 3 (8%
histiocytic sarcama 0 (0% 0 ( op 1 (29 0 (o

pancreas <BO> <50> 50> <50>
islet cell adenoma 1 (29 1 (29 0 ( o 1 (2%
islet cell adenocarcinoma 1 (29 0 ( 0% 0 ( o% 0 o%

[Urinary systen]

kidney <GB0 <GB0 <BH <50>
renal cell carcinoma 0 ( 0% 0 (0% 0 0% 1 (2%

win bladd <4 <B0> <B0> <49
transitional cell papilloma 2 (4% ¢ ( 0% 0 0% 0 ( 0%

[Endocrine system]

pituitary <50> <50> <500 <50
adenoma 18 ( 36%) 28 { 56Y%) 24 ( 48%) 19 ( 38%)
adenocarcinoma 1 (29 1 (29 0 ow 0 (o

thyroid 4% <B0> <50> <B0>
C-cell adenoma 5 ( 10%) 3 ( 6% 7 (14%) 8 (129

<ad a * Number of animals examined at the site
b {(c¢) b ¢ Number of animals with neoplasm cib/ax*x100
(HPT085)

BAIS3



STUDY NO.
ANIMAL

+ 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ FEMALE PAGE: 8
Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ Findings, No. of enimals on Study 50 50 50 50

[Endocrine system]

thyroid U4 <50> <50> <50>
follicular adenoma 0 ( 0% 1 (29 1 (29 1 ( 2p
C-csll carcinoma 0 ( op 1 (29 1 (29 1 (2%
follicular adenccarcinoma 2 (4% 1 (2% o (0 0 ( o%

parathyroid &0> <50> <50> <50>
adenoma 0 ( 0% 1 (2% 1 (2§ 0 ( 0%

adrenal <B0> <G0> <50 <5
pheochromocytoma 4 ( 8 2 (4 4 ( 8%) 2 (4%
cortical adenoma 1 (21 ¢ (0% 0 o% 0 C 0%

[Reproductive system]

ouary <50> <50> <50> <50
granulosa-theca cell tumor 1 (2% 0 ( 0% 0 ( 0% 0 ( 0%
granulosa-theca cell tumor:malisnant 0 ( 0% 0 0% 0 C o 1 (29

uterus <50 <GB0 <50 <50
leiomyoma 0 ( op 0 ( on 0 (o 1 (2%
endometrial stromal polyp 8 ( 16%) 11 (22%) 6 (129 g (18%)
adenocarcinoma o (0% 0 ( 0% 1 (2w 0 ( ow
Leiomyosarcomna 0 ( 0% 0 (0% 0 ( 0%) 1 (2%

<a> a : Number of animals examined at the site
b (c) b ¢ Number of animals with neoplasm ct:b/ax100
(1IPT085)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 9

Group Name Control 1000 ppm 2000 ppm 4000 ppm

Organ___ Findings No. of animals on Study 50 50 50 50

[Reproductive system]

uterus <50> (610 <50> [&112
endometrial stromal sarcoma 0 ( 0%) (0% ¢ ( op 2 (4%

vagina <50 <BO> <50> B0
squamous cell papilloma 0 ( 0% ¢ on 2 (4% 0 (o

mammary gl <50> <50> <50> <50>
adenoma 0 (0% ( 4% 1 ( 2p 0 ( 0%
Fibroadenoma 7 (14%) ( 14%) g (18D 14 ( 28%)
adenocarcinoma 0 ( 0% (% 0 (0% 1 (2p

prep/cli ol <50> <B0> <50> <50>
saquanous cell papilloma 1 (2% ( o 0 (o 0 ¢ op
adenoma 1 (29 ( 0%) 0 ¢ op 0 ( op

[Neruous system]

brain <50 <50> <50> <50>
glioma 1 (2% (¢ 0% 0 ( o% 1 ( 2%

{Musculoskeletal system]

bone <50> <50> <50> <50>
osteosarcoma 0 (0% ¢ o I (2% 0 ( o®

{Body cavities]

adipose <50> <50 <50> <50>
Lipoma 0 (o { op 0 ( 0% 1 (2%

Ca? a : Number of animals examined at the site
b (¢c) b : Number of animals with neoplasm cib/ax100
(HPT085)

BAIS3



APPENDIX M1
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANALYSIS, RAT: MALE

(2-YEAR STUDY)



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : RAT F344/DUCrj
SEX s MALE PAGE : 1
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE skin/appendage
TUMOR keratoacanthoma
Tumxr rate
Ouerall rates(a) 2/80( 4.0) 4/50( 8.0) 1/50( 2.0) 2/50( 4.0)
Adjusted rates(b) 6.25 9.30 2.13 7.14
Terminal rates{c) 2/32( 6.3) 4/43( 9.3) 0/38( 0.0) 2/28( 7.1)
Statistical analysis
Peto test
Standard method{d) P=—
Prevalence method(d) P = 0.6142
Combined analysis(d) Pz —
Cochran-Armitage test(e) P = 0.6865
Fisher Exact test(e) P = 0.3388 P = 0.5000 P = 0.3088
SITE subcutis
TUNOR fibroma
Tumor rate '
OQuerall rates(a) 1/50( 2.0) 4/50( 8.0) 7/50( 14.0) 12/50( 24.0)
Adjusted rates(b) 3.13 9.30 15.56 36.67
Terminal rates{(c) 1/32( 3.1) 4/43( 9.3) 5/38( 13.2) 10/28( 35.7)
Statistical analysis
Peto test
Standard method(d) P=0.0799 ?
Prevalence method(d) P = 0.0001%x
Combined analysis{d} P < 0.0001xx
Cochran-Armitage test(e) P = 0.0004%x
Fisher Exact test(s) P = 0,1811 P = 0.0297% P = 0,0008%%
SITE subcutis
TUKOR Lipoma
Tumor rate
Overall rates(a) 0/50( 0.0) 0/50( 0.0) 4/50( 8.0) 1/50( 2.0)
Adjusted rates(b) 0.0 0.0 8.51 3.57
Terminal rates(c) 0/32( 0.0) 0/43( 0.0) 2/38( 5.3) 1/28( 3.8)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P = 0.1510
Combined analysis(d) P =
Cochran-Armitage test(se) P = 0.3196
Fisher Exact test(e) P = 0.5000 P = 0.0587 P = 0.4993

(HPT3504)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344/DuCrj
SEX T MALE PAGE : 2
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE : subcutis
TUXOR : fibroma,fibrosarcona
Tumor rate
Ouerall rates(a) 1/50( 2.0) 4/50( 8.0) 8/50( 16.0) 12/50( 24.0)
Adjusted rates(b) 3.13 8.30 17.78 36.67
Terminal rates{(c) 1/32( 3.1 4/43( 9.3) 6/38( 15.8) 10/28( 35.7)
Statistical analysis
Peto test
Standard method(d) P =0.0799 ?
Prevalence methad(d) P = 0.0001%x
Combined analysis(d) P < 0.0001%x
Cochran-Armitage test(e) P = 0.0005%x
Fisher Exact test(e) P = 0.1811 P = 0.0154x% P = 0.0009%x
SITE : spleen
TUMOR : mononuclear cell leukemia
Tumor rate :
Ouerall rates(a) 3/50( 6.0) 3/50( 6.0) 8/50( 16.0) 4/50( 8.0)
Adjusted rates(b) 2.56 6.82 10.53 7.14
Terminal rates(c) 0/32( 0.0) 2/43( 4.7) 4/38( 10.5) 2/28( 17.1)
Statistical analysis
Peto test
Standard method(d) P = 0.2510
Prevalence method{d) P = 0.3346
Corbined analysis{d) P = 0.2248
Cochran-Armitage test(s) P = 0.5587
Fisher Exact test(e) P = 0.3388 P = 0.,0998 P = 0.4998
SITE ¢ Liver
TUMOR hepatocellular adenoma,hepatocellular carcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 0/50( 0.0) 2/50( 4.0) 3/50( 6.0)
Adjusted rates(b) 3.13 0.0 5.26 10.71
Terminal rates(c) 1/32( 3.1) 0/43( 0.0) 2/38( 5.3) 3/28( 10.7)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method{(d) P = 0.0371x
Combined analysis(d) P=
Cochran-Armitage test(e) P = 0,1232
Fisher Exact test(e) P = 0.4999 P = 0.5000 P = 0.3086

(HPT3604)

BAIS3



STUDY No. : 0278 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL T RAT F344/DuCrj
SEX i MALE PAGE : 3
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
SITE ¢ pancreas
TUMOR : islet cell adenoma
Tumor rate
Ouerall rates(a) 8/50( 12.0) 2/50( 4.0) 4/50( 8.0) 3/50( 6.0)
Adjusted rates(b) 15.63 4.65 10.53 7.89
Terminal rates(c) 5/32( 15.6) 2/43( 4.7) 4/38( 10.5) 2/28( 7.1)
Statistical analysis
Psto test
Standard method(d) P=—
Prevalence method(d) P = 0.7386
Combined analysis(d) P=—
Cochran-Armitage test(e) P = 0.4405
Fisher Exact test(e) P =0.1344 P = 0.3705 P = 0.2436
SITE : pancreas
TUMOR : islet cell adenoma,islet cell adenocarcinoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 4/50( 8.0) 4/50( 8.0) 3/50( 86.0)
Adjusted rates(b) 15.63 6.98 10,53 7.89
Terminal rates(c) 5/32( 15.8) 3/43( 7.0) 4/38(.10.5) 2/28( 7.1)
Statistical analysis
Peto test
Standard method(d) P = 0.5972
Prevalence method(d) P = 0.7741
Combined analysis(d) P = 0.8052
Cochran-Armitage test(e) P = 0.3243
Fisher Exact test(e) P = 0.8705 P = 0.3705 P = 0.2436

SITE * pituitary gland
TUMOR : adenoma

Tumor rate

Querall rates(a) 18/50( 86.0) 7/50( 14.0)
Adjusted rates(b) 35.56 16.28
Terminal rates(c) 11/32( 34.4) 7/43( 16.3)
Statistical analysis ’

Psto test

Standard method(d) P = 0.5900

Prevalence method(d) P = 0.7219

Conbined analysis(d) P = 0.7419

Cochran-Armitage test(se) P = 0.4137

Fisher Exact test(e) P = 0.0099%x

10/50( 20.0)
18.75
5/38( 13.2)

P = 0.0592

12/50( 24.0)
37.93
10/28( 35.7)

P =0.1378

(HPT3604)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL * RAT F344/DuCrj
SEX s MALE PAGE 4
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE pituitary gland
TUMOR adenoma, adenacarcinoma
Tumor rate
Oueratl rates(a) 19/50( 38.0) 7/50( 14.0) 10/50( 20.0) 12/50( 24.0)
Adjusted rates(b) 35.56 16.28 18,75 37.93
Terminal rates(c) 11/32( 34.4) 7/43( 16.3) 5/38( 13.2) 10/28( 35.7)
Statistical analysis
Peto test
Standard method{d) P = 0.7744
Prevalence method(d) P = 0.7219
Combined analysis(d) P = 0.7984
Cochran-Armitage test(e) P = 0.3137
Fisher Exact test(e) P = 0.0057%x P = 0.0385% P = 0.0973
SITE thyroid
TUMOR C-cell adenoma
Tumor  rate
Oueratl rates(a) 8/50( 18.0) 5/48( 10.4) 7/49( 14.3) 4/50( 8.0)
Adjusted rates(b) 21.95 10.64 17.50 9.76
Terminal rates(c) 6/32( 18.8) 4/43( 8.3) 6/37( 18.2) 2/28( 7.1)
Statistical analysis
Peto test
Standard method(d) P=——ro
Prevalence method(d) P = 0.3082
Combined analysis(d) P=———
Cochran-Armitage test(e) P = 0.2001
Fisher Exact test(e) P = 0.2174 P = 0.4104 P = 0.1168
SITE thyroid
TUMOR follicular adencma
Tumor rate
Querall rates{a) 0/50( 0.0) 4/48( 8.3) 0/48( 0.0) 1/50( 2.0)
Adjusted rates(b) 0.0 9.30 0.0 3.03
Terminal rates(c) 0/32( 0.0) 4/43( 9.3) 0/37( 0.0) 0/28( 0.0)
Statistical analysis
Peto test
Standard method{(d) P=
Prevalence method{(d) P = 0.5241
Combined analysis(d) P=——-
Cochran-Armitage test(e) P = 0.8119
Fisher Exact test(e) P = 0.0533 P = 0.5000 P = 0.4999

(HPT3604)

BAIS3



STUDY No. : 0278 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344/DuCrj
SEX ¢ MALE PAGE : 5
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
SITE : thwroid
TUMOR : follicular adenocarcinoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 2/48( 4.2) 0/48( 0.0) 4/50( 8.0)
Adjusted rates(b) 5.56 2.33 0.0 14.29
Terminal rates(c) 1/32( 3.1) 1/43( 2.3) 0/37( 0.0) 4/28( 14.3)
Statistical analysis
Peto test
Standard method(d) P = 0.5868
Prevalence method(d) P = 0.0671
Combined analysis(d) P = 0.1126
Cochran-Armitage test(e) P = 0,3381
Fisher Exact test(e) P = 0.3243 P = 0.2525 P = 0.3389
SITE : thyroid
TUMOR : C~coll adenoma,C-cell carcinoma
Tumor  rate
Ouerall rates(a) 10/50( 20.0) 5/48( 10.4) 8/49( 16.3) 6/50( 12.0)
Adjusted rates(b) 21,95 10.64 20.00 13.95
Terminal rates({c) 6/32( 18.8) 4/43( 9.3) 7/37( 18.9) 3/28( 10.7)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence method(d) P = 0.7351
Combired analysis(d) P=—-
CochramArmitage test(s) P = 0.4227
Fisher Exact test(e) = 0.1501 P = 0.4166 P = 0.2071
SITE : thyroid
TU¥OR : follicular adenoma,follicular sdenocarcinoma
Tumor  rate
Ouerall rates(a) 2/50( 4.0) 6/48( 12.5) 0/49( 0.0) 5/50( 10.0)
Adjusted rates(b) 5.56 11.83 0.0 15.15
Terminal rates(c) 1/32( 3.1) 5/43( 11.8) 0/37( 0.0) 4/28( 14.3)
Statistical analysis
Peto test
Standard method{d) P = 0.5868
Prevatence method(d) P = 0.1455
Combined analysis(d) P = 0,1943
Cochran-Armitage test(e) P = 0.5413
Fisher Exact test(e) P = 0.1213 P = 0.2525 P = 0.2181

(HPT360A)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL : RAT F344/DuCrj
SEX i MALE PAGE : 8
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE adrenal gland
TUMOR pheochromocytoma
Tumor rate
Ouerall rates(a) 8/50( 16.0) 13/50( 26.0) 14/50( 28.0) 8/50( 18.0)
Ajusted rates(b) 18,18 27.27 31.71 24.24
Terminal rates{c) 5/32( 15.6) 11/43( 25.8) 11/38( 28.9) 5/28( 17.9)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence method(d) P = 0.4228
Combined analysis(d) P =
Cochran-Armitage test{e) P = 1.0000
Fisher Exact test(e) P = 0.1634 P = 0.1137 P = 0,499
SITE testis
TUMOR interstitial cell tumor

Tumor rate
Ouerall rates{(a)
Adiusted rates(b)
Terminal rates{c)
Statistical analysis
Peto test

45/49( 91.8)
97.30
31/32( 96.9)

49/50( 98.0)
100.00
43/43(100.0)

48/50( 96.0)
100.00
38/38(100.0)

46/50( 92.0)
97.56
27/28( 96.4)

Standard method(d) P=—-o
Prevalence method{d) P = 0.4958
Combired analysis(d) pP=—-
Cochran-Armitage test(e) P = 0.7285
Fisher Exact test(s) P = 0.1748 P = 0.3292 P = 0.3459
SITE mammary gland
TUMOR fibroadenoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 2/50( 4.0) 3/50( 6.0) 8/50( 16.0)
Adjusted rates(b) 3.13 4.65 6.12 25.00
Terminal rates{c) 1/32( 3.1) 2/43( 4.7) 2/38( 5.3) 7/28( 25.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0923
Prevalence method(d) P = 0.0020%x
Combined analysis(d) P = 0.0007*x
Cochran-Armitage test(e) P = 0.0037*x
Fisher Exact test(e) P = 0.5000 P = 0.3086 P = 0.0154x%

(HPT360A)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + RAT F344/DuCrj
SEX ¢ MALE PAGE : 7
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE : mammary gland
TUMOR : adenoma,fibroadenoma
Tunor rate
Querall rates{(a) 2/50( 4.0) 2/50( 4.0) 3/50( 6.0) 8/50( 16.0)
Adjusted rates(b) 6.25 4.65 6.12 25.00
Terminal rates(c) 2/32( 6.3) 2/43( 4.7) 2/38( 5.3) 7/28( 25.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0923
Prevalence method(d) P = 0.0068%x
Combined analysis(d) P = 0.0026%x
Cochran-Armitage test{s) P = 0.0126x
Fisher Exact test(e) P = 0.3088 P = 0.4999 P = 0.0458%
SITE @ mammary gland
TUMOR adenoma, Tibroadenoma, adenocarcinoma
Tunor rate
Ouerall rates(a) 3/80( 6.0) 2/50( 4.0) 3/50( 6.0) 8/50( 16.0)
Adjusted rates(b) 6.25 4.65 6.12 25.00
Terminal rates{c) 2/32( 6.3) 2/43( 4.7) 2/38( 5.3) 7/28( 25.0)
Statistical analysis
Peto test
Standard method(d) P = 0.3854
Prevalence method(d) P = 0.0068%x
Cambined analysis(d) P = 0.0086%x
Cochran-Armitage test(e) P = 0.0345%
Fisher Exact test(e) P = 0.4999 P = 0.3388 P = 0.0999
SITE : preputial/clitoral gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 0/50( . 0.0) 2/50( 4.0) 4/50( 8.0) 1/50( 2.0)
Adjusted rates(b) 0.0 4.65 9.76 3.57
Terminal rates(c) 0/32( 0.0) 2/43( 4.7) 3/38( 7.9) 1/28( 3.6)
Statistical amalysis
Peto test
Standard method(d) P=—-
Prevalence method(d) P = 0.2418
Combined analysis(d) P=s—ro
Cochran-Armitage test(e) P = 0.6483
Fisher Exact test(e) P = 0.2475 P = 0.0587 P = 0.4999

(HPT3604)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344/DuCrj
SEX ¢ MALE PAGE : 8
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
SITE : preputial/clitoral gland
TUMOR : adenoma,adenocarcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 6.0) 4/50( 8.0) 1/50( 2.0)
Adiusted rates(b) 0.0 6.98 9.76 3.57
Terminal rates(c) 0/32( 0.0) 3/43( 7.0) 3/38( 7.9) 1/28( 3.6)
Statistical analysis
Peto test
Standard methad(d) Pp=—-
Prevalence method(d) P = 0.3085
Combined analysis{(d) P =
Cochran-Armitage test(e) P = 0.8073
Fisher Exact test(e) P = 0.1212 P = 0.0587 P = 0.4999
SITE : peritoneum
TUMOR : mesothelioma
Tumor rate
Ouerall rates(a) 3/50( 86.0) 1/50( 2.0) 0/50( 0.0) 7/50( 14.0)
Adiusted rates(b) 5.13 0.0 0.0 14.28
Terminal rates(c) 1/32( 3.1) 0/43( 0.0) 0/38( 0.0) 4/28( 14.3)
Statistical analysis
Peto test
Standard method(d) P = 0.0960
Prevalence method{(d) P = 0.0568
Combined analysis(d) P = 0.0198%
Cochran-Armitase test(e) P = 0.0409%
Fisher Exact test(s) P = 0.3086 P = 0.1212 P = 0.1590
(HPT3604) BAIS3

(a): Number of tumor-bearing animals/mumber of animals examined at the site.
(b): KaplanYeire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Bepeath the contral incidence are the P-ualues associated with the trend test.
Standard method @ Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test

{e): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

? : The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value.

Sionificant difference

¢ There is no data which should be statistical analysis.

x: P S 0.0 ** 3 P = 0.01



APPENDIX M2
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANALYSIS, RAT: FEMALE

(2-YEAR STUDY)



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL t RAT F344/DuCri
SEX ¢ FENMALE PAGE g
Group Name Controt 1000 ppm 2000 ppm 4000 ppm
SITE : lung
TUMOR bronchiolar-alueolar adenoma,adenosquamous carcinoma
Tumor rate
Ouerall rates(a) 3/50{ 6.0) 1/50( 2.0) 2/50( 4.0) 1/50( 2.0)
Adjusted rates(b) 6.87 2.50 4,08 3.03
Terminal rates(c) 3/45( 6.7) 1/40( 2.5) 1/43( 2.3) 0/30( 0.0)
Statistical analysis
Peto test
Standard method(d) P = mee
Prevalence method(d) P = 0.7590
Corbined analysis(d) Pz
Cochran-Armitage test(e) P = 0.3978
Fisher Exact test(e) P = 0.3086 P = 0.4999 P = 0.3086
SITE spleen
TUMOR mononuclear cell leukemia
Tumor rate
Querall rates(a) 2/50( 4.0) 4/50( 8.0) 8/50( 16.0) 7/50( 14.0)
Adjusted rates(b) 2.22 7.50 9.30 10.00
Terminal rates(c) 1/45( 2.2) 3/40( 17.5) 4/43( 9.3) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0375%
Prevalence method(d) P = 0.1001
Combined analysis{(d) P = 0.0151%
Cochran-Armitage test(e) P = 0.0793
Fisher Exact test(e) P = 0.3383 P = 0.0458% P = 0.0798
SITE @ liver
TUMOR hepatocellular adenoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0)
Adjusted rates(b) 4.44 0.0 0.0 9.68
Terminal rates(c) 2/45( 4.4) 0/40( 0.0) 0/43( 0.0) 2/30( 6.7)
Statistical analysis
Peto test
Standard method(d) P=—-
Prevalence method{(d) P = 0.1002
Combined analysis(d) P=-—-
Cochran-Armitage test(e) P = 0.3196
Fisher Exact test(e) P = 0.2475 P = 0.2475 P = 0.4999

(HPT3604)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ RAT F344/DuCrj
SEX : FEMALE PAGE : 10
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE : Lliver
TUMOR : hepatocellular adenoma,hepatacstiular carcinoma
Tumor rate
Ouverall rates(a) 2/50( 4.0) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0)
Adiusted rates(b) 4.44 0.0 0.0 9.68
Terminal rates(c) 2/45( 4.4) 0/40( 0.0) 0/43( 0.0) 2/30( 6.7)
Statistical analysis
Peto test
Standard method(d) P2 e
Prevalence method(d) P = 0.1002
Combined analysis(d) P=——r
Cochran-Armitage test(e) P = 0.3196
Fisher Exact test(e) P = 0.2475 P = 0.2475 P = 0,4999
SITE : pituitary gland
TUMOR : adenoma
Tumor  rate
Ouerall rates(a) 18/50( 36.0) 28/50( 56.0) 24/50( 48.0) 19/50( 38.0)
Adjusted rates(b) 37.78 53.19 51.16 42.42
Terminal rates(c) 17/45( 37.8) 19/40( 47.5) 22/43( 51.2) 12/30( 40.0)
Statistical analysis
Peto test
Standard method(d) P = 0.1991
Prevalence method{(d) P = 0.5048
Conbined analysis(d) P = 0.3817
Cochrarm—Armitage test(se) P = 0.7183
Fisher Exact test(e) P = 0.0353% P = (.1568 P = 0.4981
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
Tumor rate
Ouerall rates(a) 19/50( 38.0) 28/50( 58.0) 24/50( 48.0) 19/50( 38.0)
Adjusted rates(b) 37.78 55.32 51.16 42,42
Terminal rates(c) 17/45( 37.8) 20/40( 50.0) 22/43( 51.2) 12/30( 40.0)
Statistical analysis
Peto test
Standard method(d) P = 0.3387
Prevalence methad(d) P = 0.5658
Combined analysis(d) P = 0.4988
Cocdhran-Armitage test(se) P = 0.5485

Fisher Exact test(e)

P = 0.0356%

P = 0.2101

P = 0.4173

(HPT3604)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + RAT F344/DuCrj
SEX ¢ FEMALE PAGE : 11
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE thyroid
TUMOR C-cell adenoma
Tumor rate
Ouerall rates(a) 5/48( 10.2) 3/50( 6.0) 7/50( 14.0) 6/50( 12.0)
Adjusted rates(b) 11.386 7.50 16.28 15.00
Terminal rates(c) 5/44( 11.4) 3/40( 7.5) 7/43( 16.8) 3/30( 10.0)
Statistical analysis
Petoc test
Standard method(d) P =
Prevalence method(d) P =0.1628
Combined analysis(d) P = ———
Cochran-Armitage test(e) P = 0.5255
Fisher Exact test(e) P = (.3462 P = 0.3945 P = 0.4852
SITE thyroid
TUMOR C-cell adenoma,C-cell carcinoma
Tumor rate
Overall rates(a) 5/49( 10.2) 4/50( 8.0) 8/50( 16.0) 7/50( 14.0)
Adiusted rates{b) 11.36 10,00 18.60 15.00
Terminal rates(c) 5/44( 11.4) 4/40( 10.0) 8/43( 18.8) 3/30( 10.0)
Statistical analysis
Peto test
Standard method{d) P = 0.1069
Prevalence method(d) P =0.1758
Combined analysis(d) P = 0.1069
Cochran-Armitage test(e) P = 0.3937 )
Fisher Exact test(e) P = 0.4873 P = 0.2902 P = 0.3945
SITE adrenal gland
TUMOR pheachromocytoma
Tunor rate
Ouerall rates(a) 4/50( 8.0) 2/50( 4.0) 4/50( 8.0) 2/50( 4.0)
Adjusted rates(b) 8.89 5,00 8.51 4,76
Terminal rates{(c) 4/45( 8.9) 2/40( 5.0) 3/43( 7.0) 1/30( 3.3)
Statistical analysis
Peto test
Standard method(d) Pz ——
Prevalence method(d) P = 0.6688
Combined analysis{(d) P =
Cochran-Armitage test(e) P = 0.5459
Fisher Exact test(e) P = 0,3389 P = 0.3573 = 0.3389

(HPT3604)

BAIS3



STUDY Ne. : 0278

ANIHAL : RAT F344/DuCrj

SEX ¢ FENALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 12
Group Name Control 1000 ppm 2000 ppm 4000 ppm
SITE uterus
TUMOR endometrial stromal polyp
Tumor rate
Querall rates{a) 8/50( 16.0) 11/50( 22.0) 6/50( 12.0) 9/50( 18.0)
Adjusted rates(b) 17.39 21.28 13.95 20.00
Terminal rates(c) 7/45( 15.8) 8/40( 20.0) 6/43( 14.0) 6/30( 20.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0152¢
Prevalence method(d) P = 0.6588
Combined analysis{(d) P = 0.3162
Cochran-Armitage test(e) P = 0.9493
Fisher Exact +test(e) P = 0.3058 P = 10,3875 P = 0,4995
SITE uterus
TUMOR endometrial stromal sarcoma, leiomyosarcoma
Tumor rate
Querall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0)
Adjusted rates(b) 0.0 0.0 0.0 0.0
Terminal rates{c) 0/45( 0.0) 0/40( 0.0) 0/43( 0.0) 0/30( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0034%x?
Prevalence method{(d) P=-—-
Combined analysis{(d) P = 0.0034%x?
Cochran-Armitage test(e) P = 0.0079%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.1212
SITE mammary gland
TUMOR Fibroadenoma
Tumor rate
Ouverall rates(a) 7/50( 14.0) 7/50( 14.0) 9/50( 18.0) 14/50( 28.0)
Adiusted rates{b) 15.56 15.00 20.93 43.33
Terminal rates(c) 7/45( 15.8) 6/40( 15.0) 9/43( 20.9) 13/30( 43.3)
Statistical analysis
Peto test
Standard method{(d) P=—-
Prevalence method{d) P = 0.0029%x
Combined analysis(d) P = e
Cochran-Armitage test(e) P = 0.0454%
Fisher Exact test(e) P = 0.3868 P = 0.3932 P = 0,0699

(HPT360A)

BAIS3



STUDY No. : 0278

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ RAT F344/DuCrj
SEX 1 FEMALE PAGE : 13
Group Name Contral 1000 ppm 2000 ppm 4000 ppm
SITE @ mammary gland
TUMOR : adenoma,fibroadenoma
Tumor rate
Overall rates(a) 7/50( 14.0) 8/50( 16.0) 10/50( 20.0) 14/50( 28.0)
Adjusted rates(b) 15.56 17.50 23.26 43,33
Terminal rates(c) 7/45( 15.6) 7/40( 17.5) 10/43( 23.3) 13/30( 43.3)
Statistical analysis
Petc test
Standard method{(d) P= —
Prevalence method(d) P = 0.0035%*
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.0574
Fisher Exact test(e) P = 0.4996 P = 0.2980 P = 0.0699
SITE  : mammary gland
TUMOR : adenoma,fibroadenoma,adenocarcinama
Tumor rate
Ouverall rates(a) 7/50( 14.0) 9/50( 18,0) 10/50( 20.0) 14/50( 28.0)
Adjusted rates(b) 15.56 18.18 23.26 43.33
Terminal rates(c) 7/45( 15.8) 7/40( 17.5) 10/43( 23.3) 13/30( 43.3)
Statistical analysis
Peto test
Standard method(d) P = 0.5814
Prevalence method(d) P = 0.0038%x
Combined analysis(d) P = 0.0056%x
Cochran-Armitage test(e) P = 0.0730
Fisher Exact test(e) P = 0.3932 P = 0,2980 P = 0.0699
(HPT3604) BAIS3

(a): Number of tumor-bearing animals/number of animals examined at the site.
{b): Kaplan-¥eire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kitl.
(d): Beneath the control incidence are the P-ualues associated with the trend test.
Standard method ¢ Death analysis
Prevatence method @ Incidental tumor test

Combined analysis : Death analysis + Incidental tumor test

The Cochran-Armitage and Fisher exact test compare dirsctly the ouverall incidence rates.

The conditional probabities of the largest and smallest possible out comes can not sstimated or this P-ualue is beyond the estimated P-ualus.
: There is no data which should be statistical analysis.

*: P =0.05 ** : P S 0.01

6]
?

:

Significant difference ;



APPENDIX N1

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: MALE: ALL ANIMALS
(2-YEAR STUDY)



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX + MALE PAGE @ 1

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Intesumentary system/appandage]

stbeutis <560 <500 <50> 50>
leukemic cell infiltration 0 0 1 0

[Respiratory system]

nasal cavit <50> <50> <50> B0
leukemic cell infiltration 1 1 4 0

lung <B0> <G0> <50> <50>
leukemic cell infiltration 2 2 3 2
metastasis: Liver tumor 1 0 0 0
metastasistthyroid tumor 1 0 0 1
metastasis:iperitoneum tumor 1 0 0 1
metastasisisubcutis tumar 0 0 1 1
metastasisibone tumor 0 0 1 0

{Hematopoietic system]

bone marrow <50> <50> <50> <50>
leukemic cell infiltration 2 0 5 3

tymph node <50> <50> <60> <50
letkemic cell infiltration 2 1 2 1
metastasisibone marrow tumor 0 1 0 0

spleen <50> <50> <SG <50>
leukemic cell infiltration 1 0 1 0

<a> a : Number of animals examined at the site

b b+ Number of animals with lesion
(JPT150) BAIS3



STUDY NO.
ANTMAL

: 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX : HALE PAGE : 2
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings )

[Hematopoietic system]

spleen <50> <50 50> 50>
metastasis: liver tumor 1 0 0 0
metastasisiperitoneum tumor i} 0 0 2
metastasis:bone marrow tumor 0 1 0 0

[Circulatory system]

heart <50 <GB0 <50> <50
leukemic cell infiltration 0 0 0 1

{Digestive system]

salivary gl (61 <50> <B0> <50>
Leukemic cell infiltration 0 0 1 0
metastasis:peritoneun tumor 0 0 0 1

stomach <50 <50> <50 <50
Leukemic cell infiltration 0 0 1 0
metastasisiperitoneum tumor 1 0 0 2

small intes <50> <50> <50 <50>
leukemic cell infiltration 0 0 1 0
metastasis:peritoneun tumor 1 0 0 0

large intes <G> <50 <B0> <B0>
leukemic coll infiltration 0 0 1 1
metastasisiperitoneun tumor 1 0 0 0

<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANTMAL © RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ HALE PAGE : 3

Group Name Cantrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Digestive system]

Liver <50> B0 B0 (G
teukemic cell infiltration 2 3 8 4
metastasisiperitoneun tumor 0 0 0 1
metastasisibone marrow tumor 0 1 0 0

pancreas <50> 50> <GB0 <BO>
leukemic cell infiltration 0 0 1 0
metastasisiperitoneun tumor 2 0 0 5

[Urinary systen]

kidney <B0> <50> <50> B0
leukemic cell infiltration 0 1 4 1
metastasis:peritonsun tumor 0 0 0 1

urin bladd <5 <50> <505 <49>
leukemic cell infiltration 1 0 0 0

[Endocrine system]

pituitary <560> <50 <60> <50
Leukemic cell infiltration 1 1 1 0

thyroid (G <50> B0 <50>
leukemic cell infiltration 0 0 0 1

adrenal <50 <B0> <50> <50>
Leukemic catl infiltration 1 1 1 0
metastasis: liver tumor 1 0 0 0
<a> 3 : Number of animals examined at the sits
b b : Nuwber of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 4

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

[Endocrine system)

adrenal <50> B <500 <50>
metastasisiperitoneum tumor 0 0 0 1

[Reproductive system]

testis <50> <50> <50> <50>
leukenmic cell infiltration 2 0 3 1

epididymis 50> 50> 50> 50>
leukemic cell infiltration 0 0 1 0

prostate <50> 50> <50 50>
letkemic cell infiltration 0 0 2 0

[Neruous system]

brain 50> <50> <50> 50>
leukemic cell infiltration 1 1 1 0
metastasis:pituitary tumor 1 0 0 0

spinal cord <50> <50> <50> <50>
leukemic cell infiltration 1 0 0 0

{Special sense organs/appandage]

Harder sl <50 560> <50> <50>
leukemic cell infiltration 0 0 0 1

[Body cavities]

pleura <502 <80 <50> <B0>
metastasisisubeutis tumor 0 4 1 0

<a> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. : 0278 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
ANTHAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE :
SEX © MALE PAGE: 5
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50
Organ Findings
[Body cauvities]
pleura <50> <60> B0 <50
metastasis: lung tumor 1 0 0 0
mediastinum <50> <50> 50> <50>
metastasisiperitaneun tumor 1 0 0 0
retroperit 50> <BO> <B0> <50>
teukemic cell infiltration 0 0 1 0
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150) BAIS3



APPENDIX N2

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: MALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY)



STUDY NO. : 0278 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : RAT F344/DCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 1
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22

Organ Findings

[Integumentary system/appandage}

subcutis <18> <D <42 <22>
Leukemic cell infiltration 0 0 1 0

[Respiratory system]

nasal cavit <18 <D 12> 22>
leukemic cell infiltration 1 1 3 0
g <18> <D <12> <22>
leukemic cell infiltration 2 1 2 2
metastasis: Liver tumor 1 0 0 0
metastasisiperitoneun tumor 1 0 0 1
metastasisisubcutis tumor 0 0 1 1

[Hematopoietic system]

bone marrow <18 <D <12> <22>
leukemic cell infiltration 2 0 4 2

Lymph node - 18> <D <A2> 22>
leukenic cell infiltration 2 0 1 1
motastasis:bone marrow tumor 0 1 [ 0

spleen <18> <D <12> 22>
leukemic csll infiltration 1 0 1 0
metastasis: Liver tumor 1 0 0 0
nmetastasis:peritoneum tumor 0 0 0 1

Cad a * Number of animals examined at the site

b b ¢ Number of animals with lesion

(JPT150) : BAIS3



STUDY NO.
ANTHAL

¢ 0278
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
DEAD AND MORIBUND ANINALS (0-105W)

REPORT TYPE : Al
SEX : HALE PAGE @ 2
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 18 7 12 22

Organ Findings

[Hematopoietic system]

spleen {18> < <12> <22>
metastasis:bone marrow tumor 0 1 0 0

[Circulatory system]

heart <18> <D 42> 22>
leukemic cell infiltration 0 0 0 1

[Digestive system]

sativary gl <18> < 12> <22>
letkemic cell infiltration 0 0 1 0

sionach <18 <D A2 22>
leukemic cell infiltration 0 0 1 0
metastasis:peritoneun tumor 1 0 0 1

small intes <18> <P <12> 22>
leukemic cell infiltration 0 0 1 0
metastasisiperitoneum tumor 1 0 0 0

large intes <18 <D 12> 22>
teukemic cell infiltration 0 0 1 1
metastasis:peritoneum tumor 1 0 0 0

Liver 18> <D 12> <22>
teukemic cell infiltration 2 1 5 3
metastasisibone marrow tumor 0 1 0 0

pancreas <18> <D <12> <22>
leukemic cell infiltration 0 0 1 0

Ca?> a * Number of animals examined at the site

b b 1 Number of animals with lesion
(JPT150) BAIS3



STUDY NO. ¢ 0278

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE: 3

Group Name Cantrol 1000 ppm 2000 pem 4000 ppm
No. of Animals on Study 18 7 12 22

Organ Findings.

[Digestive system}

pancreas <48 <D 12> 22
metastasis:peritoneun tumor 2 0 0 3

[Urinary system]

kidney <18 <D <12> 22>
leukemic cell infiltration 0 1 3 1
metastasis:peritoneum tumor 0 0 0 1

uin bladd <18> <D A2 22>
leukemic cell infiltration 1 0 0 0

[Endocrine system]

pituitary 18> <D 12> 22>
letkemic cell infiltration 1 1 1 0

thyroid <18 <5 <12> 22>
letkemic cell infiltration 0 0 0 1

adrenal 18> <D <12> 22>
leukemic cell infiltration 1 1 1 0
metastasis: Liver tumor 1 0 0 0
metastasisiperitoneun tumor 0 0 0 1

{Reproductive system]

testis <18 <D 12> 22>
leukemic cell infiltration 2 0 3 0

<a> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE = 4

Control 1000 ppm 2000 ppm 4000 ppm
Nao. of Animals on Study 18 7 12 22

Organ Findings

{Reproductive system]

epididymis <18 < 12> 22>
leukemic cell infiltration 0 0 1 0

prostate <18> <D <12> 22>
teukemic cell infiltration 0 0 1 0

[Neruous systenm]

brain 18> <D <12> <22>
letkemic cell infiltration 1 1 1 0
metastasisipituitary tumor 1 0 0 0

spinal cord 18> < <12> 22>
leukemic cell infiltration 1 0 0 0

[Special senss organs/appandage]

Harder gl 18> <D <12> 22>
leukemic cell infiltration 0 0 0 1

{Body cavities]

pleura 18> <7 A2 22>
metastasisisubcutis tumor 0 0 1 0
metastasis: lung tumor 1 0 0 0

mediastinum 18> <D 12> 22>
metastasis:peritoneun tumor 1 0 0 0

<a?> a : Nuwber of animals examined at the site

b b * Number of animals with lesion
(JPT150)

BAIS3



APPENDIX N3

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: MALE: SACRIFICED ANIMALS
(2-YEAR STUDY)



STUDY NO. ¢ 0278 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 1

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28

Organ Findings

[Respiratory system]

nasal cavit <32> 43> {38> <28>
leukemic cell infiltration 0 0 1 0

lung 32> 43> (38> <28>
lewkemic cell infiltration 0 1 1 0
metastasis:thyroid tumor 1 0 0 1
metastasis:bone tumor 0 0 1 0

[Hematopoistic system)

bone marrow <82> 43 38> <28>
leukenic cell infiltration 0 0 1 1

tymph node <32> <43> <38> 28>
letkemic cell infiltration 0 1 1 0

spleen <32> <43> <38> Q28
metastasis:peritoneum tumor 0 0 0 1

[Digestive system)

salivary gt 32> <43> <38> 28>
metastasis:peritoneun tumor 0 0 0 1

stomach 32> 43> 38> 28>
metastasis:peritoneum tumor 0 4} 0 1

Liver <32> 43> 38> <28>
tetkemic csll infiltration 0 2 3 1
metastasis:peritoneum tumor 0 0 0 1

Ca> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. ¢ 0278

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCri SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 32 43 38 28

Organ Findings,

{Digestive system]

pancreas 32> 43> 38 28>
motastasis:peritoneun tumor 0 0 0 2

[Urinary systen]

kidney <32> <43> 38> 28>
leukemic cell infiltration 0 0 1 0

[Reproductive system]

testis {82> 43> <38> 28>
teukemic cell infiltration 0 0 0 1

prostate <32> 43> <38> {28>
leukemic cell infiltration 0 0 1 0

[Body cavities]

retroperit 32> U43» <38 <28>
leukemic cell infiltration 0 0 1 0

<ad a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX N4

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: FEMALE: ALL ANIMALS
(2-YEAR STUDY)



STUDY NO.
ANTHAL

1 0278
: RAT F344/DuCri

HISTOLOGICAL FINDINGS :

ALL ANIHALS (0~-105W)

NETASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX : FEMALE PAGE
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Respiratory system]

nasal cauvit 50> <500 <60> (G
leukemic cell infiltration 0 0 0 1

trachea 50> <50> <50 <50>
metastasis: thyroid tumor 0 0 0 1

lung <50> <50> <500 <50>
leukemic cell infiltration 2 4 5 3
metastasis:uterus tumor ) 0 0 0 1
metastasis:thyroid tumar 0 0 0 1
metastasis:bone tumor 0 0 1 0

[Hematopoietic system}

bone marrow <60> <GB0 <50> <B0>
leukemic cell infiltration 1 3 5 8
metastasis: Liver tumor 0 0 1 0

Lymph node <50 <500 <50> <B0O>
leukemic cell infiltration 0 1 2 1
metastasis:uterus tumor 4 0 0 1
metastasisibone tumor 0 0 1 0

spleen <50> <50 <50> <500
leukemic cell infiltration 0 1 1 0
metastasis: Liver tumor 0 0 1 0

[Circulatory systen]

heart <50 <50> <50> <50>
leukemic cetl infiltration 0 1 1 0

Ca> a ! Number of animals examined at the site

b b : Number of animals with lesion



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE :
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

[Digestive system]

stomach <50> B0 <50 <50>
teukemic cell infiltration 0 1 2 0
small intes <50> <50> <50 <50
metastasis:uterus tumor 1] 0 0 1
Liver <50 <50> <50 <50
lewkemic cell infiltration 2 5 7 [
metastasisiuterus tumor 0 0 0 1
pancreas <50> <50> <&0> <50>
teukemic cell infiltration 0 2 1 : 0

[Urinary system]

kidney <50 <50> 50> <560>
leukemic cell infiltration 0 3 4 1

uin bladd <500 <50> <50> <50>
teukemic cell infiltration 0 0 1 0

[Endocrine system]

pituitary <50> B <50> <500
letkemic cell infiltration 0 0 5 1
thyroid 60> <50> <50> <50>
lekemic cell infiltration 0 0 1 0
adrenal <50 <50 <500 <50>
teukemic cell infiltration 0 2 5 3

[Reproductive system]

ovary <50 <50> <50 <50>
teukemic cell infiltration 0 0 3 0

<a> a : Number of animals examined at the site
b b : Number of animals with lesion



STUDY NO. : 0278

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 8

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 50 50 50 50

Organ, Findings

{Reproductive system)

ovary <50 <50 50> <50>
metastasis:uterus tumor 0 0 0 1

uterus <50> <60> <50> B>
leukemic cell infiltration 0 1 1 0

vagina <60> <560> <50 <50>
leukemic cell infiltration 0 0 1 0

[Nervous systenm]

brain <50> <60> <50> <50>
Leukemic coll infiltration 0 2 1 0
metastasistpituitary tumor 1 1 0 0

spinal cord 50> 50> B0 <50>
leukemic cell infiltration 0 0 2 0

{Special sense organs/appandage]

eve 60> <50 <60> <500
teukemic cell infiltration 0 0 1 0

Harder gt <50> <50 <60> <50>
leukemic cell infiltration 0 0 1 1

[Body cavities]

peri toneum <500 <50 <50> <500
metastasis:uterus tumor 0 0 0 1

<a> a * Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



APPENDIX Nb5

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: FEMALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY)



STUDY NO. = 0278 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE :
Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20

Organ Findings,

[Respiratory system]

nasal cavit <5 <10> <D 20>
leukemic cell infiltration 0 0 0 1

trachea <5 10> <D 20>
metastasis: thyroid tumor 0 0 0 1

tung < (ST <D <20
leukemic cetl infiltration 2 3 4 3
metastasis:uterus tumor 0 0 0 1
metastasis:thyroid tumor 0 0 0 1
metastasis:bone tumor 0 0 1 0

[Hematopoietic system]

bone marrow <5 10> <7 <20>
leukemic cell infiltration 0 2 3 5
metastasis: liver tumor 0 0 1 0

Lymph node <5 <10> <D <20>
leukemic cell infiltration 0 0 2 0
metastasis:uterus tumor 0 0 0 1
metastasis:ibone tumor 0 0 1 0

spleen <o <10> <D <20
teukemic cell infiltration 0 1 0 0
metastasis: Liver tumor 0 0 1 0

[Circulatory system]

heart <5 <10 < <20>
leukemic csll infiltration 0 1 0 0

<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion



STUDY NO. : 0278

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 6

Group Name Controt 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20

Oraan Findings,

[Digestiuve system}

stomach <5 <10> <D <20>
leukemic cell infiltration 0 1 1 0

small intes <5 <10> <D <20>
metastasisiuterus tumor 0 0 0 1

Liver < B <10> <D <20>
leukemic cell infiltration 1 3 4 4
motastasis:uterus tumor 0 0 0 1

pancreas <5 <10 <1 <20>
leukemic cell infiltration 0 2 0 0

[Urinary system}

kidney <5 <10> <D <20>
leukemic cell infiltration 0 3 3 1

[Endocrine system]

pituitary < B (e <D <20>
leukemic cell infiltration 0 0 4 1

thyroid <5 <10> <D <20>
teukemic cell infiltration 0 0 1 0

adremal B <10> <D 20>
teukemic cell infiltration 0 1 4 2

[Reproductive system]

ouary <5 <10 < <20>
leukemic cell infiltration 0 0 2 0

Ca> a ! Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. @ 0278

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY) -

ANTHAL : RAT F344/DuCrj DEAD AND MORIBUND ANIXALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE = 7

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 5 10 7 20

Organ Findings,

[Reproductive system]

ovary <5 <10> <D <20>
metastasis:uterus tumor 0 0 0 1

uterus <5 <10> <7 <20>
leukemic coll infiltration 0 1 0 0

[Neruous system]

brain < <10> <D 20>
Leukemic csll infiltration 0 2 1 0
metastasis:pituitary tumor 1 0 0 0

spinal cord <5 <10 <D <20>
leukemic cell infiltration 0 0 2 0

{Special sense organs/appandage]

Harder gt <5 <10> <D <20>
tetkemic cell infiltration 0 0 0 1

[Rody cavities]

peritoneun <5 <100 <7 <20>
metastasis:uterus tumor 0 0 0 1

<a> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX NG

HISTOLOGICAL FINDINGS: METASTASIS OF TUMOR: SUMMARY,
RAT: FEMALE: SACRIFICED ANIMALS
(2-YEAR STUDY)



STUDY NO. @ 0278

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL t RAT F344/DCri SACRIFICED ANINALS (105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE + 3

Group Name Control 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30.

Organ Findings

[Respiratory systen]

lung 45> <40> 43> <30>
leukemic cell infiltration 0 1 1 0

[Hematopoietic system]

bone marrow <45> <40> <43> <30>
teukemic cell infiltration 1 1 2 3

tymph node 45> <40> U3 <30>
leukemic cell infiltration 0 1 0 1

spleen <45> 40> 43> <30>
letkemic cell infiltration 0 0 1 0

[Circulatory system]

heart <45> 40> 43> <30>
leukemic coll infiltration 0 0 1 0

[Digestive system]

stomach 45> <40 U3 <30>
Leukemic cell infiltration 0 0 1 0

Liver 45> 40 U3 30>
leukemic cetl infiltration 1 2 3 2

pancreas <45> <40 43> Q»
teukemic cell infiltration 0 0 1 0

[Urinary system]

kidney <45> <405 43> <30>
Leukemic cell infiltration 0 0 1 0

<a> a ¢ Number of animals examined at the site

b b : Number of animals with lesion



STUDY NO.  : 0278

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4

Group Name Caontrol 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30

Organ Findings,

[Urinary system]

urin bladd 45> 4o 43> 30>
letkemic cell infiltration 0 0 1 0

{Endocrine system]

pituitary 45> <40> 43> <30>
leukemic cell infiltration 0 0 1 0

adrenal 45> <40> 43D <30>
leukemic cell infiltration 0 1 1 1

[Reproductive system]

ovary <45> <40> <43> <30>
leukemic cell infiltration 0 0 1 0

uterus <45> <407 43> <30>
teukemic cell infiltration 0 0 1 0

vagina <45> 40> 43> <30>
leukemic cell infiltration 0 0 1 0

[Neruous systenm]

brain <45> 40> 43> <30>
metastasisipituitary tumor 0 1 0 0

[Special sense organs/appandage]

eye <45> <40> <43> <30>
letkemic cell infiltration 0 0 1 0

<a> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150) BAIS3



STUDY NO.  : 0278 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL ¢ RAT F344/DuCrj SACRIFIGED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: &
Group Name Control - 1000 ppm 2000 ppm 4000 ppm
No. of Animals on Study 45 40 43 30

Organ Findings

[Special sense organs/appandags]

Harder gl <45> <40y 43> <30

leukemic cell infiltration 0 0 1 0
<a?> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(JPT150)

BAIS3



APPENDIX O1

IDENTITY OF DICHLOROMETHANE IN THE 2-YEAR
INHALATION STUDY



(Study No. 0278)
IDENTITY OF DICHLOROMETHANE IN THE 2-YEAR INHALATION STUDY
Test Substance : Dichloromethane (Wako Pure Chemical Industries, LTD.)
A. Lot No. : APRSZ6O

1. Spectral data

a ectromet
Instrument : Hitachi M-80B Mass Spectrometer
Ionization : EI (Electron Ionization)
lonization Voltage : 70eV

100 ; 49
9 84
S0
E 35
” ’1 i
Q | ” |i 4{ T T T ’ T T
20 30 40 SO 60 70 8C Ele) 100

Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

k3

etermine Literature Values

Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

(*EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



(Study No. 0278)

ared Spect

Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer

Cell : KBr

80

5T

60 —

40 —

20

O T T T T l T T T T l L T T T [ T T ] T T ¥ T [

4000 3000 2000 1500 1000 500

Infrared Spectrum of Test Substance

co-1

Results: The infrared spectrum was consistent with literature spectrum.

Determined Values
Wave Number (cm™')
650~ 840
870~ 940
970~1000
1120~1180
1200~1340
1370~1500
1530~1570
1580~1630
2040~2090
2100~2190
2250~2360
2380~2460
2500~2550
2650~2730
2800~2860
2900~3200
3650~3730
3730~3800
3900~4000

*
Literature Values
' Wave Number (cm™ ')
650~ 850
870~ 940
970~1000
1130~1180
1200~1350
1380~1500
1540~1570
1580~1630
2050~2090
2120~2190
2280~2370
2400~2460
2500~2560
2650~2730
2800~2860
2900~3200
3670~3750
3750~3800
3900~4000
(*Performed by the WAKO PURE

CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the

infrared spectrum.



(Study No. 0278)

B. Lot No. : KCH4634

1. Spectral data

a ectrome
Instrument : Hitachi M-80B Mass Spectrometer
Ionization : EI (Electron Ionization)
Ionization Voltage : 70eV
100 ’e
50 4
84 L
3 as
| Ly |
o ¥ - s" — !"" T T T L ‘*‘l
20 30 40 Se 60 70 80 S0 180

M/Z
Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

*

stermine Literature Values
Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

(*EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



ed

Instrument

Cell

ect

et

(Study No. 0278)

: Shimadzu FT-IR 8200PC Infrared Spectrometer

: KBr

o 2 =3
L) - (=]
| | T - ! 1

o
(=]

oS
<

lllllllllllll

<

4000

3000

Infrared Spectrum of Test Substance

2000 1500

1000 500
cm-1

Results: The infrared spectrum was consistent with literature spectrum.

*®

etermined Value Literature Values
Wave Number (cm™') Wave Number (cm™')
650~ 840 650~ 850
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1130~1180
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3900~4000 3900~4000

(*Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the

infrared spectrum.



(Study No. 0278)

C. Lot No. : ESR7256

1. Spectral data

a ect t
Instrument : Hitachi M-80B Mass Spectrometer
Ionization ' : EI (Electron Ionization)
Ionization Voltage 1 70eV
180 e
|
|
; .
S0 7
3 284
3 35
o — ,“1{n {! I - ‘llxlllr
20 20 40 SO 60 70 80 Sg 100

M/Z
Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

*

etermine [iterature Values
' Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

("EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



(Study No. 0278)

d tromet
Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell , : KBr
60 —
5T
40 —
20 —
0 T T T T [ T T T T [ T T T T I 1 T T T l T T T T I

4000 3000 2000 1500 1000 500
Infrared Spectrum of Test Substance

Results: The infrared spectrum was consistent with literature spectrum.

*®
Literature Values

Determined Values
Wave Number (cm™ ') Wave Number(cm™ ')
650~ 840 650~ 850
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1130~1180
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3900~4000 3900~4000

(*Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the
infrared spectrum.



(Study No. 0278)
D. Lot No. : ESM2924

1. Spectral data

a ectromet
Instrument : Hitachi M-80B Mass Spectrometer
Ionization : EI (Electron Ionization)
Ionization Voltage : 70eV
100 e
07 84
3 35
I O | — 1
20 30 4Q SO 60 70 £aq S0 100

M/Z
Mass Spectrum of Test Substance

Results: The mass ‘spectrum was consistent with literature spectrum.

*

etermine Literature Values
Fragment Peak (M/Z) A Fragment Peak (M/Z)
35 35
49 49
84 84

(EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



ared tromet
Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell - 1 KBr
60 —|
5]
40 —
20 —
T T i T I T T T T I T T l T ] H T l
4000 3000 2000 1500 1600 500

(Study No. 0278)

Infrared Spectrum of Test Substance

Results: The infrared spectrum was consistent with literature spectrum.

*

etermined  Value Literature Values
Wave Number (cm™ ') Wave Number (cm™')
650~ 840 650~ 850
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1130~1180
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3500~4000 3500~4000

(*Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the
infrared spectrum.



(Study No. 0278)

E. Lot No. : ESJ4826

1. Spectral data

a ectromet
Instrument : Hitachi M-80B Mass Spectrometer
Ionization ' : EI (Electron Ionization)
Ionization Voltage : 70eV
100 7 %5
50 1
] o
35
[t L
ja} + b s T 0 -y
20 30 40 S0 60 70 80 S0 100

M/Z
Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

*

etermine Literature Values
Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

("EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



are ctromet
Instrument : Shimadza FT-IR 8200PC Infrared Spectrometer
Cell . KBr
§0 —
g
40 —|
20
T T Ll T { T T T T l T T ] [ T T l'
4000 3000 2000 1500 1000 500

(Study No. 0278)

Infrared Spectrum of Test Substance

Results: The infrared spectrum was consistent with literature spectrum.

*

Determined Values Literature Values
Wave Number (cm™ ') Wave Number (cm™ ')
650~ 840 650~ 850
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1130~1180
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3900~4000 3900~4000

(*Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the
infrared spectrum.



(Study No. 0278)

F. Lot No. : ESF6669

1. Spectral data

a ct t
Instrument : Hitachi M-80B Mass Spectrometer
Ionization ' : EI (Electron Ionization)
Ionization Voltage : 70eV
100 7] 45
S0 4 84
73 33
; 42
A N ) A £ P
20 30 40 SC 60 70 80 30 100
M/Z

Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

*

Determines Literature Values
Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

(*EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



d Spectromet
Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell . KBr
§0 —
i |
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(Study No. 0278)

Infrared Spectrum of Test Substance

Results: The infrared spectrum was consistent with literature spectrum.

®
terature values

Wave Number (cm™ ')

etermined Value

Wave Number (cm™')

650~ 840 650~ 850
870~ 940 870~ 940

970~1000 970~1000
1120~1180 1130~1180
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3900~4000 3900~4000

(*Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the
infrared spectrum.



(Study No. 0278)

G. Lot No. : DLP1873

1. Spectral data

ectromet
Instrument : Hitachi M-80B Mass Spectrometer
Ionization ' : EI (Electron Ionization)
Ionization Voltage 1 70eV
100 1o
S0 7 24
] 36 1
: } l
0. x! {le|' h! T T T ”"l
20 30 40 S0 &0 78 20 ¢0 100

M/Z
Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

*

etermine [iterature Values
Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

("EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



ed ectromet

Instrument

Cell .+ KBr

: Shimadzu FT-IR 8200PC Infrared Spectrometer

4000 3000

2000

(Study No. 0278)

Infrared Spectrum of Test Substance

Results: The infrared spectrum was consistent with literature spectrum.

#

Determined Values Literature Values
Wave Number (cm™ ') Wave Number (cm™ ')
650~ 840 650~ 850
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1130~1180
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3900~4000 3900~4000

(*Performed by the WAKGO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the
infrared spectrum.



H. Lot No. : DLL3810
1. Spectral data
a f t
Instrument : Hitachi M-80B Mass Spectrometer
Ionization ' : EI (Electron Ionization)
Ionization Voltage 1 70eV
100 7] 49
] -
26
S0 7
1 e ’
05 ,,' “.,!I 'J!x T T T '!‘l'(
20 30 40 S0 60 70 80 SQ 168

M/Z
Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

®

etermine Literature Values
Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

(Study No. 0278)

(*EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



Infrared Spectrometry
Instrument
Cell . KBr

: Shimadzu FT-IR 8200PC Infrared Spectrometer
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(Study No. 0278)

Infrared Spectrum of Test Substance

Results: The infrared spectrum was consistent with literature spectrum.

*

etermi alue iterature ue
Wave Number (cm™ ') Wave Number (cm™')
650~ 840 650~ 850
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1130~1180
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3900~4000 3900~4000

(*Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the
infrared spectrum.



I. Lot No. : DLH5609

1. Spectral data

Mass Spectrometry
Instrument : Hitachi M-80B Mass Spectrometer
Ionization : EI (Electron Ionization)
Ionization Voltage : 70eV
100 49
24
S0 7 P
1 2]
- 28 I
0 1 T l T l[ (I‘ " E‘ T 7 K asa l T
20 30 &0 s 60 70 30 S0 100

Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

*

Determines jterature e
Fragment Peak (M/Z) Fragment Peak (M/Z)
35 35
49 49
84 84

(Study No. 0278)

("EPA/NIH Mass Spectral
Data Base (1978) Vol. 1, p. 33.)



ared Spect et

Instrument

Cell : - KBr

: Shimadzu FT-IR 8200PC Infrared Spectrometer

4000 3000

2000

(Study No. 0278)

Infrared Spectrum of Test Substance

Results: The infrared spectrum was consistent with literature spectrum.

*
terature ajues

Wave Number (cm™')

Determined Values

Wave Number (cm™ ')

650~ 840 650~ 850
870~ 940 870~ 5940
970~1000 970~1000
1120~1180 1130~1180"
1200~1340 1200~1350
1370~1500 1380~1500
1530~1570 1540~1570
1580~1630 1580~1630
2040~2090 2050~2090
2100~2190 2120~2190
2250~2360 2280~2370
2380~2460 2400~2460
2500~2550 2500~2560
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3670~3750
3730~3800 3750~3800
3900~4000 3500~4000

(*Performed by the WAKO PURE
CHEMICAL INDUSTRIES, LTD.)

2. Conclusions: The test substance was identified as dichloromethane, by the mass spectrum and the
infrared spectrum.
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STABILITY OF DICHLOROMETHANE IN THE 2-YEAR
INHALATION STUDY
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STABILITY OF DICHLOROMETHANE IN THE 2-YEAR INHALATION STUDY

Test Substance  : Dichloromethane (Wako Pure Chemical Industries, LTD.)

A. Lot No. : APR5260

: This lot was used from 1994.10.20 to 1995.1.9. Test substance was stored at room
temperature.

1.Sample

2.Infrared Spectrometry

Instrument  : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

1994.10.07 (date analyzed) 1995.01.09 (date analyzed)

Wave Number(cm™ ') Wave Number (cm™ ')

3. Gas Chromatography

650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~-2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3900~4000 3900~4000

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methyl Silicone (0.2mm ¢ X50m)

Column Temperature 60° C

Flow Rate : 1 mL/min

Detector : FID (Flame Ionization Detector)

Injection Volume

: 1 ul
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Results: Gas chromatography indicated one major peak (peak No.l) and one impurity (peak No.2
< 1% of total area) analyzed at 1994.10.7 and one major peak (peak No.1) and one
impurity (peak No.2 < 1% of total area) analyzed at 1995.1.9. It was identified only by
comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0008% at 1994.10.7. No new
trace impurity peak in the test substance analyzed at 1995.1.9 was detected.

Date Peak No. Retention Time Area
(min) (%)
1694.10.07 1 3.302 99.99
2 3.403 0.01
1995.01.09 1 3.305 99.99
2 3.407 0.01

4. Conclusions: The test substance was stable for about 3 months in the dark at room temperature.
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B. Lot No. : KCH4634

: This lot was used from 1995.1.7 to 1995.4.3. Test substance was stored at room
temperature.

1.Sample

2.Infrared Spectrometry

Instrument  : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell : KBr
Slit : Medium

1995.04.03 (date analyzed)

Wave Number (cm™ ')

1 994, 12.27 (date analyzggl[

Wave Number (cm™ ')

3. Gas Chromatography

650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3900~4000

3900~4000

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methy! Silicone (0.2mm ¢ X 50m)

Column Temperature 60°C

Flow Rate : 1 mL/min

Detector : FID (Flame vIonization Detector)

Injection Volume

1 ul
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Results: Gas chromatography indicated one major peak (peak No.l) and one impurity (peak No.2
< 1% of total area) analyzed at 1994.12.27 and one major peak (peak No.l) and one
impurity (peak No.2 < 1% of total area) analyzed at 1995.4.3. It was identified only by
comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0008% at 1995.4.3. No new
trace impurity peak in the test substance analyzed at 1995.1.9 was detected.

Date " Peak No. Retention Time Area
(min) (%)

1994.12.27 1 3.3 99.98
2 3.407 0.02

1995.04.03 1 3.307 99.99
2 3.407 0.01

4. Conclusions: The test substance was stable for about 3 months in the dark at room temperature.
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C. Lot No. : ESR7256

: This lot was used from 1995.4.4 to 1995.6.28. Test substance was stored at room
temperature.

1.Sample

2.Infrared Spectrometry
Instrument ~ : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

1995.03.27 (date analyzed) 1995.06.28 (date analyzed)

- Wave Number(cm™ ') Wave Number (cm™ ')

3. Gas Chromatography
Instrument

Column

Column Temperature 60" C
Flow Rate : 1 mL/min
Detector : FID (Flame Ionization Detector)

Injection Volume

: 1 ul

650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3900~4000 3900~4000

: Methy! Silicone (0.2mm ¢ X50m)

: Hewlett Packard 5890A Gas Chromatograph
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Results: Gas chromatography indicated one major peak (peak No.1) and one impurity (peak No.2
< 1% of total area) analyzed at 1995.3.27 and one major peak (peak No.1) and one
impurity (peak No.2 < 1% of total area) analyzed at 1995.6.28. It was identified only
by comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0008% at 1995.3.27. No new
trace impurity peak in the test substance analyzed at 1995.6.28 was detected.

Date ‘Peak No. Retention Time Area
(min) (%)

1995.03.27 1 3.302 99.98
2 3.407 ’ 0.02

1995.06.28 1 3.302 99.81
2 3.405 0.19

4. Conclusions: The test substance was stable for about 3 months in the dark at room temperature.
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D. Lot No. : ESM2924

: This lot was used from 1995.6.28 to 1995.9.22. Test substance was stored at room
temperature.

1.Sample

2.Infrared Spectrometry

Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

1995.06.26 (date apalyzed) 1995.10.02 (date analyzed)

Wave Number (cm™ ') Wave Number (cm™ ')

3. Gas Chromatography

650~ 840 650~ 840

870~ 940 870~ 940

970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
~1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3%00~4000 3900~4000

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methyl Silicone (0.2mm ¢ X 50m)

Column Temperature 60" C

Flow Rate : 1 mL/min

Detector : FID (Flame Jonization Detector)

Injection Volume

1 ul
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Results: Gas chromatography indicated one major peak (peak No.l) and one impurity (peak No.2
< 1% of total area) analyzed at 1995.6.26 and one major peak (peak No.1) and one
impurity (peak No.2 < 1% of total area) analyzed at 1995.10.2. It was identified only
by comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0008% at 1995.6.26. No new
trace impurity peak in the test substance analyzed at 1995.10.2 was detected.

Date » Peak No. Retention Time Area
(min) (%)

1995.06.26 1 3.302 99.99
2 3.405 0.01

1995.10.02 1 3.302 99.99
2 3.405 0.01

4. Conclusions: The test substance was stable for about 4 months in the dark at room temperature.
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E. Lot No. : ESJ4826

1.Sample : This lot was used from 1995.5.22 to 1995.12.25. Test substance was stored at
room temperature.

2.Infrared Spectrometry
Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

1995.09.14 (date analyzed) =~ 1995.12.25 (date analyzed)

Wave Number (cm™ ) Wave Number (cm™ ')

3. Gas Chromatography

650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3500~4000 3900~4000

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methyl Silicone (0.2mm ¢ X50m)

Column Temperature 60" C

Flow Rate : 1 mL/min

Detector : FID (Flame Ionization Detector)

Injection Volume

1 ulL
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Results: Gas chromatography indicated one major peak (peak No.2) and one impurity (peak No.2
and peak No.2 < 1% of total area) analyzed at 1995.9.14 and one major peak (peak
No.1) and one impurity (peak No.2 < 1% of total area) analyzed at 1995.12.25. It was
identified only by comparing its gas chromatograph with that of the amylene (peak
No.3) in the. dichloromethane, the amount in the test substance were 0.0004% at
1995.9.14. No new trace impurity peak in the test substance analyzed at 1995.12.25

was detected.

Date Peak No. Retention Time Area
(min) (%)
1995.09.14 1 3.27 0.001
2 3.305 99,987
3 3.408 0.012
1995.12.25 1 3.302 99.99
2 3.407 0.01

4. Conclusions: The test substance was stable for about 3 months in the dark at room temperature.
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F. Lot No. : ESF6669
1.Sample : This lot was used from 1995.12.25 to 1996.4.1. Test substance was stored at room
temperature.

2.Infrared Spectrometry

Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer

Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

1995.12.22 (date apalyzed) @~ 1996.04.02 (date apalyzed)

Wave Number (cm™ ') Wave Number (cm™ ')

3. Gas Chromatography

650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2500~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3900~4000 3500~4000

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methyl Silicone (0.2mm ¢ X50m)

Column Temperature 60°C

Flow Rate : 1 mL/min

Detector : FID (Flame Iomization Detector)

Injection Volume

: 1 ul
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Results: Gas chromatography indicated one major peak (peak No.l) and one impurity (peak No.2
< 1% of total area) analyzed at 1995.12.22 and one major peak (peak No.l) and one
impurity (peak No.2 < 1% of total area) analyzed at 1996.4.2. It was identified only by
comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0007 % at 1995.12.22. No
new trace impurity peak in the test substance analyzed at 1996.4.2 was detected.

Date Peak No. Retention Time Area
(min) (%)
1995.12.22 1 3.302 99.83
2 3.405 0.17
1996.04.02 1 3.302 990.99
2 3.405 0.01

4. Conclusions: The test substance was stable for about 4 months in the dark at room temperature.
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G. Lot No. : DLP1873

: This lot was used from 1996.4.1 to 1996.6.27. Test substance was stored at room
temperature,

1.Sample

2.Infrared Spectrometry
Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

3. Gas Chromatography
Instrument
Column
Column Temperature
Flow Rate
Detector

Injection Volume

1996.03.25 (date analyzed) 1996.06.28 (date analyzed)
Wave Number (cm™ ') Wave Number (cm™ ')
650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3900~4000 3900~4000

60" C

1 uL

: Methy! Silicone(0.2mm ¢ X 50m)

: 1 mL/min

: FID (Flame Ionization Detector)

: Hewlett Packard 5890A Gas Chromatograph
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Results: Gas chromatography indicated one major peak (peak No.l1) and one impurity (peak No.2
< 1% of total area) analyzed at 1996.3.25 and one major peak (peak No.l) and one
impurity (peak No.2 < 1% of total area) analyzed at 1996.6.28. It was identified only
by comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0006% at 1996.3.25. No new
trace impurity peak in the test substance analyzed at 1996.6.28 was detected.

Date Peak No. Retention Time Area
(min) (%)
1996.03.25 1 3.302 99.98
2 3.407 0.02
1996.06.28 1 3.302 99.98
2 3.407 0.02

4. Conclusions: The test substance was stable for about 3 months in the dark at room temperature.
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H. Lot No. : DLL3810

: This lot was used from 1996.6.28 to 1996.9.26. Test substance was stored at room
temperature.

1.Sample

2.Infrared Spectrometry
Instrument : Shimadzu FT-IR 8200PC Infrared Spectrometer
Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

1996.06.26 (date apalyzed) 1996.09.26 (date analyzed)

Wave Number (cm™ ') Wave Number (cm™ ')

3. Gas Chromatography

650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
- 2040~2090 2040~2090
2100~21%0 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
29500~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3%900~4000 3900~4000

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methyl Silicone (0.2mm ¢ X50m)
Column Temperature 60°C
Flow Rate : 1 mL/min
- Detector : FID (Flame Ionization Detector)

Injection Volume

: 1 pul
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Results: Gas chromatography indicated one major peak (peak No.1) and one impurity (peak No.2
< 1% of total area) analyzed at 1996.6.26 and one major peak (peak No.1) and one
impurity(peak No.2 < 1% of total area) analyzed at 1996.9.26. It was identified only
by comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0007% at 1996.6.26. No new
trace impurity peak in the test substance analyzed at 1996.9.26 was detected.

Date ‘ Peak No. Retention Time Area
(min) (%)

1996.06.26 1 3.302 99.98
2 3.407 0.02

1996.09.26 1 3.302 99.99
2 3.407 0.01

4. Conclusions: The test substance was stable for about 3 months in the dark at room temperature.
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1. Lot No. : DLH5609

1.Sample : This lot was used from 1996.9.27 to 1996.10.16. Test substance was stored at roo
m temperature.

2.Infrared Spectrometry
Instrument  : Shimadzu FT-IR 8200PC Infrared Spectrometer

Cell : KBr

Results: The result of infrared spectrum did not change when before and after studies.

1996.09.25 (date apalyzed) 1996.11.25 (date analyzed)

Wave Number (cm™ ') Wave Number (cm™ ')

3. Gas Chromatography

650~ 840 650~ 840
870~ 940 870~ 940
970~1000 970~1000
1120~1180 1120~1180
1200~1340 1200~1340
1370~1500 1370~1500
1530~1570 1530~1570
1580~1630 1580~1630
2040~2090 2040~2090
2100~2190 2100~2190
2250~2360 2250~2360
2380~2460 2380~2460
2500~2550 2500~2550
2650~2730 2650~2730
2800~2860 2800~2860
2900~3200 2900~3200
3650~3730 3650~3730
3730~3800 3730~3800
3900~4000 3900~4000

Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : Methy! Silicone(0.2mm ¢ X50m)

Column Temperature 60° C

Flow Rate : 1 mL/min

Detector : FID (Flame lonization Detector)

Injection Volume

1 ul
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Results: Gas chromatography indicated one major peak (peak No.1) and one impurity (peak No.2
< 1% of total area) analyzed at 1996.9.25 and one major peak (peak No.1) and one
impurity (peak No.2 < 1% of total area) analyzed at 1996.11.25. It was identified only
by comparing its gas chromatograph with that of the amylene (peak No.2) in the
dichloromethane, the amount in the test substance were 0.0008% at 1996.9.25. No new
trace impurity peak in the test substance analyzed at 1996.11.25 was detected.

Date ‘ Peak No. Retention Time Area
(min) (%)
1996.09.25 1 3.302 99.99
2 3.407 0.01
1996.11.25 1 3.303 99.98
2 3.407 0.02

4. Conclusions: The test substance was stable for about 3 months in the dark at room temperature.
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CONCENTRATION OF DICHLROMETHANE IN THE INHALATION CHAMBER
OF THE 2-YEAR INHALATION STUDY

Concentration (ppm)
Gljoup Name Mean * S.D.
Control 0.0+ 0.0
1000ppm 999.9 = 65
2000ppm 2003.2 + 9.0

4000ppm 3988.5 + 25.7




APPENDIX P2

ENVIRONMETAL CONDITIONS OF INHALATION CHAMBER IN THE 2-YEAR
INHALATION STUDY OF DICHLOROMETHANE



ENVIRONMENTAL CONDITIONS OF INHALATION CHAMBER IN THE 2-YEAR INHALATION STUDY OF DICHLOROMETHANE

Temperature(°C)

Group Name Humidity(%) Ventilation Rate(L/min) Air Changes(time/h)
Mean + S.D. Mean + S.D. Mean + S.D. Mean
Control 22.4+0.2 b48+14 1831.0+9.2 (916.4+3.3) 12.1 (6.0)
1000ppm 22.2+0.2 545+ 1.5 1825.4 £ 8.9 (917.9+2.8) 12.0 (6.0)
2000ppm 22.2+0.1 55,6+ 1.4 1826.0 £ 8.6 (915.9+2.3) 12.0 (6.0)
4000ppm 22.2 +0.1 55.0 + 1.6 1830.1+ 8.2 (916.1 + 2.5) 12.1 (6.0)

(' ):during exposure

(8230 "oN £p11g)
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METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS
IN THE 2-YEAR INHALATION STUDY OF DICHLOROMERHANE
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METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS
IN THE 2-YEAR INHALATION STUDY OF DICHLOROMETHANE

Item Method
Hematology
Red blood cell (RBC) Light scattering method Y
Hemoglobin (Hgb) Cyanmethemoglobin method K
Hematocrit (Het) Calculated as RBC X MCV/10

Mean corpuscular volume (MCV)

Mean corpuscular hemoglobin (MCH)

Mean corpuscular hemoglobin concentration (MCHC)
Platelet

Light scattering method K
Calculated as Hgb/RBC X 10
Calculated as Hgb/Hct X 100 K
Light scattering method K
Light scattering method K

White blood cell (WBC)
Differential WBC Pattern recognition method &
(May-Grunwald-Giemsa staining)

Biochemistry

Total protein (TP) Biuret method Y

Albumin (Alb) BCG method ~

A/G ratio Calculated as Alb/(TP— Alb) ~

T-bilirubin Alkaline azobilirubin method >

Glucose Enzymatic method (GLK - G-6-PDH) "

T-cholesterol Enzymatic method (CE-COD-POD) X

Triglyceride Enzymatic method (LPL+ GK+GPO-POD) ~

Phospholipid Enzymatic method (PLD-COD*POD) Y

Glutamic oxaloacetic transaminase (GOT)
Glutamic pyruvic transaminase (GPT)
Lactate dehydrogenase (LDH)
Alkaline phosphatase (ALP)

7 -Glutamyl transpeptidase (7 -GTP)
Creatine phosphokinase (CPK)

Urea nitrogen

Creatinine

Sodium

Potassium

Chloride

Calcium

Inorganic phosphorus

UV -Rate method »

UV-Rate method »

UV Rate method »
p-Nitrophenylphosphate method Y

L- ¥ -Glutamyl-p-nitroanilide method Y
UV-Rate method ¥

Enzymatic method (Urease* GLDH) Y
Jaffe method Y

Ion selective electrode method »

Ion selective electrode method »

Ion selective electrode method »
OCPC method

Enzymatic method (PNP+XOD-POD) "

Urinalysis

PH,Protein,Glucose,Ketone body,Bilirubin,Occult Blood,

Urobilinogen

Urinalysis reagent paper method Y

1) Automatic blood cell analyzer (Technicon H*1 : Technicon Instruments Corporation,USA)
2) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi,Ltd.,Japan)

3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.,Japan)

4) Ames reagent strips for urinalysis (Multistix : Bayer-Sankyo Co.,Ltd.,Japan)
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UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY
IN THE 2-YEAR INHALATION STUDY OF DICHLOROMETHANE

Item Unit Decimal
place

Hematology

Red blood cell (RBC) X10°/uL 2
Hemoglobin g/dL 1
Hematocrit % 1
Mean corpuscular volume (MCV) fL 1
Mean corpuscular hemoglobin (MCH) pg 1
Mean corpuscular hemoglobin concentration (MCHC) g/dL 1
Platelet X10°/ L 0
White blood cell (WBC) X10°/uL 2
Differential WBC % 0
Biochemistry

Total protein g/dL 1
Albumin g/dL 1
A/G ratio - 1
T-bilirubin mg/dL 2
Glucose mg/dL 0
T-cholesterol mg/dL 0
Triglyceride mg/dL 0
Phospholipid mg/dL 0
Glutamic oxaloacetic transminase (GOT) IU/L 0
Glutamic pyruvic transaminase (GPT) IU/L 0
Lactate dehydrogenase (LDH) IU/L 0
Alkaline phosphatase (ALP) IU/L 0
7 -Glutamyl transpeptidase (7 -GTP) IU/L 0
Creatine phosphokinase (CPK) IU/L 0
Urea nitrogen mg/dL 1
Creatinine mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEq/L 0
Calcium mg/dL 1
Inorganic phosphorus mg/dL 1




