p-=tuer7=Yy—noOI7vy bRV
BOBEIC X 208 A FRERBROEEFRBR) #H 5 E

ABRES:0401

APPENDICES



APPENDIX A 1

APPENDIX A 2

APPENDIX B 1

APPENDIX B 2

APPENDIX C 1

APPENDIX C2

APPENDIX D 1

APPENDIX D 2

APPENDIX E 1

APPENDIX E 2

APPENDIX F 1

APPENDIX F 2

APPENDIX G 1

APPENDIX G 2

APPENDIX H 1

APPENDIX H 2

APPENDIX H 3

APPENDIX H 4

APPENDIX H 5

APPENDIX H 6

APPENDIX 11

APPENDIX 12

(Study No. 00401)

APPENDICES

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 )

CHEMICAL INTAKE CHANGES: SUMMARY, RAT: MALE ( 2-YEAR STUDY )

CHEMICAL INTAKE 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 )

GROSS FINDINGS: SUMMARY, RAT: MALE: ALL ANIMALS (2-YEAR STUDY )
GROSS FINDINGS: SUMMARY, RAT: FEMALE: ALL ANIMALS ( 2-YEAR STUDY))

GROSS FINDINGS: SUMMARY, RAT: MALE: SACRIFICED ANIMALS
(2-YEAR STUDY )

GROSS FINDINGS: SUMMARY, RAT: FEMALE: SACRIFICED ANIMALS
( 2-YEAR STUDY )

GROSS FINDINGS: SUMMARY, RAT: MALE : DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY )

GROSS FINDINGS: SUMMARY, RAT: FEMALE: DEAD AND MORIBUND ANIMALS
(2-YEAR STUDY )
ORGAN WEIGHT, ABSOLUTE: SUMMARY, RAT: MALE ( 2-YEAR STUDY )

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



APPENDIX ] 1

APPENDIX J 2

APPENDIX K 1

APPENDIX K 2

APPENDIX K 3

APPENDIX K 4

APPENDIX K 5

APPENDIX K 6

APPENDIX L 1

APPENDIX L 2

APPENDIX M 1

APPENDIX M 2

APPENDIX N 1

APPENDIX N 2

APPENDIX O 1

APPENDIX O 2

APPENDIX O 3

APPENDIX O 4

(Study No. 00401)

APPENDICES (conTINUED)

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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



APPENDIX O 5

APPENDIX O 6

APPENDIX P 1

APPENDIX P 2

APPENDIX P 3

APPENDIX P 4

APPENDIX P 5

APPENDIX Q

(Study No. 00401)

APPENDICES (contiNuED)

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

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

IDENTITY AND IMPURITY OF p-NITROANISOLE IN THE 2-YEAR
FEED STUDY

STABILITY OF p-NITROANISOLE IN THE 2-YEAR FEED STUDY

CONCENTRATION OF p-NITROANISOLE IN FORMULATED DIETS IN
THE 2-YEAR FEED STUDY

STABILITY OF p-NITROANISOLE IN FORMULATED DIETS IN THE
2-YEAR FEED STUDY

HOMOGENEITY OF p-NITROANISOLE IN FORMULATED DIETS IN THE
2-YEAR FEED STUDY

METHODS, UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY
IN THE 2-YEAR FEED STUDY OF p NITROANISOLE



APPENDIX A 1

CLINICAL OBSERVATION : SUMMARY, RAT : MALE

(2-YEAR STUDY)



STUDY NO. : 0401
ANIMAL.  : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
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Clinical sign

Group Name

Administration Week-day

1-7 2-7

3-17

13-7

14-7
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STUDY NO. : 0401
ANIMAL  © RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 2

Clinical sign Group Name Administration Week-day R
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 28-7
DEATI Control 0 0 0 Q 0 0 0 0 0 [ 0 0 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 4] 0 0 0 1
8000 ppm 0 0 0 0 0 0 0 0 0 0 [3} 0 0 1]
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 [ 0 0 0 0 4]
2000 ppm 0 0 0 0 0 0 0 0 o 0 0 0 0 0
4000 ppm 0 0 V] 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 4} 0 1} 0 0 0 0 0 0 o]
[JTUNCHBACK POSTTION Control 0 0 0 0 0 0 0 0 0 4] 0 o} 4] 0
2000 ppm 0 0 0 0 1} 0 0 0 0 4} 0 0 0 0
4000 ppm 0 0 ] 0 ] 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 4] 0 0 0 ] 0 0 0 0 0 g 0
PARALYTIC GAIT Control [y 0 0 0 0 0 0 0 o] 0 0 [ 0 0
2000 ppm 0 0 0 Q 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 4] 0 1 1 1 1 i o}
8000 ppm 0 0 0 o] 0 0 0 0 0 4} 0 0 0 o]
WASTING Control 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 4] 0 0 ¢ ¥ 0 0 0 o [ 0 0 0
8000 ppm 0 0 0 o} 0 0 [ 0 0 4} 0 0 0 4]
COLORED Control 0 0 0 4] 0 0 0 0 0 Q 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 49
8000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
PILOERECTION Control 0 ] 0 0 0 0 0 0 0 [t} 0 1] 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 1 1 1 1 1 0
8000 ppm 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
TRAUMA Control 0 ] 0 4] 0 0 0 0 0 4 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 4} 0 0 0 o}
4000 ppm 0 ] 0 0 0 0 &} 0 0 1 1 1 1 0
8000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0

(HAN190) BAIS 4



STUDY NO. : 0401
ANTMAL ¢ RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 3
Clinical sign Group Name Administration Week-day
29-7 307 817 32-7 337 347 35-7 367 377 387 36-7 40-7 417 027
DEATIH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 1] 0 0 0 4] 0 0 0 0 0 0 0
4000 ppm | L 1 1 1 1 L 1 1 1 1 1 1 1
8000 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
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
8000 ppm 0 0 0 0 0 0 0 0 0 o 0 0 0 0
[IUNCIIBACK POSTTTON Control 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 ppn o 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 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
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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
YASTING Control 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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
COLORED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm P 2 e 4 49 49 49 49 49 49 P 4 49 49
3000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
PILOBRECTION Control 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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TRAUMA Control 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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)
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STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Clinical sign Group Name Administration Week-day
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 56-7

DEATH Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 ¢ 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 3 L L 1 1 1 1 1 1 i 1 1 3 1
8000 ppm 0 0 1 1 1 1 1 1 1 1 2 2 2 2
MORIBUND SACRIFICE Control ¢ 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 [\ Y 0 0 0 0 0 0 o} 0 0 0 0 !
8000 ppm 0 0 0 0 0 0 0 0 0 ¢} 0 0 0 o
TTUNCHBACK POSTTTON Control [\ [\ 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 Y 0 0 0 0 0. 0 0 0 0 o
4000 ppm ¢ 0 0 ¢ 0 0 0 0 0 0 0 0 0 0
8000 ppm 4 0 0 0 0 0 0 0 0 ¢ 0 0 0 1]
PARALYTIC GAIT Control 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 0
8000 ppm 0 0 V] 0 0 0 0 0 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0 0 0 0 Y 0 0 0 0
2000 ppm 0 0 0 0 g 0 ¢ 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0
8000 ppm 0 [t} 0 0 0 0 [t} 0 0 4 0 0 0 o
COLORED Control 0 0 0 0 0 0 0 0 o 0 0 0 0 4]
2000 ppm 50 50 49 49 49 49 49 49 49 49 49 49 49 49
4000 ppm 49 49 49 49 49 49 49 49 49 48 49 49 49 48
8000 ppm 50 50 49 49 49 49 49 49 49 49 48 48 48 48
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 Q 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 ¢ Q 0 0 0 ¢
8000 ppm 0 0 0 0 9 0 ¢ 0 0 0 0 0 0 0
TRAUMA Control 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 4]
2000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 Q 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0

(HAN190) BAIS4



STUDY NO. : 0401
ANIMAL 1 RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE : 5
Clinical sign Group Name Administration Week-day
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 70-7
DEATII Control 0 0 0 0 1 1 1 i 1 1 1 1 1 1
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 1 { 1 1 1 1 1 1 1 1 i 1 1 1
8000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 3 3
MORIBUND SACRIFICE Control 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 L L L 1 1 1 1 1 1 1 1 L i L
8000 ppm Q 0 0 0 ] 0 0 0 4] g ] 4] o] 0
{IUNCHBACK POSTTION Control 0 0 0 0 0 0 [ 0 0 0 [ 0 0 0
2000 ppm 0 0 0 4 Q 0 0 0 0 Q 0 ] [y} 0
4000 ppm 0 0 0 0 0 0 0 0 0 [y} g 0 0 0
8000 ppm 0 0 0 0 1] 0 0 0 0 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 0 0 ] 0 [t} 0 0 0
2000 ppm 0 0 0 4] 0 0 0 0 0 4] 0 0 0 0
4000 ppm 0 0 0 Y 0 0 0 0 0 8} 0 0 0 0
8000 ppm 0 4} 0 0 0 0 0 0 0 0 0 0 [t] 0
WASTING Control [\ 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 o 0
4000 ppm 0 0 0 0 0 0 [y} 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 4] Q 0 0 0 0
COLORED Control 0 [\ o 0 0 0 0 0 0 0 0 0 4] 0
2000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 49
4000 ppm 48 48 48 48 48 48 48 48 48 48 48 48 48 48
8000 ppm 48 48 48 48 48 48 48 48 48 48 48 48 47 47
PILOERECTION Control Q 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 0
4000 ppm 0 0 0 0 0 0 0 0 [ g 0 [ [ 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TRAUMA Control 0 0 0 0 g 0 0 0 0 0 0 0 o} 0
2000 ppm 0 0 0 4] 0 0 0 0 0 4] 0 0 0 [}
4000 ppm [ 0 0 0 0 0 Q 0 0 o] 0 0 0 a
8000 ppm 0 0 0 0 0 0 0 0 o] a 0 0 0 0
(HAN190)
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STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE 1 6
Clinical sien Group Name Administration Week-day
71-7 72-7 73-7 74-7 757 76-7 7-7 78-7 79-7 80-7 8i-7 82-7 83-7 84-7
DEATH Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
8000 ppm 3 3 4 4 4 5 5 6 <] 8 9 10 13 15
MORIBUND SACRIFICE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 o 0 0 ¢ 0 0 0
4000 ppm 1 1 1 1 i 1 1 i 1 1 1 1 1 1
8000 ppm g 4 0 1 1 3 3 3 3 4 5 6 8 9
TTUNCHBACK POSTTTON Control 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 Q0 0 0 ] 0 o 0 0 0 4] g
8000 ppm 0 1] 0 0 o 0 0 0 0 ] ] 4] 0 0
PARALYTIC GAIT Control 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 1 2
4000 ppm [ 0 0 ¢ 0 0 1] 1] o 0 0 o] 0 g
8000 ppm 0 0 0 0 0 ] ¢ 0 0 0 0 0 0 o
WASTING Control 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
41000 ppm g ¢ 0 0 9] 0 0 0 o g 0 o ] 0
8000 ppm 0 2 2 1 1 4] 0 0 1 [ 1 0 0 [
COLORED Control 0 0 0 0 3} 0 0 0 0 4} 0 0 0 o
2000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 49
4000 ppm 47 47 47 47 47 47 47 47 47 47 47 47 47 47
8000 ppm 47 47 46 45 45 42 42 41 41 38 36 34 29 26
PILOERECTION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2600 ppm [ ] 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm [t} 0 0 ¢ 0 0 0 0 ¢ 0 0 [ [ 0
8000 ppm 0 0 0 1 1 0 0 0 0 Y 0 0 L o]
TRAUMA Control 0 0 0 0 [\ 0 0 0 0 [y 0 0 0 0
2000 ppm 0 0 0 0 0 0 g 0 ] 0 0 0 4] 0
4000 ppm ] ] 4] ¢ 4] g 0 0 0 ¢] 0 0 0 g
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190) BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
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SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 7
Clinical sign Group Name Administration Week-day
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 98-7
DEATH Control 1 i 1 1 2 3 3 4 4 4 4 4 6 6
2000 ppm 1 1 1 1 2 2 2 2 2 2 3 3 4 5
4000 ppm 2 4 4 4 4 4 4 5 5 5 5 5 5 8
8000 ppm 17 18 20 22 23 24 24 24 25 25 27 28 33 34
MORIBUND SACRIFICE Control 0 0 1 1 1 1 1 1 1 2 2 2 2 2
2000 ppm 2 2 2 2 2 3 3 3 4 5 6 6 6 6
4000 ppm 1 1 L 1 1 1 1 1 1 1 i 1 3 4
8000 ppm g 9 10 10 10 10 10 10 10 il 12 12 12 12
[TUNCIIBACK POSTTION Control 0 0 0 Q 0 0 0 0 0 Q 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 4 0 0 0 0
4000 ppm g 0 0 0 0 0 0 0 0 Q ¢ 0 0 Q
8000 ppm ¢ 0 0 0 0 ] ] 0 0 2 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0 o 0 0 0 0 0 0 0
2000 ppm 1 L 1 1 0 0 0 1] o] 4] 0 V] 0 0
4000 ppm [t} 0 0 0 0 0 1 0 0 Q 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 ¢ 0 ¢ 0 0
WASTING Control 0 0 0 4} 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 o 0 0 0 0 ¢
4000 ppm ¢ 0 0 0 4] g 8} 0 0 0 9 0 0 0
8000 ppm ) 4 2 1 0 0 0 0 ] 3 [ 0 1 0
COLORED Control 0 0 0 0 4 0 0 0 0 0 0 0 0 0
2000 ppm 47 47 47 47 46 45 45 45 44 43 41 41 40 39
4000 ppm 47 45 45 45 45 45 45 44 44 44 44 44 42 38
8000 ppm 24 23 20 18 17 16 16 16 15 14 11 10 5 4
PILOERECTION Control 0 0 0 0 1 0 0 0 0 g 0 ] 0 0
2000 ppu 0 0 0 0 0 0 0 0 Y Q ¢ 1 1 1
4000 ppm g 0 0 0 ] ] 0 0 0 0 0 0 0 0
8000 ppm 0 2 1 0 0 0 0 0 0 [ 0 1 1] 0
TRAUMA Control 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 Q 0 0 0 0
4000 ppm 0 0 G 0 0 0 g 0 v 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 ) 0 0 0 0 0 0 0
(HAN190) BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 8
Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
DEATI! Control 6 6 6 8 8 8
2000 ppm 5 5 5 5 5 5
4000 ppm 9 9 9 10 10 11
8000 ppm 34 34 34 34 35 35
MORIBUND SACRIFICE Control 3 3 4 4 5 5
2000 ppm 6 6 6 6 6 6
4000 ppm 4 4 5 5 6 7
8000 ppm 12 12 12 12 12 13
HUNCHBACK POSTTION Control 0 0 0 4} 0 0
2000 ppm 4 0 0 4] 0 0
4000 ppm ¢ 0 o 0 ¢ 0
8000 ppm g 0 0 0 0 0
PARALYTIC GAIT Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 4 0 0 0 0
8000 ppm 0 0 0 0 0 0
WASTING Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm ¢ 0 0 0 0 0
8000 ppm 0 0 0 0 0 0
COLORED Control 0 0 0 0 0 0
2000 ppm 39 39 39 39 39 39
4000 ppm 37 37 36 35 34 32
8000 ppm 4 4 4 4 3 2
PILOERECTION Control 0 0 ] 0 0 0
2000 ppm 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0
8000 ppm 0 0 V] 0 0 0
TRAUMA Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 o] 0
4000 ppm 0 0 0 0 0 0
8000 ppm 0 0 0 [ 0 0
(HAN190)
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ALL ANIMALS
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Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 4-7 5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7
SOILED PERI-GENITALIA Control 0 0 0 Q 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 g
8000 ppm 0 0 0 0 0 0 4 0 0 4} 0 0 0 0
EXOPIITHALMOS Control ] 0 0 0 0 0 0 0 0 4} 0 0 0 0
2000 ppm 4} 0 0 0 0 0 0 0 0 0 0 ] 0 0
4000 ppm 0 0 0 1 1 1 1 1 1 1 1 1 1 1
8000 ppm 0 0 0 0 0 0 0 0 o] 0 0 4] 0 0
EYE OPACTTY Control i 0 0 0 0 0 4} 0 ] 0 0 0 0 0
2000 ppm o 0 0 ] 0 1} 0 0 0 Q 0 0 0 0
4000 ppm 0 0 0 4] Y 1 1 1 1 1 1 1 1 1
80060 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 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 ] 0 0 4] 0
4000 ppm 0 0 0 0 0 0 0 0 o] 0 0 0 0 0
8000 ppm 0 0 0 o] 0 0 0 0 0 0 0 0 0 4]
CORNEAL OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 V] [y 0 0 0 1]
4000 ppm 0 0 0 0 0 1 1 i 1 1 { 1 { 1
8000 ppm 0 0 0 0 0 0 0 0 o] 4] 0 o 0 0
ANTERIOR CUAMBER OPACITY Control 4 0 0 0 [\ 0 0 0 0 Y 0 0 0 0
2000 ppm 0 0 0 Q 0 0 0 0 V] 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 8} 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 o] 0 0 ¢ o] 0
DEFECT OF TEETII Control 0 0 0 0 0 0 0 0 0 4 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 V] 0 0 0 0 0
4000 ppm 0 0 0 V] 0 0 0 0 0 0 0 0 0 0
8000 ppm ¢ 0 0 4 0 0 0 0 0 [4} 0 ] 0 0
EXTERNAL MASS Control 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0
2000 ppm i 0 0 0 0 [} 0 0 o] 4] 0 [ 0 0
4000 ppm 0 0 c ¢ 0 0 ] 0 0 Q 0 0 0 ¢
8000 ppm 0 0 0 0 0 0 0 [t} 0 0 0 0 0 0

(HAN190)

BAIS4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE @ 10
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 18-7 20-7 237 22-7 23-7 24-7 25-7 26-7 27-7 28-7
SOILED PERI-GENITALIA Control 0 0 0 4 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 9 ] 0 0 1] ] 0 0 1 1 1 1 1 0
8000 ppm [ 0 4] [ 0 0 0 0 0 0 0 0 0 0
EXOPIITIALMOS Control g ] 0 o 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 1 L 1 L 1 1 i 1 i 1 i s 1 L
8000 ppm ¢ [ 0 0 0 0 0 0 o 0 0 0 ] 0
EYE OPACITY Control 0 0 0 0 ¢ 0 0 0 0 Q 0 1 1 1
2000 ppm o 0 ] 0 0 0 g 0 0 [¢] 0 0 0 0
4000 ppm 1 1 1 1 1 1 1 1 1 1 1 L 1 1
8000 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 0
CATARACT Control 0 0 0 0 0 0 0 0 0 [} 0 1 1 i
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
8000 ppm 0 0 0 0 i 0 0 0 0 0 0 0 0 0
CORNEAL OPACITY Control 0 [ 0 0 0 0 [t} 0 0 0 0 0 0 0
2000 ppm 0 0 4] 0 0 0 ] 0 0 4] 0 0 0 o]
4000 ppm i 1 1 1 i 1 1 I i 1 1 11 1 1
8000 ppm 0 4] 0 0 0 0 1] 0 0 0 0 0 0 0
ANTERIOR CHAMBER OPACITY Control 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 ppm 0 0 o] 0 0 0 9] 0 0 0 0 0 0 4]
8000 ppm 0 0 0 0 [ 0 0 0 0 [¢] 0 0 0 0
DEFECT OF TEETII Control 0 0 0 0 0 0 0 0 0 g 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
8000 ppm ) 0 0 ] 0 0 0 0 0 4] 0 0 0 Q
EXTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 1 0 0 0 4} 1 0 0 0
4000 ppm ¢ 0 0 g 0 0 ¢ 4] [ L [ 0 o] 0
8000 ppm [} 0 0 0 0 1 1 0 0 0 0 0 0 0

(HAN190)

BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 11
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 33-7 34-7 357 36-7 37-7 38-7 39-7 40-7 41-7 42-7
SOLLED PERI-GENITALIA Control V] 0 0 ] 0 0 0 0 0 0 0 0 0 0
2000 ppm g 0 0 0 0 0 4 0 4] 0 ] o] 0 0
4000 ppm 0 0 o] 0 0 0 ] 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 4] o 0 0 0 0 0 0
EXOPITHALMOS Control 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 i 1 1 1
8000 ppm 0 0 0 ¢ 0 0 ¢ 0 0 4] 0 1] 0 0
EYE OPACITY Control 1 1 1 1 1 1 i 1 1 1 1 1 1 1
2000 ppm Q 0 0 ¢ [t} 0 0 0 o 0 0 1 1 ¢
4000 ppm 1 1 1 1 1 1 1 1 1 1 L 1 1 1
8000 ppm 4] ] 0 4] 0 0 0 0 1 1 1 1 1 1
CATARACT Control 1 i 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 o] g 0 0 0 0 0 ¢ 0 ] 1] 0 0 g
8000 ppm 0 0 0 0 0 0 ¢ 0 1 1 1 1 1 1
CORNEAL OPACITY Control 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 1 1 1 1 1 1 i 1 1 i 1 I 1 1
§000 ppm 0 ] o 0 4] 0 0 4] 0 g ¢ 0 0 0
ANTERIOR CIAMBER OPACITY Control 0 0 0 0 0 0 4 0 ] 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 1 1 0
4000 ppm ¢ 0 0 0 0 V] 0 0 0 ¢} 0 0 0 0
8000 ppm ¢ 0 0 0 [t} 0 0 0 0 [ 0 0 0 4]
DEFECT OF TEETI Control 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
8000 ppm [ 0 0 g 0 0 ] 0 Y 0 ¢ 0 0 0
EXTERNAL MASS Control ¢ 0 0 0 0 o ] 0 0 0 1 1 1 0
2000 ppm 0 0 0 0 (] 0 0 0 0 G 0 0 0 0
4000 ppm 0 0 0 1 1 2 1 0 0 ¢ o o 0 0
8000 ppm 0 0 0 0 [ 1 2 2 1 2 2 2 2 2

(HAN190)

BAIS 4



STUDY NO. : 0401

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : MALE PAGE @ 12
Clinical sign Group Name Administration Week-day
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 56-7
SOILED PERI-GENITALIA Control 0 0 0 g 0 0 [ 0 0 4] 4] 4] 4] Q
2000 ppm 0 4] 0 0 4] 0 0 0 0 ¢l 0 0 0 0
4000 ppm g ] 0 ] 0 0 ] 0 0 0 0 0 0 ]
8000 ppm 0 0 0 4] 0 0 0 0 ¢ Q ] 1] 4] 0
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 1] 4] Y 0 0 ¢ ] ] 0 0
4000 ppm 1 L 1 1 1 1 1 1 1 1 1 1 1 L
8000 ppm 0 0 0 0 0 0 g 0 0 ¢ 0 4] 0 0
LEYE OPACITY Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 1 1 1 1 1 i 1 1 1
4000 ppm L i 1 1 i 1 1 1 1 L 1 i i 1
8000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
CATARACT Control 1 1 1 1 1 1 i 1 1 i 1 1 1 1
2000 ppm 0 0 0 0 0 1 1 1 1 1 1 1 1 1
4000 ppm ¢ 0 0 0 "0 V] 0 0 ¢] ] 1] 0 0 0
8000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
CORNEAL OPACITY Control 0 0 0 0 0 0 0 0 0 o 0 0 0 0
2000 pom 0 i 0 0 0 0 0 0 0 Q 0 0 0 0
4000 ppm 1 1 1 1 1 1 i 1 1 1 i 1 i 1
8000 ppm ] 0 0 0 0 ] [ 0 0 (] 0 0 0 0
ANTERIOR CHAMBER OPACITY Control 0 0 0 0 ¢ 0 0 0 o 0 0 0 [ 0
2000 ppm |t} 0 0 4] 0 0 0 0 0 [¢] 0 0 0 0
4000 ppm 0 o 0 0 0 0 g 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 4 0 0 0 0
DEFECT OF TEETI Control 0 9 0 0 0 0 0 0 0 [y 0 0 0 0
2000 ppm 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 1] 0 0 0 ] 0 0 Q 0 0 ] 4]
8000 ppm 0 0 0 0 ] 0 0 0 o @ 0 4] 0 0
EXTERNAL MASS Control 0 0 0 0 0 0 0 0 1 1 0 1 1 1
2000 ppm 4] 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
4000 ppm 0 ] 0 0 1 1 1 0 o 4] ] Y] 0 1
8000 ppm 2 2 2 1 0 0 0 0 2 2 1 3 2 2

(HAN190)

BAIS 4



STUDY NO. : 0401

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : MALE PAGE @ 13
(_Jlinical sign Group Name Administration Week-day
57-7 58-7 59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 63-7 69-7 70-7
SOILED PER1-GENITALIA Control 0 o 0 4] 0 0 0 0 0 0 0 0 0 4]
2000 ppm 0 0 ] ¢ 0 0 ¢ 0 0 ] ] 4] 0 4]
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o
8000 ppm 0 0 0 0 0 0 ¢ 0 0 ¢ 0 0 0 0
EXOPHTIIALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 V] 0 ¢ [ 0 0 0 0 0 0 0 0 0
4000 ppm 1 L L 1 1 1 1 i 1 1 L 1 1 1
8000 ppm 0 [ 0 0 0 0 (] 0 [ 0 0 0 0 0
EYE OPACTTY Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 1 i 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
8000 ppm 1 1 1 1 1 1 1 1 1 1 1 2 1 1
CATARACT Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 8
4000 ppm 0 0 0 Y] 0 0 0 0 1 1 1 i 1 1
8000 ppm 1 1 1 1 1 1 1 1 1 1 i 2 1 1
CORNEAL OPACITY Control 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 i i 1 1 1 1 1 1 1 1 1 i 1
8000 ppm 0 o] 0 0 ] 0 0 0 o 0 [ 0 0 4]
ANTERIOR CHAMBER OPACITY Control 0 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 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 ¢ 0 0 ] o] 0 0 4] 4] 0 [ 0 0
DEFECT OF TEETII Control 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] 0 0 0 0 0 ] ] 0 0
8000 ppm 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
EXTERNAL MASS Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 4 [ 0 0 g 0 0 0 0 1 1 0
4000 ppm i 2 1 2 1 2 1 3 2 3 2 1 1 1
8000 ppm [} 2 1 2 2 2 1 3 3 3 2 2 1 1

(HAN190)

BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX @ MALE PAGE : 14
Clinical sign Group Name Administration Week-day
71-7 72-7 73-7 747 75-1 76-7 77-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7
SOLLED PERL-GENITALIA Control 0 0 0 ] 0 0 0 0 0 Y 0 0 0 0
2000 ppm 0 0 0 0 4] 0 0 0 o 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 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 9
2000 ppm 0 0 0 0 0 0 0 0 ] 0 ¢ 0 4] 0
4000 ppm 1 i 1 1 1 1 3 1 1 i 1 1 1 1
8000 ppm 0 0 o 0 4] 0 0 0 0 ] 0 0 4] 0
EYE OPACITY Control 1 1 1 1 1 1 1 1 1 1 1 1 1 [
2000 ppm 1 1 1 1 1 1 1 2 2 2 2 2 2 3
4000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 i
8000 ppm 1 1 1 1 1 [ 0 0 0 ¢ o 2 0 2
CATARACT Control 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2000 ppm 1 1 1 1 1 1 1 2 2 2 2 2 2 2
4000 ppm 1 I 1 1 1 1 1 1 1 1 1 1 1 1
8000 ppm 1 1 1 1 1 0 0 0 0 0 9 0 0 0
CORNEAL OPACITY Control g 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 i 1 1 { 1 i L 1 1 1 I i 1 1
8000 ppm 0 0 V] 0 0 0 0 0 0 0 0 0 0 2
ANTERIOR CHAMBER OPACLTY Control ] 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 1] 0 4] 0 1 2 2 2 1 2
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 L 1 1
8000 ppm ] [ 4] 0 0 0 4] 0 0 0 0 2 0 0
DEFECT OF TEETI Control 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 o 0 0 0 0 0 4] 0 0 0 0 0
8000 ppm g 0 0 0 0 0 0 0 0 0 0 0 0 0
LEXTERNAL MASS Control 1 1 1 2 1 2 1 3 3 3 3 3 3 3
2000 ppm o 1 1 1 0 0 ¢ ] 1] 0 1 1 1 0
4000 ppm 2 2 2 4 4 4 4 3 3 4 4 5 6 7
8000 ppm 2 4 4 5 5 4 2 2 2 1 1 1 0 ]

(HAN190)

BAIS4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE : 15
Efinical sign Group Name Administration Week-day
85-7 86-7 87-7 887 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7
SOILED PERI-GENITALIA Control 0 0 0 o 0 0 4} 0 0 g 0 0 0 ¢
2000 ppm 0 0 0 0 0 ) 0 0 0 0 0 0 0 ¢
4000 ppm 0 0 0 0 0 1 1 0 0 0 0 0 o] 0
8000 ppm 0 0 0 0 0 0 0 0 4] 1 0 0 0 0
EXOPITIALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 o 0 0 ] 0 0
4000 ppm 1 1 1 1 1 1 L 1 1 1 { 1 1 s
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EYE OPACITY Control 1 1 1 1 i 1 1 0 1 0 4 0 0 0
2000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 3 3
4000 ppm 1 1 1 1 1 1 L 1 L 1 2 2 1 i
8000 ppm i 1 0 0 1 0 0 0 0 0 0 0 0 0
CATARACT Control 1 1 1 1 1 1 1 0 0 o] 0 0 0 0
2000 ppm 2 2 2 2 2 2 2 2 3 3 3 3 3 3
4000 ppm L 1 1 1 1 1 1 1 1 1 1 1 1 1
8000 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
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 1 1 1 1 I 1 1 1 1 1 i 1 1 1
8000 ppm 1 1 V] 0 1 0 0 0 0 a [ 0 0 4]
ANTERIOR CHAMBER OPACITY Control 0 0 0 0 0 0 0 0 1 0 0 0 0 0
2000 ppm 2 2 2 1 1 1 1 1 1 1 1 1 1 2
4000 ppm i L 1 i 1 1 L 1 1 L 2 2 1 1
8000 ppm 0 0 0 4] 0 0 0 0 o] 0 0 0 4] o]
DEFECT OF TEETII Control 0 0 0 0 0 1 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 o] 0 0 0 V] 0
4000 ppm 0 0 0 0 0 0 0 0 [ 0 0 0 0 4]
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
EXTIERNAL MASS Control 2 2 5 5 6 5 [§ 5 5 6 7 7 7 7
2000 ppm 0 0 0 0 1 1 2 2 1 1 1 1 1 3
4000 ppm 7 6 7 7 9 7 8 8 9 9 9 9 9 9
80006 ppm 0 0 0 0 0 0 0 0 0 Y 3} 0 4 0

(HAN190)

BAIS4



STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANTMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX @ MALE PAGE : 16
Clinic;sl sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7

SOILED PERI-GENITALIA Control 0 0 0 o 0 0
2000 ppm 0 0 1 1 1 1
4000 ppm ] 0 1] 0 0 0
8000 ppm 0 0 0 (4} 4] 0
EXOPIITHALMOS Control 0 0 0 0 0 0
2000 ppm 4} 0 0 o] 1} 0
4000 ppm 1 1 1 1 1 1
8000 ppm g 0 0 0 0 0
EYE OPACITY Control 0 0 0 ] 0 0
2000 ppm 3 3 3 3 3 3
4000 ppm 1 s 1 2 3 4
8000 ppm 0 0 0 1 0 1
CATARACT Control 0 0 0 0 0 0
2000 ppm 3 3 3 3 3 3
4000 ppm 1 L 1 1 1 i
8000 ppm 0 0 0 4] 0 0
CORNEAL OPACITY Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 1 1 1 2 3 4
8000 ppm 0 0 0 1 ¢ 1
ANTERIOR CHAMBER OPACITY Control 0 0 0 0 0 0
2000 ppm 1 i 1 1 1 1
4000 ppm 1 1 1 1 1 1
8000 ppm 0 0 0 0 i} 0
DEFECT OF TEETH Control 0 0 0 0 0 ¢
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 Q 0
8000 ppm 0 0 o] 0 1} 0
EXTERNAL MASS Control 6 7 7 8 8 8
2000 ppm 3 3 2 3 3 3
4000 ppm 10 10 i2 13 12 14
8000 ppm ] 0 0 0 0 i}

(HAN190) BAIS4



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0401

STUDY NO.

ANIMAL

T RAT [F344/DuCrj

REPORT TYPE :

Al 104

17

PAGE :

© MALE

SEX

57 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 14-7

47

2-7 37

Administration Week-day

1-7

Group Name

Clinical sign

Control
2000 ppm

INTERNAL MASS

4000 ppm

8000 ppm

Control
2000 ppm

M. NOSE

4000 ppm

8000 ppm

Control
2000 ppm

M. EYE

4000 ppm

8000 ppm

Control
2000 ppm

M. PERT-MOUTH

4000 ppm

8000 ppm

Control
2000 ppm

M. MANDIBULAR

4000 ppm

8000 ppm

Control
2000 ppm

M. EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. PERT EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. NECK

4000 ppm

8000 ppm

BAIS 4

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0401

STUDY NO.

ANTMAL

: RAT F344/DuCrj

REPORT TYPE :

Al 104

18

PAGE

© MALE

SEX

Administration Week-day

15-7

Group Name

Clinical sign

17-7 18-7 19-7 20-7 217 22T 23-1 24-7 25-7 26-7 277 28-7

16-7

Control
2000 ppm

INTERNAL MASS

4000 ppm

8000 ppm

Control
2000 ppm

M. NOSE

4000 ppm

8000 ppm

Control
2000 ppm

M. EYE

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI-MOUTH

4000 ppm

8000 ppm

Control
2000 ppm

M. MANDIBULAR

4000 ppm

8000 ppm

Control
2000 ppm

M. EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. NECK

4000 ppm

8000 ppm

BAIS 4

(HAN190)
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ALL ANIMALS

T 0401

STUDY NO.
ANTMAL

: RAT F344/DuCri

REPORT TYPE : Al 104

19

PAGE :

© MALE

SEX

Administration Week-day

Group Name

Clinical sign

30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-1 38-7 39-7 40-7 41-7 427

29-7

Control
2000 ppm

INTERNAL MASS

4000 ppm

8000 ppm

Control
2000 ppm

M. NOSE

4000 ppm

8000 ppm

Control
2000 ppm

M. EYE

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI-MOUTH

4000 ppm

8000 ppm

Control
2000 ppm

M. MANDIBULAR

4000 ppm

8000 ppm

Control
2000 ppm

M. GAR

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI BAR

4000 ppm

8000 ppm

Control
2000 ppm

M. NECK

4000 ppm

8000 ppm

BAIS 4

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
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STUDY NO.
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© AL 104

20

PAGE

MALE

SEX

Administration Week-day

43-7

Group Name

Clinical sign

45-7 48-7 47-7 438-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7 56-7

44-7

Control
2000 ppm

&

INTERNAL MASS

4000 ppm
8000 ppm

«

Control
2000 ppm

M. NOSE

4000 ppm
8000 ppm

Control
2000 ppm

M. EYE

4000 ppm
8000 ppm

Control
2000 ppm

M. PERI-MOUTH

4000 ppm
8000 ppm

Control

M. MANDIBULAR

2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm

M. EAR

4000 ppm
8000 ppm

Control
2000 ppm

M. PERT GAR

4000 ppm
8000 ppm

Control
2000 ppm

M. NECK

4000 ppm
8000 ppm

BAIS 4

(HAN190)
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ALL ANIMALS
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ANIMAL
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Al 104

21

PAGE

: MALE

SEX

Administration Week-day

57-7

Group Name

Clinical sign

59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7

58-7

Control
2000 ppm

INTERNAL MASS

4000 ppm

8000 ppm

Control
2000 ppm

M. NOSE

4000 ppm

8000 ppm

Control
2000 ppm

M. EYE

4000 ppm

8000 ppm

Control
2000 ppm

M. PERT-MOUTH

4000 ppm

8000 ppm

Control
2000 ppm

M. MANDIBULAR

4000 ppm

8000 ppm

Control
2000 ppm

M. EAR

4000 ppm

8000 ppm

Control

M. PERI AR

2000 ppm

4000 ppm

8000 ppm

Control

M. NIiCK

2000 ppm

4000 ppm

80006 ppm

BAIS 4

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANTMALS

T 0401

STUDY NO.

ANIMAL

: RAT F344/DuCrj

REPORT TYPE :

Al 104

22

PAGE :

: MALE

SEX

Administration Week-day

Group Name

Clinical sign

72-7 3-7 74-7 75-7 76-7 -7 78-7 79-7 80-7 81-7 82-7 83-7 84-7

71-7

Control

INTERNAL MASS

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. NOSE

4000 ppm

8000 ppm

Control
2000 ppm

M. EYE

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI-MOUTH

4000 ppm

8000 ppm

Control

M. MANDIBULAR

2000 ppm

4000 ppm

8000 ppm

Control

M. EAR

2000 ppm

4000 ppm

8000 ppm

Control

M. PERT EAR

2000 ppm

4000 ppm

8000 ppm

Control

M. NECK

2000 ppm

4000 ppm

8000 ppm

BAIS4

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

¢ 0401

STUDY NO.

ANIMAL

: RAT F344/DuCrj

REPORT TYPE :

Al 104

23

PAGE :

: MALE

SEX

Administration Week-day

Group Name

Clinical sign

86-7 87-1 88-7 89-7 80-7 91-7 92-7 93-1 94-7 95-7 96-7 97-7 98-7

85-7

Control

INTERNAL MASS

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. NOSE

4000 ppm

8000 ppm

Control
2000 ppm

M. YR

4000 ppm

8000 ppm

Control

M. PERI-MOUTII

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. MANDIBULAR

4000 ppm

8000 ppm

Control
2000 ppm

M. EAR

4000 ppm

8000 ppm

Control

M. PERT EAR

2000 ppm

4000 ppm

8000 ppm

Control

M. NECK

2000 ppm

4000 ppm

8000 ppm

BAIS4

(HAN190)



STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANTMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : AL 104

SEX : MALE PAGE : 24

Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7

INTERNAL MASS Control 1 1 2 ] 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0
M. NOSE Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 4 0
8000 ppm [ 0 0 0 0 0
M. EYE Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 1 0 0 Q 0 1
8000 ppm (] 0 0 0 0 ]
M. PERI-MOUTHH Control 2 3 2 2 1 2
2000 ppm 1 i V] 0 0 ¥
4000 ppm 0 0 0 4] 0 1
8000 ppm 0 0 0 0 1} 0
M. MANDIBULAR Control 0 L 1 1 1 1
2000 ppm 0 0 0 ] 0 0
4000 ppm 0 0 0 0 0 0
8000 ppm 4 o 0 0 0 0
M. EAR Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 2 2 2 2 1 1
8000 ppm 4} 0 0 0 0 0
M. PERI EAR Control 0 0 0 0 [ 0
2000 ppm 0 0 0 0 0 0
4000 ppm 1 1 1 1 1 1
8000 ppm 0 0 0 0 0 0
M. NECK Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 ] 0 0 8 0
8000 ppm Q 0 0 0 0 0

(HAN190) BALS 4



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS
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Administration Week-day

Group Name

Clinical sign

10-7 117 12-7 13-7 14-7

9-7

-7

4-7

2-7

1-7

Control
2000 ppm

M. FORELIMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. ANTERIOR. DORSUM

4000 ppm

8000 ppm

Control
2000 ppm

M. POSTERIOR DORSUM

4000 ppm

8000 ppm

Control
2000 ppm

M. HINDL1MB

4000 ppm

8000 ppm

Control
2000 ppm

M. SCROTUM

4000 ppm

8000 ppm

Control

M. TATL

2000 ppm

4000 ppm

8000 ppm

BAIS 4

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0401

STUDY NO.
ANIMAL

: RAT F344/DuCrj

REPORT TYPE : Al 104

26

PAGE :

© MALE

SEX

Administration Week-day

15-7

Group Name

Clinical sign

17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 28-7

16-7

Control
2000 ppm

M. FORELIMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control

M. ANTERIOR. DORSUM

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. POSTERIOR DORSUM

4000 ppm

8000 ppm

Control

M. HINDLIMB

2000 ppm

4000 ppm

8000 ppm

Control

M. SCROTUM

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. TATL

4000 ppm

8000 ppm

BAIS 4

(HAN190)
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Clinical sign

Group Name

Administration Week-day

29-7

31-7 32-7 33-7 34-7 35-7 36-7 377 38-7 39-7 40-7 41-7 42-7

30-7

Control

M. FORELIMB

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

. ABDOMEN

4000 ppm

8000 ppm

Control

M. ANTERTOR. BORSUM

2000 ppm

4000 ppm

8000 ppm

Control

M. POSTERIOR DORSUM

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. HIINDLIMB

4000 ppm

8000 ppm

Control

M. SCROTUM

2000 ppm

4000 ppm

8000 ppm

Control

M. TATL

2000 ppm

4000 ppm

8000 ppm

BAIS4

(HAN190)
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Clinical sign Group Name Administration Week-day
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 56-7
M. FORELIMB Control 0 0 0 ¢ 0 0 Y 0 0 - 0 0 0 4] 0
2000 ppm 0 0 0 0 4] 0 0 0 0 9 0 o 0 0
4000 ppm 4} 0 ] 4] 0 0 0 0 0 0 0 0 0 0
8000 ppm 1 1 0 0 0 0 ¢ o [¢] ¢ 1] Y 0 4]
M. BREAST Control 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 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 4] 0 0 4] 4] 4] ¢ 0 0 0 0 0 0 0
M. ABDOMEN Control 0 0 0 0 0 0 0 0 0 4] 0 0 0 0
2000 ppm g 0 o] 0 0 4] g 0 0 ¢ 0 4] 0 0
4000 ppm 0 1] 0 0 0 0 0 0 o a 0 0 0 0
8000 ppm 0 0 0 Q 0 0 g 0 o] 0 0 0 0 0
M. ANTERIOR. DORSUM Control 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 4 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 ¢ 0 0 0 0 1 1 0 0 0 0
M. POSTERIOR DORSUM Control 0 0 0 [y 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 9 0 0 0 0 0 0
4000 ppm 0 0 0 0 ] 0 0 \] ] 0 0 0 0 ]
8000 ppm ¢ ] 0 ] 0 0 g 0 0 0 0 0 0 0
M. LINDLIMB Control 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 0
4000 ppm 0 1] 0 [¢] ¢ 0 0 0 0 4] ] 4] 4] 0
8000 ppm 0 0 0 0 0 0 ] 0 0 0 0 0 0 0
M. SCROTUM Control 0 0 0 0 0 0 0 0 0 g 0 ¢ 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 3] Q 4] o ¢ 0 0 (] 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 4 0 4} 0
M. TATL Control 0 0 0 0 1] 0 0 0 1 1 [t} 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 o] 0 0 g 0 0 0 4] 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)
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Adwinistration Week-day

57-7

Group Name

Clinical sign

59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7

58-7

Control

M. FORELIMB

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. ANTERIOR. DORSUM

4000 ppm

8000 ppm

Control
2000 ppm

M. POSTERIOR DORSUM

4000 ppm

8000 ppm

Control
2000 ppm

M. HINDLIMB

4000 ppm

8000 ppm

Control
2000 ppm

M. SCROTUM

4000 ppm

8000 ppm

Control
2000 ppm

M. TATL

4000 ppm

8000 ppm

BAIS4

(HAN190)
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Clinical sign Group Name Administration Week-day
T1-7 72-7 73-7 74-7 757 76-7 -7 78-7 79-7 80-7 81-7 82-7 83-7 84-7
M. FORELIMB Contlrol 0 0 0 0 0 0 0 0 V] Q 0 ¢ Y] 0
2000 ppm 0 0 0 0 G 0 0 0 [ 0 0 0 0 0
4000 ppm ¢ 0 0 0 0 0 [ 0 0 o} 0 o] 0 0
8000 ppm 0 0 0 o] [ 0 0 0 0 ¢ ¢ 0 0 0
M. BREAST Control [} 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 ] 0 0 0 o 0 0 0 0 0
4000 ppm 0 0 0 4] 0 0 g 0 0 0 0 1] 0 0
8000 ppm ¢ 0 4] 0 [¢] 0 Y o] 0 ¢ 0 1] o] 0
M. ABDOMEN Control 0 0 0 0 0 0 0 1 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
4000 ppm 4] 0 0 1 1 1 L 1 1 1 1 1 1 L
8000 ppm 0 0 0 o] 0 0 g 0 0 ] 0 1] 0 0
M. ANTERIOR. DORSUM Control 1 1 1 1 1 1 1 1 1 1 1 1 1 L
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 1 1 i
8000 ppm 0 1 1 1 1 1 1 1 1 0 0 0 0 0
M. POSTERIOR DORSUM Control 0 0 0 0 0 0 0 1 1 i 1 1 1 1
2000 ppm 0 0 0 0 0 0 0 ] 0 0 [ 0 0 0
4000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 3 3
8000 ppm 0 0 0 Q 0 0 ] 0 0 4] 0 0 0 0
M. HINDLIMB Control ] ¢ 0 0 0 0 ] 0 0 0 4] 0 o 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 ] g ¢ o] 0 0
8000 ppm 1 i 1 1 1 0 0 0 [} i 0 0 0 0
M. SCROTUM Control 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 Q 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 o 0 0 0 0 0
M. TATL Control 0 ¢ 0 0 0 0 0 0 0 14} 0 0 0 0
2000 ppm 0 0 0 0 0 0 ] 0 0 0 0 0 o ¢
4000 ppm o} 0 0 0 ] o 0 o 0 4] 0 0 0 0
8000 ppm g 0 0 0 0 0 0 o [ 0 0 0 0 0
(HAN190)
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Administration Week-day

85-7

Group Name

Clinical sign

87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7

86-7

Control
2000 ppm

M. FORELIMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. ANTERTOR. DORSUM

4000 ppm

8000 ppm

Control
2000 ppm

M. POSTERIOR DORSUM

4000 ppm

8000 ppm

Control
2000 ppm

M. HINDLIMB

4000 ppm

8000 ppm

Control
2000 ppm

M. SCROTUM

4000 ppm

8000 ppm

Control

M. TATL

2000 ppm

4000 ppm

8000 ppm

BAIS4

(HAN190)
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Clinical sign

Group Name

Administration Week-day

99-7

100-7

101-7

102-7

103-7

104-7

M. FORELIMB

M. BREAST

M. ABNOMEN

M. ANTERIOR. DORSUM

M. POSTERICR DORSUM

M. HINDLIMB

M. SCROTUM

M. TATL

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4600 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppwm

Control
2000 ppm
4000 ppm
8000 ppm
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CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : MALE PAGE @ 33
Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 47 5-7 6-7 7-7 8-7 9-7 10-7 11-7 12-7 13-7 14-7
ANEMIA Control 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 g [} 0 0 0
4000 ppm 0 0 0 0 4] 0 0 0 0 0 0 0 0 0
8000 ppm ¢ 0 0 0 0 t] [ 0 0 4] 0 V] ¢ 0
ABNORMAL TESTIS Control 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 ] Y 0 0 ¢ 0 4] 0 0
8000 ppm 0 [ 0 ] 0 0 0 0 0 0 [1} 0 0 0
TORTTICOLLIS Control g 0 0 0 [t} 0 0 0 Y 0 0 0 0 0
2000 ppm [ 0 0 ¢ 0 0 0 0 0 ] 0 0 4] 0
4000 ppm 0 0 0 0 0 0 0 o ] 0 0 0 0 0
8000 ppm 4] 0 0 0 0 0 4] 0 0 0 0 4] 0 0
IRREGULAR BREATIIING Control 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 Q0 0 0 0 0 V]
8000 ppm 0 0 0 0 0 0 0 0 [ 4] 0 0 0 0
NOISY Control 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 M) 0 0 0 0 0 0 [ 1] o 4] 0
8000 ppm 0 0 0 g 0 0 4} 0 0 0 ] 0 0 ]
ABNORMAL RESPIRATION Control ¢ 0 0 [ 0 0 0 0 0 ¢} 0 0 0 0
2000 ppm 0 0 0 0 4] 0 0 0 0 Q 0 0 0 0
4000 ppm ¢ 0 0 ¢ 0 0 g 0 0 ] 0 0 0 ¢
8000 ppm 0 0 0 0 4] ] 0 0 0 4] 1] 1] ] 0
TACIIYPNEA Control 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 Q 0 0 Q 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 o 0 ¢ 0 0 Y
DEEP BREATHING Controtl 0 0 0 0 0 0 0 0 0 4] 0 o ¢ 0
2000 ppm 0 0 0 ] 0 0 Q 0 0 0 0 0 0 0
4000 ppm ¢ ] 0 ] 0 0 g 0 0 0 0 0 0 0
8000 ppmn 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)
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Clinical sign

Group Name

Administration Week-day

15-7

16-7

(77

187

19-7

20-7

21-7

22-7

23-1

24-7

257

26-7

277

28-7

ANEMIA

ABNORMAL TESTIS

TORTICOLLTS

IRREGULAR BREATHING

NOISY

ABNORMAL RESPIRATION

TACIIYPNEA

DEEP BREATIIING

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm
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Clinical sign

Group Name

Administration Week-day

29-7

30-7

31-7

32-7

33-7

34-7

357

ANEMIA

ABNORMAL TESTIS

TORTTCOLLTS

IRREGULAR BREATHING

NOISY

ABNORMAL RESPIRATION

TACHYPNEA

DEEP BREATHING

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm
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Clinical sign Group Name Administration Week-day
43-7 44-7 45-7 46-7 47-1 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7 56-7
ANEMIA Control 0 0 0 0 4] 0 0 4] 0 a 0 0 ¢ 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 4] 0 0
4000 ppm [ 0 o] 0 0 0 ¢ 0 0 ¢ ¢ ] o o]
8000 ppm 0 0 o] 0 ] 0 0 0 [y 0 0 0 0 ¢
ABNORMAL TESTIS Control 0 0 0 0 i 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 Y 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 [ 0 g 0 0 0 0 0 Q 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLIS Control Q 0 0 0 [} 0 0 0 0 [y 0 0 0 0
2000 ppm 0 4] 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 4 0 0 0 0 0 0 0 0 4} 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IRREGULAR BREATIIING Control 0 0 0 0 0 0 0 4 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 Y g 0 0 0 0 1] 0 0
8000 ppm 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
NOISY Control 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 4] ] o ¢] 0 ] 0 6 0 o]
8000 ppm 0 4] 0 0 0 0 0 o 0 0 0 0 0 [
ABNORMAL RESPIRATION Control 0 4] 0 0 0 0 0 0 o ¢ 0 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 4] o ¢ 0 G ] ] 0 0 g
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TACIIYPNEA Control 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 ppum 0 0 o] ¢ g V] ¢ 0 0 4] 0 0 0 0
8000 ppm 0 ] 0 0 0 0 0 0 V] ¢ 0 ] 0 0
DEEP BREATHING Control 0 0 0 0 o 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 4] 0 0 0 i} 0 0 0 0 [ 4]
4000 ppm 0 0 0 o} §] o 0 0 0 Q 0 1] 0 0
8000 ppm 0 4 0 0 0 0 0 0 0 0 [} 0 0 0

(HAN190)
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Clinical sign

Group Name

Administration Week-day

57-7

58-7

59-7

60-7

61-7

62-7

67-7

687

69-7

70-7

ANEMIA

ABNORMAL TESTIS

TORTTCOLLIS

IRREGULAR BREATLIING

NOISY

ABNORMAL RESPIRATION

TACHYPNEA

DEEP BREATIITNG

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm
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Clinical sign Group Name Administration Week-day
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 84-7
ANEMIA Control 0 o] 0 [¢] 0 1] 0 0 o ] 0 0 0 0
2000 ppm 0 o 0 0 0 0 0 0 ] 0 0 0 0 8}
4000 ppm 0 0 o] ] o] ¢ ¢ 0 0 o} 4] o] 0 0
8000 ppm 0 1 1 0 1 1 1 0 2 7 9 11 6 3
ABNORMAL TESTIS Control 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 1] 0 0 0 4] 0 ¢ 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TORTICOLLTS Control 0 0 0 0 0 0 0 V] o 0 0 0 0 0
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 0 Y 0 0 0 0 g 0 0 0 0 0 0 0
8000 ppm 4] 0 0 0 o 0 0 0 ¢} a 0 0 0 0
IRREGULAR BREATHING Control 0 0 [ 0 0 0 0 0 0 [ 0 4] ¢ 1
2000 ppm 0 0 0 0 ¢ 0 0 0 ] 0 0 0 0 0
4000 ppm [ 0 0 [ 0 0 g 0 0 ] 0 0 0 0
8000 ppm 0 0 0 0 ] 0 0 0 0 ¢ 0 0 3 0
NOISY Control 0 0 0 0 0 0 4] 0 0 Y] ¢ [ [ 0
2000 ppm g 4] 0 0 0 0 ! 0 Y 4] 0 0 0 0
4000 ppm ¢ 0 ] 0 0 o 0 0 0 o] ] o o] 0
8000 ppm g ] 0 0 0 0 0 0 o 0 0 0 0 0
ABNORMAL RESPIRATION Control 0 ¢ 0 0 [ 0 0 0 0 ] Y 0 0 1
2000 ppm 0 0 0 0 0 0 9 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 1] 0 0 0 0 0 0
8000 ppm 0 0 0 0 [ 1 1 0 1 0 0 0 3 0
TACIIYPNEA Control 9 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] 4] 0 0 0 ] 0 0 0 0
8000 ppm 0 0 0 [ 0 0 0 0 1 0 0 ] 0 0
DEEP BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 ] 0 0 Q 0 0 0 0
4000 ppm 0 0 0 ¢ 1] 0 o 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS 4



STUDY NO. : 0401
ANIMAL
REPORT TYPE : Al 104

: RAT F'344/DuCrj

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX @ MALE PAGE : 39
Clinical sign Group Name Administration Week-day
85-7 86-7 87-7 88-7 89-7 90-7 91-7 92-7 93-7 94-7 95-7 967 97-7 98-7
ANEMIA Control 0 ] 0 0 0 0 0 0 1 1 1 i 1 2
2000 ppm 0 0 0 0 g 0 0 0 0 0 [ 0 1 0
4000 ppm 0 0 0 0 [t} 0 0 0 o 1 1 1 0 0
8000 ppm 1 3 2 1 0 0 1 2 4 4 2 1 0 0
ABNORMAL TESTIS Control Q ] ¢} 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 [t} 0 0 0 0 0 0 V] 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 ] 0 0 0 1} 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 o 0 [ 0 0 1]
TORTICOLLIS Control 0 0 0 0 0 4] 0 o 0 ¢ ¢ [ ] 0
2000 ppm 1 1- 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm ¢ 0 0 0 0 g 0 0 0 0 3] 0 0 0
8000 ppm 0 0 0 0 0 o 0 0 o] Q 0 0 0 0
IRREGULAR BREATHING Control 1 1 0 0 [ 0 0 0 Y] 0 4] 0 [ 0
2000 ppm 0 1 1 1 0 0 0 0 0 0 [ 0 0 0
4000 ppm 0 0 0 0 4] o] 0 0 V] ] 1 [ ] 0
8000 ppm o 2 0 1 0 0 1 1 0 0 0 0 0 0
NOISY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 3} 0 0 0 0 ] 0 0 0 0
4000 ppm 0 0 0 4] 0 0 g 0 o] 0 0 0 0 0
8000 ppm 0 (] 0 o] 0 4] 0 0 0 ] o 1] 0 0
ABNORMAL RESPIRATION Control 1 1 0 0 0 0 ] 0 0 Q 4] ] 0 0
2000 ppm 0 1 1 1 0 0 0 0 4] 0 ] 0 ] 0
4000 ppm 0 0 0 0 ] ¢ ¢ 0 0 4] 1 0 ) 0
8000 ppm (] 2 0 1 0 0 1 1 ] ¢l 0 0 0 0
TACIIYPNEA Control 0 0 0 0 0 0 0 0 o] 0 0 Y] 0 0
2000 ppm 0 0 ] ¢ 0 0 ] 0 [ Q 9 0 0 0
4000 ppm Q 0 0 0 0 0 o 0 0 ] 0 4] 0 0
8000 ppm 0 0 0 0 0 0 0 o o 0 Y 0 0 4]
DEEP BREATHING Control 1 ! 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
4000 ppm 0 ] 0 0 ¢ 0 0 V] 0 g 0 Y] 0 0
8000 ppm 0 0 0 4] 0 0 0 0 0 0 0 0 0 o]

(HAN19D)

BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 40
ai?liéal sign Group Name Administration Week-day o
99-7 100-7 101-7 102-7 103-7 104-7
ANEM1A Control 1 2 2 0 6 0
2000 ppm 0 0 0 0 0 1
4000 ppm 0 0 0 0 [ 1
8000 ppm o] 0 0 0 0 1
ABNORMAL TESTIS Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 ]
8000 ppm [4 0 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1
4000 ppm g 0 0 0 0 0
8000 ppm 0 0 0 g ji] 0
IRREGULAR BREATHING Control 0 0 1 0 0 0
2000 ppm 0 0 ] 0 1 1
4000 ppm 0 0 0 0 0 0
8000 ppm 0 0 [\] 0 0 0
NOISY Control 0 0 0 4] 0 0
2000 ppm 0 0 0 0 Q 0
4000 ppm g 0 1] o] 0 0
8000 ppm 0 [y} 0 0 4] 0
ABNORMAL RESPIRATION Control 0 0 1 0 0 0
2000 ppm 0 0 V] 0 1 1
4000 ppm 0 0 0 0 0 0
8000 ppm 1} 0 8} o] 0 0
TACIIYPNEA Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 [y} 0
8000 ppm [ 0 0 0 0 0
DEEP BREATIITNG Control 0 [ 0 0 [ 0
2000 ppm ] 0 0 4] Q 0
4000 ppm 0 g 0 0 g ]
8000 ppm 0 0 0 0 0 0

(HAN190)

BAIS4



STUDY NO. : 0401
ANIMAL . RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX @ MALE PAGE : 41
Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 47 5-7 6-7 -7 8-7 9-7 10-7 11-7 12-7 13-7 147
SIALLOW BREATIING Control 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
2000 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 0 0
4000 ppm 0 o 0 0 0 o [ 0 o ¢ 4] o 0 0
8000 ppm ] 0 0 0 ¢ 4] 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
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
8000 ppm 0 0 1] 0 0 ] [ 0 0 ] 0 0 g 0
YELLOW URTNE Control ] 0 0 ¢ 0 0 ¢ 0 0 [ 0 0 ¢ 0
2000 ppm 19 49 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
8000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
SMALL STOOL Control 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
4000 ppm 1 0 0 0 1] 0 0 0 0 g ] Y 0 0
8000 ppm 0 4] 0 0 0 0 0 0 0 0 0 0 0 4]
OLIGO-STOOL Control 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm g 0 0 0 0 0 0 0 0 0 0 g 0 0
4000 ppm 1 0 0 0 1] g ¢ 0 0 g ¢ 0 v] 0
8000 ppm 0 o 0 0 ] 0 0 0 o 0 0 0 0 0
NON REMARKABLE Control 50 50 50 50 50 50 50 50 50 50 50 50 50 50
2000 ppm 31 1 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm g 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 [t} 0 0 ] 0 0 4] 0 0 4] 0

(1AN190)

BAlS 4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE @ 42
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18~7 197 20-7 21-7 22-7 23-1 24-7 25-7 26-7 27-7 28-7
SHALLOW BREATHING Control [} 0 0 ¢ 0 ] 0 0 0 0 0 0 ] 0
2000 ppm 0 0 ] 4] 0 0 0 0 0 0 0 0 0 ]
4000 ppm 0 0 o 0 4] o] 0 0 o} 0 0 0 0 ]
8000 ppm ] 0 Y 0 ¢ o 0 0 1] 0 0 ) 0 0
ABNORMAL RESPIRA. SOUND Control [\ 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 o 0 0 0 0 0 0 0 o]
8000 ppm [ Y] 0 0 0 0 0 0 0 o] 0 0 0 0
YELLOW URTNE Control 0 Q 0 0 g 0 -0 0 0 0 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 49
8000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
SMALL STOOL Control 4 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 i 1 0 1 0
8000 ppm 4] 0 0 ¢ 0 0 0 0 0 0 0 0 0 W]
OLIGO-STOOL Control 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 o Q 0 0 1 0
8000 ppm o] o] 0 0 0 0 [ 0 0 o] 0 0 0 ¢
NON REMARKABLE Control 50 50 50 50 50 50 50 50 50 50 50 49 49 49
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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(11AN190)

BAIS 4



STUDY NO. @ 0401 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 43

Clinical sign Group Name Administration Week-day
29-1 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7

SHALLOW BREATHING Control

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 o} 0

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

8000 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
2000 ppm 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

8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

YELLOW URINE Control 0 0 0 0 [\ 0 0 0 0 0 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50

4000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 49

8000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50

SMALL STOOL Control 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 Q 0 0 ] 0

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

8000 ppm o 0 0 0 0 0 0 0 0 0 0 0 0 0

OLIGO-STOOL Control \ 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 o] Q 0 0 0 0

8000 ppm 0 0 0 0 [ 0 0 0 o 0 0 0 ] [

NON REMARKABLE Control 49 45 49 49 49 49 49 49 49 48 48 48 48 49
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 o

8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 ¢} 0

(HAN190) BAIS4



STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX @ MALE PAGE : 44

Clinical sign Group Neme Administration Week-day
437 44-7 45-17 46-7 47-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7 56-7

SHALLOW BREATHING Control 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 o] 0 0
4000 ppm 0 0 0 0 0 0 g 1] 0 0 0 0 4 0
8000 ppm 0 0 0 0 0 0 1} 0 0 g 0 0 0 0
ABNORMAL RESPIRA. SOUND Control 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 Q 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
$8000 ppm 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0
YELLOW URTNE Control Q 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
200G ppm 50 50 49 49 49 49 49 49 49 49 49 19 49 19
4000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 48
8000 ppm 50 50 49 49 49 49 49 49 49 49 48 48 48 48
SMALL STOOL Control 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
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 ] 0 0 0 0 0 0 [t} 0 0 0
OLIGO-STOOL Control 0 0 0 0 0 0 [\ 0 0 0 0 0 0 0
2000 ppm 0 0 0 g 0 0 0 0 0 0 0 0 0 0
1000 ppm 0 0 0 i} 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 ] 0 0 0 0 o 0 0 0 0 0
NON REMARKABLE Control 49 49 49 49 49 49 49 49 48 48 49 49 49 48
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
8000 ppm 0 0 0 0 [\ 0 0 0 0 0 0 0 0 0

(11AN190) BALS 4



STUDY NO. @ 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE @ Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : MALE PAGE : 45
Clinical sign Group Name Administration Week-day
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 70-7
SUALLO¥ BREATHING Control 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 g 0 0 o] 0 0 [ 0 0 0 0 0 0 0
8000 ppm 0 0 0 o 0 o] [ ] ] ] Y 0 0 ¢
ABNORMAL RESPIRA. SOUND Control 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 o 0 0 o] 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 1 0 0 1] 0 0 0 0 [
YELLOW URTNE Control 0 0 0 [ 0 0 0 0 4] ] Y] 0 ] 0
2000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 49
4000 ppm 48 48 48 48 48 48 48 48 48 48 48 48 48 48
8000 ppm 48 48 48 48 48 48 48 48 48 48 48 48 47 47
SMALL STOOL Control 0 0 0 0 0 ¢} 0 0 0 Q 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 ]
8000 ppm 0 0 0 0 0 0 0 0 4] ¢ ¢} 1 [ 0
OLIGO-STOOL Control Q 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 4] 0 4] ¥ 0 ] 4] ] V] Y 0 0
8000 ppm 0 4] 0 0 o o 0 0 ] 0 ¢ 0 4] 0
NON REMARKABLE Control 49 49 49 49 48 48 48 48 48 48 48 48 48 48
2000 ppm 0 0 0 0 0 0 0 4 0 [\ 0 0 0 0
4000 ppm 0 4] 0 0 ] 0 0 0 0 ] o 0 [ 0
8000 ppm 0 0 0 ] 0 0 ] 0 [ 4] 0 0 0 0

(11AN190)

BAIS 4



STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : MALE PAGE : 46

Clinical sign Group Name Administration Week-day
71-7 72-7 7317 74-7 75-7 76-7 77-7 78-7 79-1 80-7 81-7 82-7 83-7 84-7

SHALLOW BREATHING Control 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 Q 0 o 0 0
4000 ppm 0 0 0 0 g 0 0 v} 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 1 1 0 0 0 0 0 0 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 0 0 0 0 o} 0 0 0 ] 1
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 Q 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
YELLOW URTNE Control ¢ 0 0 0 0 0 0 0 0 o 0 0 0 I
2000 ppm 49 19 49 19 49 49 49 49 49 49 49 19 19 19
4000 ppm 47 47 41 47 47 47 47 47 47 47 47 47 47 47
8000 ppm 47 47 46 45 45 42 42 41 41 38 36 34 29 25
SMALL STOOL Control 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
8000 ppm 0 0 0 0 i 0 0 0 0 4} 0 0 0 1
OLIGO- STOOL Control [\ 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 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢
8000 ppm 1 0 0 0 0 0 0 0 0 4 0 2 0 0
NON REMARKABLE Control 48 48 48 47 48 47 48 46 46 46 46 46 46 45
2000 ppm [\ 0 0 0 0 0 0 ] 0 [y 0 0 0 0
4000 ppm 4] 0 0 0 6 0 0 0 0 4} 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(I1AN190) BAIS 4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : AL 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 47
Elinical sign Group Name Administration Week-day
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 98-7
SUALLOY BREATHING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 4] 0 0 0 0 g 0 0 0 0 4] 0 0
4000 ppm 0 0 o ¢ 1] 0 0 0 o o 0 0 0 0
8000 ppm 0 0 0 0 4] 4] 0 0 4] 0 0 0 0 0
ABNORMAL RESPIRA. SOUND Control 0 1] 0 0 0 0 0 0 0 g 0 [ 4] 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40600 ppm (] ¢ 0 0 0 0 0 0 0 G 0 0 0 0
8000 ppm 0 0 0 0 ] 0 [ ] Y ¢ 4] V] 0 0
YELLOW URTNE Control 1 1 0 0 0 0 1 0 1 1 1 1 1 2
2000 ppm 47 47 47 47 45 45 45 45 44 43 41 41 40 39
4000 ppm 47 45 45 45 45 45 45 44 44 44 44 44 42 38
8000 ppm 24 23 20 18 17 16 16 16 15 14 11 10 5 4
SMALL STOOL Control 1 0 0 o} 0 0 0 0 1 0 0 0 0 2
2000 ppm 0 1 1 1 1 0 0 1 0 0 0 0 1 1
4000 ppm 0 ] 0 0 0 0 i 0 o] 0 2 1 0 0
8000 ppm 1 0 2 0 0 0 0 0 0 4] 1 0 0 0
OLIGO-STOOL Control 1 0 0 0 0 0 t 1 1 0 0 0 0 1
2000 ppm L i 1 0 1 0 0 1 0 0 0 0 0 0
4000 ppm 0 0 o 0 4] 0 1 V] 1 0 1 0 i 4]
8000 ppm g 0 1 0 0 0 0 1] ¢ 0 1 0 0 o
NON REMARKABLE Control 46 46 43 43 40 40 40 38 38 37 36 36 34 33
2000 ppm 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 1] 0 0 0 0 ] 0 0 0 0 0 0 0
8000 ppm 0 0 0 4] 0 0 ] 0 0 Q 0 0 0 0

(IANL90)

BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : MALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 48
Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
SHALLOW BREATHING Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 4] 0 0
8000 ppm Q 0 o] 0 0 0
ABNORMAL RESPIRA. SOUND Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 4] 0
8000 ppm 0 0 0 0 4} 0
YELLOW URINE Control 1 1 1 [y 0 0
2000 ppm 39 39 39 39 39 39
4000 ppm 37 37 36 35 34 32
8000 ppm 4 4 4 4 3 2
SMALL STOCL Control 1 2 1 [ 1 1
2000 ppm 1 1 1 (] 1 3
4000 ppm [} 1 1 g 1 0
8000 ppm 0 0 o] 0 0 0
OLIGO-STOOL Control 0 1 0 0 1 1
2000 ppm 0 0 0 ] 0 2
41000 ppm ] 0 0 ] 0 0
8000 ppm 0 0 0 0 9 0
NON REMARKABLE Control 34 32 31 30 29 29
2000 ppm 0 0 0 0 s 0
4000 ppm ¢ 0 0 ] 0 0
8000 ppm 0 0 0 0 0 0

(11AN190)

BAIS 4



APPENDIX A 2

CLINICAL OBSERVATION : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX © FEMALE PAGE : 49
Clinical sign Group Name Administration Week-day
1-7 27 37 47 57 57 77 87 9-7 10-7 17 127 137 147
DEATIS Control 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
8000 ppm 0 0 o 0 0 0 0 0 0 0 0 0 0 0
MORTBUND SACRIFICE Control 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
000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ATAXTC GATT Control 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
8000 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
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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
COLORED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm @ 44 45 4 28 49 49 4 50 47 48 48 50 50
4000 ppm 50 50 50 50 50 50 50 50 b0 50 50 50 50 50
8000 ppm 19 19 49 49 49 49 49 49 P 48 49 9 19 9
PILOERECTION Control 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
8000 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
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
000 ppm 0 0 0 0 0 0 0 o 0 0 0 0 0 0
SOTLED PERT-GENITALTA Control 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
$000 pom 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)

BAIS4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 50
Clinical sign Group Name Administration Week-day
157 16-7 177 18-7 19-7 20-7 21-7 22-7 23-1 24-7 25-7 26-7 277 28-7
DEATH Control 0 0 0 0 ¢ OF 0 0 o 0 0 0 0 0
2000 ppm [} 0 0 0 0 0 ] 0 0 0 0 ¢} 0 0
4000 ppm 0 0 0 0 ] o] 0 0 o ¢ 0 0 0 ]
8000 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
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 M) 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 o] Q 0 0 0 0
ATAXIC GATT Control 0 0 0 4] 0 4] ] 0 0 ¢ ¢ o 0 0
2000 ppm 0 4] 0 ¢ [ 0 0 0 0 Q 0 0 0 ]
4000 ppm 0 0 0 0 0 0 o] 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 o] 0 0 0 0 ¢ 0 0 0 0
WASTING Control 0 0 0 ¢ 0 0 [ 0 0 0 0 0 4] 0
2000 ppm 0 ] 0 0 0 0 0 0 0 Q 0 0 0 0
4000 ppm 4 0 0 Y] 0 0 ¢ 0 0 o] 0 0 0 0
8000 ppm ¢ 0 0 0 0 1] ] 0 0 Q 0 0 0 0
COLORED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
8000 ppm 49 49 49 49 49 49 49 49 49 49 49 48 49 49
PILOERECTION Control 0 0 0 4] 0 0 4} 0 0 0 0 0 0 [
2000 ppm 0 0 0 Y 0 0 4 0 0 4} 0 0 0 0
4000 ppm 0 ] 0 0 o 0 0 0 0 0 0 o 0 1]
8000 ppm [ 0 0 4 0 0 0 0 0 0 0 0 0 Y
FROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 i 0 0 0 0 0 0 0
4000 ppm 0 0 o 0 4] o 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 V] 0 0 0 0 0
SOTLED PERI-GENTTALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 V] 0 0 0 0 0 0 0 0 Y 0 0 0
4000 ppm 4 0 9] 0 0 0 ] 0 0 0 0 0 0 Q
8000 ppm 0 0 0 0 0 0 0 1] [ 9] 0 o 0 0

(HAN190)

BAIS 4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 51
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-1 33-7 34-7 35-7 36-7 37-7 38-7 39-7 40-7 41-7 42-7
DEATH Control 0 0 0 0 0 0 0 0 0 4] [t} 0 0 0
2000 ppm 0 4] 0 0 0 ¢ 0 0 0 4] 0 0 0 0
4000 ppm 4} 0 0 0 0 1 1 1 1 1 1 L 1 1
8000 ppm 0 4] 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
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
8000 ppm ¢ o 0 0 i} 0 g 0 0 o] 0 0 0 1]
ATAXIC GATT Control g ¢ 0 0 0 0 0 0 c 4] 0 0 0 0
2000 ppm 0 0 0 4] 0 0 0 0 0 ¢ ] 4] ¢ 0
4000 ppm 0 0 0 0 ] ] 0 0 ] 0 0 0 o] g
8000 ppm ] ¢ 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
2000 ppm 0 0 0 0 4] 0 0 0 1 1 1 1 1 0
4000 ppm 4] 0 0 0 0 o] 0 Y 0 0 0 0 0 o
8000 ppm 0 0 0 0 0 0 [t} 0 0 4] 0 0 0 [¢]
COLORED Control 0 0 0 0 0 0 [} 0 0 [\ 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 50 50 50 50 50 49 49 49 49 19 49 49 49 49
8000 ppm 49 48 49 49 49 49 49 49 49 49 49 49 49 49
PILOERECTION Control [ 0 0 0 0 0 0 o o 4] 0 0 ] ¢
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 g 0 0 ] 0 ¢] 0 0 Q 0 o] 0 0
8000 ppm 0 0 4] 4] 0 0 0 o Y 0 0 0 0 o]
TFROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 [t} 0 0 ¢ 0 0 0 0
4000 ppm 0 0 0 1 1 0 0 0 0 ] 0 Y 0 0
8000 ppm 0 0 o Q ¢ 0 [ 0 0 4] 0 0 0 0
SOTLED PERT-GENTTALTA Control 0 0 0 Q 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 [\ 0 0 0 0 ¢ 0 0 0 4}
4000 ppm [ 0 0 0 0 0 0 0 o Y] 0 0 g 0
8000 ppm [\ 0 0 0 0 0 [} 0 0 0 0 0 0 0

(HAN190)
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SEX : FEMALE PAGE : 52
Clinical sign Group Name Administration Week-day
43-7 44-7 45-7 46-7 41-7 48-7 49-7 50-7 51-7 52-7 53-7 54-7 55-7 56-7
DEATH Control 0 0 0 0 g 0 b} 0 0 0 0 4] 4] 0
2000 ppm 0 0 0 0 [t} 0 0 4] Y 0 0 0 0 0
4000 ppm 1 1 1 1 i it 1 1 1 1 1 L 1 2
8000 ppm 0 0 0 0 [ 0 0 0 o 0 0 0 0 0
MORIBUND SACRIFICE Control 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
4000 ppm 0 0 o 0 0 0 Q 0 o 0 ¢ 0 [ 0
8000 ppm [ 0 0 0 Q 0 g 0 0 0 0 0 0 0
ATAXTC GATT Control 0 0 0 0 0 0 4] 0 0 Q 0 0 0 0
2000 ppm ¢ 1] 0 0 0 0 4] 0 0 ¢ 0 0 [ 0
4000 ppm 0 ] 0 ] ] G 0 0 ] 0 0 0 0 4]
8000 ppm 0 0 0 4] 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
2000 ppm G 0 0 0 0 0 0 0 0 [ 0 0 0 0
4000 ppm 4 0 0 0 0 0 0 0 0 0 90 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
COLORED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4009 ppm 49 49 49 49 49 49 48 49 49 49 419 419 49 48
8000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 419
PILOERECTION Control 0 0 o 0 0 0 0 Y] [ g ] 0 0 0
2000 ppm 0 0 0 0 0 0 i 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 ] 0 Y 4] 0 ¢ 0 0 0 0
8000 ppm 4 0 0 ] 0 0 0 0 o 4] 0 0 0 Y]
TFROG BELLY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 o] 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 ] 0 0 ¢ G ] 0 [ ¢ 0
8000 ppm 0 0 4] o 0 0 0 o o ¢l 0 0 Y 0
SOTLED PERT-GENITALTA Control 0 0 0 [y i 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 g o 0 0 0 o 4] o 0 g ] ] 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)
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STUDY NO. © 0401 CLINICAL OBSERVATION (SUMMARY)
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SEX : FEMALE PAGE : 53

Clinical sign Group Name Administration Week-day
57-7 58-7 59-7 60-7 61-7 62-7 637 64-7 65-7 66-7 67-7 68-7 69-7 70-7

DEATI] Control 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 1 1 i 1 1 1 1 1 1 1 i 1 1 2
4000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 3 3
8000 ppm 8} 0 0 0 0 0 0 0 0 4} 0 0 0 0
MORIBUND SACRIFICE Control 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
8000 ppm 0 0 0 0 0 0 0 0 o] 0 0 0 0 0
ATAXTC GATT Control 0 0 0 0 0 0 0 0 o} 0 0 0 0 0
2000 ppm 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 0
8000 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
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40006 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 ¢] 0 0 0 0 0
COLORED Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 49 49 45 49 49 49 49 49 49 49 49 49 49 48
4000 ppm 48 48 48 18 18 48 48 48 48 48 48 18 a7 17
8000 ppm 49 419 49 49 49 49 49 19 49 19 49 49 19 49
PILOERECTLON Control 0 0 0 o} 0 0 0 0 0 Q 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 Q 0 0 0 0
8000 ppm 0 0 0 ] 0 0 0 0 0 0 0 0 0 o
TROG BELLY Control ¢ 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 o 0 0 0 0 0
8000 ppm 0 0 0 0 g 0 0 0 0 0 0 0 0 0
SOTLED PERT-GENITALIA Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 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 0 0 0 0 0
8000 ppm 0 6 ] 0 0 0 0 0 0 Y 0 0 0 0

(HAN190) BAIS4
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Clinical sign Group Name Administration Week-day
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 84-7
DEATH Conirol 0 0 0 0 0 0 0 0 0 ] 1 L 1 1
2000 ppm 2 2 2 2 2 2 2 2 2 2 2 3 3 3
40600 ppm 3 3 3 3 3 3 3 3 3 3 3 4 4 4
8000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MORIBUND SACRIFICE Control 0 0 0 0 4} 0 4] 0 0 ¢ 0 [ [ 0
2000 ppm 0 V] 0 0 0 0 0 0 o 0 0 0 1 1
4000 ppm 0 0 0 0 1] 0 [ 0 0 g 0 ] 4] 0
8000 ppm g 0 0 0 0 0 0 0 0 0 0 0 0 1]
ATAXTC GAIT Control ¢ 4] 0 0 ¢ 0 0 0 0 Q 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 o 0 1 0 4] 0
8000 ppm 0 0 4] o 0 0 0 0 0 0 0 0 0 4]
WASTING Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 ] 0 0 0 0 0 ¢ 1 0 0 0
4000 ppm 0 0 0 0 1] 4] ¢ 0 ¢ ¢ G 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 4] ]
COLORED Control ¢ 0 0 0 0 0 0 ¢ 4] 0 0 0 0 0
2000 ppm 48 48 48 48 48 48 48 48 48 48 48 47 46 46
4000 ppm 47 47 47 47 47 47 47 47 47 47 47 46 16 16
8000 ppm 48 48 48 48 48 48 48 48 48 48 48 48 48 48
PI1LOERECTION Control 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
2000 ppm ¢ 0 0 0 0 0 0 0 4 0 0 0 0 0
4000 ppm 4] 0 Y 0 0 0 0 0 0 g 4] 4] 0 0
8000 ppm [ 0 4] 4] 0 0 0 0 [ 0 0 0 o] 4]
FROG BELLY Control ¢ 0 0 0 0 0 0 0 0 0 0 0 ] 0
2000 ppm 0 0 0 0 [ 0 0 0 0 0 0 1] 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 ] 0 0 4]
8000 ppm 0 0 0 0 [ 0 0 0 G g 4} 0 Q 0
SOTLED PERT-GENITALIA Control 0 0 0 Q 1} 0 0 0 [t] 0 4} 0 0 0
2000 ppm 0 ] 0 ] 0 0 0 0 ] 0 0 0 0 ]
4000 ppm 0 0 0 0 0 o 0 0 0 ¢ 0 4] 0 0
8000 ppm [t} 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190}
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REPORT TYPE : Al 104
SEX : FEMALE PAGE : 55
Clinical sign Group Name Administration Week-day
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 98-7
DEATI Control 1 1 1 2 2 2 2 2 2 3 3 3 3 3
2000 ppm 3 4 4 4 4 4 4 4 5 7 7 7 7 T
4000 ppm 5 5 5 6 7 7 7 7 8 8 8 8 8 9
8000 ppm 1 1 1 3 4 4 4 5 5 5 6 6 8 9
MORIBUND SACRIFICE Control 0 0 0 4 0 0 0 0 0 0 0 1 1 1
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 1 2 2 2
8000 ppm 0 0 1 1 1 1 { 1 1 1 1 2 2 2
ATAXIC GATT Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 o] 0 0 ] 0 0 0 4] 1] 0 0 0
4000 ppm 0 [ 0 0 o 0 [ 0 0 g o 0 o] 0
8000 ppm 4] 0 V] 4] 4} ] 0 0 0 0 0 0 0 0
WASTING Control 0 0 V] 0 0 0 0 0 0 ] 0 0 0 V]
2000 ppm 0 0 0 ] 0 0 0 0 0 0 0 [ 0 1]
4000 ppm 0 4] 0 0 ¢ 0 o 0 0 g ) G 0 0
8000 ppm ] 0 0 4] 0 0 0 0 o] 0 [y 0 ] 0
COLORED Control Y 0 4] 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 46 45 45 45 45 45 45 45 44 42 42 42 42 42
4000 ppm 45 45 45 44 43 43 43 43 42 42 41 40 40 39
* 8000 ppm 48 48 47 45 44 44 44 43 43 43 42 41 39 38
PILOERECTION Control 0 0 0 0 0 0 0 0 1 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 [\ 1 0 0 0 0 0 0
4000 ppm [ 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm ¢ 0 0 0 0 0 1 0 0 0 0 1 0 0
FROG BELLY Control 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 0 0 0 0 0 0 0
8000 ppm [y 0 0 0 0 0 0 0 0 0 0 0 0 0
SOTLED PERI-GENITALIA Control 0 0 4] 0 0 0 ] 0 c 0 ] 0 0 4]
2000 ppm 0 g 0 0 0 0 0 1 0 [ 0 0 0 0
4000 ppm 0 0 0 g 0 0 1 1 0 Q 0 0 0 Y
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(HAN190)
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Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
DEATH Control 3 3 3 3 3 3
2000 ppm 7 7 7 7 8 9
4000 ppm 9 9 9 10 11 11
8000 ppm 10 11 11 12 13 13
MORIBUND SACRIFICE Control 1 1 1 1 2 2
2000 ppm 1 i 3 3 3 3
4000 ppm 2 2 2 3 4 4
8000 ppm 3 5 5 5 5 5
ATAXIC GATT Control 0 0 0 0 0 0
2000 ppm 0 [ 0 0 0 0
4000 ppm 0 1] 0 0 ] "]
8000 ppm o 0 0 0 0 0
WASTING Control 0 0 0 0 0 0
2000 ppm [4} 0 0 0 0 0
4000 ppm 0 4] 0 0 [t} 0
8000 ppm 0 ] ] 1 0 4]
COLORED Control ¢ 0 0 0 ] 0
2000 ppm 42 42 40 40 39 38
4000 ppm 39 39 39 37 35 35
8000 ppm 36 33 33 32 31 31
P1LOERECTION Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 o] g 0 0
8000 ppm 0 ] 0 0 ¢ 0
FROG BELLY Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 4] ]
4000 ppm Q 0 0 g 0 0
8000 ppm 0 ] 0 0 ] 0
SOTLED PERT-GENITALIA Control 0 0 0 0 Q 0
2000 ppm g [ 0 0 0 ]
4000 ppm 0 0 0 0 4] 0
8000 ppm 1 0 0 (] 0 0

(HAN190)

BAIS4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
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Clinical sign Group Name Administration Veek-day
1-7 27 37 a7 57 67 7-7 87 9-7 10-7 117 127 137 147
EXOPHTIALMOS Control 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
8000 ppm 0 0 0 0 0 0 0 0 0 1 1 1 1 i
EYE OPACITY Control 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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CATARACT Gontrol 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 (i} 0 0 0 0 Q 0 0 0 0
8000 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 9 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
8000 ppm 0 0 4] 0 0 0 ] 0 0 o] [ 0 0 0
ANTERIOR CHAMBER OPACITY Control 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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
EXTERNAL MASS Contro! 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 9 0 0
8000 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
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
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. NOSE Control 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 ] o] 0 0 4] 0 0 o] 0
8000 ppm 0 0 0 0 0 0 9 0 0 0 0 0 0 0
(HAN190)

BAIS4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS
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Clinical sign Group Name Administration Week-day
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 28-7
EXCPUTIIALMOS Control ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 [ 0 0 0 o [ 0 0
4000 ppm g 0 0 0 0 0 g 0 0 0 0 0 0 0
8000 ppm 1 1 0 1 1 1 1 1 1 1 1 1 1 1
EYE OPACITY Control [} 0 0 0 0 0 [} 0 0 0 0 0 1 L
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 o 0 ¢ 0 0 0 0 o} 0 0 4] 0
8000 ppm 0 1 1 2 2 2 2 2 2 2 2 2 2 2
CATARACT Control 0 0 0 0 1] 0 [t} 0 0 ] 0 0 1 1
2000 ppm ¢ [ 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 ] 0 0 [ 0 g ¢ o] ¢ 0
8000 ppm ] 1 1 2 2 2 2 2 2 2 2 2 2 2
CORNEAL OPACITY Control 0 0 0 0 g 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
8000 ppm 0 0 ] 0 4} 0 0 0 0 0 [t} o] 0 0
ANTERIOR CHAMBER OPACITY Control 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 1] 0 0 0 ¢ 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 1] Y 0 0 0 o] 0
EXTERNAL MASS Control 0 0 0 ¢ 0 0 g 0 0 0 0 0 o 0
2000 ppm 4] 0 0 0 0 0 0 0 ] 4] [ 0 4] 0
4000 ppm 0 0 0 0 4] g 0 0 0 0 0 0 0 1
8000 ppm 0 0 0 0 0 0 0 0 0 0 1 0 0 0
INTERNAL MASS Control 0 0 0 [y 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 1] 0 0 0 0 0 0 0 Q ¢ [ [ 0
4000 ppm 0 0 0 0 0 0 0 ] 0 4} 0 0 0 o
8000 ppm 0 4] 0 0 ] 0 0 0 0 0 0 0 0 4]
M. NOSE Control 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 4] Q 0 4] ¢ 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)
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Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 33-7 34-7 35-7 367 37-7 38-7 39-7 40-7 41-7 42-7
EXOPITHALMOS Control 0 0 0 0 0 0 0 0 0 0 0 0 4] 0
2000 ppm 0 0 0 0 0 ¢} 0 0 4] 0 0 [ 0 0
4000 ppm [ 0 o] 0 0 0 o] 0 0 0 0 ] 0 0
8000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 i 1
EYE OPACITY Control 1 1 2 2 2 2 2 2 2 2 2 2 2 2
2000 ppm 0 0 0 0 0 4 4 1 1 1 i 1 1 3
4000 ppm 0 0 0 0 0 0 9 0 0 0 0 0 0 0
8000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 3 3
CATARACT Control 1 1 1 2 2 2 2 2 2 2 2 2 2 2
2000 ppm 0 [ 0 0 0 0 [ 0 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 3 3
CORNEAL OPACITY Control 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 o] 0 0 ] 0 [ 0 0 ] 0 0 0
8000 ppm 0 0 0 0 0 ] 0 0 0 0 0 o] 0 0
ANTERIOR CHAMBER OPACITY Control 0 0 1 0 0 0 0 0 0 0 0 0 0 0
20600 ppm 4 ] 0 0 0 0 0 1 o 0 0 0 0 0
4000 ppm ] [ 0 0 ] 0 0 1] Y] ¢ ] o] 4] 0
8000 ppm 0 0 0 o 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
2000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
4000 ppm 1 0 0 0 0 o ] 0 0 1 1 1 1 1
8000 ppm 0 0 0 4 0 0 0 0 4] 0 0 0 0 ]
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 [ 0 0 Q 0 0 0 0
4000 ppm [t} 0 0 ¢ 0 0 0 0 0 g ¢ 0 0 0
8000 ppm [ 0 0 0 0 0 0 0 0 [ [} o] 0 0
M. NOSE Control 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 g Q 0 0 0 ] 1 1 L 1 1
8000 ppm 0 4] 0 0 0 0 0 [ 0 1] 0 4] 0 0
(HAN190)
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Clinical sign Group Name Administration Week-day
43-7 44-7 45-7 46-7 47-7 48-7 49-7 50-7 51-7 52-17 53-7 54-7 55~7 56-7
EXOPUTHALMOS Control 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 0 ] 0 ] 0 0 0 0 Y 0 1 1 1 1
8000 ppm 1 1 1 1 1 1 i 1 1 1 1 1 1 1
EYE OPACITY Control 2 2 2 2 4 4 4 5 5 5 5 5 5 5
2000 ppm 1 1 1 1 1 1 1 1 1 1 i 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 o]
8000 ppm 3 3 3 3 3 3 3 4 3 3 3 3 3 3
CATARACT Control 2 2 2 2 4 4 4 4 4 5 5 5 5 5
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 0 0 ] 0 0 0 4] 0 0 V] 0 0 0 0
8000 ppm 3 3 3 3 3 3 3 4 3 3 3 3 3 3
CORNEAL OPACITY Control 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 o 4] 0
4000 ppm 0 0 0 0 [ ] 0 0 0 ¢ 0 0 0 [
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ANTERIOR CHAMBER OPACITY Control 0 0 0 0 0 0 0 1 1 [\ 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4000 ppm [ 0 o] g 0 0 0 o 0 o} 0 o ¢ 0
8000 ppm ¢ [ 0 0 0 0 0 0 o o ¢ ] 0 0
EXTERNAL MASS Control [ 0 0 ¢ 0 0 [ 0 [ 0 0 0 o 0
2000 ppm 1 1 1 0 0 0 1 1 1 1 2 2 2 2
4000 ppm 1 3 1 1 1 1 L { 2 3 3 2 3 1
8000 ppm 1 1 0 0 0 0 0 1 0 1 1 0 0 0
INTERNAL MASS Control 0 0 0 0 0 0 0 ] 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 [y [} 0 0 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 1 0
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. NOSE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 i}
2000 ppm 0 0 0 g 0 0 0 0 0 0 0 ] 4] 0
4000 ppm 1 1 1 1 1 1 3 1 1 1 1 1 1 1
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HAN190)
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Clinical sian Group Name Administration Week-day
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 70-7
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm ! { 1 1 1 1 i 1 1 1 1 1 1 1
8000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
EYE OPACITY Control 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2000 ppm 1 1 2 2 2 2 2 2 2 2 2 1 1 2
4000 ppm 0 1 1 1 1 1 1 1 1 1 1 1 1 1
8000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 3 3
CATARACT Control 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
4000 ppm 0 i 1 1 1 1 L 1 1 1 1 1 1 1
8000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 3 3
CORNEAL OPACITY Control 0 0 0 0 0 0 o] 0 0 0 0 0 0 0
2000 ppm 0 4] o 0 ] 0 0 0 0 [ 0 0 0 0
4000 ppm 0 0 0 0 0 o ] 0 0 0 0 0 0 0
8000 ppm ] o] 0 0 ¢ 0 0 0 [ 0 4] 0 0 o
ANTERIOR ClIAMBER OPACITY Control 0 0 0 0 1 1 1 1 1 1 1 1 1 1
2000 ppm 0 0 1 1 1 1 L 1 1 1 1 0 0 1
4000 ppm 0 0 0 ¥ 0 ] [ 0 0 ] 4] 4] 0 0
8000 ppm [¢] 0 o 0 0 0 g 0 0 Q 0 0 0 0
EXTERNAL MASS Control 0 0 0 0 0 0 1 1 0 0 0 0 0 0
2000 ppm 2 2 2 2 2 2 3 2 2 2 2 2 2 1
4000 ppm i 3 2 1 1 1 1 1 1 1 1 I 1 2
8000 ppm 2 0 4] 0 2 2 2 2 2 1 1 1 1 1
INTERNAL MASS Control 0 0 V] 0 ¢l 0 0 0 0 0 0 0 0 0
2000 ppm [ 4] 0 0 0 0 0 0 ] 1 1 1 1 0
4000 ppm 0 0 0 [y ] g ¢ 0 0 0 0 0 0 [
8000 ppm 0 ] 0 0 Q 0 0 0 0 4] Y o] 0 4]
M. NOSE Control 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 1 1 1 1 1 1 1 1 1 1 1 1 I 1
8000 ppm ¢ 0 4] 0 0 ¢ 0 1] ¢ [ 0 ] 0 0
(HAN190)
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STUDY NO. : 0401

CLINICAL OBSERVATION (SUMMARY)

ANIMAL © RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 62
Clinical sign Group Name Administration Week-day
71-7 12-7 73-7 74-7 75-7 76-7 77-7 78-7 79-17 80-7 81-7 82-7 83-7 84-7
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
2000 ppm 1 2 2 2 2 2 2 2 1 1 2 2 2 1
4000 ppm 1 0 0 0 0 0 0 4] 0 0 0 0 0 0
8000 ppm 1 L 1 1 1 1 1 1 1 1 1 L 1 1
EYE OPACITY Control 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2000 ppm 2 1 1 1 1 1 2 2 2 2 2 2 2 2
4000 ppm 1 1 1 1 1 1 ! 1 1 1 1 1 1 1
8000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 3 3
CATARACT Control 5 5 5 5 5 5 5 5 5 5 5 5 5 5
2000 ppm 1 1 1 1 1 1 i 1 1 2 2 2 2 2
4000 ppm 1 1 1 1 1 1 1 1 1 1 1 L i 1
8000 ppm 3 3 3 3 3 3 3 3 3 3 3 3 3 3
CORNEAL OPACITY Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 [} 0 ] 0 0 1} 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 ] 0 0 0 G g 0 [ ] 0
ANTERIOR CHAMBER OPACITY Control 1 1 1 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 1 0 Y ] 0 0 1 1 1 0 0 0 1 0
4000 ppm 0 0 o 0 0 0 4] 0 0 0 0 0 0 0
8000 ppm 0 [ 0 0 ¢ o 0 [ 0 0 0 o] 0 0
EXTERNAL MASS Control g 0 0 0 [ 0 0 0 1 0 0 0 ¢ 0
2000 ppm 2 2 2 2 2 2 2 2 3 2 2 1 1 1
4000 ppm 2 2 1 1 2 2 3 3 2 2 2 2 2 2
8000 ppm i 1 1 1 1 1 1 1 1 ¢ 0 o] 0 0
INTERNAL MASS Control 0 0 0 0 0 0 0 0 1 1 0 0 0 0
2000 ppm 0 0 0 0 i 0 0 0 0 1 1 1 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 4} 4 0 0 1
8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M. NOSE Control 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 1 L 1 1 1 1 1 1 1 1 1 3 1 1
8000 ppm 0 0 0 0 0 4] 0 0 0 Y 0 0 0 ]
(HAN190) BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 83
Clinical sign Group Name Administration Week-day
85-7 86-7 87-7 887 89-7 90-7 91-7 92-7 93-7 94-7 95-7 96-7 97-7 98-7
EXOPHTHALMOS Control 0 0 0 0 0 0 0 0 0 0 [ 0 0 0
2000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 L
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 L
EYE OPACITY Control 5 5 5 5 5 5 5 5 5 5 5 [ 7 7
2000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
4000 ppm 1 i 1 1 1 1 1 1 1 1 1 3 1 1
8000 ppm 3 3 3 3 3 3 3 3 3 5 4 4 4 4
CATARACT Control 5 5 5 5 5 5 5 5 5 5 5 6 7 7
2000 ppm 2 2 2 2 2 2 2 2 2 2 2 2 2 2
4000 ppm 1 L ! 1 1 1 1 1 1 i 1 1 L i
8000 ppm 3 3 3 3 3 3 3 3 3 5 4 4 4 4
CORNEAL OPACITY Control 0 0 4] o] 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 [t} 0 ] 4] [ 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 0 9 0 0 1 0 0 0 0
ANTERIOR CHAMBER OPACITY Control 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
8000 ppm 0 0 0 (4] 0 1 1 1 1 1 0 0 0 0
EXTERNAL MASS Control 1 4} 0 2 3 3 2 2 2 4 3 3 3 3
2000 ppm 4 2 3 3 3 3 3 3 3 3 3 3 4 4
4000 ppm 3 3 3 4 4 4 3 3 4 4 4 4 4 4
8000 ppm 0 0 1 3 1 1 1 2 1 1 1 1 0 1
INTERNAL MASS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 1 1 0 0 0 0 i} 0
4000 ppm 0 0 0 0 0 0 0 0 0 Y] [ 0 4 0
8000 ppm ¢ 0 0 0 0 0 0 0 ] 0 0 0 0 0
M. NOSE Control 0 0 0 0 0 0 0 0 0 1 1 1 1 1
2000 ppm 0 0 0 o] 0 0 0 0 0 Y 0 0 0 0
4000 ppm 1 1 1 1 1 1 1 1 1 1 1 1 1 1
8000 pp:m 0 4} 0 0 0 0 ¢ 0 0 0 0 o] 0 0
(HAN180)

BAIS 4



STUDY NO. : 0401
ANIHAL : RAT P344/DuCrj
REPORT TYPE : Al 104

SEX : FEMALE

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE : 54
élinicai sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
LEXOPLITHALMOS Control 4} 0 0 0 0 0
2000 ppm 1 1 1 1 1 1
4000 ppm 0 0 0 o] 0 0
8000 ppm 1 1 1 1 1 1
EYE OPACITY Control 7 7 8 7 7 7
2000 ppm 3 3 3 3 2 2
4000 ppm L 1 1 1 1 1
8000 ppm 5 3 3 3 4 4
CATARACT Control 7 7 8 7 7 6
2000 ppm 3 3 3 3 2 2
4000 ppm 1 i 1 1 1 1
8000 ppm 4 3 3 3 4 3
CORNEAL OPACITY Control 0 0 0 0 0 1
2000 ppm 0 0 0 0 0 1]
4000 ppm g 0 0 0 0 0
8000 ppm 1 0 0 0 0 1
ANTERIOR ClIAMBER OPACITY Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 Q 0
8000 ppm 0 4] 1 1 1 c
EXTERNAL MASS Control 3 3 3 3 3 3
2000 ppm 4 4 3 3 3 3
4000 ppm 4 4 6 4 3 1
8000 ppm 3 2 2 2 2 2
INTERNAL MASS Control 0 0 0 0 4 0
2000 ppm 0 0 0 2 1 0
4000 ppm 0 0 0 0 3} 2
8000 ppm 0 0 0 o] 0 0
M. NOSE Control 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0
4000 ppm 1 L 1 1 ¢} ]
8000 ppm [t} 0 0 0 0 0
(HAN190)

BAIS 4



CLINICAL OBSERVATION (SUMMARY)
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Control
2000 ppm
4000 ppm

M. PERI-MOUTHH

8000 ppm

Control

M. PERI CAR

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. FORELTMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. GENITALIA

4000 ppm

8000 ppm

Control

M. TAIL

2000 ppm

4000 ppm

8000 ppm

Control

ANEMIA

2000 ppm

4000 ppm

8000 ppm

BAIS 4

(HAN190)
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PAGE :

 FEMALE

SEX

Administration Week-day

15-7

Group Name

Clinical sign

17-7 18-7 19-7 20-7 21-7 22-7 23-1 24-7 25-7 26-7 27-7 28-7

16-7

Control
2000 ppm

M. PERI-MOUTH

4000 ppm

8000 ppm

Control

M. PERI EAR

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. FORELIMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. GENITALIA

4000 ppm

8000 ppm

Control
2000 ppm

M. TAIL

4000 ppm

8000 ppm

Control

ANEMIA

2000 ppm

4000 ppm

8000 ppm

BAIS 4

(HAN190)
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FEMALE

SEX

Administration Week-day

29-7

Group Name

Clinical sign

3t-7 32-7 33-7 34-7 35-7 36-7 37-7 387 39-7 40-7 41-7 42-7

30-7

Control

M. PER1-MOUTII

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. PERT EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. FORELIMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. GENITALIA

4000 ppm

8000 ppm

Control
2000 ppm

M. TAIL

4000 ppm

8000 ppm

ConlLrol
2000 ppm

ANEMTA

4000 ppm

8000 ppm

BAIS 4

(HAN190)
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PAGE :

: FEMALE

SEX

Administration Week-day

43-7

Group Name

Clinical sign

45-7 46-7 47-17 48-7 49-7 50-7 51-1 52-7 53-7 54-7 56-7 56-7

44-7

Control

M. PERI-MOUTH

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. FORELIMB

4000 ppm

8000 ppm

Control

M. BREAST

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. GENITALIA

4000 ppm

8000 ppm

Control
2000 ppm

M. TAIL

4000 ppm

8000 ppm

Control
2000 ppm

ANIMTA

4000 ppm

8000 ppm

BAIS 4

(HAN190)



CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

© 0401

STUDY NO.

ANIMAL

: RAT F344/DuCrj

REPORT TYPE

: Al 104

69

PAGE :
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SEX

Administration Week-day

57-7

Group Name

Clinical sign

59-7 60-7 61-7 62-7 63-7 64-7 65-7 66-7 67-7 68-7 69-7 70-7

58-7

Control

M. PERL-MOUTI

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. FORELTMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. GENITALIA

«

4000 ppm

8000 ppm

Control

M. TAIL

2000 ppm

4000 ppm

8000 ppm

Control

ANEMIA

2000 ppm

4000 ppm

8000 ppm

BAIS 4

(HAN190)
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70

PAGE :

FEMALE

SEX

Administration Week-day

Group Name

Clinical sisn

72-7 73-7 747 75-7 6-1 777 78-7 79-7 80-7 81-7 82-7 83-7 84-7

-7

Control

M. PERI-MOUTH

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. PERT EAR

4000 ppm

800C ppm

Control
2000 ppm

M. FORELTMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. GENITALIA

4000 ppm

8000 ppm

Control

M. TAIL

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

ANEMIA

4000 ppm

8000 ppm

BAIS 4

(HAN180)
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71

PAGE

FEMALE

SEX

Administration Week-day

85-7

Group Name

Clinical sign

87-7 88-7 88-7 90-7 91~7 92-7 93-7 94-7 95-7 96-7 97-7 98-7

86-7

Control

M. PERI-MOUTH

2000 ppm

4000 ppm

8000 ppm

Control
2000 ppm

M. PERI EAR

4000 ppm

8000 ppm

Control
2000 ppm

M. FORELTMB

4000 ppm

8000 ppm

Control
2000 ppm

M. BREAST

4000 ppm

8000 ppm

Control
2000 ppm

M. ABDOMEN

4000 ppm

8000 ppm

Control
2000 ppm

M. GENITALIA

4000 ppm

8000 ppm

Control
2000 ppm

M. TAIL

4000 ppm

8000 ppm

Control
2000 ppm

ANEMTA

4000 ppm

8000 ppm

BAIS 4

(HAN190)



STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE @ 72
Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7
M. PERI-MOUTII Control 0 0 0 0 0 0
2000 ppm 0 0 1 1 0 0
4000 ppm 0 0 2 1 2 0
8000 ppm 2 1 1 1 1 1
M. PERI EAR Control 0 0 0 ¢ 0 0
2000 ppm [ 0 0 0 0 4]
4000 ppm i i 1 0 0 0
8000 ppm 1 1 1 i i 1
M. FORELIMB Control 1 1 1 1 1 1
2000 ppm 0 0 0 0 0 0
4000 ppm ¢ ] o] 0 0 ]
8000 ppm 0 0 ] el g 0
M. BREAST Control 1 1 1 1 1 1
2000 ppm 2 2 1 1 1 1
4000 ppm 2 2 2 2 1 1
8000 ppm 0 4] 0 0 0 [
M. ABDOMEN Control 0 ¢ 0 0 0 0
2000 ppm 0 [ 0 0 0 0
4000 ppm [ 0 0 4] 0 0
8000 ppm 1] 0 0 ] 0 0
M. GENITALIA Control Q 0 0 Y] 0 0
2000 ppm 1 i 1 1 1 1
4000 ppm 1 1 1 1 0 0
8000 ppm ¢ 0 0 0 (] 0
M. TAIL Control 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 o
ANEMTA Control 1 0 ] 0 0 0
2000 ppm 1 1 0 ¢ 0 0
4000 ppm 1 1 1 1 0 0
8000 ppm 1 0 1 0 1 1

(HAN190) BAIS4



STUDY NO. : 0401
ANIMAL
REPORT TYPE : Al 104

SEX : FEMALE

: RAT F344/DuCrj

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

PAGE : 73

Clinical sign

Group Name

Administration Week-day

1-7

2-7

3-7

47

57

6-7

-1

8-7

9-7

10-7

11-7

12-7

13-7

14-7

HEMORRUAGE

TORTICOLLIS

TRREGULAR BREATHING

ABNORMAL RESPIRATION

TACHYPNEA

YELLOW URINE

SMALL STOOL

OLIGO-STOOL

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm
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STUDY NO. : 0401
ANIMAL : RAT F'344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE @ 74
Clinical sign Group Name Administration Week-day
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 28-7
HEMORRHAGE Control 0 0 0 0 0 0 0 0 0 0 [} 0 ] 0
2000 ppm 0 0 ¢ 0 0 0 0 0 o 4] 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 0 1} o] 0 0 0 0 0 0 0 0
TORTICOLLIS Control 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] o] 0
8000 ppm 0 0 0 0 0 0 Q 0 0 g 0 0 0 0
TRREGULAR BREATHING Control 0 0 0 4] 0 0 0 0 0 Y 0 [ 0 0
2000 ppm 0 0 0 0 0 0 o 0 0 4] 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 Q 0 ] 0 0
8000 ppm [} 0 0 0 0 0 0 0 ] 4 0 0 0 0
ABNORMAL RESPIRATION Control 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 4] 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 o] 0 0 0 0 0 0 0 0 0 0
TACHYPNEA Control 0 [} 0 ] 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 Q 3} 0 Q 0
4000 ppm 0 0 0 0 0 0 ] 0 0 ] 0 ] 0 0
8000 ppm 0 0 0 0 4] 0 0 0 0 Q 0 0 0 0
YELLOW URINE Control 0 0 0 0 4} 0 0 0 0 0 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
8000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 49
SMALL STOCL Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 o] 0 0 0 0 o
4000 ppm 0 0 0 0 0 0 0 0 0 Q 0 0 0 ]
8000 ppm 0 1} 0 0 0 0 0 4] o 9 0 ] 0 0
OLIGO-STOOL Control 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} 9 0 0 0
4000 ppm [ 0 0 0 0 0 0 0 0 ¢} 0 0 0 0
8000 ppm 0 0 0 0 0 0 0 0 o] 0 0 0 0 0

(HAN190)

BAIS 4



STUDY NO. : 0401
ANIMAL
REPORT TYPE @ Al 104

SEX : FEMALE

Clinical sign

: RAT F344/DuCrj

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE @ 75

Group Name

Administration Week-day

29-7

30-7

31-7

32-7

35-7

36-7

37-7

38-7

39-7

40-7

41-7

42-7

HEMORRIAGE

TORTICOLLIS

TRREGULAR BREATHING

ABNORMAL RESPIRATION

TACIIYPNEA

YELLOW URINE

SMALL STOOL

OLIGO-STCOL

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
80600 ppm

Control
2000 ppm
4000 ppm
8000 ppm
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STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrij ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : T6
Elinical sign Group Name i Administration Week-day
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 56~7
HEMORRHAGE Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm g 0 0 0 0 0 0 0 o 0 0 0 0 0
4000 ppm 0 0 0 ] 0 0 0 0 0 4] 0 0 0 0
8000 ppm ¢ 0 0 Y 0 0 1] 0 0 ¢ 0 0 0 0
TORTICOLLIS Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 0 V] 0 0 0 0 0 0 0 0 ¢ ¢ 0
4000 ppm 0 0 M) 0 0 g 0 0 0 0 0 Y] 0 0
8000 ppm 0 0 0 0 1] 0 0 [ ¢ ] o Y 0 0
TRREGULAR BREATIIING Control 0 0 0 0 0 Y 0 0 ] 0 0 0 0 ]
2000 ppm 0 0 0 0 0 0 Q 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 4 0 0 0 0 0 0 1 0
8000 ppm 0 0 0 [¢] 0 0 0 0 0 ¢l 0 0 0 0
ABNORMAL RESPIRATION Control 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 1 0
8000 ppm 0 [V 0 0 0 0 0 0 0 0 0 0 0 0
TACHYPNEA Control 0 0 0 0 0 0 [} 0 0 0 0 0 0 o}
2000 ppm 0 0 0 0 ji] 0 0 0 0 o} 0 4] 0 0
4000 ppm 0 0 [ 0 0 "] 0 ] 0 0 0 Q 0 0
8000 ppm 0 g 0 0 0 ¢ 0 0 0 g (] 0 ¢ G
YELLOW URINE Control 0 0 0 Q 0 0 0 0 o 0 0 0 0 0
2000 ppm 50 50 50 50 50 50 50 50 50 50 50 50 50 50
4000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 48
8000 ppm 49 49 49 49 49 49 49 49 49 49 49 49 49 49
SMALL STOOL Control 0 9 0 0 0 0 0 0 0 0 0 0 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 1 0
8000 ppm 0 ] 0 g 0 0 0 0 o 0 Y Y 0 0
OLT1GO-STOOL Control 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 4] ] 0 0 0
8000 ppm 0 V] 0 0 0 0 0 0 o] ] ] 4] 4] 0

(HAN190) ' BAIS 4



STUDY NO. : 0401
ANIMAL
REPORT TYPE : AL 104

SEX : FEMALE

: RAT 1'344/DuCrj

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

PAGE @ 77

Clinical sign

Group Name

Administration Week-day

57-7

58-7

59-7

607

61-7

62-7

63-7

64-7

65-7

66-7

67-7

68-7

69-7

70-7

HEMORRUAGE

TORTICOLLIS

TRREGULAR BREATIING

ABNORMAL RESPIRATION

TACHYPNEA

YELLOW URINE

SMALL STOOL

OLI1GO-STOOL

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
8000 ppm

Control
2000 ppm
4000 ppm
§000 ppm
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(HAN190)

BAIS 4



STUDY NO. : 0401

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 78
Clinical sign Group Name Administration Week-day
71-7 72-7 73-7 47 75-7 76-7 71-7 78-7 79-7 80-7 81-7 82-7 83-7 84-7
HEMORRIAGE Control 0 0 0 0 0 0 4} 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 o] 0 0 0 0 0 0 0 0 ] 0
8000 ppm 0 0 0 0 0 0 0 0 0 o 0 o] 4] 1
TORTICOLLIS Control 0 0 0 0 0 0 0 0 o] 4] 0 0 V] 0
2000 ppm 0 0 0 0 0 1 1 1 1 1 1 1 1 1
4000 ppm g 0 0 ] 0 0 0 0 0 [ 0 0 0 0
8000 ppm 0 0 0 4] 0 0 [} 0 0 0 0 0 ] 0
TRREGULAR BREATHING Control 0 0 0 0 4} ¢} Q 0 o] 4] 0 4] 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 1 2 1 0 0
4000 ppm 0 0 0 0 0 0 0 0 o 0 1 1 0 0
8000 ppm 0 0 0 0 0 0 4] 0 o] 0 [t} 0 0 0
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 0 i 0 0 0 0 0 0 ] 1 2 1 0 0
4000 ppm 0 0 0 0 0 0 0 ] 1 0 1 1 0 0
8000 ppm 1 4} 0 0 0 0 0 o] 0 0 4] 0 0 0
TACHYPNEA Control Y 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 4} 0 0 0 0 0 g 0 1 Q 0 ¢} 0 0
8000 ppm 1 0 o] 0 0 0 0 0 0 0 0 G 0 0
YELLOW URINE Control 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
2000 ppm 48 48 48 48 48 48 48 48 48 48 48 47 46 46
4000 ppm 47 47 47 47 47 47 47 47 47 47 47 46 46 46
8000 ppm 48 48 48 48 48 48 48 48 48 48 48 48 48 48
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 [ 0 0 0 0
2000 ppm 2 2 2 1 1 1 0 0 0 ¢ 1 0 0 0
4000 ppm 0 0 1 1 2 0 0 0 1 0 1} 0 0 0
8000 ppm 0 0 0 0 [ 0 0 0 0 0 0 0 2 1
OLIG0-STOOL Control 0 0 0 4] 0 0 0 0 0 1 0 o] 0 0
2000 ppm 0 0 0 [ 0 0 0 0 0 2 3 1 0 0
4000 ppm ¢ 0 0 0 i Y o 0 0 0 0 0 0 a
8000 ppm 1 1 1 0 0 0 0 90 0 0 0 0 1 1

(HAN190)

BAIS4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 79
élinical sign Group Name o Administration Week-day
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 98-7
HEMORRUAGE Control g 0 0 0 0 0 0 0 0 0 0 0 4] 0
2000 ppm 0 0 0 0 0 0 g 0 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm ] 0 0 0 0 0 i 0 0 Q 0 0 0 0
TORTICOLLIS Control [} 0 0 0 0 0 0 0 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1 i 1 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 (]
8000 ppm 0 0 0 1 1 1 i 1 1 1 1 1 1 1
TRREGULAR BREATHING Control 0 Y] 0 4] 0 0 1] 0 1 ] 4 0 0 0
2000 ppm g [ 0 0 0 o ¢ 0 0 4] 0 0 ¢ 0
4000 ppm 4] 0 ] 0 0 0 0 0 o g o 0 4] 0
8000 ppm 1 1 o el 0 ] 0 4] 0 2 1 1 2 2
ABNORMAL RESPIRATION Control 0 0 0 0 0 0 0 0 1 0 0 0 0 0
2000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4009 ppm 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
8000 ppm i 1 0 0 0 0 0 -0 0 2 1 1 2 2
TACHYPNEA Control 0 0 0 0 0 0 0 0 0 0 [y 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 o o 0 0 0 0 0
8000 ppm 0 [ 0 4] 0 0 ¢ 0 0 [ 0 0 0 0
YELLOW URINE Control 0 0 0 0 0 0 0 g 0 Y (1] 0 ] 0
2000 ppm 46 45 45 45 45 45 45 45 44 42 42 42 42 42
4000 ppm 45 45 45 44 43 43 43 43 42 42 41 40 40 39
8000 ppm 48 48 47 45 44 44 44 43 43 43 42 41 39 38
SMALL STOOL Control 0 0 0 0 0 0 0 0 0 Q 0 0 0 0
2000 ppm 1 0 0 0 0 0 0 1 0 [y 0 0 1 2
4000 ppm 0 0 1 1 ! 1 0 3 1 1 i 2 1 o
8000 ppm 2 2 1 0 0 0 g 0 0 0 1 2 3 {
OLTGO-STOOL Control 0 0 0 0 1] 0 1 [ 1 4] 0 ] 4] 1
2000 ppm 0 0 4 0 0 4] 0 ] 4] 4] 0 1 1 1
4000 ppm 0 0 0 0 0 0 0 2 0 0 1 L 1 0
8000 ppm i 1 1 0 0 0 1] 0 0 [¢] 0 1 1 1

(HAN190)

BAIS 4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 80
éli;{cal sign Group Name Administration Week-day
99-7 100-7 10t-7 102-7 103-7 104-7
HEMORRIAGE Control 0 0 0 ] 0 0
2000 ppm 0 0 0 0 1 0
4000 ppm 0 4] ] ] 0 1]
8000 ppm [ 0 0 (¢} 0 o
TORTICOLLIS Control 0 0 0 0 0 0
2000 ppm 1 1 1 1 1 1
4000 ppm 0 0 0 0 0 0
8000 ppm L 1 1 1 1 1
TRREGULAR BREATHING Control 0 0 0 0 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 1 g ]
8000 ppm 1 0 0 0 1 i
ABNORMAL RESPIRATION Control 0 0 0 4] 0 0
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 1 0 0
8000 ppm 1 0 0 0 1 1
TACHYPNEA Control 0 0 0 0 0 0
2000 ppm Q 0 0 0 0 0
4000 ppm 4] 0 0 o 0 0
8000 ppm 0 0 o 0 0 0
YELLOW URINE Control 0 0 0 0 0 0
2000 ppm 42 42 40 40 39 38
4000 ppm 39 39 39 37 35 35
8000 ppm 36 33 33 32 31 31
SMALL STOCL Control 2 0 1 1 0 0
2000 ppm L 1 1 0 0 0
4000 ppm 1 4} t 1 ] 0
8000 ppm 2 0 0 ¢ 1 1
OLIGO-STOOL Control 1 0 1 1 1 0
2000 ppm 1 2 1 1 1] 4]
4000 ppm i ¢ 1 1 0 0
8000 ppm 1 0 1 0 0 0
(HAN190)

BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCr]
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)

ALL ANIMALS

SEX : FEMALE PAGE @ 81
Clinical sign Group Name Administration Week-day
1-7 2-7 3-7 4-7 57 6-7 7-1 8-7 9-7 10-7 11-7 12-7 13-7 14-7
NON REMARKABLE Control 50 50 50 50 50 50 50 50 50 50 50 50 50 50
2000 ppm 0 0 0 0 ] 0 Y 0 o 0 0 0 0 0
4000 ppm 4] 0 0 ] 0 0 0 0 0 0 0 0 0 0
8000 ppm 0 0 0 ¢ 0 0 0 0 0 0 0 0 4] 0

(11AN190)

BAIS4



STUDY NO. : 0401
ANTMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE @ 82
Clinical sign Group Name Administration Week-day
15-7 16-7 17-7 18-7 19-7 20-7 21-7 22-7 23-7 24-7 25-7 26-7 27-7 287
NON REMARKABLE Control 50 50 50 50 50 50 50 50 50 50 50 50 49 49
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
8000 ppm 0 0 V] o] 1] o ] 0 [o] g ¢ 0 4] 0
(FAN190) BAIS4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 83
Clinical sign Group Name Administration Week-day
29-7 30-7 31-7 32-7 33-7 34-7 35-7 36-7 37-1 38-7 39-7 40-7 41-7 42-7
NON REMARKABLE Control 49 49 48 48 48 48 48 48 48 48 48 48 48 48
2000 ppm 0 0 0 0 4 0 0 0 0 0 0 0 0 0
4000 ppm [ 0 V] 0 ¢ 0 0 0 0 0 0 0 0 0
8000 ppm 4} 0 ] g 0 0 ) 0 0 [ 4] 0 0 0

(11AN190)

BAIS4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 84
Clinical sign Group Name Administration Week-day
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 56-7
NON REMARKABLE Control 48 48 48 48 46 46 46 45 45 45 45 45 45 45
2000 ppm ] 0 0 0 0 1] ¢ 1] 0 ¢] 0 0 0 [
4000 ppm 0 0 o 0 0 0 0 0 o 0 0 0 0 ]
8000 ppm 0 0 0 0 4] 1] 0 0 0 0 0 1] 0 0

(11AN190)

BAIS 4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al 104

CLINICAL OBSERVATION (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE @ 85
Clinical sign Group Name Administration Week-day
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 70-7
NON REMARKABLE Control 45 45 45 45 45 45 44 44 44 45 45 45 45 45
2000 ppm 0 0 0 0 0 0 0 0 o Q 0 0 0 0
4000 ppm 0 ¢ o 0 0 0 0 0 0 0 0 Y] 0 0
8000 ppm 4] 4] 0 0 [ 0 0 0 0 [} 0 0 Y 0

(1IAN190)

BAIS4



STUDY NO. : 0401

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 86
(?linical sign Group Name Administration Week-day
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 84-7

NON REMARKABLE Control 45 45 45 45 45 45 45 45 43 44 44 44 44 44

2000 ppm 0 0 0 0 0 0 0 0 0 o] [ 0 0 0

4000 ppm 0 0 0 0 0 [ 0 0 ] 0 0 0 0 0

8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1IAN190) BAIS4



STUDY NO. : 0401

CLINICAL OBSERVATION (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 87
Clinical sign Group Name Administration Week—day - - .
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 98-7

NON REMARKABLE Control 43 44 44 41 40 40 40 41 40 38 38 37 36 35

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

8000 ppm 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(IIAN190)

BAIS 4



STUDY NO. : 0401 CLINICAL OBSERVATION (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
REPORT TYPE : Al 104

SEX : FEMALE PAGE : 88

Clinical sign Group Name Administration Week-day
99-7 100-7 101-7 102-7 103-7 104-7

NON REMARKABLE Control 34 36 34 35 35 35
2000 ppm 0 0 0 0 0 0
4000 ppm 0 0 0 0 0 0
8000 ppm 0 0 0 0 0 4]

(HAN190) BAIS4



APPENDIX B 1

BODY WEIGHT CHANGES : SUMMARY, RAT : MALE

(2-YEAR STUDY)



STUDY NO. : 0401 BODY WEIGHT CHANGES (SUMMARY)

ANTMAL © RAT F344/DuCrj ALL ANIMALS
UNIT [ -4
REPORT TYPE : Al 104
SEX : MALE PAGE : 1
Group Name Administration week
0 1 2 3 4 5 ]

Control 121+ 6 147+ K 178 9 203+ 10 221+ 12 237+ 14 261+ 14
2000 ppm 121+ 6 147+ 7 180+ 10 203+ 12 221 14 236+ 16 250+ 17
4000 ppm 121£ 6 141 13% 176 13 200+ 12 219+ 13 235+ 14 249% 15
8000 ppm 121 6 129+ Gk 157+ Gk 181+ 8ok 199+ 104k 213+ |14k 224 % 124

Significant difference ; *: P = 0.05 #k 0 P = 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT HI -
REPORT TYPE : Al (04
SEX : MALE PAGE : 2
(E-up Name Administration week
7 8 9 10 il 12 13
Conlrol 265t 15 276 18 286+ 17 296k 17 304+ 18 310+ 18 318 19
2000 ppm 264% 18 276 19 288+ 20 298+ 19 306+ 19 312% 19 320+ 20
4000 ppm 263+ 16 274+ 18 287 18 297 18 306+ 18 311 19 321+ 18
8000 ppm 237% 13k 248+ 140k 2561 14k 266+ 14k 274+ 143k 278+ 14 288+ 15k
Significant difference ; * 1 P = 0.05 #* P < 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCrj ALL ANIMALS

UNIT i g

REPORT TYPE : Al 104

SEX : MALE PAGE : 3

Group Name Administration week

14 18 22 26 30 34 38

Conirol 324+ 19 341+ 20 3B7E 20 36 21 373k 21 382+ 21 391k 21
2000 ppm 328+ 20 347+ 20 36+ 20 377 21* 386+ 23%* 395+ 24%x 405+  25%
4000 ppm 327 19 347+ 20 365+ 21 376+  27T# 386k 1G%k 396k 19k 407 19%¢
8000 ppm 294+ 14k 313 154k 329+ 16%k 339+ 163+ 346k 17k 354+ 173k 361+ 17
Significant difference ; *: P = 0.05 k1 P £ 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS
UNIT -4
REPORT TYPE : Al 104
SEX : MALE PAGE : 4
Group Name Administration week
42 46 50 54 58 62 66
Control 400k 22 4053 22 407 23 411+ 23 414+ 23 417 24 420+ 24
2000 ppm 414+ 25 419t 27 423+ 27 427  28% 431 29% 433+ 29% 435+t 29
4000 ppm 4144 20k 420 21%* 422%  19%k 426+  19% 426+ 20 424 20 421 20
8000 ppm 367 Gk 372+ 18k 373+ 18%x 372+ 195k 365+ {8k 357 19%% 349 2%k
Significant difference ; *: P < 0.05 #k 1 P 5 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0401 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

UNIT i g

REPORT TYPE :@ Al 104

SEX : MALE PAGE : 5

Group Name Administration week

70 74 78 82 86 90 94

Control 4221 25 419+ 24 419t 24 418+ 24 416 30 416+ 25 410+ 29
2000 ppm 435+ 29 434+ 29 434+ 30% 430+ 30 427+ 38 426+ 30 417+ 31
4000 ppm 416 19 411=% 18 407 20 401+ 26% 392+ 17k 385+ 194k 375k 22%k
8000 ppm 341x  21%k 332+ 264+ 319+ 28k 208+  42%k 206+ 4wk 305+ 23k 276 30+
Significant difference ; 1P = 0.06 P =0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : MALE PAGE : 6
Group Name Administration week
98 102 104
Control 403t 32 395+ 28 389+ 33
2000 ppm 408+ 36 395+ 37 386t 40
4000 ppm 361+ 29% 345+  20%% 335 3l
8000 ppm 292+ 12%% 250+ 23k 232=%= g ?
Significant difference ; *: P =005 #% . P < 0.01 Test of Dunnett

? : Significant test is not applied, because No. of data in this group is less than 3.

(11AN260)

BAIS 4



APPENDIX B 2

BODY WEIGHT CHANGES : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT L g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 7
Group Name Administration week
0 1 2 3 4 5 6
Control 97k 4 111% 4 122+ 5 132+ 6 139+ 7 145+ 8 150 & 9
2000 ppm 97x 4 108+ b¥ 117=x Gk 124% [ ad 129+ 8ick 135+ Tk 138+ Gk
4000 ppm 97£ 4 103 4k 112 Sk 119+ Tk 125% Tk 130% Tack 134£ 8k
8000 ppm 97 4 97 e 108+ Tk 117+ 8% 124+ 1 0%k 128+ ek 132% 10%%
Significant difference ; *:P = 0.05 %k 1 P < 0.01 Test of Dunnett
(HAN260)

BAIS 4



STUDY NO. : 0401 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 8

Group Neme Administration week

7 8 9 10 i1 12 13

Control 1556+ 11 158+ 11 161+ 11 163 11 167+ 12 169+ 13 1693 13
2000 ppm 142+ ok 145+ Ok 148+  10%=¢ 152%  10%* 156+  10%% 157+ 103k 168+ Ok
4000 ppu 137% Qock 140+ Gaoke 144+ 10%* 147+ 103k 150E 11k 162+ 114k 154k 113k
8000 ppm 1353 {0k 138+ 10%k 42 10%k 144+ Qlwk 1483% Llsk 150+  1l#= 154+  1i%%
Significant difference ; % : P < 0.05 4k : P £ 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE @ Al 104
SEX : FEMALE PAGE : 8
Group Name Administration week
14 18 22 26 30 34 38
Control 170 13 176 % 14 182+ 15 188+ 18 182+ 18 197% 19 198+ 20
2000 ppm 157t 10%x 161+ 103 166 1i%k 171 12%% 175% 134%% 178+ 143 178+ 14k
4000 ppm 156  10%* 1574 1l#k 162+ 13k 166+ 134k 168k 144k 171+ 15%* 172 16%*
8000 ppm 156+ L1k {66% 113k 160+ 139k 163+ 134k 167+ 137k 169+ 14%% 171+ 15k
Significant difference ; *: P < 0.05 1 P = 0.01 Test of Dunnett
(HAN260)

BAIS4



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX @ FEMALE PAGE : 10
Group Name Administration week
42 46 50 54 58 62 66
Control 203+ 21 207+ 23 211+ 24 217 26 223 27 226 27 231 28
2000 ppm 182 16%* 185+ 18k 188+ 19%* 191+ 213 195+ 23k 198+  25%* 201% 28
4000 ppm 174 16%* 176+ 18%x 179+ 18%k 181 20k 185 20k 188+ 23 190 24
8000 ppm 172 149 175+  15%k 77 16% 180+ 1Tk 180+ 19k 182+  19%% 183+  20%*
Significant difference : * 1 P < 0.05 1 P £ 0.01 Test of Dunnett
(HAN260)

BAIS4



STUDY NO. : 0401 BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

UNIT g

REPORT TYPE : Al 104

SEX : FEMALE PAGE : 11

Group Name Administration week

70 74 78 82 86 90 94

Control 237+ 29 244+ 29 246 29 262+ 29 256+ 29 260 29 264t 27
2000 ppm 204 28%x 210+ 3]k 214 32%% 218+ 3%k 220k 3%k 224+ 3l¥x 226+  30%*
4000 ppm 193 25%k 198+ 284 201+ 28k 203t 27wk 206+ 28%% 207k 20%* 210 29%k
8000 ppm 184+ 204k 186% 203k 185  20%k 186  19%k 186  2luk 187 20%k 184 2=
Significant difference ; * P = 0.05 #* : P = 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0401

BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT Ig
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week -
98 102 104
Control 265+ 29 261 28 259+ 28
2000 ppm 228+t 32wk 228+ 30 226  30%%
4000 ppm 216 3l%k 212 35k 209+ 249
8000 ppm 183+ 22%% 183+ [9%k 180  19%*
Significant difference ; *: P < 0.05 #* 1P < 0.01 Test of Durmett
(HAN260)

BAIS4



APPENDIX C 1

FOOD CONSUMPTION CHANGES : SUMMARY, RAT : MALE

(2-YEAR STUDY)



STUDY NO. : 0401

FOOD CONSUMPTION CHANGES (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al 104
SEX @ MALE PAGE : 1
Group Name Administration week-day({effective)
1-7(D) 2-7(7) 3-7(N) 4+-7(7) 5-7(7) 6-7(7) -7(D)
Conlrol 1.9 0.7 13.4+ 0.9 13.6% 0.9 14.0f 1.0 4.2+ 1.1 143+ 1.1 14.5% 1.1
2000 ppm 11.8% 0.6 13.6+ 0.8 14.0% 0.9 14.2% 1.0 14.3%+ 11 14.4%+ 1.2 147+ 1.1
4000 ppr 10.9% 2, 2%x 3.1+ 1.3 14.0% Lt 14.4x 1.2 4.5+ 1.2 4.6+ 1.2 147 L1
8000 ppm 8.8% . Ok 1.5 0. 64k 12.8  0.8%* 13.7% L1 13.6% L.3% 13.8% 1.4 13.8% L. 0%k
Significant difference ; # 1P = 0,05 #* : P £ 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0401

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL © RAT F344/DuCrj ALL ANTMALS
UNIT i g
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration week-day{effective)
8-7(7) 9-7(7) 10-7(D H=7(m 12-7(D) 13-7(7) 14-7(D
Control 14.4+ 1.2 14.4% 1.2 14.8 1.2 143+ 1.1 4.1 1.1 14.5%x 1.3 14.3% 1.2
2000 ppm 4.7+ 1.1 5.0 1.1% 5.2 1.1 15.0% 1.2% 14.54¢ 0.9 14.7+ 1.0 4.6+ 0.9
4000 ppm 147+ 1.2 14.9+ 1.2% 6.1+ Lt 16,1 1. 1% 4.4 1.1 147+ 1.1 4.6 11
8000 ppm 4.1 L0 141 1.0 14.4% 0.9 14.4+= 0.8 13.8+ 0.8 14.2% 0.8 14.2% 1.0
Significant difference ; *: P £ 0.05 * P =< 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0401

FOOD CONSUMPTION CHANGES (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS
UNIT I g
REPORT TYPE : Al 104
SEX : MALE PAGE @ 3
Group Name Administration week-day(effective)
18-7(N 22-7(7) 26-7(7) 30-7(7) 34-7(71) 38-7(D) 42-7(D)
Control 1471 1.4 5.8+ 1.4 5.8+ 1.3 15.4%+ 1.4 15,7 L5 15.9% 1.5 16.0% 1.3
2000 ppm 14.9%+ 1.3 6.1+ 1.2 16.2% 1.3 16.2+ 1.4% 16.2% L5 6.1+ 1.4 6.1 1.4
4000 ppm 14.9%+ 1.3 16.2+ 1.8 16.5+= 1.7 16.3+ 1.7% 16.7% 1, 6%k 17.0% 1. 6%k 16.8% 1.8%
8000 ppm 4.3+ 0.9 5.5 1.0 15.4*+ 1.0 15.4% 1.0 16.0x 1.3 6.0+ 1.3 15.9%+ 1.4
Significent difference ; %P < 0.05 1 P £ 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0401

FOOD  CONSUMPTION CHANGES -(SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS

UNIT T g

REPORT TYPE : Al 104

SEX : MALE PAGE : 4

Group Name Administration week-day(effective)

46-7(7) 50-7(7) 54-7(1) 58~7(7) 62-7(7) 66-7(7) 70-7(7)
Control 6.1+ 1.3 6.0 1.4 15.9% 1.4 15.8+% 1.5 16.0+= 1.6 6.0+ 1.7 15.9+ L6

2000 ppm 16.0+ 1.1 6.1+ (.1 6.1 1.3 15.9% 1.3 16.2+ 1.5 16.2+ 1.5 15.9%+ 1.4
4000 ppm 16,7+ 1.6 6.6+ 1.5 16.9% 1. 7%k 16. 4% 1.7 6.6+ 1.8 16.4%+ 1.6 16.3% 1.3
8000 ppm 15.9+ 1.¢ 5.6 (.0 5.7 1.2 5.1+ 1.2 15, 1% [ 4% 14.9F 1.3 6.2 1.2%
Significant difference ; * 1P = 0.05 o 1P = 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0401

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT FF344/DuCrj ALL ANIMALS
UNIT I g
REPORT TYPE : Al 104
SEX : MALE PAGE 5
Group Name Administration week-day(effective)
74-7(7) 78-7(T) 82-7(N 86-7(7) 90-7(D) 94-7(7) 98-7(T)
Control 6.1 1.6 6.3 1.7 15.8x% 1.6 6.1t 1.8 5.9 2.1 15.5 2.0 15.34+ 2.3
2000 ppm 16.3+ 1.2 16.3+ 1.4 16.2+ 1.5 6.1+ 2.3 16.0x 1.6 15.5% 1.7 15.6% 1.6
4000 ppm 16,5+ 1.8 6.3t 1.7 16.4% 1.7 6.4+ 1.8 16.4x 1.9 15,8 1.4 15.6% 2.0
8000 ppm 5.1 1. 5%k 4.7 1.9%% 14.9% 2.8 15,0+ 3.2 6.7 2.3 5.1+ 3.2 177 2.2
Significant difference ; * ! P = 0.05 # P = 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. : 0401

ANIMAL © RAT F344/DuCrj
UNIT g

REPORT TYPE :@ Al 104

SEX : MALE

FOOD  CONSUMPTION CHANGES (SUMMARY)

ALL ANIMALS

PAGE : 6
Group Name Administration week-day(effective)
102-7(7) 104-7(7)
Control 15.34& 2.5 15.1+ 2.9
2000 ppm 15.6+ 1.8 16,3 2.3
4000 ppm 16.2 2.5 6.1+ 2.6
8000 ppm 3.8+ 3.7 2.2 3.3 ¢

Significant difference ;

* 1P £ 0.05 #k P = 0.01

Test of Dunnett

? : Significant test is not applied, because No. of data in

this group is less than 3.

(11AN260)

BAIS4




APPENDIX C 2

FOOD CONSUMPTION CHANGES : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401

FOOB CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT P g
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 7
Group Name Administration week-day(effective)
-71(D) 2-71(D) 31D 4-7(7) 5-7(7) 6-7(7) -7(D
Control 9.7+ 0.6 10.0+ 0.9 10.24+ 0.8 10.2% 0.9 10.3%+ 1.0 10.3% 1.8 10,0k 1.3
2000 ppm g. 1% 0.6% 9.1+ 0.8 8.1%  0.8kk 9.1+ 0.9% 9. 1% 0.8%k 9.3k 0.8%¢ 9.3+ 0.9%
4000 ppm 8.4 2.3 8.4 0, 6%* 8.2 0.6%k 8.5+ 0, 6% 8.5 0. 6%k 8.6 0, 6%k 8.5 0.6+
8000 ppm 8.5% 8. & 8. 1% 1. 3%k 8.2+ 0.9%k 8.5+ 1. 0%k 8.5+ 0. G%k 8.4% 0.8%% 8.3% 1.0
Significant difference ; 1P < 0.05 : P £ 0.0L Test of Dunnett

(HAN260)

BAIS 4



~—
STUDY NO. : 0401 FOOD CONSUMPTION CHANGES (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS
UNIT I g
REPORT TYPE : AL 104
SEX : FEMALE PAGE : 8
Group Name Administration week-day(effective)
8-7(7) 9-7(7) 10-7(D 1-7(D) 12-7(0 13-7(D) 14-7(7)
Control 9.8+ 1.1 9.8+ 1.4 9.7+ 1.0 9.8+ 1.1 9.6 1.1 9.7+ 1.1 9.6+ 1.0
2000 ppm 8.2+ 0.9% 9.3+ 0.9 9.3 0.8 9.5+ 0.9 9.2 0.8 9.4+ 0.9 8.0 0.9%k
4000 ppm 8.5% 0. 8kk 8.6+ 0. 7% 8.6 0.7%k 8.8% 0.8 8.6 0. Tk 8.8 0, Tik 8.7 0. 7k
8000 ppm 8.5% 1.G%*k 8.4+ I 5kk 8.3 0.6%k 8.6 1.2%F 8.5+ . 2%k 8.8k 1.4%* 8.4+ Q. 6%k
Significant difference ; *: P < 0.05 ** P < 0.01 Test of Dunnett
(HAN260)

BAIS4



STUDY NO. : 0401

FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS
UNIT i g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 9
Group Name Administration week-day(effective)
18-7(D) 22-7(T} 26-7(D) 30-7(D) 34-7(7) 38-7(T) 42-7(D
Control 10.2: 1.3 1.8+ 1.6 10.7+ 1.7 10.9+ 1.8 1.0+ 17 1.1 1.6 1.5k L8
2000 ppm 9.3+ 0. G%k 9.8+ 1.5%k 9.7 1.1% 10.0+ 1.3 10. 0% 1.4% 1001 1.2% 10.3% 1 4%
4000 ppm 8.8% 1.3k 8.9 0,0% 8.8 0.9%k 8.9 1. Ik 8.9k 1, 0%k 9.0 1.0k 9.2 0.9%%
8000 ppm 8.6 [ 6%k 8.9% [ l#* 8.6 (. 9%k 9.1 [ 1% 9.0t 0.9k 9.4+ [Tk 9.4% [ 4%
Significant difference ; *: P = 0.05 #* P = 0.01 Test of Dunnett

(HAN260)

BAIS4



—
STUDY NO. : 0401 FOUOD CONSUMPTION CHANGES (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS
UNIT g
REPORT TYPE : Al {04
SEX : FEMALE PAGE @ 10
Group Name Administration week-day{effective)
46-7(7) 50-7(7) 54-7(T) 58-7(7) 62-7(7) 66-7(7) 70-7C(T)
Control 11.9+ 2.0 115+ 1.7 1.7 17 12.1£ 1.9 12.0% 1.8 12.3+ 1.8 12.24+ 1.6
2000 ppm 10.52% 1. 6% 10.6% 1.6% 10,6 1. 9%k 10.9% 1. 9% 11.1% 2.0 11.3%+ 2. 1% 11,0 1. 9%
4000 ppm 9.2+ 1.2%k 9.3% . 1%k 9.4 1. 4%k 9.9% 1. 3%k 10.0£ 1. 6%k 10.2+ 1. 6%k 10.4% . 5%k
8000 ppm 9.4+ [ 2kx 9.5% 1. Gk 9.6 .4k 9.7 1.5%k 9.9% | 8k 10.2 2, {#k 0.6+ 2.5k
Significant difference ; %P =< 0.05 sk 1 P < 0.01 Test of Dunnett

(HAN260)

BAIS 4



STUDY NO. @ 0401

ANIMAL : RAT F344/DuCrj
UNIT :

REPORT TYPE : Al 104

FOOD CONSUMPTION CHANGES (SUMMARY)
ALL ANIMALS

SEX : FEMALE PAGE : 11
Group Name Administration week-day(effective)
4-7(D 78-7(7) 82~7(7) 86~7(7) 90-7(7) 94-7(7) 98-7(7)
Control 12.9%+ 1.9 12.8+ 1.9 12.9% L7 13.3% 2.2 13.4+ 1.8 13.0+ 1.6 13.2 2.0
2000 ppm 11.6F 2, 2% 11.4%  2.0%¢ 11,7+ 2.0% 12.2F 2.2% 12.6+ 2.1 12.24 2.1 12.1x 2.5%
4000 ppm 10,6 1. 8%k 10.5% 1. T4k 10.9% 1, 6%k 10.9% 1 43k 11.0E 1. 5%k 1.0+ 1, 6%k 11.5% L. T#x
8000 ppm 10.5 2. Ok 10.5% 1. 9% ol 2.3%% 1.1 2.3 11.2%  2.9% 11+ 2.2%% 110X 2.3+
Significant difference ; ! P <005 #* ! P < 0.01 Test of Dunnett

(HAN260)

BAIS4



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj

FOOD CONSUMPTION CHANGES (SUMMARY)

UNIT g
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 12
Group Name Administration week-day(effective)
102-7(7D) 104-7(7)

Control 12.8% 2.3 2.4+ 2.4

2000 ppm 12.5% 2.2 2.1+ L8

4000 ppm 1.7 2.0 1.7 1.5

8000 ppm 1.3 2. %k [1.3% 2.7

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

(HAN260)

BAIS 4



APPENDIX D 1

CHEMICAL INTAKE CHANGES : SUMMARY, RAT : MALE

(2-YEAR STUDY)



—
STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX @ MALE PAGE : 1
Group Name Administration (weeks)
1 2 3 4 5 6 7
Control 0.000: Q.000 0.000  0.000 0.000+ 0.000 0.000% 0.000 0.000 0.000 0.000 0.000 0.000k 0.000
2000 ppm 0.160+ 0.004 0.151= 0.005 0.138* 0.005 0.128+ 0.005 0.121% 0.005 0.116+ 0.005 0.111+ 0.004
4000 ppm 0.310% 0.063 0.301+ 0.017 0.280*+ 0.013 0.263+ 0,013 0.247+ 0.014 0.235 0.013 0.224%+ 0.011
8000 ppm 0.547% 0.110 0.589+ 0.024 0.566+ 0.022 0.550+ 0.037 0.510+ 0.037 0.492+ 0.043 0.465 0.020
(HAN300)

BAIS4



STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 2
Group Name Administration (weeks)
8 9 {0 1 12 13 14
Conlrol 0.000:t  0.000 0. 000 0.000 0.000L 0.000 0.000 0.000 0.000 0.000 0.000%= 0.000 0.000% 0.000
2000 ppm 0.107% 0.004 0.104x 0.006 0.102% 0.005 0.098x 0.005 0.093% 0.004 0.092% 0.005 0.089% 0.004
4000 ppm 0.214* 0.012 0.208+ 0.011 0.203+ 0.011 0.198%= 0.011 0.186% 0.011 0.184% 0.011 0.178+ 0.011
8000 ppm 0.455% 0.018 0.441+ 0.019 0.432+ 0,017 0.422+ 0.016 0.398+ 0.017 0.396% 0.018 0.385%x 0.019
(HAN300)

BAIS 4



—
STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANTMAL : RAT F344/DuCrj ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 3
Group Name Administration ({weeks)
18 22 26 30 34 38 42
Control 0.000% 0.000 0.000  0.000 0.000 0.000 0.000£ 0.000 0.000£ 0.000 0.000% 0.000 0.000k 0.000
2000 ppm 0.086% 0.007 0.088+t 0.006 0.086% 0.007 0.084%= 0.008 0.082+ 0.008 0.080+ 0.007 0.078+ 0.008
4000 ppm 0.171% 0.012 0,178 0.013 0.176% 0,017 0.168+ 0.014 0.169+ 0.014 0.167 0.015 0.162+ 0.015
8000 ppm 0.365+ 0.0i9 0.377% 0.016 0.363%* 0.019 0.356+ 0.017 0.361+ 0.025 0.3556% 0.024 0.347 0.026
(HAN300)

BAIS4



STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT g/keSday
REPORT TYPE : Al 104
SEX @ MALE PAGE : 4
Group Name Administration (weeks)
46 50 54 58 62 66 70
Control 0.000L 0.000 0.000% 0.000 0.000x 0.000 0.000% 0.000 0.000& 0.000 0.000: 0.000 0.000:+  0.000
2000 ppm 0.076:t 0.006 0.076%= 0.006 0.0761+ 0.007 0.074%+ 0.007 0.075% 0.008 0.075% 0.009 0.073% 0.008
4000 ppm 0,159 0.014 0.158%+ 0.014 0.158% 0.015 0.154+ 0.015 0.156+ 0.016 0.156+ 0.015 0.157%+ 0.014
8000 ppm 0.343+ 0.0i6 0.336 0.019 0.338x= 0.021 0.332% 0.025 0.338%+ 0.028 0.343+ 0.028 0.358+ 0.033
(HAN300)

BAIS 4



_
STUDY NO. © 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : MALE PAGE : 5
Group Name Administration (weeks)
74 78 82 86 90 94 98
Control 0.000% 0.000 0.000x 0.000 0.000+ 0.000 0.000+ 0.000 0.000 0.000 0.000x 0.000 0.0004  0.000
2000 ppm 0.075+ 0.007 0.076 0.008 0.075% 0.009 0.075% 0.011 0.076+ 0,009 0.075+ 0.009 0.077% 0.010
4000 ppm 0.161% 0.019 0.160 0.017 0.164% 0.018 0.167% 0.019 0.170%+ 0.022 0.168%= 0.017 0.173x 0.021
8000 ppm 0.365%t 0.039 0.368+ 0.038 0.401x 0.058 0.403+ 0.067 0.435+ 0.059 0.440+ 0.066 0.486%+ 0.068
(HAN300)

BAIS 4



STUDY NO. : 0401

ANIMAL  : RAT F344/DuCrj
UNIT cg/ke/day
REPORT TYPE @ Al 104

SEX : MALE

CHEMICAL INTAKE CHANGES
ALL ANIMALS

(SUMMARY)

PAGE : 6
Group Name Administration (weeks)
102 104
Control 0.000 0.000 0.000+ 0.000
2000 ppm 0.080% 0.011 0.080% 0.014
4000 ppm 0.188%= 0.032 0.193+ 0.032
8000 ppm 0.437+ 0.090 0.420+ 0.098
(HAN300)

BAIS 4



APPENDIX D 2

CHEMICAL INTAKE CHANGES : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS
UNIT P pskgSday
REPORT TYPE : AL 104
SEX : FEMALE PAGE @ 7
Group Name Administration (weeks)
1 2 3 4 5 6 7
Control 0.000% 0.000 0.000+  0.000 0.000x 0.000 0.9000k  0.000 0.000k  0.000 0.000t  0.000 0.000:+  0.000
2000 ppm 0.168+ 0.008 0.155+ 0.008 0.146+ 0.008 0.141% 0.007 0.135+ 0.007 0.134 0.005 0. 130+ 0.008
4000 ppm 0.325% 0.082 0.300+ 0,013 0.277% 0,011 0.271+ 0.012 0.261£ 0.010 0.257+ 0.011 0.248% 0.011
8000 ppm 0.700% 0.25] 0.604+ 0.081 0.559% 0.041 0.545%+ 0.041 0.530% 0.032 0.508+ 0.028 0.494+ 0.046
(HAN300)

BAIS 4



STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS
UNIT tg/keSday
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 8
Group Name Administration (weeks)
8 9 10 11 12 13 14
Controi 0.000  0.000 0.000:£  0.000 0.000+ 0.000 0.000% 0.000 0.000% 0.000 0.000£ 0.000 0.0004  0.000
2000 ppm 0.126+ 0.007 0.125+ 0.007 0.122+ 0.008 0.123%  0.007 0.117% 0.008 0.119% 0.008 0. 115 0.008
4000 ppm 0.242+ 0.014 0.240% 0.012 0.234+ 0,011 0.235% 0.010 0.227%£ 0.009 0.228+ 0.012 0.223%+ 0.016
8000 ppm 0.494+ 0.078 0.476x 0.070 0.461%+ 0.022 0.464% 0.048 0.455+ 0.048 0.457% 0.059 0.435% 0.026
(HAN300)

BAIS4



—
STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS
UNIT tg/kw/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE : 9
Group Name Administration (weeks)
18 22 26 30 34 38 42
Conlrel 0.000% 0.000 0.000:£  0.000 0.000£ 0.000 0.000% (.000 0.000% 0.000 0.000 0.000 0.000:£ 0.000
2000 ppm 0.115% 0.008 0.118+t 0.014 0.114+ 0.008 0.114% 0.00% 0.112+ 0.009 0.113£ 0.009 0. 113+ 0.009
4000 ppm 0.224% 0.031 0.219% 0.011 0.212+ 0.013 0.212%x 0.021 0.209+ 0.012 0.210% 90.013 0.211%= 0.011
8000 ppum 0.440% 0.064 0.442+ 0.037 0.422+ 0.032 0.435% 0.039 0.428-+ 0.028 0.440+ 0.058 0.439 0.052
(HAN300)

BAIS 4



STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS
UNIT tg/ke/day
REPORT TYPE : AL 104
SEX : FEMALE PAGE : 10
Group Name Administration {(weeks)
46 50 54 58 62 66 70
Control 0.000:£ 0.000 0.000x 0.000 0.000:  0.000 0.0004+  0.000 0.000+ 0.000 0.000+ 0.000 0.0004 0.000
2000 ppm 0.113% 0.011 0.112+ 0.008 0.111+t 0.011 0. 111 0.010 0.112+ 0.010 0.112% 0.011 0.108% 0.010
4000 ppm 0.209% 0.014 0.208x 0,012 0.207% 0.016 0.214% 0.014 0.211% 0.017 0.215% 0.018 0.216%+ 0.016
8000 ppm 0.428+ 0.036 0.429 0.047 0.424+ 0.045 0.430%= 0.047 0.433+ 0.059 0.442 0.069 0.455+ 0.078
(HAN300)

BALS 4



STUDY NO. : 0401 CHEMICAL INTAKE CHANGES  (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANTMALS
UNIT tg/ke/day
REPORT TYPE : Al 104
SEX : FEMALE PAGE @ 11
Group Name Administration (weeks)
74 78 82 86 90 94 98
Control 0.000& 0.000 0.000x 0.000 0.000% 0.000 0.000£ 0.000 0.000+ 0.000 0.000= 0.000 0.000: 0.000
2000 ppm 0.110+ 0.010 0. 107+ 0.009 0.108+ 0.012 0.111%= 0.011 0.113%= 0.013 0.108%t 0.011 0.105+ 0.017
4000 ppm 0.213x 0.017 0.209+ 0.020 0.216% 0,020 0.213- 0.018 0.213* 0.018 0.212 0.026 0.215% 0.023
8000 ppm 0.449+ (.059 0.451+ 0.055 0.475%+ 0.074 0.480+ 0.077 0.481% 0.077 0.483+ 0.083 0.481x 0.078
(HAN300)

BAIS 4



STUDY NO. : 0401
ANIMAL : RAT [344/DuCrj

CHEMICAL INTAKE CHANGES
ALL ANIMALS

(SUMMARY)

UNIT g/ke/day
REPORT TYPE : Al 104
SEX @ FEMALE PAGE : 12
Group Name Administration (weeks)
102 104
Conltrol 0.000L 0.000 0.000% 0.000

2000 ppm 0.110% 0.015 0. 108+ 0.012

4000 ppm 0.222+ 0.028 0.225% 0.027

8000 ppm 0.493% 0.071 0.504= 0. 111
(HAN300)

BAIS4



APPENDIX E 1

HEMATOLOGY : SUMMARY, RAT : MALE

(2-YEAR STUDY)



—
STUDY NO. : 0401 HEMATOLOGY (SUMMARY)
ANIMAL : RAT [344/DuCrj ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE @ 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT MCV MCH MCHC PLATELET
Animals 10518 g /it % £2. pg g /de 10°/ut
Control 37 8.66x 0.82 14.7% 1.5 44,0k 3.7 50.8% 2.1 16.9% 1.0 33.3% 1.1 886 250
2000 ppm 38 8.18% i.59 13.4% 2.5% 40.9+ 6. 7% 50. 7% 4.9 16.5% 1.3 32.6% 1. 6% 921+ 312
4000 ppm 31 6.51%F 1. 75%k 10. 4%+ 2. 9%k 32.9% 7. Tk 51.3% 4.2 16.0% 1. Tdek 3.2% 2. fisk 1197k 243k
8000 ppm 2 4.55% .43 2 8.2+ 3.1 2 26.8% 7.8 2 59,0 1.3 17.9% 1.2 ? 30.3+% 2.8 ? 1691+ 4 ?
Significant difference ; * : P = 0.05 P = 0.01 Test of Dunnett

? : Significant test is not applied, because No. of data in this group is less than 3.

(HCLO70)

BAIS 4



STUDY NO. : 0401 HEMATOLOGY (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX @ MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of WBC Differential ¥BC (%)
Animals 10°/ul N-BAND N-SEG EOSING BASO MONO LYMPHO OTIHER
Control 37 7.78k  7.79 &= 1 37x 10 2% 2 0x 0 4 2 53k 9 3k 5
2000 ppm 38 7.3+ 2.88 1x 1 39+ 9 2%t L ox 4} 4+ 2 51+ 10 3£ 5
4000 ppm 31 7.96x 2.59 2% 2 45+ 10%* 1% 1k [1f=o 0 3% 2 44% 10%# 5% 3dek
8000 ppm 2 3. 72 0.44 ? 2+ L2 66+ 12 (== 0 ? 0x 0 ? 1% 0 ? 28+ 5 ? 5% 5
Significant difference ; % : P % 0.05 %k @ P £ 0.0l Test of Dunnett

9 : Significant test is not applied, because No. of data in this group is less than 3.

(HCLO70) BAIS 4



APPENDIX E 2

HEMATOLOGY : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401

ANTMAL : RAT F344/DuCrj

MEASURE. TIME : 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 10°/1 g /48 % fe pE g/ 10°/18
Control 43 8.08+ 1.04 14.9% 1.9 43. 1% 4.8 53.7% 2.8 18.4% 0.7 34.4% 1.5 653k 122
2000 ppm 37 8.04+t 0.74 14.5% 1.3 42.6+& 3.6 53. 1% 1.8 18.1% 0.7 34.0% 0. 7% 643 % 78
4000 ppm 33 7.30EF 0. 46%k 13.2% 0. Ok 39.7% 2. Ok 54.4% 1. 9%k 18. 1% 0.7 33.2% 0. Tk 759+ 1203
8000 ppm 29 6.73% 0. 893k 11.8=% 1. 3k 36.5% 3. 5%k 54.6+ 3. 4% 17.6% 0. 8% 32.2% 0. 9%k 1059+ 210%*
Significant difference ; P = 0.05 P = 0.0 Test of Dunnett

(HCLO70)

BAIS 4



STUDY NO. - 0401

ANIMAL : RAT F344/DuCrj

MEASURE. TIME : 1

HEMATOLOGY (SUMMARY)
ALL ANIMALS (105%)

SEX @ FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of WBC Differential WBC (%)
Animals 10°/uk N-BAND N-SEG EOSINO BASO MONO LYMPHO OTHER
Control 13 3.22t 2.56 14 1 33t 8 2+ 1 (=2 44+ 2 58:k 9 3k 3
2000 ppm 37 6.03+ 9.44 I+ 1 38+ 13 L+ i {1 3% 2 54t 12 3% 8
4000 ppm 33 4.51% 2.13kk 2% Leke 39=% 10% = 2 0 3+ 1k 52+ 10 3=+ 3
8000 ppm 29 6. 12+  3.79%k 2% 1 49k 183 1= JECd 0x 3+ 2 42% 17%% 4=+ 3
Significant difference ; * : P = 0.05 ¥ P S 0.00 Test of Dunnett

(HCLO70)

BAIS 4



APPENDIX F 1

BIOCHEMISTRY @ SUMMARY, RAT : MALE

(2-YEAR STUDY)



—
STUDY NO. @ 0401 BIOCHEMISTRY (SUMMARY)
ANIMAL © RAT F344/DuCrj ALL ANIMALS (105W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : AL PAGE : 1
Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE
Animals g /dL g/ g,/ ae mg,/de mg,”/ a8 mg,/ a2
Control 37 6.6% 0.3 3.4+ 0.2 L1+ 0.1 0.16%  0.03 173k 31 148% 40 57+ 10
2000 ppm 38 6.5+ 0.5 3.3% 0. 3* 1.0+ 0. I 0.21% 0.29 172+ 28 172+ 55 79+ 77
4000 ppm 31 6.5% 0.6 3.0% 0. 3k 0.9+ 0. a0k 0.16%  0.04 156 29% 262+% Gtk 111+ 60%%
8000 ppm 2 5. 3% 0.3 2.3% 0.2 ? 0.8k 0.1 ? 0.15+ 0.04 ? 151+ 6 281+ 65 7 29+ 6 ?
Significant difference ; % : P < 0.05 =< 0.01 Test of Dunnett

? : Significant test is not applied

,because No. of data in this group is less than 3.

(HCLO74)

BAIS 4



STUDY NO. : 0401

ANTMAL : RAT F344/DuCrj

MEASURE. TIME :

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,/ a8 1U/2 1U/2 1U/2 1U/¢ /2 1U/2

Coutrol 37 2134 54 83+ 26 38+ 8 219% 58 205+ 128 74 3 924 17

2000 ppm 38 249+ 100 102+ 177 39+ 38% 210% 139 208+ 76 14* [ 96 43

4000 ppm 31 372k 88k 105+ 103 69+ 84 206+ 66 194+ 144 49+ 45%k 106+ 73

8000 ppm 2 387% 29 ? 132+ 61 123+% 74 ? 232+ 91 176 58 85+ 2 ? 200+ 29 ?

Significant difference ; % : P = 0.05 tP = 0.01 Test of Dunnett

? : Significant test is not applied, because No. of data in this group is less than 3.

(HCLO74)

BAIS4



STUDY NO. : 0401
ANIMAL * RAT F344/DuCrj
MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105%)

SEX @ MALE REPORT TYPE : Al PAGE : 3
Group Nawme NO. of UREA NITROGEN CREATININE SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals g,/ d¢ mg,”de mEq,/ 2 mEq,/ 2 mbEq,/ ¢ mg,” 4 g,/
Conlrol 37 18.6:k 3.1 0.6+ 0.1 142+ 2 3.4 0.3 106 2 10.4% 0.5 4.04 0.5
2000 ppm 38 22.9% 9. 8% 0.6% 0.1 142+ 2 3.5% 0.4 107+ 2 10. 4% 0.4 4.1+ 0.8
4000 ppm 31 56. 7L  40. 5%k L1x 0. 7ok 141+ 2 3.8% 0. Sk 104+ ke 1L.2% 1. Ik 7.1% 4, Lk
8000 ppm 2 188.9+ 58.5 ? 2.0+ 0.4 7 141% P2 4.9+ i1 ? 102+ 4 ? 12.0% L2 ? 19.0% 5.9 7

Significant difference ;

'v
A

0.05

Test of Dunnett

? : Significant test is not applied, because No. of data in this group is less than 3.

(HCLO74)

BAIS 4



APPENDIX F 2

BIOCHEMISTRY : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. - 0401

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 /dL g /a8 ng,/d¢ mg,/ a4 mg,~d2 ng,/ df

Control 43 6.9% 0.5 3.94 0.4 1.3+ 0.2 0.15  0.04 163+ 24 1274 37 47k 59

2000 ppm 37 6.8+ 0.5 3.8+ 0.3 1.3% 0.1 0.16+ 0.06 163+ 21 122+ 27 29+ 19

4000 ppm 34 7.4+ 0. 4ok 3.9+ 0.3 1.2+ 0. Ik 0.15&  0.02 164+ 22 214+ 1045 46+ 65

8000 ppm 30 6.8% 0.9 3.3% 0. Gxx 1.0 0. 2%k 0.15+ 0.02 155+ 31 330+% 10 Lk 57+ 40
Significanl difference ; * : P = 0.05 *P = 0.0 Test of Dunnetit

(HCLO74)

BATS 4



STUDY NO. : 0401

ANTMAL : RAT F344/DuCrj

MEASURE. TIME : 1

BIOCHEMISTRY (SUMMARY)
ALL ANIMALS (105W)

SEX : FEMALE REPCRT TYPE : Al PAGE ¢ 5
Group Name NO. of PHOSPHOLIPID GOT GPT LDH ALP G-GTP CPK
Animals mg,/d8 10/2 1U/¢ 10/2 1U/¢ 1U/2 1U/2
Control 43 224+ 59 116% 33 50k 14 272+ 83 120+ 73 3t 2 93k 33
2000 ppm 37 212+ 43 155+ 192 74% 97 279+ 165 186+ 290 4+ 3 100k 37
4000 ppm 34 332 146 4% 49k 37+ 17k 197 G0k 93+ 32% 4+ 3 91+ 20
8000 ppm 30 467+ 1424k 17 113%% 61=x 58 240+ 143% 127+ 84 20+ 24k 140+ 146
Significant difference ; P = 0.05 %k P < 0.0l

Test of Dunnett

(HCLOT4)

BAIS4



STUDY NO. : 0401

ANIMAL : RAT F344/DuCrj

MEASURE. TIME @ 1
SEX : FEMALE

REPORT TYPE @ Al

BIOCHEMISTRY (SUMMARY)

ALL ANIMALS (105W)

PAGE 6
Group Naue NO. of UREA NITROGEN CREATININE SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS
Animals mg,/de mg,/ 42 mbq,/ 2 mbq/ £ mEq,/ £ meg/d¢ ng/ dé
Control 43 17.0% 3.0 0.54% 0.1 141+ 1 3.4% 0.3 105+ 3 10.3% 0.5 3.5+ 0.7
2000 ppm 37 20.4% 4, 8%k 0.6 0.1 141+ 2 3.4% 0.3 105 3 10. 2% 0.5 3.9% 0.6
4000 ppm 34 21.7% 3. Dk 0.6+ 0.1 140+ 2 3.4% 0.3 104+ 3 10.72 0. 6%k 4.0x 0. 8%
8000 ppm 30 53.8%  63. 5%k 0.7 0. 3%k 139+ 23k 4,0t 0. Tk 102£ Sick LI+ 0. 9%k 7.1% 6. Bk
Signilicant difference ; % : P = 0.05 :P = 0.0 Test of Dunnett

(HCLO74)

BAIS 4



APPENDIX G 1

URINALYSIS : SUMMARY, RAT : MALE

(2-YEAR STUDY)



STUDY NO. : 0401 URINALYSIS

ANIMAL : RAT F344/DuCrj

MEASURE. TIME : 1

SEX © MALE REPORT TYPE : Al PAGE :  {

Group Name NO. of Uil Protein Glucose. Ketone body Bilirubin

Animals 5.0 6.0 6.5 7.0 7.5 8.0 85 (CHI — * + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — & 4 2+ 3+ 4+ CHI — -+ 2+ 3+ CHI

Control 37 0 1 4 7 14 11 0 0 0 0 52210 37 000 00 3% 1 0 0 0 0 37 0 00
2000 ppm 39 0 1 2 3 20 10 3 0 0 0 42411 38 0 06 00O 36 3 0 0 0 0 3 0 0 O
4000 ppm 34 0 1 8 6 16 3 0 6 0 0 02410 31 12 6 0 ¢ 34 0 6 0 0 0O 34 ¢ ¢ ©
8000 ppm £3 ¢ 2 1 0 0 0 ¢ ¢ 0001 2 2100060 30600 0O 3 000
Significant difference *:P = 0.05 #* ! P = 0.0l Test of CHI SQUARE

! : Significant test is not applied to this group.

(HCL101)

BAIS4



STUDY NO. : 0401 URINALYSIS
ANIMAL ¢ RAT F344/DuCrj
MEASURE. TIME : 1
SEX @ MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of Occult blood Urobilinogen
Animals —~ * -+ 2+ 3+ ClI 4 2+ 3+ 4+ CHI

Control 37 3% 0 0 0 2 37 00 0 0

2000 ppm 39 30 0 000 36 0 0 0 0

4000 ppm 34 33 0 6 ¢ 1 34 0 0 0 ¢

8000 ppm t 3 20 0 0 1 3 06000

Significant difference #: P < 0.05 ## P < 0.01 Test of CHI SQUARE

! : Significant test is not applied to this group.

(HCL101)

BAIS 4



APPENDIX G 2

URINALYSIS : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401 URINALYSIS
ANIMAL  RAT F344/DuCrj

MEASURE. TIME : 1

SEX © FEMALE REPORT TYPE - Al

PAGE :+ 3
Group Neame NO. of pHl Protein____ Glucose Ketone body Bilirubin
Animals 5.0 60 65 7.0 7.5 8.0 85 CHI — £ -+ 2+ 3+ 4+ CHI — & -+ 2+ 3+ 4+ CHI — % + 2+ 3+ 4+ CHI — -+ 2+ 3+ CHI

Control 45 0 1 8 12 16 7 1 0 3161510 1 46 0 0 0 0 ¢ 41 4 06 06 0 0 45 0 0 0

2000 ppm 39 0 1 4 10 10 10 4 0 11812 8 0 3 0 0 0 0O 34 4 1 0 0 0 39 0 0 0

4000 ppm 35 [ o 11 9 8 5 2 0 0 01519 1 3% 00000 3% 0 0 0 00 3 0 0 O

8000 ppm 31 0 3 12 8 [ 2 [} 0 0 0 326 2 310 0 000 31 00000 310 00

Significant difference * 1P £ 0.05 *# P = 0.0l Test of CHI SQUARE
(HCL101)

BAIS 4



STUDY NO. : 0401

ANIMAL © RAT F344/DuCrj

MEASURE. TIME : 1
SEX : FEMALE

REPORT TYPE : Al

URINALYSIS

PAGE : 4

Group Name NO. of Occult blood Urobilinogen
Anrimals = % 4 2¢ 3+ CHI £ 4 2+ 3+ 4+ CHI
Conirol 45 43 0 1 01 45 0 0 0 0
2000 ppm 39 2811 35 3 0 0 0O
4000 ppm 35 28 1 2 ¢ 4 3% 0 0 ¢ 0
8000 ppm 31 23 5 0 0 3 % 30 1 000
Significant difference 1P £ 0.05 *®# P £ 0.01 Test of CHI SQUARE

(HCL101)

BAIS 4



APPENDIX H 1

GROSS FINDINGS : SUMMARY, RAT : MALE ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.
ANTMAL

10401
: RAT F344/DuCrj

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

REPORT TYPE : Al
SEX : MALE PAGE 1
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
skin/app hemorrhage 6 (0 6 (0 0o (0 1 (2
nodule 4 (9 2 (9 7 (19 3 (8
ulcer 0 0 o (0 0 (0 12
subcutis edema 0 (0 0 (0 0 (0 1 (2
jaundice 2 (9 0 (O o (0 o (0
mass 6 (12 6 (12 11 (22 o (B
lung red ¢ (0 o 0 o C o0 2 (9
white zone ()] o (o 0 (o i 2
red zone 1 (2 2 (9 1 (2 3 (6
edema 1 (2 o (0 0 (0 2 (9
nodule 0 (0 1 (2 I 2 0 (0
voluminus 0o (0 [ )] 0o (0 12
lymph node enlarged 1 (2 1 (2 1 (2 1 (2
spleen enlarged 8 (1i8) 5 (10 2 (8 t (2
white zone 1 C2 6 (0 6 (0 L 2
nodule 1 (2 0o (o 2 (4 0 (0
heart enlarged 0 ( 0 2 (@ o ( » 2 (4
white zone 0 (0 0 (o 2 (48 1 2
artery/aort induration )] o o 6 (12 21 (42
capillary thick 0 (0 o (0 0 (0 1 2
tongue swollen 0o 0o Co o (0 2 (49
nodule [ G)] 0 (0 0o (0 12
(HPT080) BAIS4



STUDY NO. @ 0401 GROSS FINDINGS (SUMMARY)

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

REPORT TYPE : Al

SEX © MALE PAGE : 2

Group Name Control 2000 ppm 4000 ppm 8000 ppm

Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)

forestomach nodule 0o (0 1 (2 1t (2 o o
ulcer 3 (8 2 (9 1 2 o (0

gl stomach nvdule 0 0 1 (2 0 (D 6 (0
granular 0 (0 o (0 o (0 (2
ulcer 1 (2 1 (2 o (0 o (0
thick 0 ( 0 0 (0 3 (8 o 0

stomach nodule L C2 0 (0 o (0 0 C 0

small intes red zone 0 C 0 12 0 (o [
gas 1 (2 ¢ (0 0 (O 1 (2

cecum red zone 1 (2 0 (D o (0 o (0
gas 1 (2 0 (o 0 (® 0 (0

liver enlarged 0 (0 1 2 [V G)] L2
green 0 (o 0 (o 0o (0 3 (8
brown [ G )] 0 (0 0 (0 4 (8
white patch 0 (0 0 (0 o0 (0 1 (2
white zone 1 (2 2 (8 ¢ (18) 24 (48)
red zone i (2 o Cm o (0 2 (8
brown zone 0 (0 0 (O 4 (8 4 (®
black zone o (o 0 (o 1 (2 5 (10
nodule 1 (2 2 (@ 14 (29 14 (28
rough 1 (2 1 (2 0o 0 (O]
herniation 8 ( 18) 3 (& 6 (12) 8 ( 16)

(HPT080) BAIS4



STUDY NO.

© 0401

GROSS FINDINGS (SUMMARY)

ANTMAL : RAT F344/DuCrj “ ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
kidney enlarged o (o 0 0) 0 0) 1 2)
white zone I (2 0 0) 0 )] 0 0)
nodule 0o 0 1 2) 0 0 0 0)
cyst 0o (0 1 2) 2 4) 2 4)
deformed 0 (0 0 0) 1 2) 0 0)
gramular 6 (12) 18 36) 43 86) 48 96)
urin bladd urine:marked retention (O] 1 2) 2 V] 0 0)
urine:red [ Q)] l 2) L 2) o 0)
pituitary enlarged 6 (12) 1 2) 5 10) 1 2)
red zone 2 (» 1 2) 0 0) 1 2)
nodule 2 (9 3 6) 0 0) 3 6)
thyroid enlarged 5 (10 6 12) 5 10) 1 2)
adrenal enlarged 0o (O 2 4 2 4 0 )]
testis enlarged o (0 1 2) [ 0) 0 0
atrophic 2 (4 1 2) 1 2) 5 10)
nodule 32 (69 43 86) 47 94) 46 92)
brain red zone tC2 L 2) 2 )] 0 0
red patch 0o (0 1 2) 0 0) 0 0
hemorrhage 0 (0 0 0) 1 2) 0 0)
nodule 06 (O 1 2) 0 0) 0 0)
spinal cord red zone 2 (9 13 2) 0 0) 0 0)
nodule o (0 L 2) 0 0) 0 0)

(HPT080)

BAIS4



STUDY NO.  : 0401 GROSS FINDINGS (SUMMARY)
ANTMAL * RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © MALE PAGE 1 4
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ____ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 50 (%)
cye turbid 0 (o 0 (0 5 (10 6 (12
white I 2 3 (98 2 (4 L2
red [ G )] 0 (O [ )] 6 (12
brown 1 (2 0 (o 0o (o 0 (0
Zymbal gl nodule [ G 1 (2 o (o 1 (2
bone nodule ¢ (o 1 (2 0 (0 0 0
vertebra nodule 6 (0 6 (0 2 0o (0
pleura nodule ¢ (0 t (2 P2 0 (0
mediastinum mass ¢ o 1 (2 6o ( 0 0 C 0
peritoneum nodule 0 (o 1 (2 2 (9 0 (0
thick 1 2 0 (0 0 (o [ G 1)
asbdominal ¢ hemorrhage 1 (2 [ )] I (2 o (O
mass 2 (9 o (0 6 (0 o (0
ascites 2 (9 12 2 (49 3 (6
thoracic ca hemorrhage 0 (0 0 (o 1 (2 0 (0
pleural fluid 1 (2 1 2 o (0 16 (32)
other ear nodule 0 (0 0 (0 L2 0 (0
hindlimb:nodule o (o 0 (o o (0 1 (2
tail:scab [ o (0 o (® 12
(1PT080)

BAIS4



APPENDIX H 2

GROSS FINDINGS : SUMMARY, RAT : FEMALE ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.

T 0401

GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 5
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 48 (%)
skin/app nodule ¢ (0 2 (9 1 (2 1 (2
subcutis jaundice 1 (2 I (2 2 (4 0 (0
mass 6 (12) 6 (12) 5 (10 1 (2
lung dark 0 (0 6 (o o (0 L2
white zone o6 (0 2 (8 ¢ (0 13 (2D
red zone 0o (o 1 (2 2 (9 1 (2
edema 0o (0 ()] ¢ (o t 2
nodule 1 C2 12 1 (2 2 (9
Iymph node enlarged o ( 0 [V Q)] 3 (6 0 ¢ 0
spleen cnlarged 5 (10 6 (12) 0 (0 0 (0
black zone 0 (o 0 (0 1 (2 o (®
heart white zone 12 [ G )] o (0 0 0
red zone o (O o O 1 (2 o (0
artery/aort induration o (0 0o (0 [ Q)] 1 (2
tongue nodule 1 (2 [ )] 0 (0 2 (9
cyst 0 (0 [ ) o (0 1 (2
esophagus dilated G [ 2 0 (0 0o (0
forestomach nodule [ )] 0 (O 0 (0 1 (2
ulcer 1 (2 1 (2 o (0 I (2
gl stomach nodule [ )] o (0o 1 (2 1 (92
ulcer 1 €2 0 (o [ G)) 1 (2
stomach nodule ¢ (O 1 C2 o (0 0 (0
(HPT080) BAIS4



STUDY NO.

: 0401

GROSS FINDINGS (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 6
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 49 (%)
large intes nodule ¢ (0 1 (2 0 (0 0 (0
Tiver white zone 1 (2 5 (10 5 (10 7 (14)
red zone 2 (4 [ Q) o (0 1 (2
brown zone 1 2 0 (0 0 (0 4 (9
black zone 0 (o 0 (o 0 (O 2 (B
nodule 1 (2 2 (49 o (0 6 (12
deformed 0o (0 0 (O 1 2 o (0
rough 2 (9 2 (9 0 (o 0 (o
adhesion o (0 1 (2 i 2 6o € 0
herniation 9 (18 6 (12) 11 (22) 3 (8
accentuation of lobular structure [ )] o (0 o o t (2
pancreas nodule o (O o (0 2 (9 0 (0
kidney white zone 1 (2 o (0 0o (0 o (0
nodule o (0 o o L (2 (2
deformed 0w o (0 1 (2 L (2
granular 1 (2 0 (0 6 (12) 32 (65
hydronephrosis [ G )] 2 (@ 2 (48 t (2
pituitary enlarged 8 (18 5 (10 6 (12 2 (B
red zone 5 (10 6 (12 1 (2 1 (2
black zone 1 (2 o €0 0o (O o (0
nodule 4 (8 1 (2 5 (10 0 (0
cyst 12 6 (0 0 (O 0o 0
(HPTO80) BAIS 4



STUDY NO. = 0401 GROSS FINDINGS (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANTMALS (0-105W)
REPORT TYPE @ Al
SEX : FEMALE PAGE : 7
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ_____ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 48 (%)
thyroid enlarged 1 (2 0 (0 1 (2 2 (9
ovary enlarged 1 (2 o (0 2 (9 o (0
nodule o (o 0o (0 2 (49 0 (0
cyst 2 (9 5 (10 4 (9 2 (4
uterus enlarged 0 (0 1 (2 1 (2 0o (0
nodule 4 (8 13 (26 12 (29 7 (14
cyst o (0 1 (2 0 (0 o (0
adhesion Q)] ¢ (0 1 (2 o (0
dilated 1 (2 0o (0 0 (0 1 {2
dilated lumen 0 (0 1 (2 o (0 1 (2
vagina nodule o (O 1 (2 o (o 0o (0
brain red zone 0 o0 1 (2 1 (2 0 (0
soft 0 (O o (0 1 (2 o (0
spinal cord red zone 0 (0 2 (9 0 (o )]
eye turbid 1 (2 0 (O 0 (0 )]
white 6 (12 3 (8 1 (2 5 (10
red 0 (0 i (2 ¢ (0 1 (2
Zymbal gl nodule 0 (0 ) 1 (2 1 (2
muscle nodule 0 (0 o (0 1 (2 0 (0
peri toneum nodule 0 C 0 0 ( 0 4 (8 2 (9
adhesion 0 (0 0 (0 0 (0 12
thick 0 (0 0o (0 o (0 1 (2

(HPT080) BAIS4



STUDY NO.
ANTMAL

1 0401
* RAT F344/DuCrj

GROSS FINDINGS (SUMMARY)
ALL ANIMALS (0-105%)

REPORT TYPE : Al
SEX * FEMALE PAGE : 8
Group Name Control 2000 ppm 4000 ppm 8000 ppm

Organ Findings. NO. of Animals 50 (%) 50 (%) 50 (%) 49 (%)

retroperit mass o (0 1 (2 1 (2 1 (2

abdominal ¢ ascites 0o (0 1 (2 4 (8 1 (2

thoracic ca pleural fluid 0 (0 2 (9 1 (2 8 (16

other tail:nodule o (0 1 (2 0 (0 0o (0
upper jaw:nodule ¢ (0 o (0 c ( o 1 (2
nose:nodule 1 (2 o (0 1 (2 0o (0

(HPT080) BATS 4



APPENDIX H 3

GROSS FINDINGS : SUMMARY, RAT : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0401 GROSS FINDINGS (SUMMARY)
ANTMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : MALE PAGE @ I
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals T %) 39 (%) 32 (%) 2 (%)
skin/app nodule 3 (8 2 (5 7 (22 0 (0
subcutis mass 6 (16 § (15 9 (28 )
Tung red zoue 0 (0 1 (3 0 (0 0 (0
nodule 0 o 0 (0 1 (3 0 (0
lymph node enlarged 1 (3 [ )] o (o 0o ( 0
spleen enlarged 1 (3 1 (3 0 (O 0 (0
white zonc 103 0 (0 0 (0 0 (0
nodule 1 (3 0 (0 0 (0 0 (0
heart enlarged 0 (0 10 o (o 0 (0
white zone 0 (0 0 (0 i (3 0 ( 0
artery/aort induration 0 (o 0 (0 2 (8 0 (0
forestomach  nodule 0o (0 1 (9 I (3 0 (0
ulcer 2 (5 1 (3 0 (O 0 (0
gl stomach nodule 0 (0 G 0 (0 0 (0
ulcer 0 (0 1 6 (0 o (0
thick 0 (0 0 (0 1 (9 0 (0
stomach nodule | Q)] 0 (O 0 (0 o (0
liver white zone 1 (3 2 (85 8 (25 2 (100)
brown zone 0 (0 o (0 4 (13) 0 (0
black zone 0 (0 0 (0 1 (3 1 (50
nodule 0 (0 1 (3 13 (4D 1 (50
rough 0 (0 I (3 0o ( 0 o (0
(HPTOS0) BAIS4



STUDY NO. ¢ 0401 GROSS FINDINGS (SUMMARY)
ANTHAL : RAT F344/DuCrj SACRIFICED ANIMALS (105¥)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals 37 (%) 39 (%) 32 (%) 2 (%)
liver herniation 6 (16 3 (8 3 (9 0 (0
kidney cyst o o 13 1 (3 0 (0
deformed o6 (0 o 0 1 (3 0 (0
granular 5 (14 17 (44 32 (100) 2 (100)
pituitary enlarged 4 (1D VIR Q)] 2 (6 0 (0
red zone 1 (3 0 (0 0 (o [ G )
nodule (RG] 2 (B o (0 o (0
thyroid enlarged 4 (1D 6 (15) 4 (13) 0 (0
adrenal enlarged 0 (0 2 (B 1 (3 0 (0
testis enlarged [ Q) (3 o (0 o 0
nodule 29 (78) 37 (95 31 (97 2 (100
eye turbid o o o o 2 (6 0 ( 0
white 0 (0 3 (8 2 (8 0 (0
red ¢ (0 o (w [V )] (50
pleura nodule 0 (0 o (o 1 (¥ 6 (0
peritoneum nodule 6 (0 1 (3 1 (3 o (0
abdominal ¢ ascites G} 3 ¢ 3 o (0
thoracic ca hemorrhage o (0 6 (0 1 (3 0 ( 0
other ear:nodule [ Q) 0 (0 L (3 0o (0

(11PTO80) BAIS4



APPENDIX H 4

GROSS FINDINGS : SUMMARY, RAT @ FEMALE @ SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. © 0401 GROSS FINDINGS (SUMMARY)
ANIMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ_____ Findings NO. of Animals 45 (%) 38 (%) 35 (%} 31 (%)
skin/app nodule 0o (0 1 (3 o (0 o (0
subcutis mass 5 (1D 4 (1D 3 (9 o 0
Tung white zone [ G )] 1 3 o (0 9 (29)
nodule 1 (2 (3 13 1 (3
spleen enlarged 3 (7 [ 0 (0 0 (0
tongue nodule 1 (2 [ )] 0 (O 1 (3
forestomach nodule 0o (0 6 (0 0o (0 1 ¢ 3
gl stomach nodule o (o o (0 1 (3 1 ¢ 3
large intes nodule 0o 0 1 (3 o (0 [ )
liver white zone 1 (2 4 (1D 2 (8 7 (23
red zone 2 (@ o (0 0o (® I3
brown zone L C2 o (o o (® 3 (10)
black zone 0 (O 0 (0 o (0 2 (8
nodule 1 (2 2 (B [ G)] 3 (10)
deformed ¢ (0 [ )) 13 o 0
rough 1 (2 1 (3 0o (0 0 (0
adhesion RG] I (3 0 (0 0 (0
herniation 8 (18 5 (13 9 (26) 2 ( 6)
kidney nodule 0o (0 [V QY] 103 13
deformed o (0 0o (O t (3 1 (3
granular 1 (2 o (O 6 (17 20 ( 65)
pituitary enlarged 6 (13) 4 (1D 3 (9 o (0
(HPTO080) BAIS4



STUDY NO. ¢ 0401 GROSS FINDINGS (SUMMARY)
ANTMAL 1 RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings. NO. of Animals 45 (%) 38 (%) 35 (%) 3t (%)
pituitary red zone 5 (1D 4 (1D 13 L3
nodule 3 (7D 1 (3 4 (1D o (0
cyst 1 (2 0 (0 0o (0 0o (0
thyroid enlarged 1 €2 0o (o 1 (3 1 (3
ovary enlarged 1 (2 0o (0 o (0 0o (0
nodule 0 (o 6 (0 1 (3 0 (0
cyst 2 (9 5 (13 4 (1D S G-)]
uterus nodule 2 (@ 7 (18 6 (1D 3 (10
dilated 1 (2 (VRG] o (® t (3
dilated lumen o (0 i (3 [V Q) o (0
eye turbid 1 (2 [ G)] 0 (o g (0
white 6 (13) 2 (5 1 (3 4 (13
red o o 1 (3 0o (0 o (0
Zymbal gl nodule 0o (0 0 (O o (® (3
peritoneun nodule 0 (O o (0 o (0 1 3
retroperit mass o (0 o (0 0 (0 1 (3
other tailinodule (G I (3 0 (0 o (0
upper jaw:nodule 0 (0 o (0 6 (0 1 {3
nose ‘nodule 1 (2 o (0 [ G o (0
(1IPT080)

BAIS4



APPENDIX H 5

GROSS FINDINGS : SUMMARY, RAT @ MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. ¢ 0401 GROSS FINDINGS (SUMMARY)
ANTMAL ! RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals 13 (%) 11 (%) 18 (%) 48 (%)
skin/app hemorrhage o (0 o (o 0o { 0 I (2
nodule 1 (8 o (O 0o (0 3 (6
ulcer 0 (0 o0 0o (o0 1 (2
subcutis edema 0 (0 o (0 o (0 L2
jaundice 2 (15 o 0 0o (0 o (0
mass 0 (0 0 (0 2 (1D 0o (0
lung red 6 0 o 0 0o (0 2 (9
white zone o (o 0o (o o (0 (2
red zone 1 (8 1 9 i €8 3 (6
edema 1 (8 0o (0 o (0 2 (9
nodule o (0 t 9 o (0 o (0
voluminus 0 (O 0o (O o ( 0 1 (2
Iymph node enlarged 0o (0 1 (9 1 (8 t (2
spleen enlarged 7 (54 4 (36) 2 (1D 1 2
white zone 00 0 (0 0 (® t 2
nodule [ Q) o (0 2 (1D 0 (0
heart enlarged 0 ¢ 0 1 C9 o (® 2 (@
white zone [ Q)] 0 (0 1 (8 1 (2
artery/aort induration 6 (0 RG] 4 (22) 21 (49
capiilary thick ¢ (0 o (0 o (0 2
tongue swollen [ RG] 0o (O 0 (0 2 (49
nodule 0 (o () 6 (0 12
(HPT080)

BAIS 4



STUDY NO. @ 0401 GROSS FINDINGS (SUMMARY)

ANTNAL ¢ RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2

Group Name Control 2000 ppm 4000 ppm 8000 ppm

Organ Findings NO. of Animals 13 (%) it (%) 18 (%) 48 (%)

forestomach ulcer 1 (8 1 (9 1 (8 0 (0

gl stomach granular o (O 0 (O c (0 1 (2
ulcer 1 (9 0 (0 0 (0 0 (O
thick 0 (0 0 (0 2 (1D o (o0

small intes red zone ¢ (0 1 (9 0o (0 o (0
gas 1 (8 )] 0 ( 0 1 (2

ceoum red zone 1 (8 o (0 0o (0 o (0
gas 1 (® o (0 0 (0 o (0

liver enlarged )] 1 (9 0 (0 1 (2
green o (0 o (0 0 ( 0 3 ( 6)
brown o ( 0 0 (0 0o (0 4 (9
white patch 0 (0O 0 (0 0o ( 0 L (2
white zone 0 (O 0 (0 1 (8 22 ( 48)
red zone 1 (8 0 (O 0o (0 2 (49
brown zone o (0 o (0 0o ( 0 4 (8
black zone 0 (0 ()] 0 (0 4 (9
nodule 1 (® 19 1 (8 13 (20)
rough 1 (8 0 (0 0 (0 o (0
herniation 2 (15 0 (0 3 (1D § (17

kidney enlarged o (0O )] o ( 0 12
white zone 1 (8 6 (0 0 (O 0 (0
nodule o (o 1 (9 0 (O o (0

(HPT080) BAIS4



STUDY NO.

¢ 0401

GROSS FINDINGS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © MALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings NO. of Animals 13 (%) 1 (%) 8 (%) 48 (%)
kidney cyst o (0 o (0 1 (6 2 (49
granular 1 (8 1 (9 11 (61) 46 ( 96)
urin bladd urine:marked retention 0 (0 1 (9 2 (1D 0o
urine:red 0o (0 1 (9 1 (8 [V O}
pituitary enlarged 2 (15) 1 (9 3 (17 1 (2
red zone 1 (8 1 (9 o (O 1 (2
nodule 2 (15 1 (9 0o (0 3 (6
thyroid enlarged 1 (8 o (0 1 ( 6) (2
adrenal enlarged o (o o (0 1 (8 o (0
testis atrophic 2 (15 1 (9 1 (8 5 (10
nodule 3 (23 6 (55 16 (89 44 (92
brain red zone 1 (9 (9 2 (1D 6 (0
red patch Q)] t (9 0o (0 0 (0
hemorrhage 0o 0 0 (0 t (8 o 0
nodule 0o (O 1 (9 o (0 0o (0
spinal cord red zone 2 (18 1 (9 0 (0 0 (0
nodule 0 (0 1 €9 [V G)) 0o (0
eye turbid 0 (0 0 (o 3 (1D 6 (13)
white 1 (8 o (0 ¢ (0 1 (2
red 0o (0 o (O o (0 5 (10
brown 1 (8 o (0 0o (O o (0
Zymbal gl nodule o (o 1 9 0o (0 12
(HPT080) BAIS 4



STUDY NO.  : 0401 GROSS FINDINGS (SUMMARY)
ANTMAL : RAT F344/DuCri DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ Findings. NO. of Animals 13 (%) 1 (%) 18 (%) 48 (%)
bone nodule 0 (0 1 (9 o (0 0o (o
vertebra nodule [ )] o (0 1 (& o (0
pleura nodule 6 (O 1 (9 0 (0 o (0
mediastinum mass 0 (0 1 (9 6o (0 0o (0
peritoneum nodule 0o ( 0 0o (0 1 (6 o (0
thick 1 (8 0o (0 0o (0 0 (0
abdominal ¢ hemorrhage 1 (8 0 ( 0) 1 (6 0 ( 0
mass 2 (15) o (O o 0 0 (0
ascites 2 (15 () 1 (6 3 (8
thoracic ca pleural fluid 1 (8 1 (9 0 (0 16 (33
other hindlimb:nodule o (0 0 (O 0o (0 1 (2
tailiscab o (0 s (0 0o (o0 1 (2
(HPTO80) BATIS 4



APPENDIX H 6

GROSS FINDINGS : SUMMARY, RAT @ FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. ¢ 0401 GROSS FINDINGS (SUMMARY)
ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 5
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ, Findings NO. of Animals 5 (%) 12 (%) 15 (%) 18 (%)
skin/app nodule o (0 (8 1 7 1 8
subcutis jaundice 1 (20 1 (8 2 (13 6 (O
ass 1 (20 2 (1D 2 (13 1 C®
lung dark 6 (0 0 (0 0 (0 1 (6
white zone o (0 1 (8 0 (® 4 (22
red zone 0 (0 1 (8 2 (13 1 (8
edema 0 (0 ¢ (0 o0 (0 L (6
nodule 0 (o RG] 0o (0 L (8
lymph node enlarged o ¢ 0 0 (O 3 (20 0 (0
splecn enlarged 2 (40) 6 (50 o ( 0 o {0
black zone 9 (0 0o (0 t (0 0 ®»
heart white zone 120 o (0 o ( 0 [ G)]
red zone ¢ (0 ¢ (0 1 (D o (0
artery/aort induration 0 (0 0 (0 [ Q) I 8
tongue nodule 0 (o 0 (0 ¢ (0 1 (8
cyst 0 (0 6 (0 0 (0 i (8
esophagus dilated 0 (O 1 (8 0 (0 o (0
forestomach ulcer 1 (20 1 (8 0 0 1 (8
gl stomach ulcer r2m 0 (0 o (0 1 ¢ 8
stomach nodule (RG] L8 o (0 o (0
liver white zone 0 (0 1 (8 3 (20 o (0
brown zone ¢ (0 o (0 0 (0 1 (8
(HPT080) BAIS4



STUDY NO.  : 0401 GROSS FINDINGS (SUMMARY)
ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANTMALS (0-105%)
REPORT TYPE : Al
SEX :© FEMALE PAGE : 6
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ, Findings. NO. of Animals 5 (%) 12 (%) 15 (%) 18 (%)
liver nodule 0 (0 o (0 o (0 3 (1D
rough 1 (20 1 (8 0 (O 0 (0
adhesion 0 (O o (o 1 (" 0 (O
herniation 1 (20 1 (8 2 (13) 1 (8
accentuation of lobular structure o (0 o (0 0o (0 1 (8
pancreas nodule ¢ (0 0 (0 2 (13 6 (0
kidney white zone 1 (20 o (0 0o (0 o (0
granular 0o (0 o (0 0o (0 12 (867
hydronephrosis 0 0 2 (1D 2 (13 1 (6
pituitary enlarged 2 (40 1 (8 3 (20 2 (10
red zone o (0 2 (1D 0o 0 o (0
black zone 1 (20 ¢ (0 0o (0 o (0
nodule 1 (20 o (0 1 (D 6 (0
thyroid enlarged 0 ( 0 0o (® o (0 [T Y
ovary enlarged o (0 Q) 2 (13 0 (0
nodule 0o (0 [V Q)] 1 (D o (0
cyst o (O 0 (O o (0 [ G )]
uterus enlarged [ Q)] 1 (8 1 (D 0o (0
nodule 2 (40 6 (50 6 (40 4 (22
cyst o (0 it (8 0o (0 o (0
adhesion o (O o €0 1 (D o (0
dilated lumen o (O ¢ (0 o (0 L (8
(HPT080) BAIS4



STUDY NO.

© 0401

GROSS FINDINGS (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 7
Group Name Control 2000 ppm 4000 ppm 8000 ppm
Organ___ Findings NO. of Animals 5 (%) 12 (%) 15 (%) 18 (%)
vagina nodule 0o (0 1 (8 o (o 0 (O
brain red zone 0o (o t (8 1 (D o (0
suft 0o 0 o C® 1 (7D o (0
spinal cord red zone G 2 (17 6 (0 0 (0
eye white [V GY)] 1 (8 0o (0 1 (6
red 0o (O 0 (0 [P GRY) 1 (6
Zywbal gl nodule ()] o (0 L D 0o (0
muscle nodule o (o o (o 1 (D 0 (®
peritoneum nodule G 0 (0 4 (2D 1 (6
adhesion o (O 0o (0 0o (0 1 (6
thick 0o (O o (O o (O L (8
retroperit mass o (0 1 (8 1 (7N 0 ( O
abdominal ¢ ascites ¢ (0 1 (8 4 (27 1 (8
thoracic ca pleural fluid o (0 2 (1N t (DN 8 (44)
other nose:nodule ()] o (0 1 (D o (0
(HPTO80)

BAIS 4



APPENDIX I 1

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : MALE

(2-YEAR STUDY)



STUDY NO. : 0401

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCrj SURVIVAL ANIMALS (105%)
REPORT TYPE : AL
SEX @ MALE
UNIT: g PAGE : 1
Group Name NO. of Body Weight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals
Control 37 371 34 0.072%+ 0.014 3.484%  1.254 1.198%+  0.081 1.362+  0.087 2.577+  0.287
2000 ppm 39 3B/6+ 39 0.139x  0.368 4.411+  3.496 1.270+  0.182 1.562+ 0. 394%x 2.830%  0.419%k
4000 ppm 32 313 34k 0.083%+  0.066 4,516 2,197 1.236%+  0.169 1.560% 0,284k 3.358% 0. 541%%
8000 ppm 2 216 6 ? 0.077%  0.030 1.735+ 0.738 ? 1.270=  0.301 2 1.247+ 0.021 ? 3.559+  0.054 ?
Significant difference ; P £0.05 P = 0.01 Test of Dunnett

? : Significant test is not applied,because No. of data in this group is less than 3.

(1ICL040)

BAIS4



STUBY NO. : 0401

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCrj SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE
UNIT: g PAGE : 2
Group Name NO. of SPLEEN LIVER BRAIN
Animals
Control 37 0.9621t  0.448 9.8004 1142 2.069%  0.082

2000 ppm 39 1.452+  2.882 11.584F 2. 085%k 2.084t  0.061

4000 ppm 32 1.098% 0. 2624 14,804+ 1.526%k 2.118F  0.054%#%

8000 ppm 2 0.531+ 0.081 ? 16.305+ 4.564 % 2.042% 0.131 ?

Significant difference ;

P =£0.05

** 1 P X 0.0

Test of Dunnett

?:

Significant test is not applied, because No. of data in this group is less than 3.

(HICL040)

BAIS 4



APPENDIX I 2

ORGAN WEIGHT, ABSOLUTE : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS (105W)

SEX : FEMALE
WIT: ¢ PAGE ¢ 3
Group Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS TRNEYS
Animals

Gontrol 45 244t 29 0.072+  0.010 0.169%  0.226 0.877%  0.069 1025+  0.095 L699E 0152

2000 ppm 38 211+ 3l 0.067%  0.0Ll* 0.155+  0.168 0.827%  0.092% 1.026%  0.075 1.649%  0.178

4000 ppm 35 1942 254k 0.065%  0.010%  0.265% 0,763 0.819%  0.070%% LO0GE  0.073 1.870%  0.283%

8000 ppm 31 1652 20k 0.064%  0.010%  0.124%  0.089 0.842%+  0.088 1013 0.096 2.318%  0.501%%

Significant difference 3 *:P < 0.05 k1 P < 0.01 Test of Dunnett
(ICLO40)

BAIS 4



STUDY NO. : 0401
ANIMAL © 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 0.691+  0.594 6.287:k  0.966 1.895%  0.047
2000 ppm 38 0.524%  0.201 5.997+  1.233 1.922+  0.042%
4000 ppm 35 0.618% 0. 150% 7.447%  1.405%k 1.933% 0, 046%*
8000 ppm 31 0.689%  0.230% 10.078+ 2. 085k 1.932+ 0. 056%
Signiticant difference ; P £0.05 # P £ 0.01 Test of Dunnett

(1ICL040)

BAIS4



APPENDIX J 1

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : MALE

(2-YEAR STUDY)



STUDY NO. : 0401

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL : RAT F344/DuCrj SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE
WNIT: % PAGE @ 1
Group Name NO. of Body VWeight ADRENALS TESTES HEART LUNGS KIDNEYS
Animals (g)

Control 37 3714 34 0. 020+ 0.006 0.939+% 0.338 0.325:t 0.034 0.369:+ 0.031 0.703% 0.128
2000 ppm 39 3B6E 39 0.038% 0.096 1.182+ 0.861 0.351% 0.065 0.437% 0. 156%¢ 0.791% 0.200%
4000 ppm 32 313 34wk 0.030% 0. 025%% 1.442+ 0. 668%k 0.403 0. 090%* 0.506% 0. 126%* 1.094% 0. 2644k
8000 ppm 2 216 6 ? 0.036+ 0.013 ¢ 0.799+ 0.321 ? 0.587+ 0.124 ? 0.578%+ 0.025 ? 1.649+ 0.069 ?

Significant difference ; P £0.05 * . P < 0.01 Test of Dunnett

? : Significant test is not applied, because No. of data in this group is less than 3.

(1icLo42)

BAIS 4



STUDY NO. - 0401
ANIMAL : RAT F344/DuCrj
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS (105W)

PAGE : 2

LIVER

BRAIN

2.655+ 0.299

3.184% 0. 715k

4.768% 0.551%k

7.523% 1.916 ?

0.562x 0.050

0.576% 0.067

0.685% 0. 079+

0.945+ 0.036 ?

SEX : MALE

UNIT: %

Group Name NO. of SPLEEN

Animals

Control 37 0.2591% 0.112
2000 ppm 39 0.417+ 0.915
4000 ppm 32 0.349% 0. 072%k
8000 ppm 2 0.246% 0.030 ?
Significant difference : P < 0.05 E= M

P = 0.01

Test of Dumnett

? : Significant test is not applied, because No. of data in this

group is less than 3.

(1icLo4z)

BAIS4



APPENDIX J 2

ORGAN WEIGHT, RELATIVE : SUMMARY, RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0401 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © RAT F344/DuCrj SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 3
Group Name NO. of Body Weight ADRENALS OVARIES HEART LUNGS KIDNEYS
Animals (g) .

Control 45 244 29 0.030: 0.005 0.069% 0.092 0.363% 0.041 0.427k 0.074 0.703% 0.077
2000 ppm 38 211 31 0.032% 0.007 0.079% 0. 109%* 0.396% 0.050% 0.497+ 0.087%* 0.793% 0. 111%
4000 ppm 35 194+ 2b%% 0.034% 0.007%* 0. 140+ 0. 410%¢ 0.425% 0. 0424k 0.524=% 0. 064k 0.975% 0. 179%k
8000 ppm 31 1656+ 204 0.039% 0. 0084k 0.075% 0. 052%¢ 0.518% 0. 082+% 0. 624 0. 1084k 1.423% 0. 344%%

Significant difference ; *: P = 0.05 k1 P < 0.01 Test of Dunnett

(1ICLO42)

BAIS 4



STUDY NO. : 0401 ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL © RAT F344/DuCrj SURVIVAL ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 4
Group Name NO. of SPLEEN LIVER BRAIN
Animals

Control 45 0.286:: 0.247 2.590% 0.331 0.789% 0.104

2000 ppm 38 0.249: 0.084 2.854% 0. 456 0.931% 0. 148%¢

4000 ppm 35 0.318% 0. 063k 3.841% 0. 596%% 1.010% 0. 125%*

8000 ppm 31 0.411E 0. 1104k 6.098% 0. 9444 1. 188k 0. 1315

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

(11CL042) BAIS4



APPENDIX K 1

HISTOPATHOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ MALE : ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.

- 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ! MALE PAGE :
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W W B o ® W & o ® W & W % W
{Integumentary system/appandage)
skin/app <50 B0 <50> <50>
iuflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCo o0 o0 0) 0 0 0) (2 [V 0) (0 00 (o
fibrosis 0 0 0 g 1 4] 4 0 0 0 o] 0 1 0 o] 0
(oo (0 (0 2) 0 (0 0) (0 0 (0 0) 2 0o (o0
scar 0 0 0 Q 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (0 0) 0 (0 0) (0 o (0 0) ( 2) 00 (o0
scardermis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200000 0) 0 (0 0 (0 (VRN G1) 0) 0 » 0 (0
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 o] 0 0 o]
(22000 0 0 0 (0 0) (0 0 (0 0) 0 90 (0
subcutis <50> <50> <50> <50>
abscess 1 g 0 0 0 0 0 ] 0 0 0 0 0 0 0 ]
C22C0 0 (0 V)] 00 0) (0 0 ( O 0) (G 0o {0
{Respiratory system)
nasal cavit <50> <60> <50> <50>
thrombus 3 i} 0 0 2 [ 0 0 2 0 0 1] 5 0 0 0
Ce oo 4) 0 Co0 0) « 4 00 0) ( 10) 0 (0 (0
Grade I ¢ 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) ¢t b/ a*100

Significant difference ;

#:! P = 0.05 #* 1 P = 0.01 Test of Chi Square

(HPT150)



STUDY NO.  : 0401
ANIMAL : RAT F344/DuCrj

REPORT TYPE : Al

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105%)

—

SEX T MALE PAGE © 2
Group Name Control 2000 pom 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 L 2 3 4 L 2 3 4
Organ Findings W W B & ® & & o ® & % W W W W ®
{Respiratory system)
nasal cavit <5B0> <50> <50> <50>
wineralization 20 4] 0 o 20 4} 0 Q 18 0 ] 4 13 0 0 0
(40) ¢ 0 ( O 0) (40) ( 0 ( O 0) (36 (O (0 0) ( 26) 000
eosinophilic change:olfactory epithelium 12 14 7 0 13 9 7 0 13 14 12 4] 8 2 0 0 **%
(20 (28) (14 )] (26) (18 (14 0) (26) (28 (29 0) ( 16) 4 (0 (o
inflammation:foreign body 18 0 0 [} 11 1 1 0 10 1 1 0 10 1 0 o]
(36 ( 0 (0 0) (22 ( 2) € 2 0) (20 ¢ 2 (2 0) ( 20) 20 (0
nasopharynx <50> <50> <50> <50>
inflammation: foreign body 1 0 0 9 2 0 0 o] 0 0 0 0 1 0 0 0
20 (0 0) 90 (0 0 0o o0 0) (2 0 (0 (0
larynx <50 <50> <50 <50>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co (o0 Q) Co (o0 0 20 0) ( 0 000
Tung <50> <50> <50> <50>
congestion 2 0 0 0 1 1] V] 0 0 0 ] 0 2 0 0 0
C4aCo (o 0) 2o (0 0) [V} B G ) B 1) 0) ()] M (0 (o0
hemorrhage 0 0 0 0 3 0 0 0 0 1 0 0 1 0 0 0
Co o (o0 o) [ Y I G 1) B G 1)) 0) 020 0) (2 o0 (o0
Grade 1 : Slight 2 * Moderate 3 ! Marked 4 : Severe
<a> a : Nuwber of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/a*100

Significant difference ;

* P = 0.05 #% . P = 0.01

Test of Chi Square

(HPT150)

BAIS4



STUDY NO.

© 0401

HISTOPATHOLOGICAL FINDINGS

:NON-NEOPLASTIC LESIONS (SUMMARY)

—

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ_____ Findings. @ W W @ @& W W ® & &% W @w % %
{Respiratory system}
lung . <50> <50> <50> <50>
inflavmation 0 1 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (o o0 (o0 oo (o0 (G ) I G ) I G V) B G )
osseous metaplasia 1 0 0 0 5 0 0 0 0 0 o 0 3 0 ¢ 0
(a0 (0 (1) ¢ 0 0o (oo (0 (e (00 (0
fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Co o0 o Co (o (o0 o0 (2o 0o (0 oo (00
accumulation of foamy cells 6 0 0 0 8 0 0 0 10 0 0 0 9 0 0 4]
(122 ¢ 0y C 0 C O (18) ¢ 0 C 0) C 0 (20 ¢ 0 C0 (O (18 (0 0w
bronchiolar-alveolar cell hyperplasia 8 1 ] 0 0 1 0 0 * 0 0 0 0 %k 0 0 ] Q *%
(18 (22 C 0 C 0 (20 o0 (oo (0 oo (0o
uremic pneumonitis 0 4] 0 0 0 0 0 0 5 0 1 0 * 18 3 0 Q #*x
o Co o (o0 (G B B GO B G V)] (10 (2 (0 (36 (6 ( 0 C O
{Hematopoietic system)
bone marrow <50> <50> <50 <50>
granulation 0 0 0 ¢ { 0 0 0 2 1 0 0 ] 0 0 [
(o (oo (0 (22000 (a0 o0 (o (o (o (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¢) ¢ b/ a%l100

Significant difference ; *: P < 0.05 * ! P S 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE :
Group Name Control 2000 ppm 4000 ppm 8000 pym
No. of Animals on Study 50 50 50 50
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W % W @& W % ™ @ ® % W W & % W
{Hematopoietic system)
bone marrow <50> <50> <50> <50>
increased hematopoiesis 7 0 0 0 6 0 0 0 9 0 4] 0 9 o] ] 0
(19 (0 (O 0) (12 ¢ 0 €0 0) (18 (0 (O 0) (18 (0 ( 0 ( O
1ymph node <50> <50> <50> <50>
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 (0 0) o Co o0 0) o (oo 0 (oo (o
lymphadenitis 1 0 0 ] 1 0 ] 0 2 ] 0 0 2 4] 0 0
(20 (0 0) (200 0) (4 (0o Q) H (000
spleen <50> <50> <50> <50>
deposit of hemosiderin 35 5 0 ] 24 15 1 0 * 18 22 6 0 =k 34 12 0 4]
(70) (10) ( O 0) (48) (30) ( 2) 0) (36 (44 (12} 0) (68) (20 ( ) ( O
fibrosis:focal 0 0 0 0 3 0 0 0 2 0 0 0 1 0 0 0
(oo 0 0) (8 (0 €0 0) (4 (00 0) 0 (00
extramedullary hematopoiesis 5 2 1 i} 6 1 1 o] [ 1 3 0 7 3 ] 0
(w20 (12 (2 2 0) (12) ¢ 2 C 8) 0) (19 (8 (0 0
capsule hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 (]
(20 (0 0) CoCo0 (o0 0 (o o0 0) () IR GO B GE I G )]
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) ¢ :b/a#* 100
Significant difference : *: P = 0.05 . P = 0.01 Test of Chi Square

(HPT150)



STUDY NO.  : 0401

—

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : b
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade i 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ______ Findings w % W W @& W @ W ® G W W & ® W
{Circulatory system)
heart <50> <50> <50> <50>
dilatation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(o0 Q0] 0 (2 0) (0 0 (0 0) (G0} 0 ( 0) 0)
thrombus 0 0 0 Q 0 0 0 0 0 0 0 0 2 0 0 c
(oo [Q1)] 0 (0 0) 0 00 0) (Y] 0 (0 0)
mineralization ] 0 0 0 0 4] 0 0 1 1 G 0 18 0 4] 0 sk
(o (0 (0 0 ()] o 0 0) ¢ 8 ) (0w 0) ( 36) 0 (0 Q)
myocardial fibrosis 23 2 0 4 28 1 0 0 22 3 0 0 28 0 0 0
(46) ( © (0 (O ( 56) 2y (0 0) ( 44) 6 (0 0) { 56) 0 { 0 0)
endomyocardial fibrosis 0 o 0 0 0 0 0 0 3 0 0 0 0 0 0 4]
(oo (0 ()] 0) ( 0 0) ( 86 [ G1) 0) 0 0 ( 0 0)
artery/aort <50 <50> <50> <50>
mineralization 0 0 0 0 0 0 ] 0 3 0 o 0 16 (] 0 0 %%
(o (0 «o 0 C 0) 0) ( 8 (DR GY 0) (32) 0 (0 0)
{Digestive system)
tongue <50> <50> <50> <50>
edema 0 1] 0 0 0 0 0 0 0 0 o o 11 0 4] Q ek
(oo o o0 ()] 0) ( 0 0) (0 00 0) (22) 0 (0 0)
Grade L : Slight 2 * Moderate 3 : Marked 4 @ Severe
<av> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ¢c:b/ax*xl00
Significant difference ; *: P = 0.05 P = 0.01 Test of Chi Square

(HPT150)

BAIS4



STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 6
Group Name Control 2000 ppu 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade L 2 3 4 i 2 3 4 i 2 3 4 L 2 3 4
Organ, Findings ® & % W ® W % % ® G W W @ % % W
{Digestive system)
tongue <50> <50> <50> <50>
wineralization 0 0 0 0 0 0 0 0 5 0 0 0 19 0 0 0+
(oo (0 o0 0) 0) ( 0) 0) (10 ( 0) ¢ O 0) (38 (6 (O (O
arteritis 0 0 0 4] [ 0 0 ¢ 0 0 0 0 1 0 0 [
(oo 0) 0 (0 0) [S) B Q) B G 1)) 0) (200 (o
stomach <50> <50> <50> <50>
mineralization 0 0 o] 0 1 0 0 0 4 5 [ [ 16 15 4 0 %k
(o0 (g 2) 00 0) (8 (1) (0 0) (32) (30) ( 8 (0
intestinal metaplasia 0 0 0 0 0 0 0 0 0 0 0 4] 1 0 o [\
Co o o o0 0) 0 (0 0) (0o (o0 0) (000D
basal cell hyperplasia 0 ] 0 0 2 0 [t} 0 2 0 0 4] 1 0 0 0
Q) IR G 1) B ) B Q)] 4) 0 (0 0) (48 (oo 0) (220 0 (0
erosion: forestomach 0 3} 0 0 1 [0} 0 0 1 0 4] 0 0 0 0 0
(oo (0 2) 0 (0 0) (20 (0 0) (o0 o0 (0
ulcer: forestomach 0 1 3 0 0 2 1 0 0 0 1 0 0 0 0 0
(28 (0 0 4) ( 2) 0) (oo (2 0) o (o (o (0
erosion:glandular stomach 2 1 4] 0 2 0 0 o] 2 0 0 4} 0 0 o] 0
(200 LY 0 (0 0) (49 (0 0) (G ") I G ) B G ) B Q)]
Grade L : Slight 2 ! Moderate 3 : Marked 4 : Severe
<a> a . Number of animals examined at the site
b b ¢ Number of amnimals with lesion
(c¢) ¢:b/a*l100

Significant difference ; ¥ P £ 0.00

#x 1 P £ 0,01  Test of Chi Square

(HPT150)

BALS4



STUDY NO. T 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL 1 RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade { 2 3 4 { 2 3 4 1 2 3 4 1 2 3 4
Organ. Findings U I YR ¢ YR\ @ B B W @ &% ® W ® W % W
{Digestive system}
stomach <50> <50> <50> <50>
squamous cell hyperplasia:forestomach ’ 5 0 0 0 8 0 0 0 7 0 0 0 0 0 0 [i}
(100 ¢ 0 C 0 ( O (18) 0 ¢ 0 0) (14) C 0 ( O 0) o (OB O NG )
liver <50> <50> <50> <50>
herniation 8 0 0 0 4 0 0 0 6 [ 0 0 8 o] 0 0
(18 (0 (O 0) (8 0 (0 0) (12 ¢ 0 (0 0) ( 16) 0 (0 {0
necrosis:zonal 0 ] 0 [ 0 0 0 0 0 0 0 0 2 4] 0 0
oo 0) ) 0 ( 0 0) (o (o (0 0) QY] 0o (o
necrosis:central 1 0 0 0 0 0 4] 0 4] 0 0 4 1 0 0 0
2y 0 (o 0) [Q)] 0 ( 0 0) (o (o (0 0) 2 O NG B )]
ground glass appearance 4] 0 0 0 0 0 0 [¢] 1 0 0 ] 4] 0 Y 0
(oo o0 0) (0 0 0 0) (20 (0 0 0 0 (0 (0
granulation 11 1 0 0 8 2 2 Q 11 8 1 0 2 0 0 0 *
(220 ¢ 2y C 0 0) (@] 49 49 0 (22 (18 ( 2 0 ¢ 4 [ IGO0
clear cell focus 4 0 0 0 1 0 0 0 5 1 0 0 3 2 0 0
(oo o 2 0y (0 (O (100 ( 22 ( ® 0) ( 6 Y (00
acidophilic cell focus 1 0 0 [ 2 1 0 4] 2 2 0 0 3 0 0 ¢
(22000 0) ()] 2) (0 0) (9 (o (0 0) ( 6 00 (o
Grade I ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a?> a : Number of animals examined at the site '
b b : Number of animals with lesion
(c) ¢

Significant difference : #:P = 0.05

b/ a* 100

#% : P = 0.01 Test of Chi Square

(HPT150)

BAIS4



—

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL 1 RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE :@ Al
SEX © MALE PAGE : 8
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 l 2 3 4 1 2 3 4 1 2 3 4
Organ. Findings @ W W ® ® & W @ @ W % % [CYNENCYRN ¢ YR ¢ )
{Digestive system)
liver <500 <50> <50> <50>
basophilic cell focus 4 0 0 0 7 1 0 0 23 4 0 0 ek 19 2 0 0 %
(o (00 (19 200 o0 (48) ( & ( 0) (O (38 ( & (0 (0
spongiosis hepatis ] 0 o] 0 5 0 0 0 8 1 1 ¢ * 11 1 0 0 ¥
oo o o0 (1o oo (1) ( 2 ( 2 ( 0 (220 ( 20 C 0 C 0
bile duct hyperplasia 45 3 0 0 49 1 0 g 49 0 0 0 47 1 0 0
(90) ( & (0 (0 (88) ( 2y ( 0) C 0 (98) ( O ( 0 ( 0 (99) ( 22 C 00 (. O
vacuolic clhange:central 0 g "] 0 0 0 0 ] 1 0 0 0 4] 0 0 ]
(o Co o 0 (oo o0 (2200 (0 (oo 00
pancreas <50> <50> <50> <50
atrophy 6 0 0 0 7 0 0 0 3 0 0 0 0 0 0 0 *
(12 oo o (19 ¢ 0 0 o0 (e oo (o (oo (o0
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o o0 (o Co o0 Q) I Q) B G ) I W) 200 0 (o
islet cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200 (o0 (oo oo (o (o0 (0 Co o o (o0
{Urinary system)
kidney <50> <50> <50> <50>
atypical tubular dilatation:proximal tubule 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 ¢
(oCo 0 o0 (oo oo (2200 (0 oo (00
Grade 1 : Slight 2 : Moderate 3 ! Marked 4 @ Severe
<3 a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*l00
Significant difference 3 P = 0.05 #k P = 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS

:NON-NEOPLASTIC LESIONS (SUMMARY)

—

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 9
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings @ ® & W % & W O ® & W W % % % W
{Urinary system}
kidney <50> <50> <50> <50>
cyst 0 0 0 0 1 0 0 0 2 0 0 0 8 0 0 Q ¥k
o oo (o (200 (0 0) (9 (o o0 (16) ( 0 C O ( ®
inflammation [ 4] 0 4] 0 0 i 0 0 4] 0 0 ] 0 0 4]
(oo 00 0 o0 (2 0) (o (oo (0 (o o0 (o
chronic nephropathy 22 15 8 1 10 14 24 1 sk 0 i 25 23 *k 1 0 1 48 **x
(44) (30) (18) ( 2) ( 20) (28) (48) 2) (0 ( 2) (50 (46) (20 (2 (9%
mineralization:cortico-medullary junction 3 0 0 4} 0 0 0 ] 0 0 0 0 0 0 0 0
(e oo o (o0 (o0 0) (o (000 oo oo
mineralization:papilla 8 4] 0 0 7 0 a 4] 8 26 14 0 ek 37 9 0 0 %k
(1) (0 (0 C O (1 0 0 0) (168) (52) (28 ( 0 (79) (18 ( 0 C 0
urothelial hyperplasiaipelvis 12 0 0 0 6 0 0 4] 34 1 0 0 sk 35 0 0 Q **
(29) C 0) (0 C O (12 ( 0 C O 0) (68) ( 2 C 0 ( 0 (700 (. 0 ( 0 ( 0
urin bladd <50> <50> <50> <50>
hiemorrhage 0 0 0 0 0 0 ] 0 2 Q 0 0 0 ] 0 0
Co o 0o (oo (0 (o0 (o (0 (0 (0
{Endocrine system)
pituitary <50 <50> <50> <50>
cyst 0 0 0 ¢ 0 0 0 0 1 0 0 0 0 0 0 0
(0o (oo o 0 (200 (0 (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) ¢:b/ax*xl00
Significant difference : * 1 P £ 0.05 #k P = 0.01 Test of Chi Square

(HPT150)

BAIS4



STUDY NO. © 0401

—

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX t MALE PAGE @ 10
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 { 2 3 4
Organ Findings @ W % W @ & & ® @ W W ® % W W
{Endocrine system}
pituitary <50> <50> <50> <60>
hyperplasia 10 1 0 0 i1 0 0 0 6 0 0 0 3 0 0 0
(200 ¢ 22 C 0 C O (22 ( 0) € 0) 0) ( 12) 0 ( 0 0) ()] 0 oo
osseous metaplasia 1) 0 0 0 1 0 0 0 o] o] 0 0 8} 4] 4] 0
(0o (2 0) ( 0) 0) ¢ 0 0o ) ()] oo (0o
Rathke pouch 1 0 0 0 6 0 0 0 1 0 0 0 5 0 0 0
(200 (0 (12) 0 ( 0 )] (2 o0 0) ( 10} n 0o
aberrant craniopharyngeal tissue 1 [ 0 0 ] 0 0 ] 0 0 0 4] 4] 0 0 0
(22000 0 0«0 0) (0 [V I 0) 0 0 (0 (0
thyroid <50> <50> <50> <50>
C-cell hyperplasia 2 1 0 0 3 0 0 0 6 0 0 0 3 0 0 0
(D000 [Q)] 0 0) 0) (12) (VRGN 0) ( 6 0o (0
focal follicular cell hyperplasia 0 0 0 0 1 0 ] 0 3 4] 4] 0 0 i} 0 [
(OC o0 2 0 (0 0) ( 8 0 (0 0) (0 0o {0
vacuolar change;follicular cell 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 co (oo 0) ( 0) 0 ( 0 0) co oy ( o C 0
parathyroid <50 <B0> <50> <50>
hyperplasia 0 0 0 4} 0 0 0 ] 6 0 0 0 * 23 0 0 0 **x
(oo o0 [Q1); 0 (0 0) ( 12) o 0 0) ( 46) 0 (0 (0

Grade [ : 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/a*100
Significant difference : %1 P = 0.05 *k 1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO. ¢ 0401

HISTOPATHOLOGICAL FINDINGS

:NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105¥)
REPORT TYPE : Al
SEX © MALE PAGE : 11
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W 6 ® ®W & ® W @ % ® B W W
{Endocrine system)
adrenal <50> <500 <50> <50>
hemorrlage 0 0 0 0 0 0 0 0 2 0 0 0 13 0 ] 0 *%
(oo 0 o (oo 0o (4900 0) (26 ( o) C 00 C O
hyperplasia:cortical cell 0 0 0 0 4] 0 0 Q 4] 0 [ Q 1 0 ¢ 0
(o 00 (oo 0w (0 (00 0) 200 o0
hyperplasia:medulla 3 0 0 0 6 0 0 0 4 0 0 0 3 0 0 o]
(e (oo 0 (12> C 0 C 0) (0 (8 o (o0 0) (80 oo
focal fatty changelcortex 3 0 0 0 2 ] 0 ] 4] V] 1 0 1 0 4] 4]
(e o 0o (0o 00 (0 ¢0 (2 0) (200 (0
necrosis:cortex 0 0 0 0 0 0 4] 0 2 0 o] 0 10 0 0 Q sk
oo Co o oo o o0 (00 0) (200 C 0 (0 CO
{Reproductive system)
testis 50> <50> <50> <50>
atrophy 36 14 0 0 38 10 0 0 43 5 0 0 * 37 i1 0 0
(72) (28 ( 0) C Q) (78) (200 ( 0} C 0) (86) (100 ( 0) 0) (74) (22) ( O C O
interstitial cell hyperplasia { o] 0 0 1] 0 0 o] 0 0 0 0 { 0 0 0
(2200 (0 oo (00 (oo (o0 0) (20 (00
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%*l100

Significant difference ; * 1 P < 0.05

# ! P = 0.01

Test of Chi Square

(HPT150)

BAIS4



STUDY NO. ¢ 0401

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 12
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 L 2 3 4 1 2 3 4 i 2 3 4
Organ Findings. W ® & o G ® W W W & % W @ & B
{Reproductive system)
epididymis <50 <50> <50> <50>
inflaumation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (oo (o0 (O (o0 (oo (o
prostate <50> <50> <50> <50>
inf lammation 15 2 0 0 3 1 0 0 sk 7 2 0 0 10 0 0 0
(30) ( © (0 (0 ( 6 2) (0 0) (14) H (0 0) (200 C ) ( O ( B
hyperplasia 8 0 0 0 9 0 0 0 [ 1 0 0 0 0 0 Q ok
(1 00 o (18) 0 0 0) (12) 2 (0 0) o (o (0o
mammary gl <50> <50> <50> <50>
hyperplasia 0 0 0 0 1 0 0 0 ¢} o] V] 0 0 0 0 0
coCo (o0 o0 (2 o0 0 )] (G 0 0 0) (00D
galactocele 7 0 0 4] 3 0 0 0 2 ] 0 0 2 0 o] 0
(19 C 0 (00 ( 6 00 0) (4 0 (0 0) 4 (000
{Special sense organs/appendage)
eye <50> <50> <50> <50>
cataract 0 0 0 0 3 0 0 0 1 0 0 0 2 0 [ 0
CoCo (0 o0 ( 8 0«0 0} (2 00 0 H (000
Grade 1 : Slight 2 : Moderate 3 ! Marked 4. . Severe
<a> a : Number of animals examined at the site
b b : Number of smnimals with lesion
(c) ¢ :b/a=100

Significant difference . *

P = 0.05 # : P = 0.0 Test of Chi Square

(PT150)

BAIS4



STUDY NO.  : 0401

——

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL . RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 13
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 L 2 3 4
Organ______ Findings ® % &% W ® & W @ ® W % &% G % W
{Special sense organs/appendage}
eye <50> <5B0> <50> <50>
retinal atrophy 0 0 0 0 3 0 0 0 1 0 0 0 3 0 0 0
(o (o (o0 (o0 8 000 (2 (DN GY) 0) (e (oo o
Harder gl <50> <50 <50> <50>
lymphocytic infiltration 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 ]
(2200 9 20000 0 0 (0 0) (o0 (00
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 oo o0 (o0 (0 0 o0 0) (G ) G ) I G 1) B G 1))
{Musculoskeletal system)
muscle <50> <50> <50> <50>
mineralization 0 0 0 g 0 0 0 0 4 0 0 Y 7 0 0 0 *
(oo (o0 0 o0 o o0 ( 8 0 (0 0) (14 o (0o (0
{Body cavities)
mesenterium <50> <50> <50> <50>
arteritis 0 0 0 [} 0 0 0 0 0 0 0 0 0 0 0 1
oo o (0 (oo 0o (0 o o0 0) Co oo (2
Grade 1 : Slight 2 : Moderate 3 : Marked Severe
<a?> a : Nuwber of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/a*l100

Significant difference ; ¥ P =< 0.05 # P < 0.01

Test of Chi Square

(HPT150)

BAIS4



APPENDIX K 2

HISTOPATHOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 14
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® % @& & ® W @& o ® G & W W & w %
{Integumentary system/appandage)
skin/app <50> <50> <50> <49>
sedr 0 0 0 0 2 0 0 0 0 0 0 0 0 0 1] [
oo o0 (00 o co oo (o Co (0 00
hyperplasiatepithelium 1 0 0 0 4] 0 0 o] 0 0 4] 0 0 0 ] 0
(200 (0 Co o 00 co o o (o oo o0 (o
epidermal cyst 1] 0 0 0 0 0 0 0 0 0 0 0 1 0 [¢] 0
oo {0 (o0 CoCo o0 (o (o (00 (0 (20000
{Respiralory system)
nasal cavit <50> <50> <50> <49>
thrombus 2 ] 0 0 2 0 0 0 4 0 0 0 3 0 0 0
(H 00 o0 [ 2 G O T G ) B G )] (8 (oo (o0 (G ) I G ) I G ) B G )
mineralization 25 0 0 0 13 0 ¢} 0 * 16 0 ] 0 8 0 0 0 **x
(50 ( 0 ( 0) ( 0 (26 (00 (o0 (32 (O (0 (0 (18 (o (0 (o0
eosinophilic change:olfactory epithelium 3 15 31 0 4 15 25 0 11 15 22 0 7 23 12 0 %
(6 (30 (62) ( O ¢ 8 (30 (50 ( 0 (22) (300 (440 ( O (14 (4D (28 (O
inflammation:foreign body 3 g i 0 [ 0 0 0 0 1 ¢ 0 3 0 Q ¢
e o 20 (2000 (o200 8 (o0 (o0
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) cib/a*l00
Significant difference ; * 1 P < 0.05 ** 1 P = 0.01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL * RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 15
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ. Findings. W W % @ ® ® @& o ® % W W & @ % W
{Respiratory system}
lung <50> <50> <50> <49>
congestion 2 0 0 0 1 ] 0 o] 3 0 ] 0 2 0 o] 0
o o {0 2200000 (e oo (o0 (00 (o
hemorrhage 0 0 [t} 4] 0 0 0 0 4 o] 0 0 1 0 4] 0
oo (0o coCo o0 (0 (o0 (0 (22000 000
foreign body granuloma 0 g i 0 4] 0 0 0 4] 0 ¢ 0 4] (] 0 0
oo (2 o Q¢ ) G ) I G 1) I Q1) (o oo (o (o (oo
osseous metaplasia 0 0 § 0 1 0 0 4} [ 0 0 0 0 0 0 0
(oo (0 (09 200 0 0 co oo (o0 (G ) I G ) B G ) I G 1))
fibrosis [ 0 0 0 1 0 0 0 0 0 0 0 1 0 0 [}
coCo oo 22000 (0 oo (o 220000
accumulation of foamy cells 7 0 0 0 8 1 0 0 9 1 0 0 8 1 0 0
(19 C 0 C 0 (0 18y ¢ 2> C 0 C O (18 (20 (0 (18 (2 (0 (0
bronchiolar—alveolar cell hyperplasia 1 0 ¢ 0 1 0 0 [¢] 4] 0 ] 0 0 4] 0 0
220000 220000 0 (O oo o0 oo (o0 (o0
uremic pneumonitis 0 Q 0 0 0 [ 0 0 ] 0 0 g 5 3 0 0 *
oo oo CoCco o (o0 o (oo (o0 (1) ¢ 6 (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:ib/ax*xl00
Siguificant difference ; *: P = 0.05 #* P = 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS

:NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ Findings ® wW & ™ @ ® % W @ % W % @ W W W
{Hematopoietic system)
bone marrow <50> <50> <50> <49>
granulation 9 2 0 0 10 2 1 0 9 4 0 0 13 2 1 i}
(18 ¢ 9 0 0 (200 ( 4 C 2 C 0 (18 ( 8 (0 0) (2n (4 2 (o
increased‘hematopoiesis 5 0 0 0 7 0 4] [¢] 8 0 o] 0 7 0 o] Q
(oo 0 (1 (0 o0 0 (180 ( 0 ( O 0) (19 (o (o (o
1ymph node <50> <50> <50> <49>
deposit of hemosiderin (4 1] 0 4 0 0 0 0 1 0 0 0 0 0 0 4
(oo o0 oo o o0 (220 (0 o) Q) I Q) Q) B G )]
lymphadenitis 2 0 0 0 2 0 0 0 2 0 0 ¢ 2 0 0 0
(oo (o0 D000 (49 (0 (0 0) Ca o000
spleen <50> <50 <50> 49>
deposit of hemosiderin 7 30 7 i} 6 25 12 0 5 17 25 0 %k 12 18 14 [
(14) (60) (14 ( O (12) (50 (24) ( 0) ( 10) ( 34) ( 50) 0) (24 (37) (290 (0
fibrosis:focal 0 0 0 0 0 0 0 0 0 ] ¥ 1] 2 0 0 0
oo o (o0 oo o Co o oo 0) (oo
extramedullary hematopoiesis 8 0 1 0 5 1 4 0 4 1 5 0 5 2 3 0
(18 (0 (2 C0 (100 (20 ( 8 C 0 (8 (2 (10 0) (100 ( (8 (®
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined al the site
b b : Number of animals with lesion
(c) c:b/a*l00

Significant difference : *: P < 0.05

. P = 0.0t

Test of Chi Square

(1PT150)

BAIS4



—

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX * FEMALE PAGE : 17
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade l 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ. Findings. ® W B ® ® W ® % ® ® % W W & W W
{Circulatory system)
heart <50> <50> <50> <49>
tlrombus 0 0 0 0 1 0 0 0 0 0 1 0 4 0 0 0
co oo o 2000 (0 coCo 2 (o0 (8 (o000
mineralization 0 0 0 ¢} 0 0 0 0 1 0 0 0 5 0 0 o
CoCo oo CoCo 0o (2200 (9 (100 (0 C 0y ( O
inflammatory cell nest 0 4] 0 0 0 0 0 0 1 G 0 0 0 0 0 0
(o0 o0 (0 oo {0 (o0 (2200 (o0 (oo (o0 o0
myocardial fibrosis 16 0 0 ¢ 21 0 0 ¢ 24 0 0 0 27 0 ] 0 *
(32 Co (0 o0 (42) C &) C O C O (48 C 00 C & ( 0 (85 (. O C 0) (O
endomyocardial fibrosis 1 0] 0 0 0 0 0 0 0 0 0 ¢} 0 0 ] 0
2000 0 (O o o (oo o0 (o0 (oo 0o
artery/aort <50> <50> <50> <49>
mineralization 0 0 0 0 0 0 0 0 0 0 0 4 1 0 0 0
oo o0 o0 (oo oo (o oo (0 (22000 (0
{Digestive system)
tangue <50> <50> <50> <49>
edema 0 g 0 a0 o 0 0 0 1 0 0 [\ 6 0 0 0 *
(G I G ) I G ) I Q)] oo 0 0 (2200 (o0 (1200 (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
(¢) ¢t b /a%*l00

Significant difference ; #: P = 0.05 = ! P £ 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.
ANIMAL

© 0401
: RAT F344/DuCrj
REPORT TYPE : Al

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105%)

SEX © FEMALE PAGE : 18
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade { 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ_______ Findings. W % % W @ % & W W W W W @ % %
{Digestive system}
tongue <50> <50> <50> <49>
wineralization 0 0 0 0 0 0 0 0 0 0 0 o 3 0 0 Q
Co o o0 (o0 ()] 0 (0 0) 0 O (0 0) (8 0 ( 0 ¢ 0
hyperplasia:epithelium 1 0 g Q 0 9] ] 0 [ 0 0 0 Q 0 0 ¢}
(200 (o0 0 0 ( 0) 0) (0 0 ¢ 0 0) 0 00 (o
stomach <50> <50> <50> <49>
mineralization 0 0 0 0 8} 0 0 0 0 0 [ 0 10 1 0 Q **x
(oo (0 (o0 [Q1)] 0 (0 0) 0 0 (0 0) (20 2y (0 (®
basal cell hyperplasia 0 4} 0 0 3 0 0 0 1 0 o 0 2 0 0 4]
o Co oo (G )] 0 (0 0) ( 2 0 (0 0) (G M o0 (0 (@
erosion: forestomach 0 0 0 0 1 o] 0 4] 1 1 0 0 0 0 0 Q
Co o (o (0 2 0 (0 0) (2) 2y (O 0) (0 0 (0 (o
ulcer: forestomach 0 Y 1 0 2 2 0 0 0 1 0 0 g 0 0 a
(O o200 Q)] (0 0) 0 2 (0 0 (G} 0 (0 (®
erosion:glandular stomach 1 4] 0 0 0 0 0 o] 1 0 4] [ 1 1 0 Q
(22000 QD)) 0 (0 0) ( 2 0 0 )] (2»02 0 (®
squamous cell hyperplasia:forestomach 4 ] 0 0 6 0 0 0 3 0 0 0 5 1 1 ]
(80 o0 0 (12) 00 0) ¢ 6 (VRGN 0) (10 2220
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
(¢) ¢:b/a*100
Significant difference ; *: P = 0.05 #k @ P % 0,01 Test of Chi Square
(HPT150)

BAIS4



—_—

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 19
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings W W & @ @ & & W @ & % W W W W %
{Digestive system)
large intes <50> <50> <50> <49>
ulcer 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 c2200C0 0 (o oo (o Co o0 (o
xanthogranuloma 1 a 0 0 0 0 0 0 0 0 0 0 0 0 0 [
(22000 0 Co oo o0 (oo oo (o0 o0 (0o
liver <50> <50> <50> <49>
herniation 9 0 0 0 7 0 0 0 10 0 0 ] 4 0 0 4]
(18 oo o (19 C o 0 0 (200 C 0 C O (O (G- ) 2 G ) I G ) B G )]
peliosis~like lesion 1 0 0 0 0 [ 0 0 ] 0 o ¢} 5 0 4] 0
c22Co o o0 o000 o CoCo (o0 (1) (o (0o
necrosisicentral 0 4] 0 0 0 0 0 0 0 2 1 0 0 1 0 ]
(o0 o0 CoO o0 o (0820 (o200
degeneration:central 0 0 0 0 0 0 [t} 0 4] 1 4] 0 0 1] 0 0
o (o0 o0 (0 (GO NGO BE QI O BE Q) (220 o0 oo (0 (n
granulation 26 2 5 1} 21 5 4 o} 26 1 5 0 11 5 3 0 **
(52 ( 9 (100 ( O (42) (100 C 8 ( 0) (52) ( 2> (100 ( O (22 (100 ( 6 ( 0
clear cell focus 2 4] 1] 0 0 0 ¢ 0 1 0 0 0 1 o 0 0
(G YR G ) B Q) B Q) 0o o0 o0 20 0o (22000
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¢) ¢ b/ a*100

Significant difference ; * ! P = (.05 #=* : P =< 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.

10401

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE @ 20
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 l 2 3 4
Organ____ Findings [CYR YN Y I )] @ W % W @ % & % ® & W W
{Digestive system}
liver <50> <50 <50> <49>
basophilic cell focus 13 1 0 0 12 0 0 0 12 0 0 1] 13 1 0 ¢}
(26 ( 2 (0 0) ( 29) 0 (0 0) (24) 0 0 0) (27 2y C o
spongiosis hepatis 0 0 0 0 0 0 0 0 0 0 0 4] 2 0 0 13
oo (o 0) [Q)’ 0 ¢ 0 0) 0 0 (0 0) 4 00 (o
bile duct hyperplasia 7 0 0 0 5 0 0 0 5 0 0 4 1 0 0 0
(19 0 (0 0) (10) o 0 0) ( 10) 0 (0 0) (2 (0 (®
cholangiofibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 [V]
oo (o0 0) [ 0 C 0) 0) (2 0«0 0) [Q)] 00 (W
biliary cyst 0 0 ] 0 0 [ 0 0 ] 6] 4] 0 i 0 Y Q
CoCo (o0 0) 0 0 0 0) 0 [ONEG)] 0) (2 00w
pancreas <50> <50 <50> <49
atrophy 1 1 0 0 2 4] 0 0 0 0 c 0 3 0 0 Q
(220 0) QY] 00 0) 0 0 0 0) ( 6) 0o
arteritis 0 0 0 0 0 0 0 0 [ 0 0 0 1 0 0 [i]
co o (o 0) oo o 0) ( 0 0 ( 0 0) (2 0 (0 (0
islet cell hyperplasia 0 ) 0 0 0 0 0 0 1 0 0 0 ] 0 0 0
Co (o0 0) (V)] 0 ( 0) 0) (2 0 ( 0 0) 0 00 (o
Grade { : Slight 2 @ Moderate 3 : Marked * Severe
<a?> a ! Number of animals examined at the site
b L ! Number of animals with lesion
(c) ¢c:b/a%*l100

Significant difference ;

¥ 1P = 0.05

: P = 0.01

Test of Chi Square

(HPT150)

BAIS4



STUDY NO. ¢ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL © RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : 21
Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
1 2 3 4 i 2 3 4 )i 2 3 4 1 2 3 4
Organ, Findings @ W ® W @ & & ™ (CYIN G I ¢ YR ¢ Y] W & W W
{Urinary system)
kidney <50> <50> <50> 49>
infarct 0 0 i} 0 0 0 0 0 2 1 0 0 3 0 0 0
(oo 09 CoOCo 0o (22000 (6 (ool
cyst 0 0 0 0 1 0 0 0 0 0] 4] 0 0 0 0 Q
(o0 (o0 (20 o0 0 (o (oo (o0 oo o (o
chronic nephropathy 12 2 3 0 8 2 1 V] 9 16 9 | ek 4 5 22 17 **
(249 ( & (8 0 (18 ( & € 2) C 0O (18) (32) (18 ( 2) ( 8 (10) (45 (3m
hydronephrosis 0 0 0 0 2 0 0 0 2 0 0 0 2 o] 0 4]
(G I G ) T Q) B G )] (G I G ) B Q) B QIR )] (9 oo (9o (o
papillary necrosis o] 0 0 0 1 ] 0 0 1 1 Y 0 4] 0 2 0
(oo o0 (22000 (0 (22000 (oo (40
mineralization: cortico—medullary junction 6 0 0 0 5 0 0 0 2 0 0 0 0 0 0 0 *
(122 C o) ( O C O (100 { 0 C 0) (0O (a0 o0 (oo (0o
mineralization:papilla 5 0 0 0 14 0 0 0 * 18 15 7 0 #x 17 15 11 0 ok
(100 C o) C 0) C O (28 (0 €0 (0 (38) (30 (14 ( O (35 (31 (22) ( O
dilatation:tubular lumen t g 0 0 2 0 0 o] V] 0 4] ] 0 0 0 0
(20 0 0 (49 (0 0 (o0 (o (o0 (0 Co 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/a%*l00

Significant difference * ! P < 0.05 #* : P £ 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO. - 0401

—

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ! RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 22
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade { 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ Findings W % W W W W W W W ®W W G YR VR
{Urinary system)
kidney <50> <50> <50> <49>
urvthelial hyperplasiuipelvis 1 0 4] 0 2 ¢ 0 0 4 1 0 1] 11 0 0 0 %=
220 o0 o0 (4 0 (0 0) (8 20 0) (22) 00 (0
{Endocrine system)
pituitary <50> <50> <50> <49>
cyst 12 i 0 0 13 0 ¢ 0 9 0 0 0 8 0 0 0
(29 C 22 ¢ 0 ( O ( 26) 0) ( 0) 0) ( 18) (VBN G) 0) { 18) M0 {0
hyperplasia 8 0 0 0 4 0 0 0 6 1 0 0 5 1 0 0
(18 C 000 (8 0y  0) 0) ( 12) 2) (0 0) ( 10} 2 (0 (0
Rathke pouch 3 o} 0 0 2 0 0 0 3 0 0 0 4 0 0 0
e 0o QY 0 C 0 0) ( 6) 0 (9 0) ()} [©) 2 QIR ) I G 1))
thyroid <50> <50> <50> <49>
cyst 0 0 0 0 0 0 0 0 0 0 0 o} 1 0 0 4
(GO I G ) I Q) B Q)] «o 0 0 0) ( 0 00 0) 2 00 (0
ultimibranchial body remanet 1 0 0 0 0 0 0 "] 0 0 0 1] 2 0 0 0
a0 (0 (o (oo (o0 (oo o (o0 (90 (o0 0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animels with lesion

(c) c:b/a*l100
Significant difference ;

* . P = 0.05 * 1 P £ 0.01 Test of Chi Square

(HPT150)

BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL T RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 23
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings % % W W ® % & @ W ®w W W ) @ %

{Endocrine system)

thyroid <50> <50> <50> <49>
C-cell hyperplasia 5 0 0 0 5 0 0 0 2 0 0 0 4 0 0 0
(1 (0 (0 (0 (1) 00 o0 QY I Q) B G ) B G (8 (00 (o
adrenal <50> <50> <50> <49>
hemorrhage 0 0 0 0 1 0 0 0 1 0 o] 0 2 4 o] 0 *
CoCo o o (2200 0" (220 0 (0 (a8 (0o
peliosis—1ike lesion 31 0 0 0 23 0 0 0 18 0 0 0 *x g 0 0 0 %k
(62 C 0 ( 0y C 0) (48) ( 0 C 0) (. O (36) ( O (O (O (12 (o 0
hyperplasia:cortical cell 1 0 [ 0 ] o] 0 0 0 0 o 0 0 0 0 0
20 o0 0 oo o0 (0 o oo (o0 oo o0 o0
hyperplasia:medulla 2 4 0 0 0 0 0 9 i} 0 0 ¢ 2 0 0 0
oo oo (oo o o0 (o (oo {0 (4 o (0 (o0
focal fatty change:cortex 7 2 0 0 3 0 0 0 6 4 0 0 9 2 0 0
(149 9 00 e o oo (12 (8 0 (0 (1 9 0 o
necrosis:icortex 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 g
oo (0 (o (o (o0 o (oo oo (o (a0 0

{Reproductive system)

ovary <50> <50> <50> 49>
atrophy 1] 0 0 0 0 Q 0 Q 0 0 0 0 3 0 0 0
cCoCo o o (0 0o (o oo (o (e (o (o (0
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
(e c:tb/a*l00
Significant difference : * 1 P = 0.05 w : P = 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 24
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade L 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® & & W ® ® ® W ® w oW W W % & W
{Reproductive system)
ovary <50> <5B0> <50> <49>
cyst 1 0 0 0 2 ¢ 0 0 1 0 o 0 1 0 4 ]
(2200 0 o0 (4 0 o0 o0 (20 0 (0 (20000
uterus <50> <50> <50> <49>
dilatation 0 0 0 0 1 0 0 [¢] 1 4 ] 0 1 4] 0 Q
oo (0 o0 20 C0Co0 (20 0 (0 (2200w
hemoxrhage 0 0 0 0 1 0 0 (] 1 0 0 0 0 o ] Q
(oo o 0 (2000 (22000 (0 oo o (o
cell atypia 0 0 0 0 0 0 ¢} 0 1 0 o 0 2 0 o] ]
(oo (o o0 oo (2 (00 (0 (o o (o
cystic endometrial hyperplasia 3 0 0 0 2 0 0 0 0 0 ] 0 1 0 4] 0
(e oo (o0 o o0 (o0 (o (oo (0 (220 0 (0
mammary &1 <50> <50> <50> <49>
duct ectasia 2 1] 0 0 0 0 0 ] 0 0 0 0 g 0 1] 0
(0 (o (o (0o (o (oo (o0 [G ) B G GO B G )
galactocele 1 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
(220 0 o0 (9000 (8 (oo (0 (o000
Grade 1 : Slight 2 : Moderate 3 ! Marked 4 : Seyere
<a> a : Number of animals examined al the site
b b : Number of animals with lesion
(c) c:b/a*l00
Significant difference *: P £ 0.05 P < 0.01 Test of Chi Square

(IPT150) BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX t FEMALE PAGE @ 25
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 ) 2 3 4 1 2 3 4 L 2 3 4
Organ Findings @ W &% W ® & & W % W & W W & W W
{Nervous system)
brain <50> . <50> <50> <49>
glivsis 0 0 0 0 0 4] o 0 1 0 0 0 0 0 (] [¢]
oo 00 oo oo (2 0 ( O 0) (0 00 (o
spinal cord <50> <50> <50> <49>
accumulation of foamy cells 1 0 0 0 0 0 0 o] 0 0 0 0 o} 0 0 0
(220 oo o0 CoOCo 0o (0 00 0) ¢ 0 00 0
{Special sense organs/appendage}
eye <50> <50> <50> <49>
cataracl 6 0 0 0 3 0 0 0 1 0 0 0 3 0 g 0
(12 (oo (0 (8 (o000 ( 2 0 (0 0) (6 0 (o0 (0
retinal atrophy 5 0 0 0 3 0 0 0 1 0 0 0 4 0 0 0
(1 Co oo (8 o C0Co 2 0 ( 0 0) ( 8) 000
llarder gl <50> <50> <50> <49>
lymphocytic infiltration 1 0 0 ¢ 1 0 [ [¢] 3 0 0 0 2 0 0 1]
(220 0 (0 (220 o0 (o0 ( 6) 9 (0 0) ( 4 0 (0 (0
{Musculoskeletal system}
muscle <50> <50> <50> <49>
mineralization 0 0 0 0 1 0 0 0 0 0 4] 0 0 0 0 0
Q) B ) B G B R (22000 (0 0 (0 0) (0 0 oo
Grade | : 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 : * P = 0.05 *®k 1 P = 0.01 Test of Chi Square
(HPT150) BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL . RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 26
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ w &% W W ® ® W @ ® % W [CYREENCYREENCYRE )

{Musculoskeletal system)

bone <50> <50> <50> <49>
usteosclerosis 4 V] 0 0 3 0 0 0 2 0 0 1] 4 0 0 [
(80 0 0 (e (o 0 0 (48 oo o0 (G0 T G ) S G B G+

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/a=*100

Significant difference * ! P < 0.05 * @ P £ 0.01 Test of Chi Square

(HPT150) BATS4



APPENDIX K 3

HISTOPATHOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY

RAT : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



—

STUDY NO. @ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ. Findings ® W ® ® % & W ® W W W oM G % W
{Integumentary system/appandage)
skin/app 37> <39> 32> <2
inflasmation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 ?
oo (o0 (0 oo (0 (o0 (3000 00 (00
fibrosis 0 g 0 0 1 0 0 4] 0 0 0 0 0 0 g 0 9
(oo oo (3o o0 o0 (O (00 (0 oo 0 (o0
scar:dermis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o ?
3o (0 (0 oo (0 (o0 o (oo (o0 (G 1) T ) T G+ I G )]
epidermal cyst 1 0 0 0 0 0 0 [ 0 0 0 4] 0 0 ] 0 ?
(3 oo o oo 00 0000 (G BN GIE ) B G B G )}
subcutis 37> <39 <32> < 2>
abscess 1 0 0 0 0 0 0 ] 0 0 Q o 0 Q 4] 0 2
(3o o0 o0 o0 o0 (0 o oo (o (oo 0 o0
{Respiratory system}
nasal cavit <37> 3N <32> <
mineralization 13 0 0 0 16 0 0 0 14 0 0 0 0 0 0 o ?
(35 (0 (0 (0 (40 (00 C 0y C O (49 C 0 C 0 (O (oo (o (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*xl00
Significant difference ; *: P =< 0.05 %k P = 0.01 Test of Chi Square

? : Significant test is not applied, because No. of data in this group is less than 3.

(1IPT150) BAIS4



—
STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 2
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Crgan______ Findings. SRR VY ¢ YR Y} ® & & W @ ® & [CYNC)) ®
{Respiratory system}
nasal cavit 37> <39 <32> < 2>
eosinopliilic chuange:olfactory epithelium 11 13 7 0 12 8 7 0 8 12 8 0 1 0 0 ¢ 7
(30 (35 (19 ( O (3D (21 (18 ( O (25 (38 (28 ( 0) (500 { 0 ( 0 C 0
inflammation:foreign body 16 g 0 0 10 1 1 Q 9 0 1 0 1 0 0 0 ?
(43 ( 0) C 0y C O (26 ( 3 € 3) (0 (28) ( 0 ( 3) (O (s0) (0 (0 C O
nasopharynx 37D 3P <32> <2
inflammation: foreign body 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 ¢ ?
(00 (0o 0 (o (oo (o co o o (o
lung 37> <39 <32> <2
hemorrhage 0 0 0 0 2 0 0 0 4} 1 Y 0 0 0 0 o ?
oo o0 o0 (5 (000 [ G IR G ) B Q) (o o
osseous metaplasia ] 0 0 0 5 0 0 0 4] 0 ] 0 0 (] 0 o 7
(o o o0 (13 (0 C 0 C 0 (o (o 0 (0 [ ) I G ) T G ) B G
fibrosis 0 0 0 4 0 0 0 0 1 0 0 0 0 0 0 ¢ ?
(o o (o oo oo (N0 (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/a*1l00

Significant difference ; *: P = 0.05 #* : P = 0.01 Test of Chi Square
? : Significant test is not applied, because No. of data in this group is less than 3.

(HPT150) BAIS4



N
STUDY NO. 1 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE © Al
SEX : MALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals onr Study 37 39 32 2
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o w B W @ ® & ® ® ® @ W W % W G
{Respiratory system}
lung <37> <39> <32> < 2> .
accunulation of foamy cells 5 0 0 0 6 0 0 4] 8 0 0 0 0 0 0 0 ?
(14 (o (0 0) ( 15) 0y ( 0 0) (25 ( O ( O 0) ()] 0 ( 0 0)
pronchiolar—alveolar cell hyperplasia 8 1 V] 0 0 1 0 0 ** 0 0 0 0 * 0 0 0 9 ?
(22 (3 (O 0) [Q)] 3 (0 0) (o (o (0 0) 0 o0 0 0)
uremic pneumonitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 ¢ ?
oo (o0 0) [Q)] 0 ( 0) 0) (300 0) (G )] 0 (0 0)
{Hematopoietic system)
bone marrow <37> <39> 32> <2
granulation 0 0 0 0 i 0 0 0 1 1 0 0 0 0 0 o ?
oo o0 0) 3 0 0 0 (3 Y 0) ()} 0 0 0)
increased hematopoiesis 4 0 0 0 5 0 0 0 6 0 0 0 1 0 0 0 2
(oo 0) (13 0 ( 0 0 (199 ¢ O ®» 0) ( 50) 0 (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:ib/a*l100

Significant difference * 1P <= 0.05 *t ! P < 0.0l Test of Chi Square
? : Significant test is not applied, because No. of data in this group is less than 3.

(1IPT150)

BAIS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS -

—

NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © MALE PAGE : 4
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade )\ 2 3 4 )] 2 3 4 1 2 3 4 { 2 3 4
Organ Findings % W & W ® @& & @ ® W W @ & B W
{Hematopoietic system)
1ymph node 37 39> <32> <2
henorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ?
3 Co o0 0) Co (0 (o0 0) o0 (oo 0) o 0 (0 (0
Tymphadenitis 1 0 0 0 1 [t} 0 0 2 0 0 0 0 [ ¢] o ?
(o 0) (Lo o 0) (8 (o0 0) (0 0o {0
spleen 37> <39> <32> <2
deposit of hemosiderin 32 3 0 0 23 i1 1 ] 14 17 1 0 sk 2 0 0 o ?
(88) ( & (O 0) (59 (28 ( 3) 0) (44 (53 ( 3 0) (100) o0 0
fibrosis:focal 0 0 0 [ 3 0 0 0 i 0 0 0 0 0 0 VNS
o Co (o0 0) Q) I G 1) I Q1) 0) (3 (00 0) 0 o (0 (0
extramedullary hematopoiesis 5 0 0 0 8 1 0 0 6 0 2 0 1 0 0 0 ?
(19 (0 (0 0) (18 ( 3 (O 0) (19) ( O ( 8 0) ( 50) 000
capsule hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ?
(oo 0 oo (o0 0) (00 (o0 0) (G )] 00 (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
(e c:b/a*l00

Significant difference ; *: P < 0.05 ¥ 1 P S 0.01 Test of Chi Square
? : Significant test is not applied, because No. of data in this group is less tham 3.

(HPT150)

BAIS4



N

STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)

REPORT TYPE : Al

SEX © MALE PAGE : B
Group Neme Control 2000 ppm 4000 ppm 8000 ppu
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4

Organ Findings ® & @ W e & W W @ &% % W W W % W

{Circulatory system}

heart <37 <39 <32> < 2>
mineralization 0 0 0 0 0 0 0 4] 1 0 ] 0 0 0 0 ¢ ?
oo (o0 CoO oo (oo (0 oo 0o
myocardial fibrosis 16 0 0 0 24 0 0 o 14 1 0 4] 1 6 0 o ?
() (0 (0 (O (62 ¢ 0) C 0) C 0 (49 ( 3 (0 ( 0 (s0) ( 0 C O C 0
endomyocardial fibrosis 0 0 0 0 0 4] 4] 0 2 0 ¢ 0 0 0 ¢ 0 2
(0 (o0 (o 0 co (o o (0 (8 (0 Co0 (0 o oo (o
artery/aort 37> 39> 32> <D
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 o ?
(oo (o (oo (0 (3 (oo (o0 oo o o0

{Digestive system)

tongue <37 <39 <32> <.
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 ?
(oo (oo (00 0 (G IO B B Q)]
Grade 1 : Slight 2 : Moderate 3 : Warked 4 @ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢:b/ax*l00
Significant difference : *: P = 0.05 ¥k 1 P = 0.01 Test of Chi Square

? : Significant test is not applied, because No. of data in this group is less than 3.

(HPT150) BAIS4



—

STUDY NO. 1 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX © MALE PAGE : 6
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 { 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings W W % W % W % W @ % % W % W ® W
{Digestive system)
stomach 37 <39 <32> <2
wineralization 0 0 0 o} 0 0 0 0 2 1 0 0 0 0 0 o ?
(o Co o0 (o0 () B ) B )] 0) ( 8) 3 (0 0) 0 0 (o0 (0
basal cell hyperplasia 1] 0 0 4] 1 0 0 0 2 0 0 0 0 0 0 o ?
(0o (300 0) ( 6 0 (0 0) o 0 (0 (O
erosion: forestomach 1] 0 Q 0 0 0 0 Q 1 0 o 0 4 0 0 o ?
(o (o (o (o0 o0 0 0) 3 0 0 0 (0 00 (o
ulcer: forestomach 0 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 ?
(030 Co0 o0 (3 0) [Q)] 0 ( 0 0) ¢ 0) 0 (0 (0
erosion:glandular stomach 1 4] 0 g 2 0 0 ] 0 0 0 0 Q 0 0 0 ?
(N0 (0 0) [GY)] o0 0) o 0o (o0
squamous cell hyperplasia:forestomaclt 1 0 0 0 3 0 0 0 4 0 0 0 0 0 0 0 ?
(D000 (9 (00 0) (13) 0 ( 0 0) ()] 0 (0 (0
liver <37> <39> <32> < 2>
herniation 6 0 0 0 4 0 0 0 3 0 0 0 0 0 0 o ?
(18 C 0 (0 (0 (10 ( 0 0 0) 9 0 ( 0 0) o0 ) ( 0 (0
Grade : Slight 2 ! Moderate 3 ! Marked 4 : Severe

b
(c) ¢c:b/a*l00
Significant difference ; *: P £ 0.05

1
<ad> a : Number of animals examined at the site
b : Number of animals with lesion

# P < 0.01

Test of Chi Square

? : Significant test is not applied, because No. of data in this group is less than 3.

(1PT150)

BAIS4



STUDY NO. ¢ 0401

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

~—

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 7
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade t 2 3 4 i 2 3 4 1 2 3 4 ! 2 3 4
Organ Findings ® B % W ® ® W ® @ & W W @ & W W
{Digestive system}
liver <37 <39 <32> < 2>
granulation 11 1 0 0 8 2 2 0 10 8 1 0 * 1 (] 0 ¢ 2
(30 ¢ 3 (0 CO (21 5) { 5) 0) (31) (28 ( 3) 0) ( 50) 0 (0 (0
clear cell focus 4 0 0 0 1 0 0 g 5 1 \] 0 1 4] ] g ?
iy C o 0 0 (G 0 (0 0) (1 ( 3 (0 0) ( 50) o0 o0
acidophilic cell focus 1 0 0 0 2 0 0 0 2 2 0 0 1 0 0 0o ?
(3 {00 ¢ 5 o 0 0) (8 (6 (0 0} ( 50) (oo
basophilic cell focus 4 0 0 0 7 0 0 0 19 4 0 0 = 1 0 0 0o ?
iy o o o0 (18) 0 (0 0 (59) (13) ( O 0) ( 50) o) (0 (o
spongiosis hepatis 0 0 0 0 5 0 0 0 4 t 1 0 2 0 0 o ?
(oo (13) 0«0 0 (130 { 3 (3 0) (100) oo 0
bile duct hyperplasia 35 2 0 0 38 1 0 0 32 0 0 0 2 0 0 0 ?
(95 ( 5 ( 0) C O (97 30 0) (100) ( © ( 0 0) (100} 0 (0 (0
pancreas <37 <39> <32> < 2>
atrophy 5 0 0 0 7 0 0 0 2 0 0 0 0 0 0 0 ?
(0 (00 (19 (0 C 0 €0 (e 0o (0 (o (ool
Grade [ : Slight 2 @ Moderate 3 : Marked 4 . Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢t b /ax*l100
Significant difference ; * 1 P = 0.05 ®k P = 0.0l Test of Chi Square

? ¢ Significant test is not

applied, because No. of data in this group is less than 3.

(PT150)

BATS4



e
STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 8
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 1 2 3 4 i 2 3 4 i 2 3 4
Organ Findings o W % W &% ® % W @ ® % W @ @ % W
{Digestive system)
pancreas <37> <39> <32> < 2>
islet cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 4] ¢ 0 ¢ ?
(oo o0 (G B B G ) B Q)] (o000 oo oo
{Urinary system)
kidney 37> <39 32> <2
atypical tubular dilatation:proximal tubule 0 0 0 0 0 0 ] 0 1 0 4] 0 0 0 o] 0o ?
Co (00 (0 (o (o0 o0 (oo (oo (o0 (0
cyst 0 0 0 0 1 0 0 0 1 4] 0 0 0 0 0 o ?
Co o o0 (3 (000 (oo co (o (o (o0
chronic nephropathy 17 13 7 ] 5 13 20 1 sk 0 ] 19 13 ek 0 ] 0 2 ?
(46) (35 (19 ( O (13) (33 (51 C 3 ¢ 0 C 0 (59 (4D o 0 (0 (100
mineralization:cortico-medullary junction 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o ?
({0 0 (o0 o0 (oo (o0 oo (o0 (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/a*l00
Significant difference ; * P < 0.05 w® P = 0.0l Test of Chi Square

0.
9 : Significant test is not applied, because No. of data in this group is less than 3.

(HPT150) BAIS4



—

STUDY NO. ¢ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL 1 RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 9
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 { 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ B ® W ® & % W ® % W W W % W W
{Urinary system}
kidney {37> <39> <32> < 2>
winexralization:papilla 3 0 0 0 6 0 0 0 3 17 11 0 sk 1 1 0 0 ?
(8 o0 0) (15 0 (0 0) (9 (53) (30 ( 0 (50) (50 ( 0) ( O
urothelial hyperplasia:pelvis 11 0 0 0 6 0 0 0 27 1 0 0 %% 1 0 ] o ?
(300 (0 (O 0) (15 0 ( 0 0) (84 ( 3 (0 (O (50) C 0 C 0 C O
{Endocrine system)
pituitary 37> <39> <32> < 2>
cyst 0 0 0 0 0 0 0 0 1 0 0 0 ] 0 0 0 7
(oo {0 0) ()] 0) ¢ 0 0) (oo (n (o0 (00
hyperplasia 9 1 0 Q 10 0 0 [ 4 0 0 4} o 0 0 0o ?
(290 ( 3 (O 0) ( 26) 0«0 0) (1 (0o (o (o0 (00
Rathke pouch 1 0 0 0 4 0 0 0 1 0 0 0 0 0 0 o 2
(3o o0 0) (10) 0 0 0) (N0 (0 (o (0 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/a*l00

Significant difference :

¥ 1

P £ 0.05 ¥ ! P

A

0.0t Test of Chi Square

? : Significant test is not applied, because No. of data in this group is less than 3.

(IIPT150)

BAIS4



—

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 10
Group Neme Control 2000 vpm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade i 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings W ® W W @ & % W [ IRS ¢Y) W ® % W

{Endocrine system)

pituitary 37D 39> <32> < 2>
aberrant craniopharyngeal tissue 1 0 0 0 0 0 [ 0 ] 0 0 0 [ 0 0 o ?
(oo (o0 (0 (0 Co o oo
thyroid <37 <39> <32> <2
C-cell hyperplasia 2 1 0 0 3 0 0 0 5 0 0 0 0 0 0 g ?
(nCxn 0 o0 (& o Co o0 (18 (000 (oo o o0
focal follicular cell hyperplasia 0 V] 0 0 1 0 0 ¢} 2 0 0 0 0 0 0 0 ?
Co oo o (3 Co oo (s oo (o0 (oo (oo
vacuolar change;follicular cell 1 0 0 0 0 0 0 0 0 0 0 0 V] 0 0 g ?
(3o (0 (oo Co o0 (oo o (0 oo (0o
parathyroid 37> <39> <{32> <2
hyperplasia 0 0 0 0 0 0 0 0 2 0 3} 0 0 0 0 0 ?
0 (00O o (oo o (e (oo o (o0 o (0
adrenal 37D <39> <32> <2
hyperplasia‘medulla 2 0 0 0 5 0 0 0 3 o o] 0 1] ] o 0o ?
(oo o0 (1 (0 00 (9 (0o (oo (oo 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/a%*l00

Significant difference ; *: P = 0.05 #k 1 P = 0.01 Test of Chi Sqguare
9 : Significant test is not applied, because No. of data in this group is less than 3.

(HPTL50) BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 11
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings. % B % ® @ & % W @ & W W % wW W
{Endocrine system)
adrenal 37> <39> <32> < 2>
focal fatty chauge:cortex 3 ] 0 0 2 0 0 g 0 0 0 0 0 0 0 o 7
(o (0 (5 (0 (00 (0 (o0 0) o (oo o0
{Reproductive system)
testis 37> <39> <32> <2
atrophy 29 8 0 Q 30 9 0 o 30 2 0 0 2 ¢ 0 o ?
(78 (220 ¢ O C O (1M (29 (0 C 0 (94) ( & ( 0 0) (1o0)y ¢ 0 ( o ¢ 0
epididymis a7 <39> <32> <2
inflammation 0 L 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 ?
(030 (O (0o (0 (oo 0) (oo oo
prostate 437 39 <32> <2
inflammation 11 1 0 0 3 1 0 0 * 4 0 0 0 4] 4] 0 0 ?
(300 ¢ B (0 (O (N o (13 (0 (0 0) (o (ool
hyperplasia 7 0 0 g 9 0 0 0 6 1 0 0 0 0 4] o ?
() oo (2 (0 0 (0 (19 (3o, 0) (o o (o0
Grade 1 : Slight 2 : Moderate 3 ! Marked 4 : Severe
<a?> a : Number of snimals examined at the site
b b : Number of animals with lesion
(c) ¢c:b/a*100

Significant difference 3
? : Significant lest is

*:P = 0.05

s : P = 0.01

Test of Chi Square
not applied, because No. of data in this group is less than 3.

(HPT150)

BALS4



~—

STUDY NO.  : 0401 BISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 12
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade i 2 3 4 { 2 3 4 1 2 3 4 i 2 3 4
Organ Findings ® & & W @ W % @ W % @ & % O
{Reproductive system)
mammary gl <37 <39> <32> <2
hiyperplasia ] 0 0 ] 1 0 0 ] 0 ¢ 0 0 0 0 0 ¢ ?
C 0o (o0 (o0 (00 0 (o (oo (0 oo (00
galactocele 3 0 0 0 2 0 0 0 1 0 0 0 0 0 0 o ?
(g (o0 (o0 (5 00 (o0 (00 (D (o (o0 o0
{Special sense organs/appendage)
eye Q37> (&M <32> < 2>
cataract 9 0 0 0 3 0 0 0 1 0 0 0 0 0 0 0 ?
(o (o0l (00 (3 (0o (o (o o (0
retinal atrophy 0 0 v} 0 3 0 0 0 1 0 0 ] 0 0 0 0 ?
(oo oo (0o (O 0o (o (o (o (o0
Harder gl 47 <3%> <32> <2
1ymphocytic infiltration 4] 0 0 0 i 0 0 0 0 ] 0 0 0 ] 4] 0o ?
(o0 (0 (0o (OO0 (o (oo (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 /a*i00

Significant difference ; * ! P < 0.05 ok 1 P = 0.01 Test of Chi Square
% : Siguificant test is not applied, because No. of data in this group is less than 3.

(HPT150) BAIS4



—

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE @ 13
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 39 32 2
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings. W & & W ® & ® W ® W W @ o % W
{Special sense organs/appendage}
Harder gl 37 <39> <32> <2
granulation 1 0 0 0 0 0 0 0 0 0 4] 0 0 V] 0 o ?
(oo (oo o0 0 (o (oo (o0 0) o0 (o
{(Musculoskeletal system)
muscle <37> <39> <32> < 2>
mineralization 0 0 0 4] o] 0 0 0 1 0 4 0 ] 0 0 0o ?
(o (0 (o0 o (o0 o o0 (N0 (0 Q) 0 (0 (o
Grade 1 @ Slight 2 1 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*xl00

Significant difference ; *: P = 0.06

# ! P < 0.0

Test of Chi Square

9 : Significant test is not applied, because No. of data in this group is less than 3.

(HPT150)

BAIS4



APPENDIX K 4

HISTOPATHOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)
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STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX * FEMALE PAGE @ 14
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings W W % W ® % W W & W W W & & W W
{Integumentary system/appandage}
skin/app <45> 38> <35> <315
sCar 0 0 0 Y 1 0 [ 0 0 0 0 0 0 0 ¢ 0
(GG I G 1) 0) 30 o0 0) o 0o (o0 0) oo 0 (o0
hyperplasia‘epithelium 1 4] 0 [ 0 [y 4} 0 [] 0 [ 0 0 0 0 0
(22000 (] co o0 0 (o (oo 0) QIR ) I G ) B G V) B Q)
{Respiratory system}
nasal cavit <45> <38> <35> 3D
thrombus 0 0 0 0 1 0 0 ] 0 0 0 0 0 0 0 ]
(G O RGO B G )] 0) (300 0) (oo (o0 0) (o0 (0 (0
mineralization 24 0 0 0 11 0 0 0 * 12 0 0 ] 3 0 0 0 %k
(53 C 0 (0 0) (29 (0 (0 0 (39) ( 0 C O 0) (1 (0o (0
eosinophilic change'olfactory epithelium 2 15 27 0 3 13 20 0 5 11 19 0 4 14 12 4]
( 4) (33) (60 0) ( 8 (34 (53 0 (14 (3D (549 0) (13 (45) (39 ( ®
inflammation: foreign body 3 0 1 0 1 0 0 0 0 0 0 0 1 0 0 0
(Do 0 (30 (0 0) oo (o0 0) (000
lung <45> <38> <35> <31>
hemorrhage 0 o 0 4] 0 0 0 0 0 0 0 ¢ 1 0 0 0
oo (o 0) (GO RGN G 0) oo (0 0) () B G O B G O N QI )]
Grade { @ 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:hb/a*100
Significant difference ; * P = 0.05 * : P = 0.01 Test of Chi Square
(HPT150)

BAIS4



—

STUDY NO. 1 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX * FEMALE PAGE : 15
Group Name Control 2000 ppm 4000 ppm 8000 ppum
No. of Animals on Study 45 38 35 31
Grade { 2 3 4 1 2 3 4 L 2 3 4 ! 2 3 4
Organ, Findings W % B % ® W W ® W & W W W
{Respiratory system)
lung <45> 38> <35> <31>
foreign body granulows 0 0 1 g 0 0 0 0 0 4] 4] 0 0 0 o 0
o020 oo o0 Q) I Q) I G ) B G ] o0 0o
osseous metaplasia 4] 4] 0 0 1 0 0 0 0 ] 0 0 0 0 ] 0
oo 0 (o0 (0 o0 (oo o (o0 oo (oo
fibrosis 0 0 1} 0 1 0 0 o} 0 0 0 0 1 0 0 0
CoCo o0 (o0 QY I G ) N G ) B G 0) (000 (0 3000
accumilation of foamy cells 7 0 0 0 7 1 0 o 9 1 ¢ 0 6 1 [ 0
(1 0 0 o0 (18 (. 3 0 (0 (26 ( 3 C0 (0 (19 30 0
bronchiolar-alveolar cell hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 ] 0
(22000 o0 (N 0 o0 o o0 o0 o0 (o0 (0
uremic preumonitis Q 0 0 0 0 0 4] 0 0 0 0 0 1 0 0 ¢}
(G RGN IR ) B Q)] (G R B Q) B )} (oo o (o 3y o oo
{Hematopoietic system)
bone marrow <45> <38> <35> 3D
granulation 9 2 0 Y] 10 2 i 0 9 4 0 0 13 2 3 ]
(200 ¢ © (0 (0 (26) ( 55 ( 3) (O (20) (1) ( © ( 0} - (42) ( & ( 3 ( ®»
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¢) ¢ :b/a*100
Significant difference ; ¥ ! P = 0.05 # 1 P S 0.01 Test of Chi Square
(HPT150)

BATS4



—

STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 16
Group Name Control 2000 ppu 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade i 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ Findings. @ W & o™ ® ® % W ® & W W W ® ® o
{Hematopoietic system)
bone marrow <45> <38> <35> 31>
increased hematopoiesis 4 0 0 0 3 0 0 0 1 0 0 0 4 0 0 0
(oo (0o (3o 0) (1o o 0
lymph node <45> 38> <35> 3D
depusit of hemosiderin 0 0 0 g ] o 0 4] 1 0 ¢ 0 4] 0 0 Q
CoCo o0 0) o (0 (0 0) (3 (0! 0) o (o000
lymphadenitis 1 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(2200 0 0 (5 (0 (0 0) (3 (0 (0 0) (e (oo
spleen <45> <38> <35> 3D
deposit of hemosiderin 6 29 g 0 2 24 12 0 * 1 13 21 0 % 5 15 11 0
(13) (64 (13) 0) (5 (83) (32) ()] (3 (371 (60 0) (16) (48) (35 ( 0)
fibrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (o0 0) o o €0 0) (oo (o0 0) (o0 oo
extramedullary hematopoiesis 8 [\ t 0 4 i 1 0 3 1 0 0 3 1 4] ¢
(18 (o0 (2 0) (1w ¢ 3 ¢ 3 0) (N0 0) (1 ¢ 3o o0
{Circulatory system}
heart <45> <38> 35> <3
inflammatory cell nest 0 0 0 v} 0 0 0 0 1 0 0 4] 0 0 0 0
oo (o 0) (oo o0 0) [ B G B Q1)) 0) oo o (o
Grade [ : Slight 2 @ Moderate 3 ! Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b ¢ Number of animels with lesion
(c) ¢:b/a*100
Significant difference : * P = 0.05 #* P = 0.01 Test of Chi Square
(HPT150)

BATS4



N

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX . FEMALE PAGE @ 17
Group Name Control 2000 vpm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings w W % ® &% % W @ & B ® @ % W %
{Circulatory system)
heart <45> <38> <35> <31>
wmyocardial fibrusis 15 0 0 0 16 0 Q 0 18 0 V] 0 15 0 0 0
(33 (0 (0 0) (42) ¢ 0 C 0 0} (s51) ¢ 0 ( O 0) (48) ( 0 ( 0) ( 0)
endomyocardial fibrosis 1 0 0 0 [¢] 0 0 0 0 0 0 0 4] 0 0 0
(220 0 0) oo o 0) (o (w0 0) (G B O B G ) B )]
{Digestive system}
tongue <45> <38> <35> <31>
edema 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 ¢
oo o 0) oo (o0 %)) [GIY) B G I Q) 0) (w o oo
hyperplasiaepithelium 1 0 0 0 0 0 ¢ 0 0 0 ] 0 0 0 ¢ o]
(D00 0 (oo o0 ) oo (® 0) (G B Q) IR ) B G )]
stumach 45> <38> <35> <30
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo o0 0) o (o0 (o0 0) (o (0o 0) (0 (0o
basal cell hyperplasia 0 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(o Cco oo (000 (3 (00 0) (e (o0 (0 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/a*l100
Significant difference ; * ! P =005 % ! P = 0.0l Test of Chi Square
(HPT150)

BAIS4



e’

STUDY NO. T 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 18
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 L 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ % &% W ® % & W ® W % [CARECYN ¢ B Y]
{Digestive system)
stomach <45> <38> <35> 31
erosion: furestomach 0 0 0 0 0 0 0 0 0 1 0 [} 4] 0 0 0
oo o0 (o0 CoCo oo (0300 [ Q) I G ) B G ) B Q1))
erosion:glandular stomach Q 0 0 0 0 0 Q 0 1 0 0 0 1 4] 0 0
({0 (o0 (o0 (oo (o000
squamous cell hyperplasia:forestomach 1 Y 0 o] ] 0 0 [ 1 0 0 [ 4 [ 1 0
(2000 (0 o0 o 0 (3 (000 13y ( 0y ¢ 3 (O
large intes <45> <38> <35> 31
ulcer 0 0 0 0 i 0 0 0 0 0 0 0 0 0 0 0
(oo o0 (oo 0 (o (0o (o0 (o0 (0 (o0
xanthogranuloma 1 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 Q
(20 (0 (0 (o (o0 o0 o oo {0 (oo 00
liver <45> 38> <35> 3D
herniation 8 i} 0 0 6 0 0 0 9 0 o} 0 2 0 0 0
(1o o0 (1 (0 o o0 (26 (0 C0 (O (e (o (o0
peliosis-like lesion 1 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(2200 (0 (oo oo (oo (o0 (13 (0 (0 C O
Grade 1 : Slight 2 © Moderate 3 ' Marked 4 : Severe
<a> a : Number of animals examined at Lhe sile
b b : Number of animals with lesion
(c) c:b/a*l100

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

(11IPT150) BAIS4



~—

STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o W W w ® W @ & W% % % % % W
{Digestive system)
liver 45> 38> <35> 3D
granulation 25 2 5 0 21 5 4 0 25 1 5 0 11 5 3 0
(56) ¢ 4 (11D C 0 (55 (13) (1) C O (71) 3 (14 0) (35 (16) (100 ( O
clear cell focus 2 0 0 0 0 0 V] 0 1 0 ] 0 0 0 0 0
(0 0 CoCo oo (3 () IR G1)’ o) co o oo
basophilic cell focus 13 1 0 0 11 0 0 0 11 0 0 0 8 1 0 0
(290 (22 C 0 C O (29) C 0 C 0) C 0 (3D 0 ( ® 0) (260 ( 3 € 0 (0
spongiosis hepatis ] 0 0 0 0 0 0 0 0 0 0 0 1 0 0 4]
(oo o0 (oo 0 0 [Q)] 0 (0 0) (3 (0 (0 (0
bile duct hyperplasia ° 6 0 0 0 4 0 0 o} 3 0 0 0 { g 0 0
(1 (o (0 (0 (i o oo 9 00 0) (N o0
cholangiofibrosis 1] 0 0 0 0 0 0 0 1 0 o 0 0 0 o} Q
(oo o0 o0 oo oo (3 0 ¢ 0 0) co o oo
biliary cyst 4] 0 4] 0 0 0 ] 0 0 4 0 0 1 4] 0 0
(00 (0o (0 0 o0 0) (3 (0o (0
pancreas <45> <38> <35> <3t
atrophy 1 1 0 0 2 0 0 0 4] 0 0 0 2 ¢] 0 0
(2200 (500 (0 (0 00 0) (8o o0
Grade L ¢ Slight 2 : Moderate 3 : Marked 4 ! Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c¢) ¢:b/a*100
Significant difference ; #: P = 0.05 ** 1 P £ 0,01 Test of Chi Square
(HPT150)

BAIS4



STUDY NO.
ANIMAL
REPORT TYPE : Al

© 0401
* RAT F344/DuCrj

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105%)

~—

SEX ¢ FEMALE PAGE : 20
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade { 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o W W o ® & & @ % % W % @ % W
{Digestive system}
pancreas <45> <38> <35> <3
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o0 0} (0 0 (0 0} (oo o0 (o (30 oo
islet cell hyperplasia [i] 1] ] 0 0 o 0 0 1 0 0 0 0 0 0 0
oo o0 0) o 0 ( 0) 0) (o o0 (0 oo oo
{Urinary system)
kidney <45> 38> <35> <3
infarct 0 0 0 0 0 0 0 0 2 1 3} 0 3 0 0 0
oo (o0 0) (0 0«0 0) (e (300 (oo oo
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo 0) (3 0 C 0 0) (oo (o0 CoCo oo
chronic nephropathy 10 2 3 0 6 2 1 0 6 15 9 1 % 3 3 20 5wk
(220 ( & (D 0) (16) 5) ( 3) 0) (17) (43) (26) ( 3) (10) ( 10} ( 65) ( 16)
papillary necrosis 0 4] 0 G i 0 0 o] 1 0 0 0 0 0 2 0
oo o 0) (3 0 (o 0) (3 (oo (o0 oo (86 (0
mineralization:cortico-medullary junction 6 g 0 o] 5 0 0 4] i 0 4] 4] 0 0 0 ¢]
(13 o (o 0) (13) 0 (o 0) (3 (0 o0 (0 Co o (o0 (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) ¢ tb/a*100

Significant difference ;

1P = 0.05 #* P = 0.01

Test of Chi Square

(HPT150)

BAIS4



N
STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 21
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 )\ 2 3 4
Organ Findings @ W & ® @& % w  ® @ & % W ®w o W
{Urinary system}
kidney <45> 38> <35> 31>
mineralization:papillsa 5 ] 0 0 13 0 0 0 * 15 12 3 0 =k 10 10 7 0 #*
1y ¢ 0 € 0 0) ( 34 0 ( 0 0) (43) (39 (9 0) (32) (32 (23 ( O
dilatation:tubular lumen 1 0 0 0 2 0 0 0 o 0 o] 0 0 0 0 0
(200 0) (9 0 ¢ 0 o) (G ) I Q) IR G 1) 0) oo oo
urothelial hyperplasia:pelvis 1 0 0 0 2 0 0 0 3 0 o 0 6 0 0 0 *
(o0 0) ( 5 o0 0 0) 9 0o 0 (18 ( 0 C O {( O
{Endocrine system}
pituitary <45> <38> <35> <30
cyst 12 1 0 0 1 0 0 0 7 0 0 0 6 0 0 0
(2n 20 (0 0 (29 0 (0 0) (200 (O (0 0) (19 ( 0 C 00 C 0
hyperplasia 7 0 0 0 4 0 0 0 6 1 0 0 2 1 0 0
(1 0 (0 0) (1D 0 (0 0 (1n 3 (0 0) (& (3 0o
Rathke pouch 3 0 ] 0 2 4] 0 0 2 0 [ 0 1 0 0 0
(o o0 0) ( 5 0) ( 0) 0) (8 (0 (0 0) (3000
thyroid <45> <38> <35> <3
cyst 0 0 0 0 o] 0 0 0 4] 0 ] 0 1 0 4] 0
(GO NGE)IGRY 0 ()] 0 ¢ 0 0) (G B G B Q1)) 0) (3 o o (0
Grade L ¢ Slight 3 * Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of amimals with lesion
(¢) c:ib/a*100
Significant difference ; = 0.01 Test of Chi Square

(HPT150)

BAIS4
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STUDY NO. T 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj SACRIFICED ANTMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 22
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings TR VA ¢ YR ¢ Y ® & & W @ % W @ G W
{Endocrine system}
thyreid <45> <38> <35> 31>
ultimibranchial body remanet 1 0 0 0 0 0 0 ] 0 0 0 0 1 0 0 0
2000 0) (G 0 0 0) 0 0 0 0) (3 00 (0
C—cell hyperplasia 4 0 0 0 5 0 0 o] 2 0 0 0 4 o] 0 0
(90 0) (13) 00 0) (8 0 o0 0) (13) 00 (o
adrenal <45 <38> <35> <3
peliosis—like lesion 28 0 0 0 20 0 0 0 11 0 0 0 * 5 0 0 0 %k
(62 (0 (O 0) ( 53) 0 (0 0) (3D 00 0) ( 16) (ol
hyperplasia:cortical cell 1 0 ¢} 0 4] 0 0 0 0 o] o ] 0 0 4 Q
(200 0) (G 0 (0 0 (0 00 0) (0 0 ( 0 (0
hyperplasia:medulla 2 0 ] 4] 0 0 1] 4] 4] o 0 0 o] o] 0 ¢
(oo 0) o 0 (0 0) (0 0o 0) (0 0 (o0 (0
focal fatty change:cortex 6 2 0 0 2 0 0 0 6 3 0 0 K 2 0 0
(1 (o, 0) [Q)] 0 (0 0) 1 9 ( 0 0) (23 6 (0 (0
{Reproductive system)
ovary <45> <38> <35> 31>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo o0 0) [ 0 (0 0) (0 0 (0 0) (3 0 (0 (0
Grade L : 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 ; % : P £ 0.05 *k 1 P = 0.01 Test of Chi Square
(HPT150) BAIS4



-

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ! RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control ’ 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 ] 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ®w W W ® ® % W ® W % W o % W W

{Reproductive system)

avary <45> <38> <35> <31
cyst 1 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(200 0 (0o o0 (o0 {0 Co (o oo
uterus <45> <38> <35> <31>
dilatation ' 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(0o (00 (00 0 (oo (o000
hemorrhage 0 0 0 0 1 0 0 4] 1 0 0 0 0 0 o 0
(o (0o 3 (o 00 (3000 (oo oo
cell atypia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o (o (0 (0 (oo oo (oo (0 o (oo (o0
cystic endometrial hyperplasia 3 0 1] 0 2 0 0 0 1] o] 0 0 4] ¢ 0 0
(Do o0 (o0 (N (o (o (oo o0 (oo (00
mammary gl <45> <38> <35> <31>
duct ectasia 1 V] 0 0 0 0 0 o 0 0 0 0 0 0 0 0
(2000 (0 (o oo (o000 (o (o o (0
galactocele 1 0 0 0 1 0 [ Q 2 Q 0 0 0 ] 0 0
(D00 (0 (3 (00 0 (e (o0 (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/a%*l100

Significant difference : * P < 0.05 ® . P = 0.01 Test of Chi Square

(HPT150) BAIS4



STUDY NO.  : 0401

—

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANTMALS (105W)
REPORT TYPE : Al
SEX . FEMALE PAGE @ 24
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o W W W @ & & W @ W W @ B W W
{Nervous system}
brain <45> <38> <35> <31>
gliosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o o0 o (o (o0 (300 0 (0 0 (0 (0
spinal cord <45> <38> <35> (<34
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 CoCo oo (o0 0) (0 o0 (0
{Special sense organs/appendage}
eye <45> <38> <35> 3D
cataract 6 0 0 0 2 0 0 0 1 0 o] 0 2 1] 0 0
(1o (o (o0 (5 (00 o0 (300 o) ( 8) 0 (0 (0
retinal atrophy 5 ¢ 0 ] 2 0 0 0 1 0 0 ¢ 3 0 0 ]
(o oo (500 (N 0) ( 10) 0 (0 (0
Harder gl <45> 38 <35> (&304
Iymphocytic infiltration i 0 0 g 1 0 0 0 3 0 0 0 2 0 0 0
(2o (0 (0 (o 0 (9 o0 (o0 0) ( 6) 0o {0
{Musculoskeletal system)
bone <45> <38> <35> <31>
osteosclerosis 4 0 0 0 2 0 0 0 0 0 ] 0 0 0 4} 0
(00 (5000 (o Co o0 0) (0 00 (o
Grade { : Slight 2 . Moderate 3 Marked 4 : Severe
<a>> a : Number of animals examined at the site
b b : Number of animals witl lesion
(c) c b/ ax100
Significant difference ; * ! P = 0.05 P £ 0.01 Test of Chi Square
(HPT150) BATS4



APPENDIX K 5

HISTOPATHOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT : MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)
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STUDY NO. T 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 2000 pum 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade ) 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings W W W W ® % W W W & % W [CYRR )] [CYRENNCY
{Integumentary system/appandage}
skin/app <13> 11> <18> <48>
fibrosis 0 0 0 0 0 0 0 0 0 [4} Q 0 1 0 0 0
oo o0 (0 o Co o0 o0 co oo (o0 20 00
scar 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 4}
(o (o0 (o0 (oo (00 (o (oo 0 220000
{Respiratory system}
nasal cavit <13> <1 18> <48>
thrombus 3 0 0 0 2 0 0 0 2 4 0 0 5 0 0 0
(23 C 00 (0 (18 ¢ 0 C 0 ( 0 iy co o (o0 (1w (o (oo
mineralization 7 0 0 0 4 0 0 0 4 0 4] 0 13 0 ] Q
(5 C O (0 (O (36 ¢ 0) C 0) C 0) (22 C O (0 (0 (2n (o 09 o0
eosinophilic change:olfactory epithelium 1 1 0 0 1 1 0 0 5 2 4 0 7 2 0 0
(o0 (D 00 (28 (11 (220 ( 0) (15 ( & ¢ 0 (0
inflammation: foreign body 2 0 0 0 1 0 0 0 1 1 4} 0 9 1 0 0
(158 C o) C 0) C 0 (900 o0 (6 (6 o0 (19 ( 2) C 0 ( Q)
nasopharynx <13> <> i8> <48>
inflammation:foreign body 0 0 1] 0 0 (] 4] 0 0 ¢ ] 0 1 ¢ 4] ¢
CoOCo(n o0 (oo 0o Q) I ) B G ) B G 1)) (20 0 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/a#*100
Significant difference ; *: P £ 0.05 ** : P £ 0.01 Test of Chi Square

(HPT150) BAIS4



N
STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © MALE PAGE @ 2
Group Name Control 2000 ppm 4000 ppw 8000 ppum
No. of Animals on Study 13 11 18 48
Grade 1 2 3 4 [ 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings M| W & W ® W W o @ ® ®w W & %
{Respiratory system)
larynx <13> <11> 18> 48>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo w0 [QI) I G ) I G O B G ) (e (oo o oo (o0
lung 13> 11> <18> <48>
cougestion 2 0 0 [ 1 0 4] 0 0 4] 0 0 2 0 0 ¢
(15 0 0 (o0 [Q°) 2 G ) G ) B G ) (oo o0 [QI: Y G ) I G ) B G ¢
hemorrhage 0 0 0 0 i 0 ] Q 0 0 0 0 1 0 [ 0
(oo o (o0 9o (0o (0 (00 (o0 (2200 0 o0
inflammation 0 1 0 0 0 0 0 o} 0 0 0 0 0 0 0 0
(G2 Q) I Q) I Q)] 0 (o0 (oo o (0 Co o (oo
osseous metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(w0 co o Co o0 oo 0 (0 (e (o0 (0o
accumulation of foamy cells 1 0 0 0 2 0 0 0 2 ] 0 0 9 0 0 0
Q) I G I ) B Q) (1 oo o0 (1D ¢ o 0 (0 (1) 0 (0 (0
uremic pneumonitis 0 0 0 0 0 0 0 o] 4 0 1 0 18 3 0 0 *
Co oo (o0 (GO NG ) B G ) NG ) (22) (0 ( 8 (0 (3 (8 (0w
{Hematopoietic system)
bone marrow <13> <11> <18 <48>
granulation ¢ 0 0 0 0 0 0 0 1 0 4] 0 0 0 0 0
(oo o o0 Co o o (o (8 (00 (o0 oo o (o
Grade 1 : Slight 2 ' Moderate 3 t Marked 4 ! Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cthb/a*l00

Significant difference ; *: P < 0.05 #k 1 P = 0.01 Test of Chi Square

(HPT150) BAIS4
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STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL . RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o W B W ® ® % W @ & W W % W %
{Hematopoietic system)
bone marrow 13> A 18> 48>
increased liematopoiesis 3 4] 0 0 1 0 0 0 3 0 0 0 8 4] 0 [t}
(23 C 0 (0O o 0o (1 C 0 (0 (0 1 o (o 0
lymph node <13> 11> 18> <48>
lymphadenitis 0 0 0 ] 0 0 [} 0 0 0 4] 0 2 "] [ 0
oo o0 o0 Co o oo (oo (o (oo
spleen <13> <1 <18> <48>
depousit of hemosiderin 3 2 0 0 1 4 0 0 4 5 5 0 32 12 0 Q
(23 (150 ( 0) ( O (9 (36 (o (0 (22) (28 (28 ( 0 (67 (25 ( 0 ( 0)
fibrosis:focal 0 ] 0 0 o] 0 0 o] 1 0 4] 0 1 0 o Q
(o0 (0 oo o 0 (e (0 o0 (0 (20000
extramedullary hematopoiesis 0 2 L [4} 0 0 1 0 4] 1 1 0 6 3 4] 0
(0 (15 (8 (0 CoOCo 9 0 o (e 8 (0 (13 (8 (00
{Circulatory system)
heart <13> A <18> <48>
dilatation 4] 0 0 0 0 0 1 V] 0 0 0 0 [ 0 0 0
COCo o0 ({09 o0 (O (000 oo o (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/ax*xl00
Significant difference : . P = 0.05 k. P = 0.01 Test of Chi Square

(IPT150) BAIS4



—
STUDY NO. 1 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade ) 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & B ® [CRE CY R ¢ YR ¢)] ® & w W W & % W
{Circulatory system}
heart <13 <11> <18> 48>
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o Co oo (oo o (o0 (9 (000
mineralization 0 ] 0 0 0 0 0 o} 3 1 0 0 18 0 ¢ 0 *
CwCo 0o (o o (o (1 (e 0 (0 (38) ( 0 C 0) (O
myocardial fibrosis 7 2 0 0 4 1 0 0 8 2 0 0 27 v} 0 0 *x
(54 (18 ( O C O (38) ( 9 C 0 (O (44) (11 C 0 ( 0 (56 (0 ( 0) ¢ 0
endomyocardial fibrosis ] 0 0 0 0 0 0 0 1 0 0 0 4] 0 0 0
(00 oo o0 (8 (0o (o0 (G ) B GO T G ) I QI 1))
artery/aort <13 <A <18> <48>
mineralization 0 0 0 0 s} 0 4] 0 2 o] 0 0 16 0 0 0 *
CoCo o o Co 0o o (i o oo (3 (0 (0 (®
{Digestive system}
tongue 13> 11> <18> <48>
edema 0 0 0 0 0 0 0 0 0 0 0 0 11 0 0 0
oo o0 o (oo oo (0 (0o (o0 (23 (o) () C 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/a=*xl00

Significant difference ; * ! P = 0.08 @ P = 001 Test of Chi Square

(HPT150) BALS4



—

STUDY NO. 1 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE @ Al
SEX ! MALE PAGE :© 5
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 1 18 48
Grade 1 2 3 4 { 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings % W ® W ® W w W ® ® ® W [CYR ) N Y R )

{Digestive system}

tongue <13 a1 i8> <48>
mineralization 0 0 0 0 0 0 0 0 4 0 0 0 19 0 ] 0 *
CoCo oo (o0 {0 (220 ¢ 0 C 0 (O (40) C 00 ( 0 ( ®
arteritis ] 0 0 0 0 4] 0 0 ] g ¢ 0 1 4 0 0
(o (0 o0 (oo o (o (o (oo (0 (20 Co (o
stomach <13> a4 <18> <48>
mineralization 0 0 0 0 i 0 0 0 2 4 0 0 16 15 4 0 ¥
oo o 0 (9o oo (1) (22 C 0 ( O (33 (310 ( & ( 0
intestinal metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 g
(oo o (0 (oo oo oo (o0 (2000
basal cell hyperplasia o] 4] 0 ¢} 1 0 0 o] 0 0 0 0 1 0 0 [
(oo (o (o0 (o0 o0 (oo (0 (200 (00
erosion: forestomach 0 0 0 0 1 0 0 0 0 0 0 0 4 0 0 Q
(o Co o0 (o Co0o0 (O (00 (0 Co o oo
ulcer: forestomach 0 1 2 0 0 2 0 0 0 0 1 0 0 0 0 Q %k
(0 (8 (15 (0 (O’ o0 (O Coce (0 (oo (0 (0
erosion:glandular stomach 1 1 0 0 0 0 0 0 2 0 0 0 0 0 0 0 *
(o (o (o0 0 (1 o o o0 (G B ) B G B G )]
Grade { : 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*l00
Significant difference ; *: P = 0.05 ** @ P = 0.01 Test of Chi Square

(HPT150) BAIS4



—

STUDY NO.  : 0401 HISTOPATHOLOGICAL 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 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & @B W & W % @ @ ®W ® W @ W % W
{Digestive system}
stomach <13> A1 <18> <48>
squamous cell Iyperplasiat forestomach 4 0 0 0 5 0 0 0 3 0 0 0 0 0 ] 0 ¥k
(31 C 0 C O 0) ( 45) 0y ( 0 0) (17 0 (0 (0 00 (oo
Tiver <13> <11> 18> <48>
herniation 2 0 ] 0 0 0 0 0 3 0 ¢ o 8 0 0 0
(15 0 (0 0) [ 0 (0 0 (17 ()G B O] (1 0 (0 (0
necrosisizonal 0 0 o 0 0 V] 0 0 o 0 0 o 2 0 0 ¢
oo (o0 0) [G)] 0 ( 0 0) [Q)] (o (0 H (0 o
necrosis:central 1 4] 0 0 0 0 0 4] o 0 0 0 1 0 o] 0
(o (0 0) [Q)] 0 ( 0 0) [Q)) 0) ( 0) ( 0 (o000
ground glass appearance 0 0 0 0 0 0 4] ] 1 0 0 0 g ¢] 4] ¢
(oo (0 0) ()] 0y ( 0 0) ( 6 0o (0 0 (oo
granulation 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo o 0) [Q)] 0 (o 0) ( 6 o (0 (0 D000
clear cell focus 0 0 0 Q 0 0 0 0 0 0 0 0 2 2 0 4]
(oo (0 0) 0 0 (0 0) « o oo (0 (a0 (0
acidophilic cell focus 0 o] 0 0 ] i 0 o] 0 0 0 [t} 2 0 0 0
o (o0 ) (0 9 (0 0) (0 0 (00 H (000
Grade L : Slight 3 ! Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(e) ¢t b/ a*100

Significant diflference ;

#: P = 0.05

0.01 Test of Chi Square

(HPT150)

BAIS4
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STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ w % W @ % W @ ® & W o G

{Digestive system)

liver <13> A1 <18> <48>
basophilic cell focus 0 0 0 4] 0 1 0 0 4 ] 0 0 18 2 0 0 *
CoCo (oo (9 0 o0 (220 C 0 C ) (O (38) ( 9 (0 (0
spongiosis hepatis 0 4] 0 4] 0 0 0 0 4 4} 4] 0 g 1 Q 4
o000 oo o 0 (22 C o C 0y C O (1) (2200
bile duct hyperplasia 10 1 0 0 11 0 0 0 17 0 0 0 45 1 0 0
(1 8 (o0 (0 (100) ( 0} ¢ 0 ( 0 (94) ( O ( O ( 0 (9 ( 20 C O ( 0
vacuolic change:central 0 o] 0 0 0 0 0 0 1 0 0 o 4] 0 0 0
coCo (oo (o oo (8 oo (o0 (G ) I G ) B G O I G )]
pancreas <13 <ii> 18> <48>
atrophy 1 0 0 0 0 0 0 0 1 0 0 4 ’ 0 0 0 0
(oo 0 (Do oo (e 000 (o (0o
arteritis i} 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) G I G V) B Q)] (oo (oo (o0 2000 0

{Urinary system)

kidney AP <A <18> <48>
cyst 4 4] 0 o 0 0 0 0 1 0 0 0 8 0 0 0
(oo (0 (o0 (o (o 0 (0 (e (oo {0 (1D (0 (o (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/ax*xl100

Significant difference ; *: P £ 005 #* 1 P = 0.01 Test of Chi Square

(HPT150) BAIS4
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STUDY NO. @ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL © RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX T MALE PAGE : 8
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings w W ® oW ® W % & w W %W % @ G % W
{Urinary system}
kidney <13> <11> <18> <48>
inflamration 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(o0 o (o (o9 (o (o (o (o0 {0
chronic nephropathy 5 2 1 1 5 1 4 0 ¢ 1 ] 10 % 1 [ 1 46 F*%
(38 (15) ( 8 ( 8 (45 ( 9 (36 ( 0 ¢ 0) ( 6 (33 (56 2y (0 (2 (96)
mineralization:cortico-medullary jumction 2 0 0 0 0 0 0 0 v} o} 0 0 0 o] 0 0
(15) ( 0 C 0 C O (oo 0 0 (o (oo (o0 (o (0 (o0
mineralization:papilla 5 0 0 0 1 0 0 [¢] 5 g 3 0 %k 36 8 0 Q =k
() (o (0 (0 (G B GI) BE G) B G0} (28) (50 (11 ( O (75 (11 (00
urothelial hyperplasia:pelvis 1 ] 0 0 0 4] 0 0 7 0 4] 0 34 ] 0 0 ok
(o (0 (O 0o (39) ¢ O C O (O (70 C oy C 0 (0
urin bladd <13> 11> <18> <48>
hemorrhage 0 ] 0 b} 0 0 0 Q 2 0 ¢ 0 0 0 0 0
COCo o o0 oo o0 (1D ¢ oo (oo o0
{Endocrine system)
pituitary <13> LI <18 <48>
hyperplasia 1 0 0 0 1 0 0 0 2 0 0 [ 3 0 ] 0
(o0 0 (90 0 0 (i o o (0 LG ) I G O T G ) I G )]
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:ib/a*100
Significant difference : P = 0.05 % : P = 001 Test of Chi Square

(HPT150) BAIS4
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STUDY NO. 10401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 9
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade ) 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ____ Findings W W w ® % ® W ® W W W [CYREENCANN CY R

{Endocrine system}

pituitary <13> <11 <18> <48>
osseous metaplasia 0 0 9 0 1 0 0 o] 0 0 0 0 4] 0 0 o
CoCo o0 (90 0 o0 (0 oo o0 (oo (oo
Rathke pouch 0 0 0 0 2 0 0 0 0 o 0 0 5 [y 0 4}
(oo 0 0 (18 (0 C 0) C O (o (o (o0 (1 (o o0
thyroid <13 <11 18> <48>
C-cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 3 0 4 0
(o0 (o CoOCo oo (8 (o (oo (e (0 (0o
focal follicular call hyperplasia 0 0 0 0 0 0 4] ¢] 1 1} 0 0 0 ] ] 4]
O Co 0o oo oo (e (o000 o o o (o
parathyroid <13 a1 <18> <48>
hyperplasia 0 g 0 4] 0 0 0 o 4 0 0 0 23 0 ¢ 0 #*k
oo o0y o Co o (o0 (22 C0) C 0O (O (48) ( o) ( 0) ( O
adrenal <13> <> 18> <48>
hemorrhage 0 0 0 ) 0 0 0 0 2 0 g 4] 13 0 0 0
oo o o0 oo oo (1 Co o (0 (20 C o ( 0 C O
hyperplasia:cortical cell 0 ] ] 0 0 0 0 ¢l 0 0 0 0 1 0 ] 0
O Co o0 Co o o0 o (o (oo (o0 220 o0 (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/a%100

Significant difference ; * : P = 0.05 *k : P = 0.01 Test of Chi Sguare

(HPT150) BAIS4
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STUDY NO. T 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE @ 10
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade 1 2 3 4 1 2 3 4 t 2 3 4 { 2 3 4
Organ Findings. ® W W W ® ® & ® ® & & W W % ® W
{Endocrine system}
adrenal <13> <11> <18> <48>
liyperplasiaimedulla 1 0 0 0 1 0 0 0 1 4] 0 0 3 0 0 ]
(o oo (9 (o0 o (o0 (e (o (o0 (& (000
focal fatty change:cortex ] 0 0 0 0 0 0 0 0 0 1 o 1 0 0 0
(oo o o0 (o (o0 (o (o8 (0 (2200 (0
necrosisicortex 0 0 0 0 0 0 0 0 2 0 0 0 10 0 0 0
(O Co o0 (o0 oo o0 (o0 (i Co o (o (200 (0 C 0 C O
{Reproductive system}
testis <13> 11> <18> <48>
atrophy 7 6 0 0 8 1 0 0 13 3 0 0 35 11 0 0
(54) (46) ( 0) ( 0 (79 (9 0 0 (72 (1) C ) (0 (73 (23 ( 0 ¢ O
interstitial cell hyperplasia 1 ] 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(e (o (o0 (o0 COC0 oo (oo o (o (20 0 (0
proustate <13 11> <18> <48>
inflammation 4 1 0 0 0 0 0 0 3 2 0 0 10 0 0 0
(sp (oY (oo o0 (0 (1 (1 o (0 (2 (o C 0 C 0
Grade 1 : Slight 2 I 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 ; * P = 0.05 % @ P =< 0.01 Test of Chi Square

(HPT150) BALS4



STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL . RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © MALE PAGE @ 11
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade 1 2 3 4 ) 2 3 4 1 2 3 4 1 2 3 4
Organ. Findings @ W & W & B % @ @ W W W @ G % W
{Reproductive system)
prostate <13> <11> <18> <48>
liyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 [ Q
(8 oo (G RO ) B G 1) B Q)] (o0 (oo (00
mammatry gl <13> 11> <18> <48>
galactocele 4 0 0 0 1 0 0 o] 1 0 0 0 2 0 o 0 *
(s C O C O C O oo Co o0 (e (o0 (G NN ) OO B R
{Special sense organs/appendage)
eye <13> 11> <18> <48>
calaract 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 4
(oo (0 co(on oo (o (oo (0 (a0 oo
retinal atrophy -0 0 0] 0 0 0 ] 0 14 o] ¢ 4] 3 0 0 0
oo o0 o0 Lo o0 o0 o0 (0 (e (oo o
Harder gl <13> (50, <18> 48>
lymphocytic infiltration 1 0 9 0 0 0 0 0 0 0 0 0 0 0 0 Q
(g o0 (o000 (0 (o o0 Co (o (o (o
{Musculoskeletal system)
muscle <13> <11 <18> <48>
mineralization 0 0 0 0 0 0 0 0 3 0 0 0 7 0 0 0
(oo o0 (oo (o0 (1) ¢ 0o (0 (1) (o (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/a%l100
Significant difference ; * 1 P = 0.05 = P = 0.01 Test of Chi Square

(HPT150) BATS4
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STUDY NO. @ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © MALE PAGE @ 12
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48
Grade i 2 3 4 1 2 3 4 1 2 3 4 ) 2 3 4
Organ___ Findings o % ® ® ® ® @ W @ w W W @ & W W
{Body cavities)
mesenterium <13> <11 18> <48>
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
TG BRI ) I QIR ) I G o oo (o0 Q) G ) B Q) B G oo (02
Grade 1 : Slight 2 . Moderate 3 : Marked 4 . Severe
<a> a ! Number of animals examined at the site
b b : Number of amimals with lesion
(c) c:b/a#* 100

Significant difference 3 # ! P = 0,05 @ P = 0.0l Test of Chi Square

(HPT150) BATS4



APPENDIX K 6

HISTOPATHOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)
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STUDY NO. ¢ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 13
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ Findings W W & W & ® & @ @ W W (€SN ¢ YR Y I ()]
{Integumentary system/appandage}
skin/app <5 12> <15> <18>
secar 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o0 (009 0) (8 0 (0 0) oo (o 0} Co o0
epidermal cyst 0 0 0 0 0 0 0 0 o 0 0 (] 1 0 0 0
co o (o0 0) o0 (o0 0) (oo 0) e o0 o
{Respiratory system)
nasal cavit <5 12> <15> <18>
thrombus 2 ] 0 0 1 0 0 0 4 0 \] 4] 3 0 0 0
(40) ( 0) ( O 0) (8o (0 0) (2 (o (0 ) (1D o o (0
mineralization 1 Q 0 0 2 0 0 0 4 0 0 0 5 ] 0 0
(200 C 0 (O 0) (1 0 (0 0) (2n (o (o 0) (28 C 0 C ) C O
evsinophilic change:olfactory epithelium 1 4] 4 (4 1 2 5 4] [ 4 3 0 3 9 0 0 #*k
(20 C 0 (80 0) (8 (17 (42 0) (40 (27 (20 0) (17) (50 ( O ( O
inflammation: foreign body 0 0 i} [ 0 0 0 ] 0 1 0 0 2 4] [ 0
o oo 0) Co o0 o0 0) 0 (Do 0} (i o o (0
lung < 5 <i2> <15> <8
congestion 2 0 4] 0 1 [ 0 0 3 4 [ 0 2 [¢ 0 ¢
40y C 0) (O 0) €8 0 (0 0) (20 (0 (® 0) (1D 0 o 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
(e¢) c:tb/a*100

Significant difference ;

1P = 0.05

2 3N

P

= 0.01 Test of Chi Square

(HPT150)

BAIS4
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STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL . RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE : 14
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade | 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ, Findings ® ® ® o @ & ® W ® & W oW m o W W
{Respiratory system)
lung < 5> <12> <15> <18>
accumulation of fuamy cells 0 0 4] 0 1 ] 0 0 0 0 i} 0 2 0 0 0
CoCo o (o0 (00 (o o0 (o0 (1) C 0 o0 (W
uremic prneumonitis 1] 4] 0 0 o 0 0 [ 0 &} 0 0 4 3 0 o
[Q () I Q1) I G ) B G )] co o oo o oo (o (22) (1D C 0 ( O
{Hematopoietic system)
bone marrow < 5> az> <15> <18>
increased hematopuiesis 1 0 0 0 4 0 0 0 7 4] 0 0 3 ] ¢ 0
(200 C 0 (0 ( 0 (33 C0) (0 (0 (4 C 0 C 0 ( 0 (1 o (o (o0
Iymph node < 5 12> 15> <18
lymphadenitis 1 0 0 0 0 0 0 0 1 0 0 0 0 o 0 ]
(200 C (0 (O CoCo oo (oo (n oo (0 (0
spleen <5 <12> <15> <18>
deposit of hemosiderin i 1 1 0 4 1 ] 0 4 4 4 0 7 3 3 0
(200 (20 (20 ¢ O (33 (8 (0 (0 (20 (27 (20 ( 0 (39) (17 (17} C O
fibrosis:focal 0 G 0 0 4} [ 4] 0 4] 4] 0 0 1 4] [¢] [
(G B G ) B ) B Q1) co.co 0o (0 0 (G A QI ) B G ) B G )
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) ¢ b /ax*xl00
Significant difference : # P < 0.05 ¥ . P < 0.01 Test of Chi Square

(1IPT150) BAIS4
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STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL  RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ, Findings ® W W w @ W & W ® W &% W [CYREEN ¢ YR ¢ YR €]
{Hematopoietic system)
spleen < 5> 12> <15> <18>
extramedul lary hematopoiesis 0 4] 0 0 1 0 3 0 1 o] 5 0 2 1 3 0
oo 0 0 (8 ( 0 (28) 0) C7 (0 (33 (0 (1 ¢ 8 (17) ( O
{Circulatory system)
heart < 5> <12> <15> <18>
thrombus 4] 0 0 0 L ] 0 0 0 0 1 [t} 4 0 ] 0
oo o (o0 8 (0 (0 )] (0D (0 (22 ( 0 ( O ( O
mineralization 0 0 0 4 0 0 0 [¢] 1 0 0 [ 5 0 0 (]
CoCo oo o0 o0 o) (oo (0 (28) C 0 C 0y C O
myocardial fibrosis 1 0 0 0 5 0 0 0 6 0 0 0 i2 0 0 0
(200 C O (0 (O (42 ( 0 ( 0 )] (40) ( @ (. O ( O (60 ( 0 C ® ( 0
artery/aort <5 <12> <15» <18>
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o o0 (n O B G 1) B Q) 0) (o0 (0 (e (o0 o0
[Digestive system)
tongue < 5> <12> <i5> <18>
edema ] 0 0 0 0 0 0 t] 1 4] 0 4] 3 0 4] G
CoCo o0 o0 o0 (0 0) (D o o o0 (1 0 o (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) ¢tb/a*l00
Significant difference : *: P £ 0.05 #* @ P = 0.01 Test of Chi Square
(HPT150)

BAIS4
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STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade 1 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ______ Findings W & % % (YRR C YRR YR ¢ @ ®w % W @ & ® W
{Digestive system)
tongue < 5> <12> <15> 18>
wineralization 0 0 4] 0 o] 0 0 0 0 0 0 0 3 0 0 ¢
CoCo o (o coCo o o0 co oo 0) (17N 0o (o
stomach < 5> <12> <15> <18>
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 9 1 4] 0
CoCo o o Co o0 o0 o0 [G) B GY) B Q1)) 0) ( 50) 6 (0 (0
basal cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo o o LGN B G 1) B G ) B G )] (o (oo 0 () 0o (0
erosion: forestomach 4] 0 0 0 1 0 0 0 1 4] 0 0 0 o] 0 0
Co o0 (o0 (o o o0 (D00 0} (G )] 00 (o
ulcer: forestomach 0 0 1 0 2 2 0 0 0 1 0 0 o] 0 0 0
o o0 (200 C 0 (DI o o (G IR Q) R G 1)) 0) ¢ 0 00 (9
erosioniglandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(200 C (0 (O (G B ) B G ) B G ) (G ) B Q) B G 1)) 0) o 6 (0 (0
squamous cell hyperplasia:forestomach 3 0 0 0 6 0 0 0 2 0 0 0 1 1 0 0 *
(600 ¢ 0 (0 C O (50 ¢ 0 C 0) C O (13 (. 0 (O 0) ( & 6 ( 0 (o
iiver < 5> <12> <15> <18>
herniation 1 0 0 0 1 0 0 0 1 0 0 0 2 [ 0 0
(200 ¢ 00 C0) (O (8o o0 oo 0) (1D 0 (0 (0
Grade : Slight 2 ! Moderate 3 | Marked 4 . Severe

1
<a> a ¢ Number of animals examined at the site
b b ! Number of animals with lesion

(c) ¢ b /a*l00
Significant difference : * ! P X 0.08 # @ P = 0.0l Test of Chi Square
(HPT150)

BATS4
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STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE 17
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ_______ Findings (YR CYN ¢ B @ W % o [CYRENC YR ¢ Y B Y (G C YN C YRS
{Digestive system)
liver < B <12> <15> <18>
peliosis-like lesion 0 0 0 0 4] [\ ] o] 0 0 0 0 1 0 0 0
(o Co (o (0 oo o0 0) [GY) B Q) B 1)) 0) (G B G B S B G )}
necrosis:central 0 4] 0 0 0 ] 0 o] 0 2 1 0 0 1 0 0
(G ) I G 1) 2 G ) I Q1) oo (o0 0) o0 (1) (D" 0) o8 (00
degeneration:central 0 0 0 Q 0 0 0 0 0 1 0 0 0 0 0 Q
oo 0 (0 o0 (0 0) o D0 0) (oo (00
granulation 1 0 0 a 0 0 0 0 1 0 0 0 0 0 0 0
(200 C 0) C ) C0) (oo (o 0} (Do (o 0) (oo (o (o0
clear cell focus 0 0 0 0 ¢ 0 0 0 0 0 1] 0 1 0 0 0
[QIE) R QI B G 1) I G )] Co o 0 0 (GG G} 0 (B (00
basophilic cell focus 4] 0 0 0 1 0 0 Q 1 ] 0 0 5 0 0 0
Co oo (o (8 (0 (0 0) (Do (0 0) (28 ( 0 ( O) (O
spongiosis hepatis 0 o 0 o} 0 0 0 0 0 0 0 0 1 0 ] ]
Co o0 o0 Co o0 o0 0 o oo 0) 6 (o (o 0
bile duct hyperplasia 1 1] g 0 i 1] 0 0 2 ¢ 0 0 g 0 0 0
(200 € 0) € O) C O (80 (0 0) (13 ( 0 (0 0) (GO I G ) I Q) B G )]
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¢) ¢t b /a*100

Significant difference ;

* 1P £0.05 #k:P =001

Test of Chi Square

(HPT150)

BAIS4
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STUDY NO. 10401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 18
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade i 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings W % W ® & W W ® & W W W & % W
{Digestive system)
pancreas <5 12> <15> <18>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo o 0) [Q)] 0 ( 0 0) CoCo o (0 (8 (000
{Urinary system)
kidney <5 <12> <1i5> <18>
chronic nephropathy 2 G ] (] 2 3} Q 0 3 1 c 4} 1 2 2 12 **
(40 ¢ O ( O ()] 1D 0 (0 0) (200 ¢ D C O (0 ( 6 (11 (11) (8D
hydronephrosis 0 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
[GE ) QR V) I Q1)) 0) [@¥)] 0 ¢ 0 0) (13 C 0 C O ( O (1 o oo
papillary necrosis ¢ 0 0 0 0 0 0 0 0 1 0 0 0 0 0 ¢
LG 1) I QI ) B V)] 0 Co 0 C 0 0 (N o (o0 (0
wineralization:cortico~medullary junction 0 0 0 0 0 0 4} 0 1 0 0 0 0 [t} 0 0
(G Q) B G 1) B GV ()] 0 (0 0) (D Co o o Co o oo
mineralizationipapilla 4] 0 0 4} 1 0 0 o] 4 3 4 0 * 7 5 4 Q %k
oo (o 0) ( 8 [ GNY] 0 2 (20 (20 ( O (39 (28 (22 ( O
urothelial hyperplasia:pelvis 0 0 0 0 0 0 0 0 1 i 4] 0 5 0 0 ¢
(G ) I G 1) B G ) 0) 0 0 (0 0) (DD 0 (0 (28 (0 (0
Grade L : Slight 2 : Moderate 3 ! Marked 4 : Severe
<ad 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 5 0.01 Test of Chi Sguare

(HPT150)

BAIS4
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STUDY NO. ¢ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX * FEMALE PAGE : 19
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings % B &% W % ® W @ W W W (GO ¢ O RN ¢ YR ¢ Y
{Endocrine system)
pituitary <5 <12> <15> <18>
cyst 0 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
(oo o (o0 (1 o o (o (13 0 0 (0 (i (o oo
hyperplasia 1 V] g 0 1] 0 0 0 ¢} 0 ¢ 4] 3 0 4] [4]
(20 C 0y C ) CO) oo o0 o (oo o0 (1D (o o (0
Rathke pouch 9 o o o o o 0 0 1 o o o0 3 0 0 o0
[Q) I G ) B G 1) B Q1)) CoCo o0 o0 (Do o (o0 (1 o 0 (o
thyroid <5 <12> <15> <18>
ultimibranchial body remanet 0 0 V] 0 0 0 0 ¢ 0 0 ¢ 0 { 0 ] 0
oo o0 o0 (o0 0 (o CoCo o (o0 e o (0o
C-cell hyperplasia 1 0 0 [1} 4] 4] [1] ] 0 0 4] (4] 0 0 0 0
(200 C 0) ( 0) C O [ Q) I G ) B Q1)) (o oo (o0 (o0 (0 (o0
adrenal <5 <12> <15> <18>
hemorrhage 0 0 0 0 i 0 0 o] 1 ¢ ] 0 2 4 ¢ 0
(G I G ) B Q) B Q)] (8 o0 o0 (GO B G ) B QI ) B Q1)) (1 (22 ( 0) ¢ O
peliosis-like lesion 3 0 0 0 3 0 0 Q 7 ] 0 0 1 ] 0 0 =
(60) C OO C 0 C O (280 C 0y ( 0) C O (47 ¢ 00 C O ( O (G I G ) B G ) N 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) ¢ b /ax*xl00

Significant difference ¥ : P =£0.05 % P = 0.01 Test of Chi Square

(HPT150) BAIS4



—
STUDY NO. ¢ 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105¥)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade ] 2 3 4 1 2 3 4 L 2 3 4 1 2 3 4
Organ, Findings @ W % % [C-YRECY R ¢ N ¢ ® W W W & % W
{Endocrine system)
adrenal (% 12> <15> <18>
hyperplasiaimedulla 1] 0 4] 0 0 0 4] 0 0 0 0 0 2 [ 4] o]
(o0 o0 Co o0 oo co o o0 (1) (0 €0 (0
focal fatty change:cortex 1 4] 0 0 1 0 0 4] 0 1 Q 0 2 0 0 4]
(200 C 0 C 0 (0 (o o (D00 (1D o (o0 (o
necrosis:cortex 0 0 0 0 0 0 0 0 o 0 ] 0 0 2 0 0
Co o o0 o0 CoCo o (0 oo o0 (0 0 (1 (0 (o
{Reproductive systeom}
ovary <5 <12> <15> <18>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(G G 1) G 1) I QR V) (GO GO GRUNGEY)) (o oo o (1) o (o o
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo 0 (o0 cCo o o (o0 co(o(n (oo (e (000
uterus < 5> <12> <15> <18>
cell atypia 0 Q 0 0 0 0 0 0 0 g 4] 0 2 0 ] 0
CoCco oo COCo oo o000 (1) C 0 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) ¢ b /a*l100
Significant difference ; * P = 0.05 #* @ P S 0.0l Test of Chi Square

(1IPT150) BAIS4



7
STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 21
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade i 2 3 4 L 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W % & W & % % W % W @& W [N ¢ YR ¢ N ¢ Y]
{Reproductive system}
uterus <5 <12> <15> <18>
cystic endometrial hyperplasia 0 ] 0 0 4] 0 0 4] 0 0 0 0 1 o] 0 ¢
CoCo o0 (o0 oo 00 co oo (o (6 (0 (0 (0
mammary gl <5 <12> <ib> <18>
duct ectasia 1 0 0 o 0 0 o 0 Y] 0 0 0 4] 0 ¢ 0
(200 ¢ 0 (0 (O oo 00 () B G R QIR ) B Q1)) (G ) I QI ) B Q) B Q1))
galactocele 0 0 0 0 1 0 9 0 1 0 0 0 4 ¢} 0 4
CoCon o0 (o (8 0 o0 0 (N0 (o0 oo o (0
{Special sense organs/appendage)
eye <5 <i2> <15> <18>
cataract 1] V] 0 0 1 0 0 o] 0 0 0 0 1 0 0 ¢
(G ) 2 G ) I G ) I Q)] (800 (0 (oo (o0 (e (0 (90
retinal atrophy 0 0 0 0 1 4} 0 0 0 [ 9 [ 1 c 4 (]
(o0 g 8 0 o0 o (0o (00 (8 (000
{Musculoskeletal system)
muscle <5 <12> <15> <18
mineralization ] o 0 0 0 1 0 g 0 0 4] o] 0 0 0] 0 0
CoCo o0 o (oo o Co o0 (o0 [GIN) I G ) I QR O I 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) ctb/ax*xl00
Significant difference ; *: P < 0.05 ** P S 0.01 Test of Chi Square

(HPT150) BAYS4



—

STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE @ 22
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4

Organ Findings w & W ™ [ C YR ¢ YR (] @ w G W G % W

{Musculoskeletal system)

bone

<5 12> <15> <18>
usteosclerusis 0 i} [4} 0 1 0 1} 0 2 0 ] 0 0 0 4] 1]
oo o o0 (G )2 G O B G ) B Q1) (13 C 0 (o (o0 (o0 o0 (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 lesion
(ec) ¢ b /ax*x100

Significant difference ;

1P =0.05

* I P X 0.01

Test of Chi Square

(HPT150)

BATS4



APPENDIX L 1

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED,
RAT @ MALE

(2-YEAR STUDY)



STUBY NO.
ANIMAL

¢ 0401
¢ RAT F344/DuCrj

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

REPORT TYPE : Al
SEX T MALE PAGE : 1
Time-related Ttems Group Name Control 2000 ppm 4000 ppm 8000 ppm
____VWeeks.
0- 52 NO. OF EXAMINED ANIMALS 0 1 1 1
NO. OF ANIMALS WITH TUMORS 0 g 0 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMCRS 0 0 0 1
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 [¢] 0 1
83 - 718 NO. OF EXAMINED ANTMALS 1 0 2 8
NO. OF ANIMALS WITH TUMORS 1 0 2 8
NO. OF ANIMALS WITH SINGLE TUMORS 1 g 1 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 9 [} 1 4
NO. OF BENIGN TUMCRS 0 0 1 11
NO. OF MALIGNANT TUMORS 1 0 2 1
NO. OF TOTAL TUMORS i 0 3 12
79 - 104 NO. OF EXAMINED ANIMALS 12 to 15 39
NO. OF ANIMALS WITH TUMORS 12 10 15 39
NO. OF ANIMALS WITH SINGLE TUMORS 3 2 2 17
NO. OF ANIMALS WITH MULTIPLE TUMORS 9 8 13 22
NO. OF BENIGN TUMORS 16 12 25 61
NO. OF MALIGNANT TUMORS 9 8 9 4
NO. OF TOTAL TUMORS 25 20 34 65
105 — 105 NO. OF EXAMINED ANIMALS 37 39 32 2
NO. OF ANIMALS WITH TUMORS 37 39 32 2
NO. OF ANIMALS WITH SINGLE TUMORS 17 i2 6 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 20 27 26 2
NO. OF BENIGN TUMORS 55 72 74 5
NO. OF MALIGNANT TUMORS 9 8 i 0
NO. OF TOTAL TUMORS 64 78 81 5
(HPTO70)

BATS4



STUDY NO. ¢ 0401 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL © RAT F344/DuCrj
REPORT TYPE : Al
SEX : MALE PAGE : 2
Time-related Item Group Name Control 2000 ppm 4000 ppm 8000 ppm
Weeks.
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 48 49 50
NO. OF ANIMALS WITH SINGLE TUMORS 21 14 9 22
NO. OF ANIMALS WITH MULTIPLE TUMORS 29 35 40 28
NO. OF BENIGN TUMORS 71 84 100 78
NO. OF MALIGNANT TUMORS 19 14 18 5
NO. OF TOTAL TUMORS 90 98 118 83
(HPTO70)

BATS4



APPENDIX L 2

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED,
RAT @ FEMALE

(2-YEAR STUDY)



STUDY NO.
ANTHAL

© 0401
© RAT F344/DuCrj

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

REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Time-related Items Group Name Control 2000 ppm 4000 ppm 8000 ppm
Weeks,
0- B2 NO. OF EXAMINED ANIMALS 0 0 1 0
NO. OF ANIMALS WITH TUMORS 0 0 1 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS v 0 0 0
NO. OF BENIGN TUMORS ¢ 1} 0 0
NO. OF MALIGNANT TUMORS 0 0 1 0
NO. OF TOTAL TUMORS 0 0 [ 0
53 - 178 NO. OF EXAMINED ANIMALS 0 2 2 1
NO. OF ANIMALS WITH TUMORS 0 2 2 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 2 1 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 1 0
NO. OF BENIGN TUMORS ] 0 0 1
NO. OF MALIGNANT TUMORS 0 2 3 0
NO. OF TOTAL TUMORS 0 2 3 1
79 - 104 NO. OF EXAMINED ANIMALS 5 10 12 17
NO. OF ANIMALS WITH TUMORS 5 10 12 12
NO. OF ANIMALS WITH SINGLE TUMORS 2 7 7 8
NO. OF ANIMALS WITH MULTIPLE TUMORS 3 3 5 4
NO. OF BENIGN TUMORS 6 6 10 12
NO. OF MALIGNANT TUMORS 3 9 8 5
NO. OF TOTAL TUMORS 9 15 18 17
105 - 165 NO. OF EXAMINED ANIMALS 45 38 35 31
NO. OF ANIMALS WITH TUMORS 30 31 22 17
NO. OF ANTMALS WITH SINGLE TUMORS 23 24 15 13
NO. OF ANIMALS WITH MULTIPLE TUMORS 7 7 7 4
NO. OF BENIGN TUMORS 29 34 25 15
NO. OF MALIGNANT TUMORS 11 5 4 7
NO. OF TOTAL TUMORS 40 39 29 22
(1iPTO70)

BAIS4



STUDY NO.
ANIMAL

© 0401
: RAT F344/DuCrj

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

REPORT TYPE : Al
SEX © FEMALE PAGE : 4
Time-related Items Group Name Control 2000 ppm 4000 ppm 8000 ppm
Weeks.
0~ 105 NO. OF EXAMINED ANIMALS 50 50 50 49
NO. OF ANIMALS WITH TUMORS 35 43 37 30
NO. OF ANIMALS WITH SINGLE TUMORS 25 33 24 22
NO. OF ANIMALS WITH MULTIPLE TUMORS 10 10 13 8
NO. OF BENIGN TUMORS 35 40 35 28
NO. OF MALIGNANT TUMORS 14 16 16 12
NO. OF TOTAL TUMORS 49 56 51 40
(HPTO70)

BAIS4



APPENDIX M 1

HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS : SUMMARY
RAT : MALE

(2-YEAR STUDY)



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTMAL . RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX © MALE PAGE : 1
Group Name Control 2000 ppm 4000 ppm 8000 ppm

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

{Integumentary system/appandage)

skin/app <50> <50> <50> <50>
squamous cell papilloma 0 ( 0% 0 ( 0% 2 (4 o ( o%
trichoepithelioma 2 (a4 0 ( 0% 1 ¢ 2% 1 ( 2B
keratoacanthoma 1 2% 1 (2% 2 (4 0 ( 0%
sebaceous adenoma 0 ( o® 0 ( 0% 0 ( op 1 (29
trichoepithelioma:malignant Y o ( 0% 1 (2% o ( 0B
subcutis <50> <50> <50> <50>
fibroma 2 (% 2 (4 4 ( 8% o ( 0%
lipoma 1 (2% 0 ( 0% 1 (2% 0 C 0%

{Respiratory system}

nasal cavit <50> <50> <50> <B0>
chondroma 1 (2% 0 ( 0% 0 ( 0% 0 ( 0%
lung <50> <50> <50> <50>
bronchiclar-alveolar adenoma 0o ( o¥% 0 ( o% 1 (2% o ( oW

{Hematopoietic system)

bone marrow <60> <50> <50> <50>
histiocytic sarcoma 1 C 2% o ( 0% o (0% 0 ( 0%
spleen <50> <50> <B0> <50>
histiocytic sarcoma I C 2% 0 ( 0% 2 (4% 0 ( 0%
a > a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm c!b/a*100

(1PT085) BAIS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS

: NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105%)

REPORT TYPE : Al

SEX © MALE PAGE @ 2

Group Name Control 2000 ppm 4000 ppm 8000 ppm

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

{Hematopoietic system)

spleen <50> <50> <50> <50>
mononuclear cell leukemia 8 ( 16%) 5 ( 10%) 3 ( 6% 0o ( 0%
hemangiosarcoma 2 ( 0o ( 0% 0 ( 0% 0 ( 0%

{Digestive system)

oral cavity <50> <50> <50> <60
keratoacanthoma 1 (2% 0 ( 0% o ( 0% 0 ( 0%

tongue <50> <50> <50> <50>
squamous cell papilloma o ( 0% o ( 0% 0 ( 0% 1 (2%

stomach <50> <50> <50> <50>
squamous cell papilloma 1 ( 2% 3 ( 6% 0 ( 0% 0 ( 0%
cpidermal cyst 0 ( O% 0 ( 0% 0 ( 0% 1 (2%
squamous cell carcinoma 0o ( 0% 0 ( o% 1 (2% 0 ( 0%
adenocarcinoma 0 ( o 1 (2% o ( 0% o ( 0%

liver <50> <50> <50> <50>
hepatocellular adenoma o ( 0% 1 (2% 13 ( 26%) i 22%
hemangiosarcoma 0 ( o® o ( 0% 0 (0% 2%

pancreas <50> <50> <50> <50>
islet cell adenoma 2 (4 2 (4% 2 (4 o ( 0%

{Urinary system}

kidney <50> <50> <50> <50>
renal cell adenoma o ( o% 1 (2% 0 ( 0% 0 ( oW

{a>> a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/a#*100
(HPT085)

BAIS4



STUDY NO.
ANTMAL

T 0401
: RAT F344/DuCrj

HISTOPATHOLOGICAL FINDINGS
ALL ANIMALS (0-105W)

: NEOPLASTIC LESIONS (SUMMARY)

REPORT TYPE : Al
SEX © MALE paGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm

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

{Urinary system)

kidney <50> <50> <50> <50>
transitional cell carcinoma 0 ( oW 0 ( 0% 1 (2% 0 ( 0%

{Endocrine system)

pituitary <50> <50> <50> <50>
adenoma 14 ( 28%) 11 ( 22%) 9 (18% 9 (18%)

thyroid <50> <50> <50> 50>
C-cell adenoma 7 (149 11 { 22%) 10 ( 20%) 2 (&%
C-cell carcinoma 3 ( &% 2 (4% 1 (2% o ( 0%
follicular adenocarcinoma 1 (2% 0 ( o% 1 (2% 2 ( 4%

adrenal <50> <50> <50> <50
pheochromocytoma 4 ( 8% 3 ( 6% i (2% 2 ( 4%
pheochromocytoma:malignant 0 ( 0% 1 (2% 3 ( 6% 0 ( 0%

{Reproductive system)

testis <50> <50> <50> <50>
interstitial cell tumor 34 (68%) 45 ( 90%) 48 ( 96%) 48 ( 96%)

prostate <50> <50> <50> <50>
adenoma 0 ( 0% 1 (2% 0 ( 0% 0 ( 0%

mammary gl <50> <50> <50> <50>
fibroadenoma 0 ( 0% 2 ( 4% 3 ( 6% 0 ( 0%

prep/cli gl <50> <50> <50> <50>
adenoma 1 (2% 1 (2% 2 (4% 0 ( 0%

a >
¢ )

—_~A

b

a : Number of animals examined at the site
b : Number of animals with neoplasm

¢:b/a%*100

(HPT085)

BALS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS

: NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX T MALE PAGE : 4

Group Name Control 2000 ppm 4000 ppm 8000 ppm

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

{Nervous system)

brain <60> <50> <50> <50>
malignant reticulosis o { 0% o ( 0% 1 (2% 0 ( 0%
glioma 1 2% 1 (2% 0 ( 0% o ( 0%

spinal cord <50> <50> <500 <50>
glioma o ( o% 1 (2% o ( 0% 0 ( 0%

{Special sense organs/appendage}

Zymbal gl <50> <50> <50> <50>
adenoma o ( 0% o ( 0% 1 ¢ 2% 2 ( 4%
sarcoma:NOS o ( 0% 1 (2% 0o ( 0% o ( 0%

{Musculoskeletal system}

bone <50> <50> <50> <50>
osteosarcoma o ( o® 1 (2% v 2% 1 (2%

{Body cavities)

pleura <50> <50> <50> <50>
mesothelioma o ( 0% o ( 0% 1 (2% 0 ( 0%

peritoneum <50> <50> <500 <60>
mesothelioma 1 (.2% 1 ( 2% 2 (4% 1 ¢ 2%

abdominal ¢ <50> <50> <50> <50>
liposarcoma 1 (2% 0 ( 0% 0 (oW 0 0%

a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm

c:b/a*100

(HPTO85)

BATS4



APPENDIX M 2

HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE

(2-YEAR STUDY)



STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTMAL © RAT F344/DuCrj ALL ANTMALS (0-105W)

REPORT TYPE :@ Al

SEX © FEMALE PAGE : b

Group Name Control 2000 ppm 4000 ppm 8000 ppm

Organ Findings No. of animals on Study 50 50 50 49

{Integumentary system/appandage}

skin/app <50> <50> <50> 49>
trichoepithelioma 0 ( o% 0o ( 0% 1 (¢ 2% 0 ( 0%

subcutis <50> <50> <50 <49>
fibroma 0 ( 0% 1 ( 2% 0 ¢ 0% 0 ( 0%

{Respiratory system}

lung <50> <50> <50> <49>
bronchiolar-alveolar adenoma 0 ( 0% 0 ( o% 0 { 0% 1 ¢ 2%

{Hematopoietic system}

spleen <50> <50> <50> <49>
mononuclear cell leukemia 8 ( 16%) 7 (14%) 1 (2% 1 (2%

{Digestive system)

oral cavity <50> 50> <50> <49>
squamous cell papilloma 1 (20 0 ( 0% 0 ( o® 1 (2%
squamous cell carcinoma 0 ( o% 0 ( 0% 0 ( 0% 1 (2%

tongue <50> <50> <50> <49>
squamous cell papilloma 0 ( o 0 ( 0% 0 ( o% 2 ( 4%

liver <50> <50> <50> <49>
hepatocellular adenoma ¢ ( o 0 ( 0% 0 ( 0% 5 ( 10%)

pancreas <50> <50> <50> <49>
islet cell adenoma o ( 0% o ( 0% 1 (2% o ( 0%

{Urinary system}

kidney <50> <50> <50> <49>
renal cell adenoma 1 (20 o ( 0% 0 ( 0% 0 ( 0%

<a a @ Number of animals examined at the site
b (c) b : Number of animals with neoplasm ¢:b/a#*]00
(HPTO85)

BATS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS

: NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : 6

Group Name Control 2000 ppm 4000 ppm 8000 ppm

Organ Findings No. of animals on Study 50 50 50 49

{Urinary system)

kidney <50> <50> <50> <49>
renal cell carcinoma 0 ( oW 1 (2% 1 (2% 0 ( o9

urin bladd <50> <50> <50> <48>
transitional cell papilloma 0 ( o% 0 ( 0% 1 (2% 0 ( 0%

{Fndocrine system)

pituitary <50> <500 <50 <49>
adenoma 14 ( 28%) 15 ( 30%) 15 ( 30%) 7 (14%)
adenocarcinoma 2 (4% o ( 0% 0o ( 0% o ( 0%

thyroid <50> <50> <50> <49>
C-cell adenoma 5 (108 3 ( 6% 8 ( 16%) 6 ( 12%
follicular adenoma 0 ( o% o ( 0% 0o ( 0% 2 ( 4%
follicular adenocarcinoma 1 (20 0 ( 0% 1 (2% 0 ( oW

adrenal <50> <50> <50> <49>
pheochromocy toma 1 2% o ( 0% o ( 0% 1 ¢ 2%

{Reproductive system)

ovary <50> <50> <50> <49>
granulosa—theca cell tumor 1 (2% 1 ( 2% 0 ( 0% 0 ( 0%

uterus <50> <50> <500 <49>
leiomyoma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%
endometrial stromal polyp 8 ( 16%) 14 ( 28%) 3 ( 6% 1 (2%

<a> a : Number of animals exemined at the site
b (c) b : Number of animals with neoplasm c:b/ax%100
(HPTO085)

BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS

: NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : 7

Group Name Control 2000 ppm 4000 ppm 8000 ppm

Organ. Findings No. of animals on Study 50 50 50 49

{Reproductive system)

uterus <50> <80> <50> <49>
adenocarcinoma 1 (2% 4 ( 8% 8 (16%) 8 ( 16%)
fibrosarcoma o ( o% 1 (2% 0o ( 0% 0 ( 0%
schwannoma:malignant (20 1 (2% o C o® 0 ( o%
sarcoma:NOS 0 ( 0% 0 ( o% 1 (28 0 0%
endometrial stromal sarcoma o ( 0% 2 ( 4% 0 ( 0% 0 ( 0%

mammary gl <50> <50> <50> <49>
fibroadenoma 4 ( 8H 5 ( 10% 4 ( 8% 1 2%

prep/cli gl <50> <50> <50> <49>
adenoma 0 ( 0% 1 (2% i (2% 1 (2%

{Nervous system}

brain <50> <50> <50> <49>
malignant reticulosis 1 (2% o ( 0% 129 0 ( 0%
glioma o ( oW 0 ( 0% 0 ( 0% 1 (2%

{Special sense organs/appendage)

Zywbal gl <50> <50> <50> <49>
adenocarcinoma 0 ( 0% 0o ( 0% 1 (2% ¢ ( 0%
adenosquamous carcinoma 0 ( 0% o ( 0% 0 ( 0% 1 (2%

{a a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm ¢c:b/a=*100
(HPTO85)

BATS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTMAL © RAT F344/DuCrj ALL ANIMALS (0-105%)

REPORT TYPE : Al

SEX : FEMALE PAGE :

Group Name Control 2000 ppm 4000 ppm 8000 ppm

Organ Findings No. of animals on Study 50 50 50 49

{Musculoskeletal system)

bone <50> <50> <50> <49>
osteosarcoma 0 ( 0% 0 ( 0% 1 (2% o ( 0%

{Body cavities]

retroperit <50> <50> <50> <49>
schwannoma :mal ighant 0 ( o% 0 ( 0% 1 (2% o ( 0%

<a a ! Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/a*100
(HPTO85)

BAIS4



APPENDIX N 1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS,
RAT : MALE

(2-YEAR STUDY)



STUDY No. © 0401 NEOPLASTIC LESIONS—INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL o RAT F344/DuCrj
SEX I MALE PAGE : 1
Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE ¢ subcutis
TUMOR : fibroma
Tumor rate
Overall rates(a) 2/50( 4.0) 2/50( 4.0) 4/50( 8.0) 0/50( 0.0)
Adjusted rates(b) 5. 41 5.13 7.50 0.0
Terminal rates(c) 2/37¢ 5.4) 2/33( 5.1) 2/32( 6.3) 0/ 2( 0.0}
Statistical analysis
Peto  test
Standard method{d) P = 0.2988
Prevalence method{d) P = 0.4152
Combined analysis(d) P = 0.3467
Cochran-Armitage test(e) P = 0.3291
Fisher [Exact test(e) P = 0.6913 P = 0.3389 P = 0.2475
SITE : spleen
TUMOR : mononuclear cell leukemia
Tumor rate
Overall rates{a) 8/50( 16.0) 5/50( 10.0) 3/50( 6.0) 0/50( 0.0)
Adjusted rates(b) 5.41 2.56 0.0 0.0
Terminal rates(c) 2/37( 5.4) 1/39( 2.6) 0/32( 0.0) 0/ 2( 0.0)
Statistical analysis
Peto test
Standard method{d) P = 0.9407
Prevalence method(d) P = 0.9167
Combined analysis(d) P = 0.9760
Cochran-Armi tage test(e) P = 0.0027+%
Fisher Exact testl(e) P = 0.2768 P = 0. 0999 P = 0.0029%*
SITE : stomach
TUMOR : squamous cell papilloma
Tumor rate
Overall rates(a) 1/50( 2.0} 3/50( 6.0) 0/50( 0.0) 0/50( 0.0)
Adjusted rates(b) 2.70 7.69 0.0 0.0
Terminal rates{(c) 1/37¢ 2.7) 3/38( 7.7 0/32( 0.0) o/ 2( 0.0)
Statistical analysis
Peto test
Standard method(d) P=-—
Prevalence method(d) P = 0.7097
Combined analysis(d) Pp=—
Cochran-Armitage test(e) P = 0.1719
Fisher Exact test(e) P = 0.3087 P = 0.5000 P = 0.5000

(HPT3604)

BAIS4



STUDY No. : 0401
ANTMAL : RAT F344/DuCrj
SEX ¢ MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE :

Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE : liver
TUMOR : hepatocellular adenuma
Tumor rate
Overall rates{a) 0/50( 0.0) 1/50( 2.0} 13/50¢( 26.0) 11/50( 22.0)
Adjusted rates(b) 0.0 2.56 40.63 75. 00
Terminal rates(c) 0/37(C 0.0) 1/38( 2.6) 13/32( 40.6) 1/ 2( 50.0)
Statistical analysis
Peto  test
Standard method(d) p=-—-
Prevalence method(d) P < 0.0001%%?
Combined analysis{(d) P = —
Cochran-Armitage test(e) P = 0.0001%*
Fisher Dxact test(e) P = 0.5000 P < 0.0001%* = 0. 0003+
SITE : pituitary gland
TUMOR : adenoma
Tumor vate
Overall rates(a) 14/50( 28.0) 11/50( 22.0) 9/50( 18.0} 9/50( 18.0)
Adjusted rates(b) 25.53 23.26 17.14 100. 00
Terminal rates(c) 7/37( 18.9) 8/39( 20.5) 5/32( 15.6) 2/ 2(100.0)
Statistical analysis
Peto test
Standard method{d) P = 0.4952
Prevalence method(d) P = 0.4299
Combined analysis(d) P = 0.4402
Cochran-Armitage test(e) P = 0.2329
Fisher Exact test(e) P = 0.3224 P = 0.1710 P = 0.1710
SITE : thyroid
TUMOR : C-cell adenoma
Tumor rate
Overall rates(a) 7/50( 14.0) 11/50( 22.0) 10/50( 20.0) 2/50( 4.0)
Adjusted rates(b) 15.56 28.21 23.53 6.45
Terminal rates(c) 5/37( 13.5) 11/39¢ 28.2) 7/32( 21.9) . o/ 2( 0.0)
Statistical analysis
Peto test
Standard method{d) P =
Prevalence method(d) P = 0.4406
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.0707
Fisher Exact test(e) P = 0.2178 P = 0.2977 P = 0.0798

(HPT3604)

BAIS4



STUDY No. @ 0401

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL © RAT F344/DuCrj
SEX © MALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE @ thyroid
TUMOR : C-cell carcinoma
Tumor rate
Overall rates(a) 3/50( 6.0) 2/50( 4.0) 1/50¢ 2.0 0/50( 0.0)
Adjusted rates(b) 7.69 5.13 3.13 0.0
Terminal rates(c) 2/37( 5.4) 2/39¢ 5.1) i/32( 3.1) o/ 2( 0.0)
Statistical analysis
Peto  test
Standard method(d) p=-——
Prevalence method(d) P = 0.8565
Combined analysis(d) p=—
Cochran—Armitage test(e) P = 0.0685
Fisher Exact test(e) P = 0.5000 P = 0.3087 P = 0.1212
SITE : thyroid
TUMOR : C-cell adenoma,C-cell carcinoma
Tumor rate
Overall rates{a) 10/50¢ 20.0) 13/50( 26.0) 11/50( 22.0) 2/50( 4.0)
Adjusted rates(b) 22.50 33.33 26.47 6. 45
Terminal rates(c) 7/37( 18.9) 13/39¢( 33.3) 8/32( 25.0) 0/ 2( 0.0)
Statistical analysis
Peto test
Standard method(d) P =~
Prevalence method(d) p = 0.6166
Combined analysis(d) p=——-
Cochran—-Armitage test(e) P = 0.0128%
Fisher Bxact test(e) P = 0.3176 P = 0.5000 P = 0.0139%
SITE : adrenal gland
TUMOR : pheoclromocytoma
Tumor rate ‘
Overall rates(a) 4/50( 8.0} 3/50( 6.0) 1/50( 2.0} 2/50( 4.0)
Adjusted rates(b) 10.81 7.69 2.38 4.88
Terminal rates(c) 4/37( 10.8) 3/39( 7.7 0/32( 0.0 0o/ 2( 0.0)
Statistical analysis
Peto test
Standard method{(d) P = -
Prevalence method(d) P = 0.6695
Combined analysis(d) P=—-—
Cochran-Armitage test(e) P = 0.3236
Fisher Uxact test(e) P = 0.5000 P = 0.1811 P = 0.3389

(HPT360A)

BAIS4



STUDY Ne. @ 0401 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHMAL T RAT F344/DuCrj
SEX T MALE PAGE : 4
Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE : adrenal gland
TUMOR : pheochromocytoma:malignant
Tumor rate
Overall rates(a) 0/50( 0.0) 1/50( 2.0 3/50( 6.0) 0/50( 0.0)
Adjusted rates(b) 0.0 2.56 8.82 0.0
Terminal rates{(c) 0/37( 0.0) 1/39( 2.8) 2/32( 6.3) 0/ 2( 0.0)
Statistical analysis
Petu  test
Standard method(d) P=-—
Prevalence method(d) P = 0.0727
Combined analysis{d) P=—-
Cochran—-Armitage test(e) P = 1.0000
Fisher Ixact test(e) P = 0.5000 P = 0.1212 P = N.C.
SITE : adrenal gland
TUMOR : pheochromocytoma, pheochromocytoma:malignant
Tumor rate
Overall rates(a) 4/50( 8.0) 4/50( 8.0) 4/50( 8.0) 2/50( 4.0)
Adjusted rates(b) 10.81 10.26 9.52 4.88
Terminal rates(c) 4/37( 10.8) 4/39( 10.3) 2/32( 6.3} 0/ 2( 0.0)
Statistical analysis
Peto test
Standard method{d) P = -
Prevalence method{d) P = 0.3843
Combined analysis(d) P=
Cochran-Armitage test(e) P = 0.3991
Fisher Bxact test(e) P = 0.6425 P = 0.6425 P = 0.3389
SITE @ testis
TUMOR : interstitial cell tumor
Tumor rate
Overall rates(a) 34/50( 68.0) 45/50( 90.0) 48/50( 96.0) 48/50( 96.0)
Adjusted rates(b) 81.58 93. 33 100. 00 100. 00
Terminal rates{(c) 30/37( 81. 1) 36/39( 92.3) 32/32(100.9) 2/ 2(100. 0}
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method(d) P < 0, 0001+
Combined analysis{d) P =
Cochran-Armitage test(e) P = 0.000 1%k
Fisher Exact test(e) P = 0. 0064+F P = 0. 00024k P = 0.0002%k

(HPT360A)

BATS4



STUDY No. @ 0401 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAT, RAT F344/DuCrj
SEX MALE PAGE : 5
Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE : mammary gland
TUMOR : fibroadenoma
Tumor rate
Overall rates(a) 0/50( 0.0) 2/50( 4.0) 3/50( 6.0} 0/506( 0.0)
Adjusted rates(b) 0.0 5.13 9. 38 0.0
Terminal rtates(c) 0/37( 0.0) 2/33( 5.1) 3/32( 9.4 0/ 2( 0.0)
Statistical analysis
Petu  test
Standard method(d) P =
Prevalence method(d) P = 0.0719
Combined analysis(d) p=——
Cochran—-Armitage test(e) P = 0.8183
Fisher [Exact test(e) P = 0.2475 P =0.1212 P =NC.
(HPT3604) BAIS4
(a): Number of tumor—bearing animals/number of animals examined at the site.
(b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.

@:

(e):
7

Beneath the comtrol incidence are the P-values associated with the trend test.

Standard method : Death analysis

Prevalence method : Incidental tumor test

Combined analysis @ Death analysis + Incidental tumor test

The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

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

—~——— : There is no data which should be statistical analysis.
Significant difference : *: P =< 0.05 k1 P < 0.01

N.C.

‘Statistical value cannot be calculated and was not significant.



APPENDIX N 2

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS,
RAT @ FEMALE

(2-YEAR STUDY)



STUDY No. : 0401

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL © RAT F344/DuCrj
SEX ¢ FEMALE PAGE : 6
Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE : spleen
TUMOR : mononuclear cell leukemia
Tumor rate
Overall rates(a) 8/50( 16.0) 7/50( 14.0) 1/50C 2.0) 1/49(¢ 2.0)
Adjusted rates(b) 13.33 2.63 2.04 0.0
Terminal rates(c) 6/45( 13.3) 1/38( 2.8) 0/35¢( 0.0) 0/31( 0.9)
Statistical analysis
Peto  test
Standard method(d) P = 0.8673
Prevalence method(d) P = 0.9985
Combined analysis{d) P = 0.9972
Cochran-Armitage test(e) P = 0.0044%*
Fisher Exact test(e) P = 0.5000 P = 0.0154* P = 0.0166%
SITE ¢ liver
TUMOR : hepatocellular adenoma
Tumor rate
Overall rates(a) 0/50( 0.0) 0/50( 0.0} 0/50¢( 0.0) 5/49( 10.2)
Adjusted rates(b) 0.0 0.0 0.0 12.82
Terminal rates(c) 0/45( 0.0) 0/38( 0.0) 0/35( 0.0) 2/31( 6.5)
Statistical analysis
Peto test
Standard method{(d) P= -
Prevalence method(d) P = 0. 0001%k?
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0. 0005k
Fisher Exact test(e) P=N.C P =N.C. P = 0.0267*
SITE : pituitary gland
TUMOR : adencma
Tumor rate
Overall rates(a) 14/50( 28.0) 15/50( 30.0) 15/50( 30.0) 7/49( 14.3)
Adjusted rates(b) 25.53 35.71 30.23 12. 77
Terminal rates(c) 11/45( 24.4) 13/36( 34.2) 10/35( 28.6) 3/31(C 9.7)
Statistical analysis
Peto test
Standard method(d) P = 0.5411
Prevalence method(d) P = 0.9669
Combined analysis(d) P = 0.9613
Cochran-Armitage test(e) P = 0.0843
Fisher Exact test(e) P = 0.5000 P = 0.5000 = 0. 0768

(HPT3607)

BAIS4



STUDY No. © 0401 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL t RAT F344/DuCrj
SEX : FEMALE PAGE : 7
Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE : pituitary gland
TUMOR : adenhoma, adenocarcinoma
Tumor rate
Overall rates(a) 16/50( 32.0) 15/50¢ 30.0) 15/50( 30.0) 7/49( 14.3)
Ajusted rates(b) 29.78 35.71 30.23 12. 77
Terminal rates(c) 13/45( 28.9) 13/38( 34.2) 10/35( 28.6) 3/31C 9.7)
Statistical analysis
Petu test
Standard method{d) P = 0.5411
Prevalence method(d) P = 0.9860
Combined analysis{d) P = 0.9823
Cochran-Armitage test{e) P = 0.0372%
Fisher lxact testl(e) P = 0.5000 P = 0.5000 P = 0.0315%
SITE : thyroid
TUMOR : C-cell adenoma
Tumor rate
Overall rates(a) 5/50( 10.0) 3/50( 6.0) 8/50( 16.0) 6/49( 12.2)
Adjusted rates(b) 11. 11 7.14 22.86 17. 14
Terminal rates(c) 5/45( 11. 1) 2/38( 5.3) 8/35( 22.9) 5/31( 16. 1)
Statistical analysis
Peto  test
Standard method(d) P = e
Prevalence method(d) P = 0.1150
Combined unalysis(d) P=
Cochran-Armilage test(e) P = 0. 4665
Fisher Exact test(e) P = 0.3575 P = 0.2768 P = 0.4856
SITE : uterus
TUMOR : endometrial stromal polyp
Tumor rate
Overall rates(a) 8/50( 16.0) 14/50( 28.0) 3/50( 6.0) 1/49( 2.0)
Adjusted rates(b) 16.33 34.21 7.69 3.23
Terminal rates(c) 6/45( 13.3) 13/38( 34.2) 2/35( 5.7) 1/31( 3.2)
Statistical analysis
Peto test
Standard method{(d) P=-—
Prevalence method(d) P = 0.9983
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.0025%*
Fisher Exact test(e) P = 0.1135 P = 0.0999 P = 0.0166%

(HPT360A)

BAIS4



—
STUDY No. : 0401 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANTMAL : RAT F344/DuCrj
SEX © FEMALE PAGE : 8
Group Name Control 2000 ppm 4000 ppm 8000 ppm
SITE :© uterus
TUMOR @ adenocarcinoma
Tumor rate
Overall rates(a) 1/50( 2.0) 4/50( 8.0) 8/50( 16.0) 8/49( 16.3)
Adjusted rates(b) 2.22 7.89 5.71 15.63
Terminal rates(c) 1/45( 2.2) 3/38( 7.9) 2/35( 5.7) 4/31( 12.9)
Statistical analysis
Peto  test
Standard method(d) P = 0.0452%
Prevalence method(d} P = 0.0209%
Combined amalysis(d) P = 0.0041%*
Cochran-Armitage test(e) P = 0.0153%
Fisher Bxact test(e) P = 0.1811 P = 0.0154* P = 0.0142*%
SITE : mammary gland
TUMOR : fibroadenoma
Tumor rate
Overall rates(a) 4/50( 8.0) 5/50( 10. 0) 4/50( 8.0) 1/49(C 2.0)
Adjusted rates(b) 8.89 12.20 8.57 2.86
Terminal rates(c) 4/45( 8.9) 4/38( 10.5) 3/35( 8.6) 0/31( 0.0)
Statistical analysis
Peto test
Standard method{d) P = 0.3459
Prevalence method(d) P = 0.8764
Combined analysis(d) P = 0. 8460
Cochran—Armitlage test(e) P = 0.1674
Fisher Exuct test(e) P = 0.5000 P = 0.6425 P = 0.1874
(HPT360A) BAIS4

(a): Number of tumor—-bearing animals/number of animals examined at the site.
) : Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-values associated with the trend test.
Standard method : Death analysis
Prevalence method : Incidental tumor test
Conbined analysis : Death analysis + Incidental tumor test
(e): The Cochran-Armilage and Fisher exacl tesi compare directly the overall incidence rates.
? : The conditional probabilities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value.
———— : There is no data which should be statistical analysis.
Significant difference * ! P £ 0.05 #k 1 P = 0.01
N.C. :Statistical value camnot be calculated and was not significant.



PPENDIX O 1

HISTOPATHOLOGICAL FINDINGS : METATSASIS OF TUMOR : SUMMARY
RAT @ MALE :© ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.
ANIMAL

© 0401
: RAT F344/DuCrj

HISTOPATHOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Neme Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Integumentary system/appandage)

subcutis <50> 50> <50> <50>
metastasis!thyroid tumor 0 0 1 0

{Respiratory system}

nasul cavit <50> <50> <50> <50>
leukemic cell infiltration 2 0 0 0

lung <50> <50> <50> <50>
leukemic cell infiltration 6 5 3 1}
metastasis:thyroid tumoxr 0 0 1 o
metastasisibone tumor 0 1 0 1
metastasis:zymbal gland tumor 0 1 0 4}
metastasis:abdominal cavity tumor 1 W] 0 0

{Hematopoietic system)

bone marrow <50> <50> <50> <50>
leukemic cell infiltration 8 4 3 0
metastasisispleen tumor 1 ] ] 0

lymph node <50> <50> <50> <50>
leukemic cell infiltration 0 { 2 o]
metastasis:thyroid tumor 1 0 0 Q
metastasis:bone tumor 0 1 0 0
metastasis:spleen tumor 1 4] 0 4]

<a?d a @ Number of animals examined at the site

b b : Number of animals with lesion
(JPT150) BAIS4



STUDY NO.

© 0401

HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANTMALS (0-105%)

REPCRT TYPE : Al

SEX * MALE PAGE @ 2

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

{Hematopoietic system)

lymph node <50> <50> <50> <50>
metastasisizymbal gland tumor 0 1 0 0

{Circulatory system}

heart <50> <50> <50> <50>
leukemic cell infiltration 2 1 1 (]

{Digestive system)

liver <50> <50> <50> <50>
Jeukemic cell infiltration § 5 3 0
metastasis:bone tumor 4} 1 4] 0
metastasis:spleen tumor 1 0 0 [

{Urinary system)

kidney <502 <50> <50> <50>
leukemic cell infiltration 3 2 i 0

{Endocrine system}

adrenal <50> <50> <50> <50>
metastasis:spleen tumor 1 0 o} 0

{Nervous system)

brain <50> <50> <50> <50>
leukemic cell infiltration 3 2 2 0

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

b b : Number of animals with lesion
(JPT150) BAIS4



STUDY NO.  : 0401 HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANTMALS (0-105%)

REPORT TYPE : Al

SEX : MALE PAGE : 3
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings.

{Nervous system}

spinal cord <50> 50> <50> <50>

Jeukemic cell infiltration 3 1 0 o]
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150) BALS4



APPENDIX O 2

HISTOPATHOLOGICAL FINDINGS : METATSASIS OF TUMOR : SUMMARY
RAT @ FEMALE : ALL ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS

: METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT FF344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX © FEMALE PAGE : 4

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49

Organ Findings.

{Respiratory system)

nasal cavit <50> <50> <50> <49>
leukemic cell infiltration 0 1 [ 0
metastasis:bone tumor 0 0 1 0

Tung <50> <50> <50> <49>
leukemic cell infiltration 3 6 0 1
metastasis:uterus tumor 0 3 5 4

{Hematopoietic system)

bone marrow <50> 50> <50> <49>
leukemic cell infiliration 2 5 0 1

lymph node <50> <50> <50> <49>
leukemic cell infiltration 0 0 i 4]
metastasisiuterus tumor 0 1 2 ]

{Digestive system)

stomach <50> <50> <50 <49>
metastasisiuterus tumor 0 1 0 1

liver <50> <50> <50 49>
leukemic cell infiltration 4 7 1 1
metastasisiuterus tumor 0 2 3 3

pancreas <50> <50> <50 <49>
metastasis:uterus tumor 0 1 1 1

{Urinary system)

kidney <50> <50> <50> <49>
leukemic cell infiltration 0 4 0 4

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

b - b : Number of animals with lesion
(JPT150) BAIS4



STUDY NO. @ 0401

HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : &

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49

Organ Findings.

{Urinary system)

kidney <50> <50> <50> <49>
metastasisiuterus tumor 0 0 1 2

{Endocrine system}

pituitary <50> <50> <50> 49>
metastasis:zymbal gland tumor 0 4] 1 0

adrenal <50> 50> <50> <49>
leukemic cell infiltratiom 0 0 0 1
metastasisiuterus tumor 0 4] 1 ]

{Reproductive system)

ovary <50> <GB0 <50> <49
metastasisiuterus tumor 1} 1 4 1

ulerus <50> <50> <50> <49>
Jeukemic cell infiltration 0 1 0 ¢
metastasis:bone tumor 0 0 1 [

{Nervous system)

brain <50> <50> <50> 49>
leukemic cell infiltration ! 4 0 0

spinal cord <50> <50> <50> <49>
leukemic cell infiltration 0 5 0 0

{Body cavities)

peritoneum <50> <50> <50> <49>
melastasisiuterus tumor 0 0 1 2

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

b b : Number of animals with lesion
(JPT150) BAIS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANTMAL © RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX © FEMALE PAGE : 6
Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 50 50 50 49

Organ Findings

{Body cavities)

retroperit <50> <50> <50> <49>

metastasisiuterus tumor 0 0 0 1
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150) BAIS4



AAPPENDIX O 3

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY
RAT @ MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)

REPORT TYPE : Al

SEX © MALE PAGE : 1

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 37 38 32 2

Organ Findings

{Integumentary system/appandage}

subcutis QD a3 32> <D
metastasis: thyroid tumor 0 0 1 0

{Respiratory system}

lung 37> <39> <32> < 2>
leukemic cell infiltration 0 1 0 0
metastasis:thyroid tumor 0 V] 1 Q

{Hematopoietic system)

bone marrow 37D <39> <32> <2
leukemic cell infiltration 2 ¢ 0 o]

Jymph node 37> <39> <32> <D
metastasis: thyroid tumor 1 0 0 4]

{Digestive system)

liver 3D 3P 32> <2
leukemic cell infiltration 0 1 0 Q

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

b b : Number of animals with lesion
(JPT150) BAIS4



APPENDIX O 4

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY
RAT : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. @ 0401

HISTOPATHOLOGICAL FINDINGS

: METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANTMALS (105V)

REPORT TYPE : Al

SEX : FEMALE PAGE : 2

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 45 38 35 31

Organ___ Findings.

{Respiratory system}

lung <45> 38> <35> <3P
leukemic cell infiltration 1 0 0 0
metastasisiuterus tumor 0 1 4] 2

{Digestive system)

liver <45> <38> <35> 31>
leukemic cell infiltration 2 1 0 0
metastasisiuterus tumor 0 i ¢ 2

pancreas <45> <38> <35> <31>
melastasis:ulerus fumor 0 0 0 1

{Urinary system)

kidney <45> <38> <35> (<7
metaslasis:iuterus tumor 0 0 0 2

{Reproductive system)

ovary <45> <38> <35> <31>
metastasis:uterus tumor 0 1 2 1

{Body cavities]}

peritoneun <45> <38> <35> 31>
metastasisiuferus tumor 0 0 0 1

retroperit <45> <38> <35> <31
metastasisiuterus tumor 0 0 0 1

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

b b : Number of animals with lesion
(JPT150) BAIS4



PPENDIX O 5

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR : SUMMARY
RAT : MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. © 0401 HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © MALE PAGE : 1

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48

Organ Findings

{Respiratory system}

nasal cavit <13> 11> 18> <48>
leukemic cell infiltration 2 0 0 0

lung <13 <1 <18> 48>
leukemic cell infiltration 6 4 3 0
metastasis:bone tumoxr 0 1 [ 1
metastasis:zymbal gland tumor o 1 0 0
metastasis:abdominal cavity tumor 1 0 0 4}

{Hematopoietic system)

bone marrow <13> <A <18> <48>
leukemic cell infiltration 6 4 3 0
metastasisispleen tumor 1 ] 0 0

Iymph node <13> A1 <18> <48>
leukemic cell infiltratiom 90 1 2 0
metastasis:bone tumor 1} 1 0 o]
metastasis:spleen tumor 1 ] 0 o]
metastasisizymbal gland tumor 0 1 0 0

{Circulatory system}

heart <13 <11> <18> <48>
leukemic cell infiltration 2 1 1 Q

{Digestive system)

liver <13> 11> <18> 48>
leukemic cell infiltration 6 4 3 ¢

<a?> a * Number of animals examined at the site

b b ! Number of animals with lesion
(JPT150) BAIS4



STUDY No. - 0401

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 13 11 18 48

QOrgan Findings

{Digestive system}

liver <13> 11> 18> <48>
metastasis:bone tumor 0 1 0 ]
metastasisispleen tumor 1 o} 0 0

{Urinary system}

kidney <13 11> <18> <48>
leukemic cell infiltration 3 2 1 0

{Endocrine system)

adrenal <13> <11> <18> <48>
metastasis:spleen tumor 1 0 0 0

{Nervous system)

brain <13> <11> <18> <48>
leukemic cell infiltration 3 2 2 0

spinal cord <i3> <11> 18> <48>
leukemic cell infiltration 3 1 0 0

<a?’ a : Number of animels examined at the site

b b : Number of animals with lesion
(JPT150) BATS4
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STUDY NO. @ 0401

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX © FEMALE PAGE : 3

Group Name Control 2000 ppm 4000 ppm 8000 ppm
No. of Animals on Study 5 12 15 18

Organ Findings

{Respiratory system)

nasal cavit < B> <12> <15> <18>
leukemic cell iufiltration 0 1 0 0
metastasis:bone tumor 0 0 1 0

Tung < 5> <12> <15> <18>
leukemic cell infiltration 2 8 0 1
metastasis:uterus tumor 0 2 5 2

(Hematopoietic system)

bone marrow < 5> <12> <1i5> <18>
leukemic cell infiltration 2 5 4] 1

Iymph node <5 <12> <15> <18>
leukemic cell infiltration 0 0 1 ]
metastasisiuterus tumor 4} 1 2 o]

{Digestive system)

stomach <5 <12> <15> <18>
metastasisiuterus tumor 0 1 0 1

liver <5 <A <15> 18>
leukemic cell infiltration 2 6 1 1
metastasisiuterus tumor 0 1 3 1

pancreas < B 12> <15> <18>
metastasisiuterus tumor 0 1 1 0

{Urinary system)

kidney < 5> <12 <15> <18>
loukemic cell infiltration 0 4 o] 0

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

b b : Number of animals with lesion
(JPT150) BATS4



STUDY NO.  : 0401

HISTOPATHOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL . RAT F344/DuCrj DEAD AND MORIBUND ANIMALS (0-105%)

REPORT TYPE : Al

SEX © FEMALE PAGE : 4

Group Name Control 2000 ppm 4000 ppm 8000 ppu
No. of Animals on Study 5 12 15 18

Organ_____ Findings

{Urinary system)

kidney <5 12> <15 18>
metastasisiuterus tumor 0 4] 1 0

{Endocrine system}

pituitary <5 12> <15> <18>
metastasis:zymbal gland tumor 0 0 1 0

adrenal < 5> <12> <15> <18>
leukemic cell infiltration 0 0 ] 1
metastasis:uterus tumor 0 ¢ 1 0

{Reproductive system)

ovary <5 <12> <15> 18>
metastasisiuterus tumor 0 0 2 o]

uterus < 5> 12> <15> <18>
leukemic cell infiltration 0 1 0 0
metastasis:bone tumor 0 0 1 0

{Nervous system)

brain <5 12> <15> <18>
leukemic cell infiltration 1 4 0 0

spinal cord < 5> <12> <15> <18>
leukemic cell infiltration 0 5 0 (]

{Body cavities)

peritoneum <5 12> <15> 18>
metastasisiuterus tumor 0 0 1 1

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

b b : Number of animals with lesion
(JPT150} BAIS4
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(Study No. 0401)
IDENTITY AND IMPURITY OF p-NITROANISOLE IN THE 2-YEAR FEED STUDY
Test Substance : p-Nitroanisole (Wako Pure Chemical Industries, Ltd.)
Lot No. : KSJ0005
1. Spectral data

Mass Spectrometry

Instrument : Hewlett Packard 5989B Mass Spectrometer
Ionization : EI (Electron Ionization)

Ionization Voltage : 70eV
Abundance 153
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123

1000000 ]
92
800000 77

600000 1
64

400000 ]

/ 0 N ml 1 R T T ‘ | I
m/z--> 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160
Mass Spectrum of Test Substance

200000 1

Abundance 153
8000 7 128
8000 1 77
7000 7
6000 1 64
5000 7
4000 1
3000 1 50
2000 7
1000 7

92

ll: !u. T O T

miz—> 9770 2p 30 40 50 60 70 80 90 100 110 120 130 140 150 160

Mass Spectrum of Literature Data*

Result: The mass spectrum was consistent with literature spectrum.
(*McLafferty FW, ed. 1994. Wiley Registry of Mass Spectral Data. 6th ed.
New York, NY : John Wiley and Somns.)



(Study No. 0401)

Infrared Spectrometry

Instrument : Shimadzu FTIR-8200PC Infrared Spectrometer
Cell : KBr Liquid Cell

Resolution : 2.0 cm™

160.0

T

50.0—

25.0

0.0 I 1 I I I
4000.0 3000.0 2000.0 1500.0 1000.90 500.0
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Infrared Spectrum of Test Substance
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0. 04 it H 31 B 3iIEIEISIRIIELY ' l $i3rdziiiil H
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Wavenumbers (cmt)

Infrared Spectrum of Literature Data*

Result: The infrared spectrum was consistent with literature spectrum.
(*Performed by Wako Pure Chemical Industries, Ltd.)



(Study No. 0401)

2. Impurity
Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : INNOWAX (0.2 mm¢ X 50 m)

Column Temperature : 80 *C — (15 *C/min) — 280 *C (5 min)

Flow Rate : 1 mL/min
Detector : FID (Flame Ionization Detector)
Injection Volume : 1 pL
Sample Name Peak No. Area Peak Name
(%)
Test Substance 1 0.25 m-Chloronitrobenzene
2 99.75 p-Nitroanisole

Result: Gas chromatography indicated one major peak (peak No.2) and one impurity. It was
identified by comparing GC-MS with that of m-chloronitrobenzene (peak No.l) in the
p-nitroanisole. The amount in the test substance were 0.25% (The quantity value by the
standard sample was 0.28%.) with a gas chromatograph.

3. Conclusion: The test substance was identified as p-nitroanisole by mass spectrum and infrared
spectrum. Gas chromatography indicated one major peak (p-nitroanisole) and one
impurity. The impurity was m-chloronitrobenzene in the test substance.
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(Study No. 0401)

STABILITY OF p-NITROANISOLE IN THE 2-YEAR FEED STUDY

Test Substance . : p-Nitroanisole (Wako Pure Chemical Industries, Ltd.)
Lot No. : KSJ0005
1. Sample . This lot was used from 1999.11.11 to 2001.11.14. Test substance was

stored in a dark place at room temperature.

2. Gas Chromatography
Instrument : Hewlett Packard 5890A Gas Chromatograph
Column : INNOWAX (0.2 mm¢ X 50 m)

Column Temperature : 80 “C — (15 * C/min) — 280 °C (5 min)

Flow Rate : 1 mL/min

Detector : FID (Flame Ionization Detector)

Injection Volume :1ul

Date Peak No. Retention Time Area

(date analyzed) (min) (%)

1999.11.04 1 10.259 0.25
2 13.134 99.75

2001.12.26 1 10.244 0.25
2 13.073 99.75

Result: Gas chromatography indicated one major peak (peak No.2) and one impurity (peak No.l <
0.3% of total area) analyzed on 1999.11.04 and one major peak (peak No.2) and one
impurity (peak No.1 < 0.3% of total area) analyzed on 2001.12.26. No new trace impurity
peak in the test substance analyzed on 2001.12.26 was detected.

3. Conclusion: The test substance was stable for about 26 months in a dark place at room temperature.
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CONCENTRATION OF p-NITROANISOLE IN FORMULATED DIETS IN THE 2-YEAR FEED STUDY

Target Concentration

Date Analyzed 2000° 4000 8000
1999.11.10 1990 ( 99.5)° 3990 ( 99.8) 8200 (103 )
2000.01.26 2060 (103 ) 4090 (102 ) 7830 ( 97.9)
2000.04.19 1990 ( 99.5) 3910 ( 97.8) 7920 ( 99.0)
2000.07.12 2090 (105 ) 3890 ( 97.3) 7910 ( 98.9)
2000.10.04 1910 ( 95.5) 3820 ( 95.5) 7840 ( 98.0)
2000.12.27 2000 (100 ) 4080 (102 ) 8180 (102 )
2001.03.21 2140 (107 ) 4130 (103 ) 7980 ( 99.8)
2001.06.06 2120 (106 ) 3890 ( 97.3) 7770 ( 97.1)
2001.08.29 2020 (101 ) 4110 (103 ) 8280 (104 )

:ppm
%

Analytical method

: The samples were analyzed by high performance liquid chromatography.

Instrument : Hewlett Packard 1090 High Performance Liquid Chromatograph
Column : TSK GEL ODS-80TM (4.6 mm¢ X 15 cm)

Column Temperature : Room Temperature

Flow Rate : 1 ml/min

Mobile Phase : Distilled Water : Acetonitrile = 1 : 1

Detector : UV (295 nm)

Injection Volume : 20 pL

(T0%0 "ON 4Apnig)
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STABILITY OF p-NITROANISOLE IN FORMULATED DIETS IN THE 2-YEAR FEED STUDY

Target Concentration

Date Prepared  Date Analyzed 300° 40000
1998.09.24 1998.09.24 314 (100 )° 40500 (100 )
1998.10.02° 257 ( 81.8) 37400 ( 92.3)
1998.10.29° 304 ( 96.8) 39400 ( 97.3)
* ppm

® % (Percentage was based on the concentration on date of preparation.)
® Animal room samples
¢ Cold storage samples

Analytical method : The samples were analyzed by high performance liquid chromatography.
Instrument : Hewlett Packard 1090 High Performance Liquid Chromatograph
Column : TSK GEL ODS-80TM (4.6 mm¢® X 15 cm)
Column Temperature : Room Temperature
Flow Rate : 1 ml/min
Mobile Phase : Distilled Water : Acetonitrile = 1 : 1
Detector : UV (295 nm)

Injection Volume  : 20 pL

(1070 "ON Apnig)
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HOMOGENEITY OF p-NITROANISOLE IN FORMULATED DIETS IN THE 2-YEAR FEED STUDY

Target Concentration

2000° 4000 8000

Coefficient Variation

5.39° 417 4.00

‘ ppm
® % (n=7)

Analytical method

Instrument

Column

Column Temperature
Flow Rate

Mobile Phase
Detector

Injection Volume

: The samples were analyzed by high performance liquid chromatography.

: Hewlett Packard 1090 High Performance Liquid Chromatograph
: TSK GEL ODS-80TM (4.6 mm¢ X 15 cm)

: Room Temperature

: 1 mL/min

: Distilled Water : Acetonitrile = 1 : 1

: UV (295 nm)

: 20 uL

(T0%0 "ON 4pnig)
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(Study No. 0401)

METHODS, UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY
IN THE 2-YEAR FEED STUDY OF p-NITROANISOLE

Ttem Method Unit Decimal
place

Hematology
Red blood cell (RBC) Light scattering method? X106/ uL 2
Hemoglobin(Hgb) Cyanmethemoglobin method 0 g/dL 1
Hematocrit(Het) Calculated as RBCXMCV/10 % 1
Mean corpuscular volume(MCV) Light scattering method D fL, 1
Mean corpuscular hemoglobin(MCH) Calculated as Hgb/RBC X 10 D g 1
Mean corpuscular hemoglobin concentration | Calculated as Hegh/Het X 100 D g/dL 1
(MCHO)
Platelet Light scattering method ” X109uL| O
White blood cel(WBC) Light scattering method ° X109uL| 2
Differential WBC Pattern recognition method ? % 0

( Wright staining)

Biochemistry ,
Total protein(TP) Biuret method ¥ g/dL 1
Albumin (Alb) BCG method ¥ g/dL 1
AJG ratio Caleulated as ATb/(TP—Alb) ¥ - 1
T-bilirubin Alkaline azobilirubin method * mg/dL 2
Glucose GleK - G-6-PDH method ? mg/dL 0
T-cholesterol CE-COD-POD method ¥ mg/dL 0
Triglyceride LPL-GK-GPO-POD method ¥ mg/dL 0
Phospholipid PLD-ChOD-POD method * mg/dL 0
Glutamic oxaloacetic transaminase (GOT) JSCC method ¥ IU/L 0
Glutamic pyruvic transaminase (GPT) JSCC method ¥ IU/L 0
Lactate dehydrogenase (LDH) SFBC method * I1U/L 0
Alkaline phosphatase (ALP) GSCC method ¥ IU/L 0
7 -Glutamyl transpeptidase (7 -GTP) L- 7 -Glutamyl-p-nitroanilide method 9 IU/L 0
Creatine phosphokinase (CPK) JSCC method * 1U/L 0
Urea nitrogen Urease-GLDH method ° mg/dL 1
Creatinine Jaffe method ¥ mg/dL 1
Sodium Ton selective electrode method ¥ mEq/L 0
Potassium Ton selective electrode method 9 mEq/L 1
Chloride Ton selective electrode method * mEq/L 0
Calcium OCPC method ? mg/dL 1
Inorganic phesphorus PNP-XOD -POD method * mg/dL 1

1) Automatic blood cell analyzer (ADVIA120 : Bayer Corporation)
2) Automatic blood cell differential analyzer (MICROX HEG-120NA : OMRON Corporation )
3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.)



