s sbDT7y NERNT R EANWE
WAL 2N AREARRRSEE

APPENDIX

J1~R2)
P A JEMERBR NO.0115 ; 0116



APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

J1

J2

J3

J4

Jb

J 6

J7

J8

K1

K2

K3

K4

L1

L2

(Study No. 0115.0116)

APPENDIXES (CONTINUED)

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

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

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

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

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

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

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

HISTOLOGICAL FINDINGS: NON-NEOPLASTIC LESIONS:
SUMMARY, MOUSE: FEMALE: SACRIFICED 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 )

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

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

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

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



APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

L3

L4

N1

N2

N3

N4

N 5

N 6

N7

N8

01

02

(Study No. 0115.0116)

APPENDIXES (CONTINUED)

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

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

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
RAT- MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
RAT- FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
MOUSE: MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
MOUSE: FEMALE

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

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

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

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

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

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

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

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

IDENTITY AND PURITY OF CHLOROFRM PERFORMED AT THE JAPAN
BIOASSY LABORATORY (2 - YEAR STUDY )

STABILITY OF CHLOROFORM AT THE JAPAN BIOASSY LABORATORY
(2 - YEAR STUDY)



APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

APPENDIX

P1

P2
Q1
Q2
Q3
R1

R 2

(Study No. 0115.0116)

APPENDIXES (CONTINUED)

CONCENTRATION OF CHLOROFORMIN INHALATION CHAMBER
(2 - YEAR STUDY)

ENVIRONMENT OF INHALATION CHAMBER ( 2 - YEAR STUDY )
NUTRIENTS IN RAT AND MOUSE FEED

CONTAMINANTS IN RAT AND MOUSE FEED

CONTAMINANTS IN RAT AND MOUSE DRINKING WATER
METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY



APPENDIX J 1
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. ¢ 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 1
Group Name Control 10 ppm 30 ppm 30 ppm
No. of Animals 23 11 12
1> 2> <D Wb (SO CA IR E) IR Y D> @ D Wb K1I> <2 B &b
Organ Findings @ % B W @ & ® o ® B & O & & o o
[Intesumentary system/appandage]
subcutis inflammation 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0 0
(ool (0O (00000 (800
[Respiratory system]
nasal cauit adhesion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (oo (0ol (8ol
thrombus 2 0 0 0 3 0 0 0 2 0 0 0 ) 0 0 0
(000 (zny C 00 C 0 (0 (1B (000 (42 C 00 (0 (0
mineralization 4 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(1D 0o (DY (23 (00 (00l
gsseous metaplasia 0 0 0 0 8 0 0 0 *x 13 0 0 0 *xx 4 1 0 0 *xx
(000 (13 00 (100) C O C O C O () (8 (00
gaoblet cell hyperplasia 2 0 0 0 0 0 1 0 1 2 1 0 2 2 1 0
(000 (G B QI G- B Q)] (8 (15 ( 8 (0 (1 (1D 8 ( 0
eosinophi lic change:olfactary epithelium 15 1 0 0 6 0 0 0 7 0 0 0 5 0 0 0
(65 ( 4 (0O (s5) (. 0 C 0 ( O (58 C 0) C 0) (O (42) C 00 C 0 C O
eosinaphilic changeirespiratary epithelium 1 0 0 0 1 0 0 0 3 0 0 0 2 0 0 0
(a0 (o0 o (23 C OO C 00 (m ool
inflammation: foreisn body 3 0 2 0 2 1 0 0 3 0 0 0 2 0 0 0
(13 (09 (0 (B (900 (23 C O C 00 (o 0o
inflammation:sguamous epithelium 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (oo lon (8000 toco o (o0
inflammation:olfactory epithelium 0 0 0 0 0 0 0 0 3 1 1 0 * 2 2 3 1 *x
(O B G ) I Q) B G (000 (23) ( 8 ( 8 ( 0 (17) (17) (28 ( 8)
Significant difference ; *: P = 0.0 *x 1 P £ 0.01 Test of Chi Square <1>:Slight <2>:¥oderate (3> farked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + HALE PAGE ¢ 2
Graup Nams Control 10 pem 30 ppm 90 ppm
No. of Animals 23 11 13 12
D @D B W > <2 K3 Wb > <> B3 Wb D> 2> B W
Organ Findings, @ o B O ® & ® o & & & O M ® & O
[Respiratory system]
nasal cavit respiratory metaplasiatolfactary epithelium 0 0 0 0 7 1 0 0 *x 6 4 3 0 *x 1 2 4 0 *x
(oo (66 ( & C 0 ( 0 (46) (31) (23) ( O 8) (17 (33) ( 0
necrosis:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 1 2 0 *
Q) B GO B G ) N Q)] oo (8 0o o 0 ( 8 (17) ( 0
larynx inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo O I G B G ) B Q)] (o0 0 Co oo
lung congestion 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(a0l (0000 (a0l 0o o0
interstitial penumonia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (oo o0 (000 0o (oo
[Hematopoietic system)
bone marrow hemorrhage 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
' (a0 G B QIO B ) B Q1)) (000 0Co o0
deposit of hemosiderin 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(B oo (oo (ool OCo o0
granulation 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (oo (8 oo 0OCo o0
erythropoiesis: increassd 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (9 (000 (o009 0ol
lymoh nade granulation 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
) B G ) B Q) B Q) (oo (8000 0 o0 (o0
Lymphadenitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO RGO B G ) B )] (G B G B Q) B Q)] (o0 0 Co oo
Significant difference : ¥ P = 0.0 x ¢ P £ 0,01 Test of Chi Square <{1>:Slight <2>:Moderate <3>:Narked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL s RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 10 ppm 30 ppm 80 ppm
No. of Animals 23 11 13 12
> <2 B> L K 2> B> <L > <D B W K> 2> K3 D
Organ Findings ® ® % ® ® & B ® @ ® & W ® ® &
[Hematopoietic system]
spleen deposit of hemosiderin 4 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(m oo (000 (800 oo o
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
QY B G ) B R ) B Q)] (oo (ol (oo (0
fibrosis 1 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Ca a0 (O B G B Q) I Q) (0800 (O Con o0
extramedul lary hematopoiesis 1 3 1 0 0 3 1 0 1 0 2 0 1 1 1 0
(o130 (oC2n (9 (0 (8010 (8880
[Circulatory system]
heart thrombus 1 0 0 0 0 0 1 0 1 0 0 0 0 1 0 0
(00 (o990 (8 {nConlon (o (800
mineralization 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (O B G B Q) B Q)] (oo o0 (ool
myacardial fibrosis 8 1 0 0 1 0 0 0 7 0 0 0 4 0 0 0
(3) (400 (000 (50 C 00 C 0 (0 (33 C 0y C o0
artery/aort arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(OO0 (OO0 (oo o (ool (n
[Digestive system]
tongue mineralization 2 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
(90000 (OO B Q) B Q) B Q)] (OI) I Q) B G ) I Q) (oco 0o
stomach mineral 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0l n (oo ln (0000 (ool
Significant difference 3 x: P = 0.05 * 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAISZ
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STUDY NO.  : 0115 : HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Nams Control 10 ppm 30 pem 30 ppm
No. of Animals 23 11 13 12
> 2> &> <L > 2 B Wb > <2 B W > B> B L
Organ_____ Findings @ ® % o @ ® oM W @ & ® O @ & & o

[Digestive system]

stomach mineralization 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (0O l0 (GRORE GO B GO B Q)] (0000
erosion: forestomach 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(9000 (OO0 (OO0 (ool
ulcer: forestomach 3 6 0 0 0 2 0 0 2 1 0 0 0 0 0 0 x
(13 (26) ( 00 ( 0O (018 (00 (Bm a0l (o0 ln
hyperplasias forestomach 3 5 0 0 1 0 0 0 1 2 0 0 0 0 0 0
(13 (22) ( 0 ( O} (000 (8 (13 00 (GO B G ) B G ) B Q)]
erosioniglandular stomach 5 0o - 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(22 C 00 C 00 ( O (0ol (1B {00 (& (0o
ulcer:glandular stomach 4 1 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(1m0 0 (18000 (B0 (o000
hyperplasiatglandular stomach 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(9000 OO B Q) B Q) I Q1)) (0o (00l
large intes mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (Ol (a0 (ool
Liver necrosis:central 3 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(By (00 (9 (000 (oo o (oo
fatty changs 0 0 0 0 1 0 0 0 0 0 0 0 0 0 Q 0
(0000 (9000 (oo (a0
fatty change:central 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 oo o0l (0ol (000
granulation 2 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(900 (0o o0 (o0 (oo o
Significant difference ; * 1 P =< 0,05 * 1 P £ 0,01 Test of Chi Saquare <1>:Slight <2>:Maderate <3 Harked <4>:Severe

(HPT150) ) BAIS2



STUDY NO. & 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUHMARY)

ANDAL ¢ RAT F344 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE: 5
Group Name Controt 10 ppm 30 ppm 90 ppm
No. of Animals 23 11 13 12
> <2 B D A K> B> Wb A> 2> B> b D> 2> < WD
Organ Findings @ % W o ® ® & O @ ® ® W ® W &

[Digestive system]

Liver basophilic cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

spongiosis hepatis

bile duct hyperplasia 7 1 1 0 3 2 0 0 5 2 0 0 4 0 0 0

cholangiofibrosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

pancreas atrophy 3 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0

[Urinary system]

kidney tubuler dilatation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool (o0 (0o (8 oo (o0
deposit of hemosiderin 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0

chronic nephropathy 3 4 7 6 3 0 1 1 * 4 2 1 0 x 2 1 0 0 *x
(18) (17 (30) (28) (2 C 0 C 9 (9 (31 (18) ( 8 ( 0 (m (8 (g0
mineralization:cortex 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

[Endocrine system]

pituitary cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (0000 (oo 0 QO B G ) B QI ) B Q)]
Significant difference ; ¥ P = 0.05 ** 1 P S 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 6
Group Name Contfot 10 ppm 30 ppm 90 ppm
No. of Animals 23 11 13
1> <G> <3 W 1> 2> <K& <4 1> <2> <3 <& KI> <2> <3 b
Organ Findings ®» & ® o @ ® & ™ ® & m o ® & o o
[Endocrine system]
pituitary hyperplasia 4 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
(im0 (o0 (B0l (B lw (m (o0 ln
Rathke pouch 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (0000 (ool (oo on
thyroid C-cell hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(YR G I G ) B )] (90000 (000 (00
adrenal hyperplasiatmedul la 1 0 1 0 1 0 0 0 1 0 0 0 0 0 0 0
(a0 (90 (a0l (o000
focal fatty change:cortex 5 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(22) ( & C 0 (0 oo (oo ln (o0
[Reproductive system}
testis atrophy 12 0 0 0 7 0 0 0 7 0 0 0 7 0 0 0
(82) ( 0 C o) (O (66 ( 0) ( 0 C O (54) C 00 C 0 ( 0 (88) (. 0 C O (0
interstitial cell hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(o000 (000 (8000 cocoCo (o0
epididymis spermatogenic granuloma 0 0 0 0 0 0 1 0 0 0 0 0 0 » 0 0 0
Q) B Q) B Q) B Q) (o9 (0 oo o (a0
semin ves inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 ¢ 0
(oo on (00 (OB G:) IR GO B Q)] (ool
prostate inflammation 7 5 2 0 2 3 2 0 4 2 0 1 4 1 0 0
(30) (220 ( 9 (0 (18) (27) (18) ( 0) (31) (15 ( 0) ( 8 (33 (8 (00
hyperplasia 1 0 0 0 2 0 0 0 2 V] 0 0 3 0 Q 0
(000 (18 (000 (1) ¢ o) C o) ( 0) (25 CoC0C0
Sionificant difference ; * P = 0.0 ¥ P 5 0,01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. ¢ 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND HORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX * MALE PAGE + 7
Group Name Control 10 ppm 30 pem 90 ppm
No. of Animals 23 11 13 12
A> 2> <3 <& > 2> &> b > &> & L > 2> 3> <&
Organ Findings ® & ® & ® & o o ® & & o @ & & O

[Reproductive system]

mammary gl hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
[Nervous system]
brain hemarrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
mineralization 1 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
[Special sense organs/appandage]
eye retinal atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
keratitis 2 1 1 0 0 0 0 0 1 0 1 0 0 0 0 0
degenerationicornea 2 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
(DD (0o (23 { 00 (o o0l

Harder gl deposit of pigment 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

granulation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0

{Musculoskeletal system]

muscle necrasis 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1B (00 (OO0l (0ol (000
Significant difference : ¥ ! P = 0,05 *x 1 P < 0.01 Test of Chi Square <1>:Slight {2>:Hoderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. & 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUNMARY)
ANTHMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE :
Group Name Control 10 ppm 30 ppm 90 pom
No. of Animals 23 11 13 12
I> 2> <3 W 1> (2> K3 <4 KI> 2> 3> <& KI> @ (3
Organ Findings ® & % O @ &% o m @ & % o @ o o’
[Body cavities]
adipose granulation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(000

(ool

o000

CoOCo oo

Significant difference ;

#* ! P = 0,01

Test of Chi Sauare

<1>:Slight

<2>:Moderate

{3>: Narked

<4>:Severe

(HPT150)



APPENDIX J 2
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name Control 10 pom 30 ppm 90 ppm
No. of Animals 12 14 10 15
D> 2> < WD A> <2 < WD D > & Wb 1> 2> < W
Organ_____ Findings @ & | W @ ® & O @ & & & ® & & o
[Respiratory system]
nasal cavit adhesion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
) B G B G ) B GV)] oo (000 (D00
thrombus 2 0 0 0 4 0 0 0 3 0 0 0 1 0 0 0
(1m0 00 (2 (0 o0 (300 ¢ 0 C 0) (C 0 (D000
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G ORE QI O B G ) B QR )] (o0 (oo oo (oo
osseous metaplasia 0 0 0 0 10 0 0 0 % 7 1 0 0 xx 8 0 0 0 *x
(G B GIO) B GI) B GV)] (70 C 0 C 0 (0 (700 (100 C 0 C 0 (83 { O C O (C 0
goblet cell hyperplasia 0 0 0 0 1 0 0 0 0 1 1 1 5 3 1 0 *
oo (D00 (0 (10) (10) (10) (33 (200 (. 1) C 0O
eosinophi lic change:olfactory epithelium 10 0 0 0 8 2 0 0 7 0 0 ' 0 5 0 0 0 *
(83 ( 00 (0 (s87) (19 ( 0 ( O (700 ¢ 0 C o) (0 (33 C 00 C 00
eosinophilic changeirespiratory epithelium 1 0 0 0 1 0 ¢ 0 1 0 0 0 2 0 0 0
(8 (000 (ool (o (ool (0o
inflammation:foreign body 1 0 0 0 0 1 0 0 1 0 0 0 1 0 0 0
(G- G ) B G ) B Q)] om0l (1 C 0o o0 (D00
inflammation:squamous epithelium 4 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(3B (000 (2D C O O (0 (1 (000 (D00
inflammation:olfactory epithelium 0 0 0 0 0 1 0 0 1 0 1 0 5 1 1 1
(o0l ({00 (10 C 0 (10 C 0 () (N (D7
respiratory metaplasiasolfactory epithelium 0 0 0 0 7 [ 0 0 *x 8 2 2 0 xx 7 3 2 1 %
OO0 o0 (80) (290 ( 0) ( O) (80) (20 (20 ( 0) (47) (20) (13) ( T
Larynx inflammation 0 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(0o (1) C O C 0 0 (10 C 000 (13 C 0 (0 0)
Significant difference 3 * 1 P = 0.05 ¥ 1 P = 0,01 Test of Chi Square <1>:Siight <2>:Moderate <3>:Narked <4>:Severe

(HPT150)

BAIS2




STUDY NO. ¢ 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 10
Group Name Conrtrol 10 ppm 30 ppm 90 ppm
No. of Animals 14 10 15
D> 2> <D W D> <D B W D> D> < WD KI> (2> (K& b
Organ______ Findings @ @ ® W W o m » @ & ® o ® & & O
[Respiratory system]
lung congestion 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(a0 l0 (OO0l n (o0 (ncoo 0
hemarrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
() N G ) B Q) B Q)] (oot (100 000 o000
[Hematopoietic system]
bone marrow hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0l (ool (100 oo (0
deposit of hemosiderin 5 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(42 C ) C ) C O (a2 C 3 C 0y C O} (1 (o000 (D00
inflammation 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(GO B G ) B G ) I )] (D00 (1 oo (o0 (oCoon o0
erythropoiesis: increased 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (OO0 (o000 (D00
spleen deposit of hemosiderin 4 1 0 0 4 1 0 0 1 1 0 0 3 1 0 0
(335 (8 (00 (299 ( 1 C 0 (0 (10 (10 C 0 ( O (200 ( D (0 (0
extramedullary hematopoiesis 1 0 0 0 1 1 0 0 0 0 0 1 1 0 4 0
(s (00w (D0 (oo o010 (no(2n (0
[Circulatory system]
heart thrombus 0 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
(oo (1 0 o0 (00 (13 {000
myocardial fibrosis 4 0 0 0 5 0 0 0 4 0 0 0 3 0 0 0
(a3 (0 (00 (s ( O C 0 (0 (s C 000 (20 ( 0 (. 0 ( O
Sianificant difference : * ! P = 0.05 *x 1 P S 0.01 Test of Chi Square <1>:Slight <2>:Noderate (3> Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0115

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE + 11
Group Name Control 10 ppm 30 ppm 90 ppm
No. of Animals 12 14 10 15
1> 2> <3 <D 1> K2 <& b 1> 2> B3> <L 1> 2> 3> <L
Organ Findings ® o\ W W @ ® & W @ ® & W @ & & o
[Digestive system]
stomach ulcer: forestomach 1 3 0 0 2 0 0 0 1 1 0 0 0 0 0 0
(8 (2 ( 0 (0 (1000 (100 (100 { 0 C O (o000
hyperplasia: forestamach 3 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0
(28) C ) C0) C O (0ol (ool (000
erosion:glandular stomach 3 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(25) C Oy C o) (O} (oo (100 C 0 C o0 (D00
ulcer:glandular stomach 1 0 0 0 0 0 0 0 4 0 0 0 1 1 0 0
(O l0 (0000 (40 C O C 0O (0 (Dol
Liver herniation 3 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(25) C 00 C ) ( O} (OO0l o000 (o0
necrasis:central 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 0
(oo (D00 (1, ¢ 0 CoCon (ool
fatty change:central 1 2 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(8 (1m0l (oo 0 (GO NG B Q) B Q)] (D00
granulation 2 2 0 0 3 1 0 0 1 0 0 0 2 0 0 0
(1 (1 0 0 (z ¢ C 00 (100 ¢ 0 C 0 C 0 (B Lol on
clear cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oconcon (OO0 (OCoCn o0 (oo
basophi lic cell focus 0 0 0 0 1 0 0 0 0 1 0 0 1 0 0 0
(o0 lon (D00 C0 (o (o0
mixed cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G RGO B G O I Q)] (ool (10 C 000 (000l
bile duct hyperplasia 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Mmoo (oo (0 (GO RE GO B QIO B Q)] (0o
Significant difference ; *: P = 0.05 ** ! P < 0.01 Test of Chi Square <{1>:Slight (2>:Moderate <3 Marked <4>:Spvere

(HPT150)

BAIS2



STUDY NO.  : 0115
ANTHAL ¢ RAT F344
REPORT TYPE : Al

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

SEX : FEMALE PAGE : 12
Group Name Cantrol 10 ppm 30 pem 30 ppm
No. of Animals 12 14 10 15
' 1> 2> <3 <K& > 2> <3 D > 2> (3> &L 1> 2> 3
Organ Findings W w W o @ B ®» O ® | & O @ o o’ W
[Digestive system]
pancreas atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

[Urinary system]

kidney tubuler dilatation

hyaline droplet

deposit of hemosiderin

chronic nephropathy

mineralization:cortico-medullary junction

[Endocrine system]

pituitary cyst

hyperplasia

Rathke pouch
thyroid G-cell hyperplasia

00 0 0 00 0 0
(oo oo oo
R 00 00
(oo (oo Co 0
1 0 0 0 1 0 0 0
(a0l (ntoco
2 5 2 0 11 1 2

—
t
<
fusd
—~
=)
Pusd
—~
<
Rawry
—
=
Qo

—~
w
<
R
—~
<
Rl
—
<
~
—~
<
g

—
st
<
N
—~
<
=
—~
=
Ry
—
=
Qg

Significant difference ; * 1P = 0.0

*x 1 P S 0,01 Test of Chi Square

<1>:Slight <2>:Moderate

<3>:Marked <4>:Severe

(IPT150)

BAIS2



STUDY NO.  : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 13
Group Name Control 10 ppm 30 ppm 80 ppm
No. of Animals 12 14 10 15
4> 2> 3 &b A> 42> B> b D> 2> 3> <L 1> B> K3 b
Organ______ Findings ® W & O ® % ® @ & W W @ o & W
[Endocrrine system]
thyroid focal follicular cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o0 (o0 (o0l (o0
adrenal thrombus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o o0 (oo (100 C ) C 0 (0 coCcoCn o
peliosis-like lesion 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(oo (o ooy (200 C ) C o) (O (oo (o0
necrosis i 0 0 0 0 0 0 0 0 0 0 0 1 0 0 ¢
(8 (O (o (OO ln (009 (D00
vacuolic change 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coCoCnCon CoCoConoy (10 ¢ 0 C o (o0 (00
hyperplasia:cortical cell 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (o000 (o0 (D00
hyperplasiatmedulla 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (Do (000 (ool
focal fatty change:cortex 1 0 0 0 1 1 0 0 1 0 0 0 3 0 0 0
(oo (D00 (100 ¢ O C 0 ( 0 (20 C O C & (0

[Reproductive system]

uterus cystic change 1 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0

[Neruous system]

brain hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (OO0 (0w (oo Cnlon

Significant difference ; *: P = 0.05 ** 1 P 5 0,01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <4>:Severs

(HPT150)

BAIS2



STUDY NO. & 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al ‘
SEX : FEMALE PAGE : 14
Group Name Control 10 ppm 30 ppm 90 ppm
No. of Animals 12 14 10 15
> 2> & L K> K2 B W > LD B W > 2> <KD D
Organ_____ Findings @ & o @ o ® W ® W W W @ o\ ® W
[Neruvous system]
brain mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o0 (oo lon (000 o0 (D000
spinal cord hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (0O l0 (ool l0 ool
[Special sense organs/appandagel
oys cataract 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(OO0 (D00 (oo lo o000
retinal atrophy G 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo (oo (0 C0 (0 (0000
keratitis 1 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(a0 (o (D00 (00w (0000
degeneration:cornea 0 0 0 0 0 0 0 0 0 1 0 0 2 0 Q 0
(OCOHCoO (o0 (OO0 (000 (ool
[Musculoskeletal system]
muscle inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
OO0 o0 Q) I Q) I ) I Q) (oo ln (oo (o
bone ostitis fibrosa 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0000 (OO0 (0 oo (o0
osteosclerosis 0 1 0 0 1 0 0 0 1 0 1 0 0 1 0 0
(oo (D00 (10) ¢ 0y (10) ¢ O CoCn o0l
Significant difference 3 * 1P S 0.05 *x ¢ P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



APPENDIX J 3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



(2

STUDY NO. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 1
Group Name Cantrol 10 ppm 30 ppm 90 ppm
No. of Animals 39 37 38
1> <2> <3 <4 1> 2> <3 D 1> <@> <3 W@ > K2 <3 <&
Organ_____ Findings @ ® o W @ & & o @ & & O ® ® & O
[Integumentary system/appandage]
skin/app basal cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o (OO0 (OO0 (3000
[Respiratory system]
nasal cavit adhesion 0 0 0 0 1 0 0 0 0 0 0 0 5 2 0 0
Q) B QI ) B ) B Q)] (3000 (000 (13 (8 (00
th-ombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0 C0 0o (oo oo (G B GY) B Q) B Q) (300 0)
mineralization 0 0 0 0 3 0 0 0 6 0 0 0 7 0 0 0
(oo (8000 (10 (000 (1B (000
osseous metaplasia 0 0 0 0 27 0 0 0 *x 31 0 0 0 *x 28 4 0 0 ®x
(0000 (69) ( O C O (O (s (L 0 (0 (0 (78) (11 C 0) ( O
gablet cell hyperplasia 2 0 0 0 11 2 1 0 8 10 2 1 *x 12 14 5 0 *x*
(N0 n (28 (5 (30 (18) (27) ( 5 ( 3 (32) (37) (13} ( O
eosinaphi lic change:olfactaory epithelium 18 6 0 0 32 1 0 0 x 25 1 0 0 * 17 1 0 0 %%
(67) (22) ( 0) ( 0O (82) ( (O ( 0 (68 ( (0 ( O (45 ( (0 (0
eosinophilic change:respiratory epithslium 3 0 0 0 7 0 0 0 5 0 0 0 5 0 0 0
(oo o0 (1B (000 (19 C 0 0 (0 (1) 00
inflammation: foreign body 5 4 2 0 7 2 1 0 11 0 0 0 % 5 0 0 0 *
(19 (13 ( 7 0 (18 (8 (30 (s (0 (3ol
inflammation:olfactory epithelium 1 0 0 0 5 3 1 0 12 8 2 1 *x 5 3 22 0 *x
(40 0) ( 0) (13 (8 (300 (32) (22 ( 8 ( 3 (18) ( 8) (58 0)
respiratory metaplasiatolfactory epithelium 0 0 0 0 22 10 2 0 xx 13 18 4 2 x% 7 14 15 0 #*x
(oo (56) (26) ( B ( O (35) (49 (1) ( B (18) (37) (39) ( 0
Significant difference ; *: P = 0.0 %% ¢ P £ 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe
(HPT150) BAIS2



STUDY NO. : 0115
ANTHAL ¢ RAT F344
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX ¢ MALE PAGE : 2
Group Name Control 10 pem 30 pem 90 ppm
No. of Animals 27 39 37
KD <D <D WD KD LD B WD KD 2> <D > K> B WD
Organ______ Findings @ ® & O @ ® & & @ ® ® & ® & & O
[Respiratory system]
nasal cavit necrosis:olfactory epithetium 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 0
(o0l (0Ol (OO0 N0
Larymx inflammation 1 0 0 0 2 0 0 0 4 0 0 0 3 0 0 0
(000 (5 0000 (I 00 8 (0 (0 (0
lung hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (OO0 (000 o0
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) B Q) B Q) R Q)] (oo (L0 0 (0 (o0
osseous metaplasia 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(ool (3ol (oo 0 CoCnCn
bronchiolar-atveslar cell hyperplasia 1 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(a0 Q) B Q) B G ) B Q)] (00 0 CoCon
[Hematopoietic system]
bone marrow congestion 2 0 0 0 3 0 0 0 1 0 0 0 0 0 0 0
(D00 (8ol (000 gCoco 0
hemorrhags 2 0 0 0 3 0 0 0 2 0 0 0 3 1 0 0
(D00 (8 (0o (5000 (300
granulation 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 Q) B G ) B Q) B Q)] (000 oo
megakaryocyte: increased 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (a0 (O RGO Q)R G) oo ln
lymph node granulation 0 0 0 0 3 0 0 0 2 0 0 0 0 0 0 0
(ool (8 ooy (8000 oo 0
Significant difference : *x: P = 0,05 ** 1 P = 0,01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0115

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 10 ppm 30 ppm 80 ppm
No. of Animals 27 39 37 38
<> @ B W A> <2> B D A> 2> K& <K& 1> <2 B> D
Organ, Findings @ o B W ® ® W\ ® & W M @ @ O O
[Hematopoietic system]
Lymoh node Lymphadenitis 6 0 0 0 1 0 0 0 * 4 0 0 0 1 0 0 0 *
(22 C 0 (0 (0 (3o (I 00000 (3000
spleen congestion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 co oo o 0o (3o o0
fibrosis 1 0 0 0 1 0 0 0 0 1 0 0 3 0 0 0
(9000 (000 (GO R Q) I QIO B Q)] (ay (o0
extramedul Lary hematopoiesis 8 0 0 0 7 4 0 0 10 3 1 0 9 1 0 0
(30) C ) CO) (O (18 (100 C 0 ( O (zn) ( 8 (3 (O (28) ( 3 C 0O (O
follicular hyperplasia 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 Q) B GI) B G) B GV)] ool ool
[Circutatory system]
heart myocardial fibrosis 20 1 0 0 25 0 0 0 22 0 0 0 8 0 0 0 *x
(79 C 9 0 (0 (88 C OO C 0 (0 (59 { 0 C 0 ( 0 (e C O C 00
[Digestive systeml
tongue arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (o oo 0 oo oo ool
stomach mineralization 1 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
(a0 LGN QRN B Q) B Q) (ool (oo oo
ulcer:forestomach 0 2 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(o0 o0 (oo ooy CoCoco (o oo 30
hyperplasia:forestomach 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GRORE QI IR GO B Q)] (0000 (00 oo o (o0

Significant differencs : * 1 P = 0.05

xx @ P = 0,01

Test of Chi Square <1>:Slight

<2>:Moderate

<3>:Harked <{4>:Ssuere

(HPT150)

BAIS2



STUDY NO. ¢ 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 4
Group Name Control 10 ppm 30 ppm 80 pom
No. of Animals 39 37 38
1> 2> <3 <4 A> <25 3> b 1> 2> <3 <KL 4> K2 & L
Organ Findings @ & oW W @ ® & ® & & & @ & ® o
[Digestive system]
stomach erosion:glandutar stomach 2 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(D00 coCounln (3000 (8 ool
ulcer:glandular stomach 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(G B G 1) I Q) B G ) (3o 0o (3000 (3000
Liver herniation 0 0 0 0 4 0 0 0 3 0 0 0 2 0 0 0
(OB GI ) B Q) B Q)] (1 ¢ oo ({000 (8000
fatty change (4] 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo Co 0 (GO R G G ) B GV o ool ({30l
granulation 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
ooy (8 000 Q) B Q) B G ) I Q1) oo
clear cell focus 4 0 0 0 4 0 0 0 5 Q 0 0 6 0 0 0
(18y C 0 C o) C O (1) ¢ 0 o0 (1) € 0 C 0 (o0 (18) C 0 C 0 C 0
acidophilic cell focus 2 0 0 0 5 0 0 0 1 1 0 0 3 0 0 0
(D00 (1 (0w (L0 (800 lo
basophilic cell focus 4 0 0 0 6 0 0 0 7 0 0 ¢ 8 0 0 0
(B (000 (15 C ) C ) C O (1o oo (20 C 0 C 0 C 0
mixed cell focus 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(aH ool (oo (000 (o0
spongiosis hepatis 6 1 0 0 5 0 0 0 5 0 0 0 5 0 0 0
(22) (. & (C 0) C O (13000 (14 C O C 0 ( 0 (13 C 0 C 0 (0
bile duct hyperplasia 24 1 0 0 35 3 0 0 32 4 0 0 35 1 0 0
(89) ( 9 (0 (O (80) (. & C 0 (0 (8) (1) C 0 0) (92 ( 3 (o (0
pancreas atraphy 4 0 0 0 3 1 0 0 3 0 0 0 2 1 0 0
(18 C ) C 0 C O (8 (3000 (00 (300
Sionificant difference ; ¥ 1P = 0.05 *x ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL * RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 5
Group Name Control 10 pom 30 ppm 90  ppm
No. of Animals 27 38 37 38
> <@ < WD D <@ B b D KD D WD D> 2> <D W
Organ Findings @ ® o W @ W o O @ ® & O ® @& ® o

[Digestive system]

pancreas hyperplasiatacinar cell 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(ol (3000 (3000 (ool

fUrinary system)

kidney hyaline droplet 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(OO0 (o oo (ool (o3
chronic nephropathy 0 2 12 13 8 10 14 7 xx 6 22 7 2 *x 15 13 2 1 xx
(0 (7 (44 (48 (21) (26) (36) (18) (18) (59) (19 ( B (39) (34) ( 5 (8
nuclear enlargement:proximal tubule 0 0 ¢ 0 0 0 0 0 1 0 0 0 0 0 0 0

(ool (oo (o000 oo o0l

[Endacrine system]

pituitary cyst 0 0 0 0 0 0 0 0 1
(ool n (oo (309 (o000

hyperplasia

8 7 0 0 0 7 0 0 0 8 1 0 0

(3 C 00 C 0 (0 (B0 (13 (o000 (210 ( 3y (0 ( O

Rathke pouch 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(ool oo oo oo (8000

thyroid C-cell hyperplasia 3 0 0 0 4 0 0 0 1 0 0 0 0 0 0 0
(I 00 (1) (00 (0 (Lo o0 (GO B Q) I G ) B Q)]

focal follicular cell hyperplasia 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(Dol (G B G ) B Q) B G 0)) (300 (GO RGN Q) I GN1)

parathyroid cyst 0

0 0 0 0 0 0 0 0
(0000 (oo (o000 (309

Significant difference ; ¥ P = 0.0 xx 1 P £ 0,01 Test of Chi Square <I>:Slight <2>:¥oderate <3>:Narked <4>:Severe

(HPT150) BAIS2



STUDY NO. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : At
SEX ¢ MALE PAGE : 6
Group Name Cantrol 10 ppm 30 ppm 90 ppm
No. of Animals 27 39 37 38
> <2 B Wb > K2 B W > 2> B WL KI> 2> <B» WD
Organ______ Findings w & W W ® ® ® ® ® & W W @ @ & o
[Endacrine system]
parathyroid hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo 0 (o oo (oo o0 5 (000
adrenal hyperplasiatcortical cell 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
(OO0 (8000 (0000 0o (o0
hyperplasiatmedulla 2 1 1 0 2 0 0 0 4 0 0 0 4 0 0 0
(D (00l (I oo n (oo
focal fatty change:cortex 8 0 0 0 5 0 0 0 5 0 0 0 3 1 0 0
(30 C 0 C0) (O (13000 (1 oy o (0 (30l
[Reproductive system]
testis atrophy 11 0 0 0 20 0 0 0 25 0 0 0 28 0 0 0 *
(a0 (0 (s1) C O C 00 (88) ( ) C o0 (78) C 0) C O C 0
arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (0000 (oco oo (OREGI ) N G B Q)]
interstitial cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(O B G B Q) N Q)] (o n (00 O lo o
prostate inflammation 10 2 0 0 21 4 2 0 11 3 3 0 10 7 1 0
(an(noln (54) (10) { 5 ( 0 (s (8 (&0 (28) (18) ( 3 ( O
hyperplasia 6 0 0 0 17 0 0 0 12 1 0 0 11 0 0 0
(22 C 0 (00 (40 C 00 C 0 (0 (a2 (3 (00 28y (0 C o) (0
mammary gt galactocele 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO RGN B Q) B G0 (G R G B Q) I Q)] (o ool 0
[Nervous system]
brain necrosis 0 0 0 0 ¢ 0 0 0 1 0 0 0 0 0 0 0
(OCo oo (OO0 (3000 (RSN N QI ) IR Q)
Significant difference ¥ 1 P = 0.05 ** 1 P S 0.01 Test of Chi Square <1>:Stight <2>:Moderate <3 Harked <4>:Ssvere




STUDY NO.  : 0115

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Group Name Control 10 ppm 30 ppm 90  ppm
No. of Animals 27 39 38
> 2> & b 1> <2 K8 Kb KI> 2> K3 <& 1> 2> & WD
Organ, Findings ® W ®» & ® ® ® o ® o ® W ® & W o
[Neruous systenm]
brain mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (30 (oo 00wl
[Special sense organs/appandage]
eye cataract 1 0 0 0 2 0 0 0 0 1 0 0 1 1 0 0
(9000 G IE GIE ) IR G ) B Q) 003 0) 0) 3) 3 (00
retinal atrophy 0 0 1 0 0 0 1 0 0 0 1 0 0 0 2 0
(oo (O30 (030 0085 (0
keratitis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (oo H 00
degeneratian:cornea 3 0 0 0 1 0 0 0 4 0 0 0 2 0 0 0
(1 oo lon (300 (I €0 oo 5 (0 (00
Harder gl degeneration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
{00 oo n (0000 0o oo
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (0ol (o000 3 (000
[Musculoskeletal system)
muscle necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 ¢ 0
OO B G ) B G ) R Q)| (OO0 (00 9o
Significant difference * 1 P = 0,05 ¥ 1 P S 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



APPENDIX J 4
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. & 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 8
Group Name Control 10 pem 30 ppm 80 pem
No. of Animals 38 36 40 34
1> L2 <3 &> A> (2> <3 Kb 1> <2 K8 b 1> 2> K3 <L
Organ Findings, @ ®» W O ® ® & ® ® ® o @ ® W o
[Intesumentary system/appandage]
subeutis inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(00 OO I Q) B GO B Q)] ool ({030
[Respiratory system]
nasal cavit achesion 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(0000 O B Q) G ) B V)] (3000 (8 {000
mineralization 1 0 0 0 1 0 0 0 5 0 0 0 0 0 0 0
(300 Cn (300 (13 00 o0 (o0
osseaus metaplasia 0 0 0 0 29 0 0 0 *x 33 2 0 0 *x 17 3 0 0 *x
(ool (81) C ) C 0 (0 (83 (5 (00 (50) C 9) C ) (O
goblet cell hyperplasia 0 0 0 0 1 4 0 0 7 5 3 0 *x ] 5 12 0 *x
OO0 o0 (0 (18) (13) ( & ( 0 (268) (15) (35 ( 0
eosinophilic change:olfactory epithelium 26 8 0 0 25 7 0 0 18 2 0 0 *x 14 0 0 0 *x
(68) (21) ( 0) ( O (69) (19 ( O ( O (45) { 8 (0 (0O (4 C 00 C 0 (O
eosinophilic change:respiratory epithelium 5 0 0 0 1 0 0 0 0 0 0 0 7 0 0 0
(130 o0 (3000 coCcoco (2 C O C0 (o0
inflammation: foreign bady 2 0 0 0 3 1 0 0 0 0 0 0 1 0 0 0
(8000 (a0 (OO Co (000
inflammation:saquamous epithetium 3 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(8000 (a0 (ool (00
inflammation:olfactory epithelium 0 0 0 0 4 2 1 0 * 8 0 3 1 x* 2 5 15 1 *x
(oo (1) (e (3 0 (18) ¢ 0) ( 8 ( 3) ( 8) (18 (49 ( 3
respiratory metaplasiasglfactory epithslium 0 0 0 0 22 10 0 0 *x 21 8 8 1 %% 8 8 15 1 *%
(GO RGO B Q) B QIR (61) (28) ( 0) (O (83) (20) (20 ( 3 (24) (24) (49 ( 3
Significant difference ; * P S 0,05 ¥x 1 P = 0,01 Test of Chi Square <I>:Slight <2>:Noderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0115 HISTOLOGIGAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE: 8
Group Name Corrtrol 10 ppm 30 ppm 90 ppm
No. of Animals 38 36 40 34
1> 2> B8 &b D <> D W D> 2> B> Wb 1> 2> <& <4
Organ Findings @ ® W% W W ® & O @ & & ® @ ® &
[Respiratory system]
Larynx inflammation 4 0 0 0 5 0 0 0 7 0 0 0 [ 0 0 0
(i o oo (1 000 (B 000 (Bl
lung hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (000 o oo (oCo oo
sclerosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (3o (o0l (o (o0 ln
[Hematopaietic system]
bone marTow deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo (o o0y CoCocon o (800 ln
granutation 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(3000 (3w (8000 (000
Lymph nade granulation 2 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(5000 (oo (o000 (ool
Lymphadenitis 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(33000 (oo (300 o (O CoCo o0
spleen deposit of hemosiderin 11 0 0 0 13 1 0 0 8 0 0 0 15 0 0 0
(28 ( 00 C 00 (O (38 ( 3 (0 (0 (20 C OO C 0O (O (40) C 0y C o) (0
extramedullary hematopoiesis 17 3 1 0 18 2 0 0 14 4 0 0 14 3 1 0
(45y ( 8 ( ) (0O (50 ( & (0 (0 (%) (100 ( (0 (4 C 9 ( 3 ( O
[Circulatory system)
heart myocardial fibrosis 11 0 0 0 9 0 0. 0 9 0 0 0 8 0 0 0
(29 C 00 C0) (0 (28 ( O C O (0 (23 (. 0 C 0 (0 (24) C 00 C O ( 0
Significant difference : * 1 P = 0.05 *x 1 P £ 0.01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY N¥O. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 10
Group Name Control 10 ppm 30 ppm 90 pem
No. of Animals 38 36 34
KD <D B WD > B> B W D 2> <& W D @2 K W
Organ, Findings ® ® - o @ & ® ™ @ & o0 O ® w w W
{Digestive system]
stomach erosionsglandular stomach 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (OO0 (000 0oCoCo (0
ulcer:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(OO0 oo o000 OCoLoCn
Liver herniation 2 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(000 (000 (0000 L0
cyst formation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0l (OO0 (300 oo o0
granulation 14 2 0 0 14 4 0 0 17 1 1 0 g 3 0 0
(3B 00 (3) (1D 0 (0 (43 ( 3 (3 (0 (28) { & (00 ( O
clear cell focus 4 0 0 0 1 ¢ 0 0 2 0 0 0 6 0 0 0
(I oo (30 (8000 (18 0 0o
acidophilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
) RGO B ) I Q)] (3000 oo o0 OO0
basophilic cell focus 7 0 0 0 4 0 0 0 g 0 0 0 3 0 0 0
(1o oo iy oo (23) C ) C o) ( 0 (0o (o0
vacuolated cell focus 0 0 0 0 0 0 0 0 2 0 0 0 3 0 0 0 *
(OO0 (000 ({000 (B (o0
mixed cell focus 4 0 0 0 1 1 0 0 5 0 0 0 g 0 0 0
(w00 ({3000 (1B o0 (o (28) ( OO C O (C O
bile duct hyperplasia 6 1 0 0 5 0 0 0 5 0 0 0 1 0 0 0
(180 (. 3 (0 (0 (19 C O (0O (0 (1B oo H o0
pancreas atrophy 4 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo (e (00l n (oo o 0o o0 (o0
Sionificant difference ; ¥ 1P = 0.05 ** 1 P = 0,01 Test of Chi Sauare <1>:Slight {2>:Noderate <{3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0115

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 11
Group Name Control 10 ppm 30 ppm 90 ppm
No. of Animals 38 36 40 34
KI> B> 3> W 1> 2> <& b 1> 2> <3 D 1> 2> <3 <&
Organ___ Findings, ® & W W ® B ® o ® ® ® % ® @& W
[Digestive system)
pancreas hyperplasiatacinar cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
QO B QI () 2 G V) B Q)] (ol (000 Q) I Q) B G ) B Q)]
{Urinary system]
kidney hyperplasia:tubular epithelial cell 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (3OO0 (0000 (000
basophilic change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (000 (o0 (oo
chronic nephropathy 6 10 12 4 18 6 2 0 xx 22 5 3 0 *x 14 3 1 1 *x
(18) (26) (32) (11) (50) (11 ( 6 ( 0) (55 (18 ( 8 ( 0 (a)) ¢ 9 ( 3 ( 3)
mineratization:cortico-medullary junction 4 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(I 00 (3ol on (s 0ol (0o
mineralizationipsluis 1 0 0 0 2 0 0 0 1 ¢ 0 0 0 0 0 0
(300 (o0 ln (oo (oo
mineralization:cortex 0 0 0 0 0 0 0 0 1 0 ¢ 0 1 0 0 0
(ool (o oo (3000 (3o 0o
[Endocrine system]
pituitary cyst 3 1 0 0 2 3 0 0 3 0 0 0 2 0 0 0
(8300 (a0 (8000 (e ool
hyperplasia 10 2 0 0 10 1 0 0 12 0 0 0 6 2 0 0
(28) ( 8 C 0 (0O (28) ( (O (0 (3 (000 (1B (6 (00
Rathke pouch 0 0 0 0 2 0 0 0 0 0 ] 0 3 0 0 0
(OO0 (80 (0000 (a0 o0
Sionificant difference ; *: P = 0.0 x* ! P S 0.01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. ¢ 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F3s4 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 12
Group Name Control 10 ppm 30 ppm 90 ppm
No. of Animals 38 40 34
1> 2> <3 <4 I> 2> K38 b 1> 2> <3 <& 1> 2> <3 <4
Organ, Findings ® ® B W @ & ® » @ & & O @ ® & O
[Endacrine system)
pituitary focal fatty change:cortex 1 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0
(o0 (oo (oo oo (oo oo
thyroid C-cell hyperplasia 2 0 0 0 g 0 0 0 x 5 0 0 0 4 1 0 0
(B 0o (28) C (00 (13 C 000 (12) ¢ 3 C 0 C 0
adrenal peliosis-like lesion 0 1 0 0 2 0 0 0 3 0 0 0 2 1 0 0
(0300 (8000 (8000 ({30l
necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
) B G ) B Q) B QR 0)) (oo oo oo (3000
vacuclic change 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0300 (00 (OO0 (ool
hyperplasiatcartical cell 2 0 0 0 1 0 0 0 2 0 0 0 3 0 0 0
(800 (o0 ({000 (5000 (00000
hyperplasia:medutla 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(ool (000 (000 (3ol o0
focal fatty change:cortex 10 1 0 0 2 4 0 0 * 4 2 0 0 2 0 0 0 *
(26) ( 3 (0 (00 (8 (o0 ({00 (80000
[Reproductive system]
ovary cyst 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
QRO QNI QRO N QR0 (oo (300 (0000
uterus dilatation 0 1 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(o300 (00 (0ol (o000
cystic change 1 1 0 1 0 1 0 0 2 0 0 0 2 0 0 0
(3L (300 (000 (8 0o (o0
Significant difference : * 1P = 0.05 ** I P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate {8>:Narked {4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 13
Group Nams Control 10 ppm 30 ppm S0 ppm
No. of Animals 38 36 40 34
D> D < Wb I 2> B WD D> D < W 1> <2 B D
Organ Findings @ & & W ® o ® O @ & o0 @ & & W
[Reproductive system]
uterus cystic endometrial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
) B Q) B Q) B Q)] oo (o000l 6 0o (o0
mammary gl galactocele 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (000 (oo lon 0 Co oo
[Neruous system]
brain hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 (3000 ()G I ) B Q1)) oo o0
[Special sense organs/appandage]
oys cataract 0 2 0 0 0 1 0 0 1 0 0 0 0 2 0 0
O 00 Q) IR Q) BE ) B )} (3000 06 oo
retinal atrophy 0 0 2 0 0 0 1 0 0 1 0 0 0 0 3 0
(00 (s (0 ) B Q) B Q) B )] o3 oo o9 o0
keratitis 1 0 0 0 1 0 0 0 0 0 0 0 1 0 1 0
(300 (300l (o CoCoo OO0
degeneration:cornea 4 2 0 0 0 0 0 0 x 3 0 0 0 2 1 0 0
(I (8 00 (oo o0 (8000 8) ( 3 C 00
[Musculoskeletal system]
bone osteosclercsis 3 3 ¢ 0 1 1 0 0 3 2 0 0 2 2 1 0
(a8 (00 (LY (& {8 oo 6y ( 8 ( 3 (0
[Body cavities]
per-itoneum granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
GG B Q) B Q)] (oo (oo OCo o0 o0
Significant difference ; x ! P = 0.05 *x : P £ 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>: Severe




STUDY NO. : 0115 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 10 ppm 30 pem 90 ppm
No. of Animals 38 36 40 34
1> <2 & b <> K> B WD > 2> < WD 1> 2> <& b
Organ_____ Findings, @ ® & O @ & & W & & & W @ ® ®
[Body cavities]
adipase granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o0 (o o0y (3000 CoCoCo o
Significant difference ; ** P S 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe
(HPT150) BAIS2



APPENDIX J 5
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOSUE : MALE : DEAD AND MORIBUND ANIMALS

MOSUE (2-YEAR STUDY)



A

STUDY NO. : 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 5 ppm 30 ppm 80 ppm
No. of Animals 17 12 13
A 2> B3> Wb > 2> 3> LD > 42> D W 4> B> B Wb
Organ___ Findings ® & W ® @ ® ® ® @ ®» & ® @® % O
[Integumentary system/appandage]
skin/app inflammation 0 0 1 0 0 1 0 0 0 1 0 0 0 0 0 0
(s (0 (o800 coCn oo (o CcoCo o
[Respiratory system]
nasal cavit osseous metaplasia 0 0 0 0 11 0 0 0 *xx 7 0 0 0 *x 8 0 0 0 *x
(000 (2 (0000 (s0) C ) C O (O (62 ( 00 C 0} ( O
eosinophilic change:olfactory epithslium 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(12 C 0 C 00 ({0l (000 (oo
eosinophilic change:respiratory epithelium 5 1 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(299 ( ) ( O ( O (00 (14 C 0 o0 (000
respiratory metaplasiasolfactory epithelium 4 0 0 0 5 0 0 0 2 0 0 0 0 0 0 0
(2 C OO C O (O (42) (0 (0 ( O (14 C 0 C 00 coco o (o0
respiratory metaplasiatgland 3 5 0 0 2 0 0 0 5 1 0 0 1 2 0 0
(18 (290 ( 00 { O (1000 (s (00 (8 (15 (0 (0
vacuolic changs:olfactory nerve 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (0 (80 n (o000 (ool
trachea blood retention 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 (00000 (00 (ay (oo
lung congestion 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(O (D (0o oo (18 { 00 C O (O
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (G RGN ) B Q) B QIR ) (o0 (& {00
thrombus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (oo (00 (oo Co (o0
Significant difference ; ¥ P = 0.0 ** ¢ P = 0.01 Test of Chi Sauare <1>:Slight <2>:Hoderate <3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO.
ANTMAL
REPORT TYPE :

: 0116
* MOUSE BDF1

Al

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

SEX ¢ MALE PAGE ¢ 2
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 17 12 14 13
D D> < WD > 2> B> WL 1> <2 B3> <L > <> B W
Organ_____ Findings. ® o W o ® & & W ® % ® O ® % W ®
[Respiratory system]
tung eosinophi Llic change 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo s o0 (G I GV ) B G ) B Q)] (oo o (ool
[Hematopoietic system]
bone mariow erythropoiesis: increased 1 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(8000 (m oo (D00 (o0l
granulopoiesis: increased 4 0 0 0 3 0 ¢ 0 4 0 0 0 2 0 0 0
(29) C ) C 00 C O (000 (299 C 0 C 0 (0 (18 C oy 00
Lymph node lymphadenitis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o000 (000 Co{n oo cocoCo (o0
thymus karyorrhexis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
RO GO I G ) RG0! (OO0 oo o (oo (o0
spleen atrophy 1 0 0 0 0 0 0 0 0 1 0 0 3 0 0 0
(8000 (G B G I Q) B G )) (N0l (23 C 00 (0 ( O
angiectasis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(GO R QIO B QIO B Q)] (o n 0 (oo (oo lon
deposit of amyloid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (0o o0 (oo (o0 (OCoCo o0
deposit of melanin 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(122 C 0 C 00 (a0 ln (o (0ol Q) I G ) B G ) B Q)]
extramedullary hematopoiesis 0 g 2 0 3 0 2 0 *x 1 1 1 0 * 2 2 2 0
(0 (83 (12) ( O (25) C O (1) C 0) (DD D0 (18) (15 (18 ( O
splenitis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo (o (0000 (N0 cococo (o0
Significant difference ; * 1 P = 0.0 x ! P = 0.01 Test of Chi Sauare <{1>:Stight <2>:Moderate <3>:Harked <4>:Severs

(HPT150)

BAISZ



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 3
Group Nams Control 5 ppm 30 ppm 90 ppm
No. of Animals 17 12 14 13
A> 2> & & 1> 2> K3 <D 1> 2> K3 b > 2> <3 b
Organ_____ Findings @ ® o & @ & B ® ® W M ™ M w & W
[Circulatory system]
heart mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (oo oy (o000 (ool
myocardial fibrosis 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(800 ly (o0 (0 (ool o (ool
[Digestive system]
‘tongue arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oot (oo (oo (o0
salivary gl lymphoeytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (oo () B Q) B QRO B Q) (OCon o0
esophagus inflammation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
) IO B G ) I Q)] o Co oo (Do (O o
stomach arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
) B ) I G I )] (G B I G ) B Q)] coCn oo (000
erosion:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (o0 (oo (D00 () RO ) I G B QIR )
hyperplasiatglandular stomach 8 3 0 0 5 1 0 0 4 2 2 0 2 1 2 0
(an (18 ( 0 ( 0 (&2 ( 8y (0 (0 (29) (14 (149 ( O (15) ( 8 (18 ( 0
eosinophilic changse:glandular stomach 1 0 0 0 1 0 0 0 2 0 0 0 2 0 0 0
()00 (0o (14 000 (1B (00
Liver peliosis-like lesion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (oo oo (D0 (OCCo o0
necrosisicentral 0 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0
(000 (000 (00 ({1 (8 (n
Significant difference : * 1 P = 0.05 ** 1 P S 0,01 Test of Chi Sauare <1>:Slight {2>:Hoderate <3>:Marked {4>:Severe

(HPT150)

BAISZ



STUDY NO. ¢ 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ HOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105%)
REPORT TYPE : Al
SEX i MALE PAGE ¢ 4
Group Name Contral 5 ppm 30 ppm 90 ppm
No. of Animals 17 12 14 13
> 2> B3> b KI> 2> L3 <« > 2> <3 b > 2> 3 W
Organ______ Findings ® W % @ @ ® o o @ ® o & @ & o’ @
[Digestive system}
Liver necrosis:focal 0 0 0 0 2 0 0 0 2 1 0 0 0 1 0 0
(OO0 (1 C o0 (0 (19 (D (0 ) CoC8 oo
deposit of amyloid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (000 Q) B GIEY) B QI ) B Q0)] (oo (o {0 o0
granulation 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(12 (0 (00 (o0 (oo ({00
clear csll focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 0o (oo oo (o CoCo (o0 (000
pancreas hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) RGN ) B Q) B G 0)) GO RE G B Q) B Q)] (D00 (OO0
{Urinary system]
kidney hemorrhage 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
o o8 (0 Q) I ) I G ) IR L ) coCoCon 0) o CoCo o
infarct | 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
COC0Cn o0 (oo (o o Cn o0 0) o0l
anisonucleosis 0 0 0 0 0 0 0 0 8 0 0 0 *x 9 0 0 0 x%
(ool (GO R ) I Q) ) (57 (. 00 C 0 (0 (69 ( 00 C 0 (0
hyaline droplet 1 1 0 0 1 0 0 0 0 0 0 0 0 0 ¢ 0
(a0l (&0 (oo oo (oo o0
basophi Lic change 7 2 0 0 7 0 0 0 3 6 1 0 5 4 0 0
' (41) C12) C ) C O) (88 (03 C 0 (0 (21) (43 ( 1) (O (38 (31 C 0) C 0
tymphocytic infiltration 4 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(2 C OO C O (0 (oo (1 oo o0 cocodn o
Siagnificant difference ; *: P < 0,05 P < 0,01 Test of Chi Square <1>:Slight {(2>:Yoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE: b
Group Name Controt 5 ppm 30 ppm 80 ppm
No. of Animals 17 12 14 13
D> 2> B3> WL D K2 3> b > 2> B WL D> 2> > b
Organ Findings @ ® & O @ ® o W @ & & O @ & & o
{Urinary system}
kidney inflammatory polyp 0 [} 1 0 1 0 0 0 0 0 0 0 0 0 0 0
(08 (0 (0o (ool (o (ool
arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 Q) B Q) B Q) N Q1)) CoCn oo (o000
vacuolization of proximal tubule 9 0 0 0 0 0 0 0 *x 0 0 0 G *x 0 0 0 0 *x%
(53 ( 0y C O ( O (OO0 oo CoCoCo
hydronephrosis 1 0 3 0 0 0 1 0 0 0 1 0 0 0 0 0
(e (0(1’lon o o8y (0 0n o0 (ool
retention cyst 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0000 (o000 (0000 (B, (o0l
di latation:tubular Lumen 0 0 0 4} 0 0 0 0 0 0 0 0 0 1 0 0
(000 Q) G ) B Q) B Q)] (oo cocg oo
glomerulosclerosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO RGN I QIO B Q)] (oo n (ool (oOCoColon
tubular necrosis:proximale tubule 0 0 0 0 0 0 0 0 0 0 1 0 0 1 1 0
Q) I Q) B Q) B V)] (0000 (000 (0880
tubular cell hyperplasiatcystic 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(OO0 (000 (oo (o0 (1B (000
tubular cell hyperplasiassolid 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o CoCn o (G SR G ) B Q) B QIR )] oo (8 (00 lo0
urin bladd dilatation 0 0 0 0 0 0 0 ] 1 0 0 0 1 0 0 0
(oo o Q) I Q) B Q) B GRV)) (Do (000
ulcer 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (0000 (D00 (o0 l0
Significant difference 3 * i P = 0,05 ** ! P =5 0,01 Test of Chi Square <1>:Slight (2>:Moderats <3>:Harked <4>:Severs

(PT150)

BAIS2



STUDY NO.  : 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : KHOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 8
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 17 12 14 13
> (2> 3> 4L > <2 & <& 1> K> K3 W K> B> 3> WD
Organ_____ Findings & ®» ®» O @ & & O @ o o W @ B ® O

{Endocrine system]

pituitary cyst 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(12 C O C 00 (0O (ool CoCco o0

Rathke pouch 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0

(e ({00 (00 (D00 (0000

adrenal spindle-cell hyperplasia 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0

[Reproductive system]

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

mineralization 6 0 0 0 3 0 0 0 0 0 0 0 =% 2 0 0 0

(3) ( 0 C 0 (0 (23 00 (0 (0 (oo oo (15) (. 0) C O C 0

prostate inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (OO0 (e cnco (oco oo

prep/cli gl duct ectasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
) RGN ) B Q) B Q)] o000 (oo (oo o0

hyperkeratosis 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0

[Neruous system]

brain deposit of calcium 7 0 0 0 3 0 0 0 3 0 0 0 2 0 0 0
(4 C 0 C 0 C 0 (25) C ) C )y (O (21 C 0 C 0 (0 (18) C 0) C 0 C 0
dilatation:cerebral ventricle 0 0 0 0 1 0 0 0 0

0 0 0
(oo o0 o8 (0 CoCo (0000

—~
<
g
~
<
g
~
=
g

Significant difference ; * P = 0.05 % P S 0.01 Test of Chi Square <1>:Slight <2>:Moderate (3> Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. : 0l16 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMNARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 17 12 14 13
> B> B W D> (2D B3 W KI> 2> & W 1> 42> B b
Organ Findings, ® ® @ O ® o w W ® @& @& O ® w0 &
[Neruvous system]}
spinal cord necrosis: focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (oo on oo oo OCo ooy
[Special sense organs/appandage]
sye cataract 4 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
s (2) C ) C ) C O ({00 (1) C 0 oo 0 Co 0y
keratitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCoCo o () G B Q) B Q)] (D000 0Co ooy
degeneration:cornea 3 0 0 0 2 0 0 0 5 0 0 0 1 0 0 0
(18 C 0 (00 (1m0 00 (88 ( 0 C o (0 8 (ool
Harder gt hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(800 Q) B Q) B G ) R Q)] oo oo o0y
[Body cavities]
adipose granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e (000 (oo (GO RGO B QI B Q)] O (o0
Significant difference ¥ 1 P = 0,05 ** 3 P = 0,01 Test of Chi Square <1>:Slight <2>:¥oderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



APPENDIX J 6
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOSUE : FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.
ANINAL

1 0116
: MOUSE BDF1

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

REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name Control 5 ppm 30 pem 90 ppm
No. of Animals 21 13 25 24
A> 2> B3> 4D D LD B WD > 2> &3 Wb > 2> B b
Organ Findings ® ® & o @ & & & ® & W O @ ® ® O
[Respiratory. system]
nasal cavit ‘thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool o0 o oo (o ool (000
osseous metaplasia 0 0 0 0 8 0 0 0 *x 12 0 0 0 *x 13 0 0 0 *%
(ool (46) C ) C O C O (48 ( 00 C ) (O (sey ( O) C O ( O
eosinophi lic change:olfactory epithelium 1 0 0 0 1 1 0 0 4 0 0 0 8 1 0 0 *
(3000 ({800 (18 C 00 C 0 ( O (33) { & C 0 (.0
eosinophilic change:respiratory epithslium 6 2 0 0 5 3 0 0 11 1 0 0 8 5 0 0
(29) (10 C ) ( 0 (38 (23 (0 (0 (40) C 9 C 0 ( 0 (83) (21 C O ( O
respiratory metaplasiazolfactory epithelium 0 0 0 0 4 0 0 0 x 4 0 0 0 g 0 0 0 *xx
(OO0 (s C oo (18 C 0 o0 (38) 0y C0CO
respiratory metaplasiaigland 1 0 0 0 1 0 0 0 8 2 0 0 * 5 1 0 0
(5000 (oo (32) ( 8 (0 (0 (2 C & C0 0
lung congestion 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
oo (GO BEGEE) B G B G0 oo ln ({000
hemorrhage 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(oo (GO ) I GE) B Q)] (a0l (000
edema 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo on oo oo oo oo LG I GRS I G 1) B G )]
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 oo o oo lon (000
embalus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 oo oo (oo oo
lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (OB GN) B Q) B ) (o oo (o (000

Significant difference * 1P = 0.05 ¥ 1 P = 0,01

Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO, : 0118 HISTOLGGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 21 13 25 24
D <> B3> Wb > B> B> b D K> D WD D KD D &L
Organ Findings @ o % o ® & o ® ® & & O @ ® & O
{Hematopoistic system]
bone marTow erythropoiesis: increased 4 0 0 0 3 0 0 0 5 0 0 0 6 0 0 0
({00l (23 (000 (20 C 0 C 0 (O (23 ( 00 ( O ( O
granulopgiesis: increased 3 0 0 0 3 0 0 0 3 0 0 0 1 0 0 0
(000 (23 ( 00 C 0) (0 (122 C 0 (00 (0000
spleen deposit of melanin 3 0 0 0 2 0 0 0 3 1 0 0 2 1 0 0
(1 oo (15 . 0 C 0 (0 (12y (a9 o0 (ay (o000
extramedullary hematopoiesis 4 4 4 0 4 1 4 0 5 3 7 0 3 8 10 0
(19 (19 (19 ( 0 (31) ( 8 (31 ( O (20) (12) (28) ( 0) (113) (25) (42 0)
megakaryocyte: increased 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(OB G) I Q) B Q)] (oo O o (00
[Circulatory system]
heart mineralization 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(o0l oo (a0 ({000
myocardial fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o000 (GO GRU NG B G ({00 coCco oo
arteritis 0 0 1 0 0 0 0 0 1 2 0 0 0 1 1 0
(o035 0 (G B G B Q) B G0)) (800 (oo Con
[Digestive system]
‘tooth gdontogenic cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o (oo o0 (0000 (oo oo (a0
tonous arteritis 0 1 0 0 0 0 0 0 1 1 0 0 2 0 0 0
(000 (000 (a0 (o0
Significant difference x i P = 0,05 *x 1 P S 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 10
Group Name Control 5 ppm 30 ppm 30 ppm
No. of Animals 21 13 25 24
K> 2> K3 & I> 2> & <D I> 2> <3 D 1> 2> <3 <&
Organ Findings @ ® W O ® ® W ® ® & & o ® & B
[Digestive system]
salivary gl tymphocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
oo o0 oo ({00 (a0l
arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 oo Q) B GR) B Q) B Q)] (ool (ool
stomach arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 o0 Q) B G B Q) B Q) (oo lon ool
erosionglandular stomach 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(oo (& n (0o (0o
hyperplasiatglandular stomach g 5 2 0 5 8 0 ¢ 18 3 0 0 6 7 3 0
(43) (24) (100 ( ® (38) (46) ( 0) ( O (72) (12) C 0) C O (25) (29) (13) C 0
eosinophi lic changetglandular stomach 1 0 0 0 2 0 0 0 4 0 0 0 2 0 0 0
(000 (B0 (1000 (8 (000
Liver congestion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 (o0 ool a9 CCon o
angiectasis 1 0 0 0 0 0 1 0 0 0 1 1 2 3 0 0
(L0000 (OO0 ) B G ) I G Y R QIS ({13 (nlo0
necrosis:central 1 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(oo ln )N G B Q) B Q)] (o0 l0 ({000
necrosis: focal 0 0 0 0 0 0 0 0 1 0 0 0 1 1 1 0
(ool (oo o (o0 (a0
cyst 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(800 (8 (000 (o000 (000
inflammatory infittration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 (oo (ool (a0l
Significant difference : *3: P = 0.0 ** P S 0.01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 11
Group Name Control 5 ppm 30 ppm 80 ppm
No. of Animals 21 13 25 24
> <> B b > <> B WL A> <> 3> W 1> 2> <D <L
Organ Findings @ W W W @ & & O ® o o O ® & &

{Digestive system]

Liver granulation 2 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(100 ¢ 8 C 0 (0 (GO RGN B QIR 1) B Q) (a0l (oo

clear cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool o000 (o Cocon o0 (a0

mixed cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 ¢
ool (000 (a0 oo (oo oo

vacuolic changs:central 0 0 0 0 0 0 0 0 0 0 0 0 2 2 1 0
(oo ool (oo o (88 oo

pancreas arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0

[Urirmary system]

kidney hyaline droplet 1 6 0 0 0 1 1 0 0 2 7 0 x 1 4 6 0
(8 (29 (00 o880 o8 (28 (o (& (17 (28 (0
basophi Lic change 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 0
(G R G) B G) B G0)] (8 oo (D000 oo
deposit of amyloid 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(o000 QORI O B Q) B Q)] ool on (ool
inflammatary infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(0000 (000 (000 s o0
Lymphocytic infiltration 3 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(149 (5 (0 (0 (oo (00 (0o COCoCo o
inflammatory polyp- 0 0 0 0 0 0 0 0 0 1 0 0 3 1 0 0
(ool (GO R G B Q) B Q)] (o (a0 (a0

Significant difference * 1 P = 0.05 *x ¢ P = 0,01 Test of Chi Square <1>:Stight <2>:Noderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 12
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 21 13 25 24
A> K2> B> (b > <2 B> Wb D> 2> 3> b D 2> B> WD
Organ_____ Findings @ & B W ® W ® W @ ® & o ® @& ® O
[Urinary system]
kidney hydronephrosis 0 0 0 0 0 0 0 0 1 0 2 0 1 0 2 1
ooy CoCoCon (a8 a8
tubular necrosisiproximale tubule 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
({000 (OO0 (oo oo (GO R I GV B Q)]
urin bladd Lymphocytic infiltration 2 0 0 0 1 0 0 0 ¢ 0 0 0 0 0 0 0
(1 000 (8000 (OO0 lo0 oo o (o0
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool (oo (o oo (ool
[Endacrine system]
pituitary cyst 0 0 0 0 0 0 0 0 0 0 0 0 2 0 ¢ 0
(000 (GEOREGE ) B Q) BRG] (00000 Q) I G ) I G ) R Q)]
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
coCcocon o o oo (o0l (8 (00 ln
Rathke pouch 0 0 0 0 0 0 0 0 0 0 0 0 1 0 ¢ 0
(GORE QIO N Q) B Q)| (O l0 (GO REG) B G ) B Q)] (o oo (o0
thyroid arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(5000 ) B QR B Q) B Q)] (oo (o000
adrenal spindle—cell hyperplasia 15 1 0 0 [ 0 0 0 13 0 0 0 10 0 0. 0 *
(71 ¢ 8 C 0 (0 (46) C 00 C 0) C 0) (52) { 0 C 0 (0 (42) C 00 C OO (0
[Reproductive system)
ouary cyst 0 ¢ 0 0 0 0 0 0 1 0 0 0 0 1 ¢ 0
(ool 0 Q) B Q) B G ) B Q1) (oo o0 (oCaco o0
Significant difference * 1P = 0.05 *x ; P S 0.01 Test of Chi Saquare <1>:Stight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 13
Group Name Controt 5 ppm 30 ppm 30 ppm
No. of Animals 21 13 25 24
I> <@ K3 b > 2> <3 b 1> <> <3 <& 1> 2> 3 4L
Organ_____ Findings ® ® W W ® ® W W @ ® ® O ® & ® W
[Reproductive system]
uterus cystic changs 8 3 i} 0 6 4 0 0 13 2 0 0 7 2 3 0
(88) (19 ( O (0 (46) (3 C 03 ( ) (s2y ( 8 ( 0 ( O (29) ( 8 (13 (0
mammary gl hyperplasia 0 0 0 0 2 1 0 0 3 0 0 0 0 0 0 0
(ool (1B (800 (12 (000 (ool
atypical hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(0O l0 (00 (000 (000
galactocels 1 0 0 0 2 0 0 0 5 0 0 0 3 0 0 0
(8000 (15 ¢ & C 0 (0 (200 C OO C ) (O (13 C 0 C 00
prep/cli gl duct ectasia 1 0 0 0 5 0 0 0 x 0 0 0 0 2 0 0 0
(a0 C0 (383 (0000 (00 (a9 ln
[Neruvous system]
brain deposit of calcium 4 0 0 0 2 0 0 0 4 ¢ 0 0 2 0 0 0
(1 C 0 oo (B (OO (0 (18 C O (OO (80l
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 o000 (o000 (S B G V) B G ) B Q)]
[Special sense organs/appandage]
eyse cataract 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (B (000 (oo ool o0
degeneration:carnea 5 0 0 0 7 0 0 0 4 0 0 0 g 0 0 0
(20) C ) C 0y C O (84) C ) C 0 (C 0 (18) C 0 C 0 ( O (s (000
[Musculoskeletal system]
muscle necrosis 0 0 0 0 1 0 0 0 2 0 0 0 0 1 Q 0
ool (o0 n oo (oo
Significant difference * 1P = 0.05 ** 1 P £ 0,01 Test of Chi Sauare <1>:Slight <(2>:Hoderate <3>:Harked <4>:Severe




STUDY NO. : 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 14
Group Name Control S pem 30 ppm 90 ppm
No. of Animals 21 13 25 24
<I> 2> 3> & 1> <2> <8 <& > (2> <3 &4 I> 2> <& b
Organ Findings @ o % W @ ® m W @ ® ® W @ & @& O
{Body cavities]
mesenterium arteritis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
ooy (G R G I Q) I Q)] COCoCa o CoCodo o0
adipose granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(B 000 (oo COCoCo0 o CoCo oo
[ALL other systems]
ather deposit of pigment 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G E G B Q) I Q) (D) I Q) B Q) B Q)] (e C0Co o0 COCCn o0
Significant difference * 1P = 0,05 ¥ 1 P S 0,01 Test of Chi Square <1>:Slight <2>:Moderate €3> Harked {4>:Severe
(HPT150) BAIS2



APPENDIX J 7
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOSUE : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0116
ANIMAL + HOUSE BDF1
REPORT TYPE : Al

SEX ¢ NALE

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

PAGE : 1
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 33 38 35
D> 42> < WD (OO TR ¢ IR ¢ > IR 9 D> D> B L > <> B <4
Organ_____ Findings @ & o W W o W ® o W @ o o
{Inteaumentary system/appandags]
skin/app inflammation 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D (oo (oo oo
subcutis masteell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 (000 (oo
[Respiratory system]
nasal cavit asseous metaplasia 0 0 0 0 38 0 0 0 xx 30 0 0 0 *x 33 1 0 0 xx
(G B GE)  GY) B GV oy ¢ 0 ( 0 ( 0 (8 (000 (80 ( 3 (0 (0
eosinophilic changs:olfactory epithelium 7 0 0 0 0 0 0 0 *x 6 0 0 0 8 0 0 0
(20 (0 (O ( O Q) B G B ) B Q)] (m 00 (17 C 0 C 0 (0
eosinophi lic change:respiratory epithelium 18 1 0 0 0 0 0 0 *x 3 1 0 0 * 10 0 0 0 *
(88) ( 3y (0O (O (OO0l 0 (28 ( (0 (0 (29 000
inflanmation:respiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (oo o0 (oo o (3 C0C0 o0
respiratory metaplasiatolfactary epithelium 8 0 0 0 10 0 0 0 18 0 0 0 21 0 0 0 *x
(20 (0 (0 (0O (26) C ) C ) (O (50) C 03 C 0 (O (60) ( 00 C ) ( O)
respiratory metaplasiaigland 18 8 0 0 22 5 0 0 16 7 ¢ 0 4 7 0 0 %%
(585 (24) C 0) (O} (68) (13 ( 0 C O (44) (19 C 0 ( O (11) (200 C 03 ( 0O
trachea blood retention 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 (3000 o oo (ool
lung embolus 0 ¢ 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oy (GO R GE) B Q) B G ). (3000 (ool
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0000 (000 ({000 (o0 ln
Significant difference ; * 1 P = 0.05 *x 1 P < 0.01 Test of Chi Square <1>:Stight {2>:Moderats <3>:Harked {4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE :+ 2
Group Name Control 5 ppm 30 ppm 90 pem
No. of Animals 33 38 36 35
> 2> 3> b 1> 2> <3 Wb > <G> B3> Wb 1> 2> B> WD
Organ Findings @ & W W ® & W W ® & ® o ® @& ®m ®

[Respiratory system]

lung osseous metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

accunulation of foamy cells 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0

pleuritis 90 0 0 0 0 0 0 Q 0 1 0 0 0 0 1 0

[Hematopoistic system}

bone marrow myelofibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0l (oo Cn (300w oo

erythropgiesis: increased 1 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(3000 (3o (8ol (000

megakaryocyte: increassd 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(3000 (3000 (8 oo (GORE QI B QIO B Q)]

granulopoiesis: increased 5 0 0 0 3 0 0 0 3 0 0 0 6 0 ¢ 0

(1B {000 (80 QY R Q) B Q) B Q1)) (1 0o o

Lymph node lymphadenitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

spleen Russel body 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

deposit of melanin 2 0 0 0 7 0 0 0 0 0 0 0 0 0 ¢ 0
(8 (000 (1) 000 (0000 oo (o0

extramedul lary hematopoiesis 3 3 0 0 0 0 1 0 * 4 7
(o0 (00300 (1) (14) C 0 ( O (20 ¢ 3 C 0 (0

Significant difference ; *x P = 0.05 ¥ ! P = 0,01 Test of Chi Square <1>:Slight <2>:Yoderate <3>:MHarked <4>:Severe

(HPT150) BAIS2



STUDY NO. & 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Caontrol 5 ppm 30 ppm 80 ppm
No. of Animals 33 38 36 35
1> 2> & <D <A> <2> <3 <& 1> 2> <3 b D> 2> K3 D
Organ Findings ® & o O & & M ® @ & w o @ ® & @
[Hematopoietic system]
spleen megakaryocyte: increased 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (OO0 (OO0 (0000
follicular hyperplasia 0 0 0 0 0 0 0 0 0 0 3 2 0 0

[Digestive system]

tooth dysplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (OO0l oo (o0
tongue arteritis 0 0 0 0 1 0 ¢ 0 0 0 0 0 0 0 0 0
ooy (D ) B G ) B Q) B Q)] (oo
salivary gl tymphoeytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (oo (o0 (a0
osseous metaplasia 0 0 0 0 0 0 0 0 0 90 0 0 1 0 0 0
oo LG B Q) I Q) B Q)] (oo o (3000
stomach inflammatory infiltration 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) I G ) B G ) B Q) (Ol (o0 l0 (0000
hyperplasiat forestomach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00 (OO0 (a0 (oo (o0
hyperkeratosis: forestomach 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(00 (oo (8000 (oo
erosion:glandular stomach 1 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0
(30 (ococoo (a0 (oo C0n
hyperplasiatglandular stomach 11 15 5 0 13 12 0 0 *x 8 13 9 0 8 20 8 0
(33) (45) (18 ( O (34) (32) ( 0 ( O (22) (38 (25) ( 0) (17 (57 (17 (0

Significant difference ; x: P =0.05 ** : P < 0,01 Test of Chi Square <1>:Slight (2>:Moderats <3>:Harked <4>:Severs

(HPT150) BAIS2



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 33 38 36 35
1> 2> 3> <4 > <> (3 b A> 2> 3 <& 1> 2> 3> L
Organ__ Findings @ ® w O @ & & O @ & ® W ® ® & O
[Digestive system]
stomach eosinophilic change:glandular stomach 8 2 0 0 5 0 0 0 14 1 0 0 10 0 0 0
(20) ( 8) ( 0) ( @ (B (o0 (39 ( 3 (0 (0 (29) (00 (0 (0
heterotopic gland 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(e (00 (3000 (GO B GO B G O B Q)] (D00
Liver angiectasis 2 0 0 0 0 0 0 0 1 2 0 0 2 0 0 0
(e (000 (OO0 (300 (e (o000
necrasis:focal 1 0 0 0 0 0 0 0 2 1 0 0 0 1 0 0
(3000 (oo (8 {300 (a0
fatty change 4 0 0 0 2 0 0 0 6 0 0 0 15 g 0 0 *x
(2000 (8000 (1 000 (43) (28) ( O} {( O
cyst 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(30w (oo o0 o000 (30 lo
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (oo (ool (000
lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (ool (G0N GO B GO R Q)] (oo
granulation 24 2 0 0 28 2 0 0 24 1 0 0 18 2 0 0
(73 (. 8) C0) (O (79 ( 5 C 0 C 0 (60 ( 3 (0 (0 (s1) ( 8 C 0O (0
clear cell focus 1 4 0 0 0 0 0 0 % 0 0 0 0 3 0 0 0
(3 (12) (00 (o0l on (o (o0l ({000
basophilic cell focus 1 2 0 0 1 0 0 0 1 0 0 0 0 1 0 0
(3600 (3000 (a0 (a0
mixed cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (GG B Q) B Q)] cocoCo (o0 (o300
Significant difference ; *x P = 0,06 ** P = 0,01 Test of Chi Sauars <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1- SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 5
Group Name Control 5 ppm 30 ppm 80 pom
No. of Animals 33 38 36 35
> 2> <3 LD A> <2 B b 1> 2> (3> <& A> B> 3> b
Organ Findings ® & & o @ M & W @ W M ® & o o
[Urinary system]
kidney infarct 0 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(3000 (oo ({000 (3000
anisonucleosis 0 0 0 0 3 0 0 0 35 0 0 0 xx 33 0 0 0 *x
(o0l (8000 (an (oo (0 (sy (00 (0 (O
basophilic changs 26 5 0 0 33 1 0 0 5 30 1 0 *x 4 30 0 0 *x
(79 (18) C 0) ( O (s (300 (14) (83 ( 3 ( O (1) (8) ( 0 ¢ 0)
deposit of amyloid 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo oo (0000 (oo (0o
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) B GI) BE Q) B QIR (oo oo oo (D00
lymphacytic infiltration g 1 0 0 7 0 0 0 13 1 0 0 11 0 0 0
(znn (3 C 00 (1) oy (36) (3 (0o (snp(oCaly
osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo on (oo o0 (00000 (000
inflammataory polyp 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(00 l0 ooy (o0 Q) B G ) B Q) B G )
vacuolization of proximal tubule 32 0 0 0 0 0 0 0 *x 0 0 0 0 %% 0 0 0 0 *xx
(en C 0 o0 [ B G B Q) B Q)] (oCo o0 (oo
hydronephrosis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0
(30 (oo n (oo (G B Q) B G ) B Q)
retention cyst 3 1 0 0 0 0 0 0 5 2 0 0 7 3 1 0
(9300 (oo (0 (1 (8 (00 €200 C 9 ( 3 (0
mineralization:papilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (0ol 0 (oo o (A0
Significant differencs ; ¥ 3 P = 0,05 *x 1 P £ 0,01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Harked <4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE : 6
Group Name Control 5 ppm 30 ppm 80 ppm
No. of Animals 33 38 36 35
> 2> <KD b D> <@ K3 &L K> <> B> (L > 2> <& WD
Organ Findings ® & o W @ & & W @ ® & ® @ & o’ W
[Urinary system}
kidney mineralization:cortex 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(00 oo (3o (3 o0
tubular cell hyperplasiaicystic 0 0 0 0 0 0 0 0 8 2 0 0 *xx g 2 0 0 ®x

Co o (0o (oo o0 (22 ( 8 (0 (0 (26) ( & C 0 (0

[Endocrine system]

pituitary cyst 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
: (oo (oo n (8000 (OCCn o0

hyperplasia 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(300 (3o (e (000 (3000

Rathke pouch 5 0 0 0 3 0 0 0 3 0 0 0 1 0 0 0

(1B 00y (800l (800 o (L0

adrenal spindle-cell hyperplasia 11 0 0 0 5 0 0 0 g 0 0 0 6 0 0 0
(s (oo (1B 00 (25) C ) C 0) (0 (oo

hyperplasiaicortical cell 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0

[Reproductive system]

testis atrophy 8 0 0 0 4 0 0 0 6 0 0 0 6 0 0 0
(28) (. 00 C 0 (C O (i o o0 (1m0 oo (m ool

mineralization 18 0 0 0 5 0 0 0 ** 4 0 0 0 xx 1 0 0 0 *x
(85 ( 0) (0 ( 0 (13 (090 (1) C 0 C 0 ¢ 0 (o0

epididymis spermatogenic granuloma 0 0 0 0 0 0 0 0 3 0

0 0
(OCO 00 (oo (800l (830

Significant difference ; *x 1 P S 0.05 x> ! P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150) BAIS2



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Control S ppm 30 ppm S0 ppm
No. of Animals 33 38 36 35
4> 2> B8 L > 2> 3 Wb A> K2 B3> b D> <2 B <L
Organ Findings ® & - W @ & & ® ® & & o @ ® & W
{Reproductive system]
semin ves mineralization 1 0 0 0 0 0 0 0 0 0 0. 90 0 0 0 0
(00 (oo 0 () B G I Q) B Q)] (oo Cnlon
inflammation 0 0 0 ¢ 0 ¢ 0 0 1 0 0 0 0 0 0 0
(oo (0 Q) B QIO B Q) B Q)| (3000 (000
[Nervous systenm]
brain deposit of calcium 17 0 0 0 15 0 0 0 14 0 0 0 12 0 0 0
(52) ( 0 C 0) (0 (s (0ol (3 (0 (o (0 (38) C 00 C O (C 0
[Special sense organs/appandage]
eye cataract 22 0 0 0 18 0 0 0 21 0 0 0 20 0 0 0
(1) C 00 C 03 (O (4 C O C 0 (0 (88 C 0 C 0 (0 (sn o (00
phthisis bulbi 0 0 0 0 0 0 0 0 1 0 1] 0 0 0 0 0
(ool (oo (0o o (o Co o
degeneration:cornea 5 0 0 0 4 0 0 0 8 0 0 0 8 0 0 0
(1) (0 (00 (I o000 (22) C ) C 0) ( O (23 C 0y C 0 (0
[Musculoskeletal system]
muscle necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (0000 (ool (3000
Significant difference ; ¥ P = 0.05 ** ! P S 0,01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



APPENDIX J 8
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
MOSUE : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ MOUSE BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 8
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 29 36 25 24
> 2> B W > K2 < B > B> B b K> D> D WD
Organ______ Findings ® & W O ® ® ® ® ® ® W W @ ® W O
[Integumentary system/appandags)
skin/app arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (G B Q) B Q) B V)] oo o (000
[Respiratory system)
nasal cavit thrombus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0l (000 oo (o0 (OCo 0o
osseous metaplasia 0 0 0 0 31 0 0 0 *xx 20 0 0 0 *x 20 1 ¢ 0 #%
(000 (8) ( 0) (0 (0 (80) C 0 C0)C O (8 ( & (00
eosinophi Llic changs:olfactary epithelium 3 0 0 0 5 0 0 0 5 0 0 0 g 0 0 [
(10 ¢ 0 C 00 (1 o0 (20 C 00 C ) (O (sy { 00 ( 0 (0
eosinophilic change:respiratary epithslium 16 3 0 0 15 7 0 0 10 9 0 0 14 9 0 0 *x
(55) (10) C 0) ( O (42) (19 ( 0 ( O (40) (38) ( 0) (O (58) (38) ( ) ( O
respiratory metaplasia:alfactory epithelium 4 0 0 0 17 0 0 0 *x 10 0 0 0 16 0 0 0 *x
(19 0 o0 (4an C 0 0 (0 (40) C ) C 0) ( 0O (e (0o (0
respiratory metaplasiaigland 2 0 0 0 3 0 0 0 8 2 0 0 x 12 0 0 0 *x
(D000 (8000 (s (8 (00 (500 C 0y C o) (0
trachea egsinophilic changsirespiratary epithelium 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (o3 oy (oo (OO B G ) B G ) B Q)]
lung eosinophilic change 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 (000 (a0 o0 (oo lo0
Lymphocytic infiltration 1 0 0 0 1 0 0 0 0 0 0 0 0 0 ¢ 0
(3 ln (30 (0000 (oo
bronchiolar-alusolar cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (3000 (00 (0o ln
Significant difference ; x ! P = 0.05 x»* 1 P S 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150) -

BAIS2



STUDY NO.  : 0116

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE ¢ 8
Group Name Control 5 ppm 30 pom 80 pem
No. of Animals 29 36 25 24
1> 2> <& <& 1> 2> B3> b 1> 2> <3 &4 4> 2> B3 <KD
Organ____ Findings ® & o’ O @ & @& o ® ® & W @ W & W
[Hematopoietic system]
bone marrouw granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (000l (000 (oo (o0
erythropoissist increased 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 (o000 (o0l 0 cococo (o0
granulopoiesis: increased 0 0 0 0 2 0 0 0 2 0 0 0 4 0 0 0
(oo (800 Con ({000 (1m0 lon
Lymph node lymphadenitis 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(3OO0 (O3 00 (oo 0o (ool
folticular hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (G RGO B Q) B Q)] (oo (000
spleen deposit of melanin 9 0 0 0 17 0 0 0 11 1 0 0 2 0 0 0
(s (0 (o0 a0 (40 C & C O (0 (3000
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0000 (OO0 (00 (OCH 0
extramedul lary hematopoiesis 3 1 1 0 1 1 1 0 1 1 1 0 4 1 0 0
(100 ( 3) (3 (0 (30 ({90 (1) ( 4 C 0 (0
megakaryocyte: increased 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(D00 (o0 (o0 (000 (ool
follicular hyperplasia 2 1 0 0 2 0 0 0 1 0 0 0 0 1 0 0
(D3O (800 (n (000 o400
[Circulatory system]
heart granutation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 ¢ 0
(oo (000 (0000 (000
Significant difference ; ¥ P = 0.05 ** ! PS5 0,01 Test of Chi Saquare <1:Slight <2>:Noderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0118
ANIHAL + HOUSE BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX ¢ FEMALE PAGE ¢ 10
Group Name Control 5 ppm 30 ppm 80 ppm
No. of Animals 29 36 25 24
1> 2> <3 <4 1> 2> 3> & 1> 2> <3 WL > <> B3> W
Organ____ Findings @ & o ® @ ® & ® ® & & W @ & - O
[Circulatory system]
heart arteritis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo (G B G B Q) B Q1) (ool on ({000
[Digestive system]
‘tongue arteritis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo (ool (o0l ({00
salivary gl Lymphoeytic infiltration 1 0 0 0 2 0 0 0 0 1 0 0 1 0 0 0
(3L ({00 (GO B QIS B QRO B Q)] (000
stomach inflammatory infiltration 0 0 ¢ 0 1 0 ¢ 0 0 0 0 0 0 0 ¢ 0
(oo (3o o (0o (oo o0
Lymphacytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0l (oo oo (00 CoCoCoCo
squamous cell metaplasia 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
oo Ccoo (o0 (8o (o0 0) (000 (OCCo o0
hyperkeratosis: forestomach 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(DL (o0 (oo (0 (o000
erosiontglandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (00 (0o (G R Q) B G ) B Q)]
hyperplasia:glandular stomach 9 12 1 0 15 18 0 0 10 14 0 0 13 10 1 0
(31 (4 ( 3 (0 (42) (s0) ( 0) ( O (40) (56) ( ) ( O (54) (42) ( 4 C 0
eosinophilic change:glandular stomach 4 0 0 0 5 0 0 0 8 0 0 0 3 0 0 0
(1) O 00 (18 0o (32) C 0) C O ( 0 (B0l
heterotopic gland 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 ln (G REGIE) B G) B QIR )] (O Cnl0 oo
Significant difference ; *: P = 0.05 x ! P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate €3>+ Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0116
ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX ¢ FEMALE PAGE : 11
Group Name Control 5 ppm 30 pom 80 ppm
No. of Animals 29 36 25 24
1> 2> <3 Wb > <25 3> 4 D> B> B b A> @ B> W
Organ Findings @ ® & » @ ® B W @ o & ® w B o
{Digestive system]
Liver angiectasis 1 1 1 0 1 1 1 0 1 1 0 0 2 1 0 0
(3330 (A0 (o (00 ({00
peliosis-like lesion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (oo oo o0 (GO BRI B G O B Q)]
necrosis: focal 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (00 (0000 (OCoColon
fatty change 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o0 (GO RGN ) B Q) B Q)] (oo oo (000
cyst 2 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(Do (33000 (o CocnCo oo oo
inflammatory infiltration 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 0
(GO RGN ) I G I G )] (3 ln oo (o0 (a0l
lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (oo o0 (0000 (9000
granulation 19 4 0 0 20 6 1 0 10 5 1 0 14 1 0 0
(66 (14 C 0 ( O (86) (17 ( 3) ( O (40) (200 ( 9 (O (88) ( & C 0O (C 0
clear cell focus 0 0 0 0 ¢ 1 0 0 0 0 0 0 1 1 0 0
(G B G) B G) B )] (o3 o0y (ool (00
basophilic cell focus 0 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0
(GO QI Y) B Q) B Q)] (oo (000 o8 ol
mixed cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo Ccoo o oo oo (0o (a0 o0
[Urinary system]
kidney anisonucleosis 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(ool (oo oo o (1m0 C 0o
Sienificant difference ; * ! P = 0.0 ** : P = 0,01 Test of Chi Square <1>:Slight {(2>:Moderate <3>:Yarked <4>:Severe



STUDY NO. : 0116
ANIXAL + HOUSE BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX + FEMALE PAGE ¢ 12
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 29 36 25 24
D> 2> & WD I> 2> B> b K> 2> B3 (WD K> 2> B> b
Organ, Findings @ ® & & ® ® ® o ® ® & o @ @ &
[Urinary system]
kidney hyaline droplet 1 1 0 0 0 0 0 0 2 1 0 0 0 0 1 0
(300 (oo Cn (84900 (oo s o0
basophilic change 0 0 0 0 3 0 0 0 2 0 0 0 5 1 0 0 x
(oo ({000 (oo (e HCO 0
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(00 (O B G B Q) B G oo oo (ool
lymphacytic infiltration 10 1 0 0 11 0 0 0 8 0 0 0 4 0 ¢ 0
(3 ( 3y (0 (0 (3OO0 (a2 ( 0 (0 (0 (m oo ln
inflammatory polyp 0 1 0 0 1 0 1 0 2 0 0 0 0 0 0 0
(o300 (3 (030 (oo o0 (OCCn o0
hydronephirosis 0 0 1 0 0 0 2 0 0 0 1 0 0 0 0 0
(o030 (oCoCs (0 (0ol o000
retention cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 oo () B Q) B G ) I Q1)) (0000
dilatation:tubular lumen 1 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0
(3000 o000 (OO0 (ococo (o0
uin bladd ulcer 0 0 0 0 0 0 1 0 0 0 0 0 0 0 Q 0
oo (00030 oo oo (ool
inflammatory infittration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(3000 (000 (oo o (OCoCnCo0
lymphacytic infiltration 10 0 0 0 14 1 0 0 3 1 0 0 2 0 0 0
(3 C O C 0 (0 (39 ( 3 (0 (0 (12 ( 9 C 00 (8 000
[Endocrine system]
pituitary cyst ¢ 0 0 0 4 0 0 0 0 0 0 0 0 0 0 0
(oo (w0l oo oo (ool
Significant difference ; * 1 P S 0,05 *x 1 P = 0,01 Test of Chi Sauare <2>:Y¥oderate {3>:Marked <4>:Severe

<1>:Stight




STUDY NO.
ANTHAL

s 0118
¢ HOUSE BDF1

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

REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Control 5 ppm 30 pom 90 ppm
No. of Animals 29 36 25 24
D> <@ < WD Ay 2> B Wb KD K2 & WD D> 2> B W
Organ, Findings @ ® & o @ ® o W @ ® W W ® & ® &
[Endocrine system]
pituitary hyperplasia 13 0 0 0 3 1 0 0 *x 6 0 0 0 6 0 1 0
(4 (0 (0 (0 (a0 (20 C ) C O C 0O (280 C 00 C 8 (O
Rathke pouch 3 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(w00 (0o l0 (0000 (13000
thyroid follicular hyperplasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(3000 (o0 (oo (GO B G ) B G ) B Q)]
adrenal cytolysis:X zone 1 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(00 (e oo Con (a0l oo
spindle—cell hyperplasia 22 0 0 0 22 0 0 0 12 0 0 0 14 0 0 0
(76 C O 00 () ( O C 0O (0 (8 (000 (s ( 0 (00
[Reproductive system]
ovary 4 atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (oo l0 (0o lo0 (000
thrombus 0 1 0 0 0 1 o 0 0 0 0 0 0 0 0 0
(0300 (O3 {000 oo o (o0 (oo (o0
cyst 3 0 0 0 7 2 0 0 2 3 0 0 2 2 0 0
(1) o o0 (1 (800 812y (0o (8 (8 (0l
uterus cystic change 9 12 1 0 g 17 5 0 6 4 5 0 8 6 3 0
(31) (4 ( 3 ( O (25 (47) (14 ( O (20) (18) (200 ( O (33) (25) (13) ( 0)
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o oo (oo oo (ool
cystic endometrial hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00 (oo o a0 (oo oo
Significant difference ; x: P = 0.0 ** ! P =< 0,01 Test of Chi Sauare <I>:Slight <2>:Moderate <3>:Harked <4>:Severs

(HPT150)

BAIS2



STUDY NO. : 0116 BISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 14
Group Name Control 5 ppm 30 ppm 80 ppm
No. of Animals 29 36 25 24
KI> 2> <& DL 1> 2> <3 <& 1> 2> <3 WD 1> 2> B <D
Organ___ Findings ® ® | ® ® o O ® & & o ® & & W
[Reproductive system)
vagina squamous cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 oo n (000 (o000
mammary gl hyperplasia 0 0 0 ¢ 6 0 0 0 4 0 0 0 0 0 0 0
Q) B G B Q) B QIR (M o000 (18) ( 0 C 0 ( 0 oo oo
atypical hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo {0 (ool (a0 (o0l
galactocels 1 0 0 0 0 0 0 0 5 0 0 0 1 0 0 0
(3 ln (OO0 (200 ¢ O C 0 (0 (000
prep/cli gl duct ectasia 0 0 0 0 e} 0 0 0 * 4 0 0 0 0 0 0 0
QIR GIE  BE Q) B Q1)) (25) C ) C ) ( O (B (000 (o000
[Neruous system]
brain deposit of calcium 12 0 0 0 12 0 0 0 6 0 0 0 7 0 0 0
(anp C oy C (o (a0 0 (e (000 (2 (000
epidermal cyst 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(OO0 (O C0Con (oo lnCon (oo ln
[Seecial sense organs/appandage]
aye cataract 0 0 0 0 0 0 0 ¢ 5 0 0 0 x 1 0 0 0
(OO0 (o000 (200 C 00 C O C O (0ol
degeneration:conea 8 0 0 0 14 0 0 0 8 0 0 0 7 0 0 0
(28 C 0y Co)(C 0 (s (ol (a2 (00 (0 (0 (29) ( 00 ( 0 ( O
Harder gl lymphoeytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o (OO0 (a0 oo o (o0
Significant difference ; *: P < 0.05 ¥ ! P < 0,01 Test of Chi Square <1>:Slight {2>:Hoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0116 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE

Group Nams Control

No. of Animals 29

1> 2> 3> b

Organ Findings ® ® O O
[Body cavities]
mediastinum Lymphocytic infiltration 0 0 0 0 0 0 0 0 0

0 0 0 0 1 0 0
(oo o ool o a0 o oo oo

Significant difference * 1 P = 0.06 *x : P = 0,01 Test of Chi Squars <1>:Slight {2>:Moderate 3> Harked {4>:Severe

(HPT150) BAISZ



APPENDIX K 1

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

RAT : MALE



STUDY NO. : 0115 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Time-related Items, Group Name Control 10 ppm 30 ppm 90 ppm
___ Weeks,
0~ 52 NO. OF EXANINED ANIMALS 4 0 0 0
NO. OF ANIMALS WITH TUMORS 4 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 4 0 0 0
NO. OF ANINALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 4 0 0 0
NO. OF TOTAL TUXORS 4 0 0 0
53 - 78 NO. OF EXAMINED ANIMALS 1 2 3 2
NO. OF ANIMALS WITH TUMORS 1 2 3 1
NO. OF ANIMALS WITH SINGLE TUMORS 1 1 2 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 1 1
NO. OF BENIGN TUMORS 1 1 2 1
NO. OF MALIGNANT TUMORS 0 2 2 1
NO. OF TOTAL TUMORS 1 3 4 2
79 - 104 NO. OF EXANINED ANIMALS 18 9 10 10
NO. OF ANIMALS WITH TUMORS 18 g 10 10
NO. OF ANIMALS WITH SINGLE TUMORS 2 1 1 0
NO. OF ANINMALS WITH MULTIPLE TUMORS 18 8 g 10
NO. OF BENIGN TUMORS 36 18 15 12
NO. OF MALIGNANT TUMORS 13 5 7 11
NO. OF TOTAL TUMORS 49 24 22 23
105 - 105 NO. OF EXANINED ANIMALS 27 39 37 38
NO. OF ANIMALS WITH TUMORS 27 39 37 38
NO. OF ANIMALS WITH SINGLE TUMORS 5 7 10 g
NO. OF ANIMALS WITH MULTIPLE TUMORS 22 32 27 23
NO. OF BENIGN TUNORS 58 83 79 82
NO. OF MALIGNANT TUMORS 3 10 13 8
NO. OF TOTAL TUMORS 61 g3 92 90
(HPT070)

BAIS2



STUDY NO. : 0115 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTMAL ¢ RAT F344
REPORT TYPE : Al
SEX : MALE PAGE : 2
Time-related Items Group Nams Control 10 ppm 30 pem 80 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 50 50 43
NO. OF ANIMALS WITH SINGLE TUMORS 12 g 13 9
NO. OF ANIMALS WITH MULTIPLE TUMORS 38 41 37 40
NO. OF BENIGN TUMORS 35 103 96 95
NO. OF MALIGNANT TUMORS 20 17 22 20
NO. OF TOTAL TUMORS 116 120 118 115
(HPT070) BAIS2



APPENDIX K 2

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

RAT @ FEMALE



STUDY NO. & 0115

ANTHAL © RAT F344

REPORT TYPE : Al

SEX : FEMALE

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

PAGE : 3

Time—related Items

Group Name Control 10 ppm 30 ppm 90 ppm
Weeks

0 - 52 NO. OF EXAMINED ANIMALS 0 0 0 1
NO. OF ANIMALS WITH TUMORS 0 0 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 TUMORS 0 0 0 0

NO. OF MALIGNANT TUMORS 0 0 0 1

NO. OF TOTAL TUMORS 0 0 0 1

53 - 78 NO. OF EXAMINED ANIMALS 0 1 0 2
NO. OF ANIMALS WITH TUMORS 0 1 0 2

NO. OF ANIMALS WITH SINGLE TUMORS 0 1 0 2

NO. OF ANIMALS WITH MULTIPLE TUXORS 0 0 0 0

NO. OF BENIGN TUMORS 0 0 0 0

NO. OF MALIGNANT TUMORS 0 1 0 2

NO. OF TOTAL TUMORS 0 1 0 2

79 - 104 NO. OF EXAMINED ANIMALS 12 13 10 12
NO. OF ANINALS WITH TUMORS 12 13 10 12

NO. OF ANIMALS WITH SINGLE TUMORS 5 5 4 8

NO. OF ANIMALS WITH MULTIPLE TUMORS 7 8 6 4

NO. OF BENIGN TUNORS 11 18 9 10

NO. OF MALIGNANT TUMORS 10 6 7 7

NO. OF TOTAL TUMORS 21 24 16 17

105 - 105 NO. OF EXAMINED ANIMALS 38 36 49 34
NO., OF ANIMALS WITH TUMORS 32 23 32 25

NO. OF ANIMALS WITH SINGLE TUMORS 16 16 18 15

NO. OF ANIMALS WITH MULTIPLE TUMORS 16 7 13 10

NO. OF BENIGN TUMORS 49 28 44 28

NO. OF MALIGNANT TUMORS 5 4 g 8

NO. OF TOTAL TUXORS 54 32 53 37

(HPTO70)

BAIS2



STUDY NO.  : 0115

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

ANTHMAL + RAT F344
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 4
Time-related Items, Group Name Contral 10 pem 30 ppm 90 ppm
Weeks,
0 - 105 NO. OF EXAMINED ANINMALS 50 50 50 43
NO. OF ANIMALS WITH TUMORS 44 37 42 40
NO. OF ANIMALS WITH SINGLE TUMORS 21 22 23 26
NO. OF ANIMALS WITH MULTIPLE TUMORS 23 15 18 14
NO. OF BENIGN TUMORS 80 48 53 38
NO. OF MALIGNANT TUMORS 15 11 16 18
NO. OF TOTAL TUMORS 75 57 63 57
(HPT070)

BAIS2



APPENDIX K 3

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

MOUSE : MALE



STUDY NO. : 0118 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANINAL : MOUSE BDF1
REPORT TYPE : Al
SEX © MALE PAGE : 1
Time-related Items, Group Name Control 5 ppm 30 ppm 90 ppm
__ Weeks
0 - 52 NO. OF EXAMINED ANIMALS 1 1 2 5
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 0 0 0 0
NO. OF BENIGN TUMORS 0 0 1 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 1 0
53 - 78 NO. OF EXANINED ANIMALS 0 3 4 0
NO. OF ANIMALS WITH TUMORS 0 1 4 0
NO. OF ANIMALS WITH SINGLE TUMCRS 0 1 2 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 2 0
NO. OF BENIGN TUMORS 0 0 1 0
NO. OF MALIGNANT TUMORS 0 1 5 0
NO. OF TOTAL TUNORS 0 1 8 0
79 - 104 NO. OF EXAMINED ANIMALS 18 8 8 8
NO. OF ANIMALS WITH TUMORS 11 5 6 7
NO. OF ANINALS WITH SINGLE TUMORS 8 3 4 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 3 2 2 5
NO. OF BENIGN TUMORS 5 1 2 1
NO. OF MALIGNANT TUMORS 11 7 8 12
NO. OF TOTAL TUNORS 16 8 8 13
105 - 105 NO. OF EXAMINED ANIMALS 33 38 36 35
NO. OF ANIMALS WITH TUMORS 21 15 22 25
NO. OF ANIMALS WITH SINGLE TUMORS 14 12 15 14
NO. OF ANINALS WITH MULTIPLE TUNORS 7 3 7 11
NO. OF BENIGN TUMORS g 16 16 17
NO. OF MALIGNANT TUXORS 20 4 20 21
NO. OF TOTAL TUMORS 23 20 36 38
(HPTO70) BAIS2



STUDY NO.  : 0116 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTHAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX ¢ MALE PAGE = 2
Time—related Items, Group Name Control 5 ppm 30 ppm 90 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 48
NO. OF ANINALS WITH TUMORS 32 21 33 32
NO. OF ANIMALS WITH SINGLE TUMORS 22 16 22 16
NO. OF ANIMALS WITH MULTIPLE TUMORS 10 5 11 16
NO. OF BENIGN TUMORS 14 17 20 18
NO. OF MALIGNANT TUMORS 31 12 31 33
NO. OF TOTAL TUNORS 45 29 51 51
(HPTO70)

BAIS2




APPENDIX K 4

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

MOUSE: FEMALE



STUDY NO. : 0116

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

ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Time-related Ttems, Group Name Control 5 ppm 30 ppm 30 ppm
Weeks,
0- 52 NO. OF EXAMINED ANIMALS 2 0 3 3
NO. OF ANIMALS WITH TUMORS 1 0 2 1
NO. OF ANIHALS WITH SINGLE TUMORS 1 0 2 1
NO. OF ANIMALS WITH XULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 1
NO. OF MALIGNANT TUXORS 1 0 2 0
NO. OF TOTAL TUMORS 1 0 2 1
53 - 78 NO. OF EXAXINED ANIMALS 5 1 7 7
NO. OF ANIMALS WITH TUMORS 5 1 2 7
NO. OF ANIMALS WITH SINGLE TUMORS 5 0 2 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 0 1
NO. OF BENIGN TUMORS 0 1 0 0
NO. OF MALIGNANT TUMORS 5 1 2 8
NO. OF TOTAL TUMORS 5 2 2 8
79 - 104 NO. OF EXAMINED ANIMALS 14 12 15 14
NO. OF ANIMALS WITH TUMORS 14 12 13 11
NO. OF ANIMALS WITH SINGLE TUMORS 12 8 7 5
NC. OF ANIMALS WITH MULTIPLE TUMORS 2 4 6 6
NO. OF BENIGN TUMORS 3 4 7 7
NO. OF MALIGNANT TUMORS 14 13 13 10
NO. OF TOTAL TUMORS 17 17 20 17
105 - 105 NO. OF EXAMINED ANIMALS 29 36 25 24
NO. OF ANIMALS WITH TUMORS 17 26 18 20
NO. OF ANIMALS WITH SINGLE TUMORS 12 21 8 15
NO. OF ANIMALS WITH MULTIPLE TUMORS 5 5 10 5
NO. OF BENIGN TUMORS g 16 19 9
NO. OF MALIGNANT TUMORS 14 18 12 16
NO. OF TOTAL TUMORS 23 34 31 25

(HPTO70)

BAIS2



STUDY NO. : 0116 NUMBER OF ANINALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

ANTMAL : MOUSE BDF1
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 4
Time-related Items Group Name Control 5 ppm 30 ppm 90 ppm
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 49 50 48
NO. OF ANIMALS WITH TUMORS 37 39 35 39
NO. OF ANIMALS WITH SINGLE TUMORS 30 29 19 27
NO. OF ANINALS WITH MULTIPLE TUMORS 7 10 16 12
NO. OF BENIGN TUMORS 12 21 26 17
NO. OF MALIGNANT TUMORS 34 32 29 34
NO. OF TOTAL TUMORS 46 53 55 51

(HPT070) BAIS2



APPENDIX L 1
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
RAT : MALE

(2-YEAR STUDY)



STUDY NO. = 0115

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 10 pem 30 pem 80 ppm

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

[Integumentary system/appandage]

skin/app keratoacanthoma 2 (4 0 (0 3 (8 1 (2
squamous cell carcincma 0 (0 0 (0 1 (2 (2

subcutis fibroma 7 (14) 5 (10) 4 ( 8) 3 (8
Lipama 0 (0 2 (4 0 (0 0 (0
trichoepitheliona 0 (0 0 (0 0 (0 1 (2
schwannoma:ma Lignant ()] 0 (0 1 (2 0 (0
malignant fibrous histiocytoms 0 (0 0 (0 0 (0 1 (2
hemangiopericytoma:malisnant (G 0 (0 1 (2 00

[Respiratory system]

nasal cavit sarcoma: NOS 0 (0 1 (2 0 (0 0 (0

lung bronchiolar-alueolar adenoma 1 (2 2 (4 2 (4 1 (2
bronchiolar-alueolar carcinoma 0 (0 0 (0 (V)] 1 (2

[Hematopoietic system]

spleen mononuclear cell leukemia g (18 10 ( 20) 10 (20 11 ( 22)
hemangiosarcoma 0 (0 0 (0 0 (0 1 (2

[Circulatory systen]

heart rhabdomyona 0 (0 0 (0 1 (2 0 (0
myxama ()] o 0 0 (0 1 (2

[Digestive system]

oral cavity papi Lloma 1 (2 0 (0 o (0 ¢ (0

(HPTO85) BAIS2



STUDY NO. ¢ 0115 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE: 2
Group Name Control 10 ppm 30 ppm 90 ppm

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

[Digestive system]

salivary gl schwarnoma ’ 0 (0 0 (0 0 (0 1 (2
stomach keratoacanthoma 0 (0 1 (2 ¢ (0 )]
small intes mucinous adenacarcinama 0 ( 0) 1 ( 2) 0 (0 0 (0
Liver cholangioeellular carcinoma 1 (2 1 (2 0 (0 1 (2
pancreas acinar cell adenoma 0 (0 00 0 (0 1 (2

[Urinary system]
u-in bladd transitional cell papilloma 0 (0 0 (0 2 (4 2 (49

[Endocrine system)

pituitary adenoma 22 ( 44) 23 ( 48) 21 (42) 17 { 34)
thyroid C-coll adenoma 6 (12) 8 (18 7 (14) 7 (14)
follicular adenoma 0 (0 0 (0 60 (0 1 (2
C-cell carcinoma 1 (2 0 (0 2 (4 00
follicular adenccarcinoma 1 (2 0 (0 2 (4 0 (0
panc islet islet cell adenoma 6 (12) 3 (8 1 (2 2 (4
adrenal pheochromacytoma 3 (8 g (18) 5 (10 7 (14)
pheochromocytomasmal isnant 0 (0 0 (0 1 (2 0o

[Repraoductive system]

testis interstitial cell tumor 42 ( 84) 43 ( 86) 46 ( 82) 45 ( 80)
rete testis adenoma 2 (4 0 (o 0 (0 0 (0
mamnary gt adenoma 0 (0 1 (2 o (0 (N Q)]

(HPT085) BAIS2



STUDY NO. : 0115

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIKAL ¢ RAT F344 ALL ANTMALS (0-105W)

REPORT TYPE : Al

SEX ¢ KALE PAGE ¢ 3

Group Name Control 10 ppm 30 pem 80 ppm

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

[Reproductive system]

mammary gt fibroadenoma 0 (0 1 (2 1 (2 1 (2
adenocarcinoma 0 (0 1 (2 0 (0 0 (0

prep/cli gl adenoma 2 (8 3 (8 1 (2 2 (4

[Neruous system]

brain meningiomasbenian 1 (2 0 (0 2 (49 )]
matignant reticulosis 2 (4 0 (0 0 (0 ¢ (0
glioma 0 (0 1 (2 0 (0 0 (0
meningioma:malignant 1 (2 0 (0 1 ( 2) 0 (0

periph nerv schwannoma:malignant 0 (0 0 (0 1 (2) 0 (0

[Special sense organs/appandage]

Zynbal sl adenoma 0 (0 1 (2 0 (0 1 (2
sebaceous adencma 0 (o 1 (2 ()] 0 (0
squamous cell carcinoma 1 (2 0o 0 (0 0 (0
adenacarcinoma 1 (2 0 (0 0 (0 0 (0

[Musculoskeletal system]

muscle leiomyosarcoma 0 (0 1 (2 0 (0 0 (0

bone osteoma 0 (0 00 0 (0 1 (2
osteosarcoma 1 (2 0 (0 0 (0 0 (0

[Body cavities]

pleura mesothelioma 1 (2 ¢ (0 ¢ (0 0 (0

(HPT085) BAIS2



STUDY NO. & 0115

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 4
Group Name Control 10 ppm 30 ppm 30 pem

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

[Bodv cavities]

per i toneum mesothelioma 1 (2 1 (2 2 (4 4 ( 8)

(HPTO085) BAIS2



APPENDIX L 2
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS : SUMMARY
RAT : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0115

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 5

Group Name Control 10 ppm 30 ppm 80 ppm

Organ Findings ¥0. of Animals 50 (%) 50 (%) 50 (%) 48 (%)

[Integumentary system/appandage]

skin/app keratoacanthoma 0 (0 0 (0 1 (2 0 (0
sebaceous adenoma 0 (0 0 (0 1 (2 0 (0
basal cell carcinoma ¢ (0 0 (0 0 (0 1 (2

subcutis fibroma 1 (2 0 (0 o (0 0 (0
lipoma 1 (2 1 {2 1 (2 1 (2
schwannoma:mal ignant 0w 0 (o 0 (0 1 (2

[Respiratory system]

lung bronchiolar-alueolar adenoma 1 (2 1 (2 1 (2 3 (8

{Hematopoietic system]

spleen monoruclear cell leukemia 9 (18) 10 (20 13 ( 26) 11 (22)
hemangiosarcama 1 (2 0 (» 0 (0 0 (0

[Circulatory system]

heart rhabdomyama o (0 0 (0 1 (2 0 (0

[Digestive system]

Liver hepatocel lular adenoma 1 (2 0 (0 2 (4 1 (2

{Urinary system]

kidney renal cell adenoma 0 (0 0 (0 0 (0 1 (2
transitional cell carcinoma 0 (0 0 (0 0 (0 (2

urin bladd transitional cell papilloma 0 (0 0 (0 1 (2 0 (0

[Endocrine system]

pituitary adenoma 24 ( 48) 20 ( 40) 18 ( 36) 11 (22)



STUDY NO.  : 0115
ANIHAL ¢ RAT F344
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANIMALS (0-105W)

SEX ¢ FEMALE PAGE : 6
Group Name Control 10 ppn 30 ppm 90 ppm

Organ_ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 48 (%)

[Endacrine system]

thyroid C-cell adenoma 6 (12) 3 (86 5 (10) 4 (8
follicular adenoma 0 (o 0o 1 (2 0 (0
follicular adenacarcinoma 1 (2 1 (2 1 (2 0 (0

panc islet islet cell adenoma 0 (0 0 (0 1 (2 ¢ 0

adrenal pheochromacytoma 3 ( 6 2 (4 2 (4 3 (8
pheachromocytoma:malisnant 6 (0 0 (0 00 2 (9

[Reproductive systenm)

ovary granular cell tumor:malisnant 00 0 (0 1 (2 0 (0

uterus fibroma (2 00 0 (0 0 (0
endonetrial stromal polyp 14 (28) 5 (10) 4 (8 7 (14
adenocarcinoma 0 (0 0 (0 0 o0 1 (2

mammary gt adenoma 1 (2 1 (2 3 (8 0 (0
fibroadenoma 7 (14) 12 ( 24) 8 (18) 5 (10)
adenacarcinama 2 (8 0 C 0 0 (0 1 (2

prep/cli ot adenoma 0 (0 0 (0 2 (4 1 (2
sebaceous adenama )] 0 (0 1 (2 0 (0

[Neruous system]

brain meningioma:benion 0 (0 0 (0 00 1 (2
meningioma:malignant 0 (0 0 (0 1 (2 O

[Speciat sense organs/appandage)

Zymbal gl squamous cell carcinoma 2 (4 0o 0 (0 0 (0




STUDY NO. : 0115

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE -
Group Name Control 10 ppm 30 ppm 90 ppm

Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 19 (%)

[Husculoskeletal system]

vertebra chondroma 0 (® 0w 0 (o 1 (2

[Body cavities])

peritoneum schwannoma 0 (0 1 (2 0 (0 0 (0

(HPT085)

BAIS2



APPENDIX L 3
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
MOUSE: MALE

(2-YEAR STUDY)



STUDY NO.  : 0118

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE :

Group Name Control 5 ppm 30 ppm 90 ppm

Organ Findings NO. of Animals 50 (%) 50 (%) 50 (%) 48 (%)

[Integumentary system/appandage]

skin/app keratoacanthoma 0 (0 0 (0 1 (2 0 (0

subcutis Fibroma 0 (0 0 {0 1 (2 0 (0
malignant fibrous histiocytoma 0 (0 0 (0 1 (2 0 (0
histiceytic sarcoma 1 {2 )] 1 (2 0 (0
hemangiosarcoma 0 (o 0 (0 1 (2 ¢ (0

{Respiratory system]

lung bronchiolar-aluealar adenoma 3 (6 3 (6 2 (4 2 (49
bronchiglar-alueolar carcinoma 3 ( 8) 3 (8 1 (2 4 (8
hemangiosarcoma o (0 0 {0 0 (0 1 (2

[Hematopoietic system]

bone marrow  hemangioma 1 (2 0 (0 0 (0 00

Lymeh nade malignant Lymphoma 6 (12) 3 (8 5 (10 3 (8

spleen hemangioma 1 (2 0 (0 0 (0 2 (9
malignant Lymphoma 1 (2 1 (2 2 (4 1 (2
hemangiosarcoma 2 (4 2 (4 2 (49 00

[Digestive system]

tooth adontoma 0 (0 0 (0 1 (2 1 (2

smatl intes leicmyona 0 (0 0 (0 1 (2 o (0

Liver hemangioma 0 (0 0 (0 1 (2 00
hepatocel lular adenoma 5 (10) 7 (14) 6 (12) 8 (17)

(HPT085)

BAIS2



STUDY NO.  : 0118

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2

Group Name Control 5 ppm 30 ppm 80 ppm

Organ, Findings NO. of Animals 50 (%) 50 (%) 50 (%) 48 (%)

[Digestive system]

Liver histiocytic sarcoma 2 (0 0 (0 0 (0 0 (0
hemangiosarcoma 3 ( 86) 0 (0 2 (4 1 (2
hepatocel lutar carcinoma 10 ( 20) 0 (0 7 (14) 10 (21)

[Urinary system]

kidney renal cell adenoma 0 (0 0o 3 (8 1 (2
renal cell carcinoma 0 ( 0 1 ( 2) 4 ( 8 11 (23)

urin bladd histiocytic sarcome 2 (4 0 (0 0 (0 ¢ 0

[Endacrine system]

pituitary adenoma 0 (0 0 (0 1 (2 2 (8

thyroid folticular adenoma 0 (0 1 (2 0 (0 0 {0

adrenat cortical adenoma 2 (4 3 ( 6) 0 (0 1 (2
pheochromocy tomaimal ignant 0 ( 0) 0 (0 1 (2 0 (0

[Reproductive system]

testis histiocytic sarcoma 00 0 (0 1 (2 o (0

epididymis histiccytic sarcoma 0 (0 2 (4 1 (2 1 (2

semin ves histioeytic sarcoma 1 (2 0 (0 0 0 0 (0

mammary gl adenacarcinoma 0 (0 0 (0 ¢ (0 1 (2

[Neruous systen]

periph neru histigeytic sarcoma 0 (0 0 (0 1 (2 0 (0

[Special sense organs/appandage]

Harder gl adenoma 2 (4 3 ( 8) 3 ( 6) 1 (2




STUDY NO. : 0116 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al .

SEX ¢ MALE PAGE ¢ 3
Group Name Control 5 ppm 30 ppm 90 ppm

Organ Findings. NO. of Animals 50 (%) 50 (%) 50 (%) 48 (%)

[Musculoskseletal system]

muscle hemangiosarcona 0 (0 ¢ (0 1 (2 0 (0

(HPT085) BAIS2



APPENDIX L 4
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS : SUMMARY
MOUSE: FEMALE

(2-YEAR STUDY)



STUDY NO. : 0118

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 4

Group Name Control 5 ppm 30 ppm 90 ppm

Organ, Findings NO. of Animals 50 (%) 49 (%) 50 (%) 48 (%)

{Integumentary system/appandags]

subcutis histioeytic sarcoma 0 (0 1 ( 2) 1 (2 1 ( 2)
hemangiosarcoma 6 (0 1 (2 o (0 0 0

[Respiratory system]

lung bronchiotar-alveolar adsnama )] 2 (4 1 (2 r (2
bronchiolar-alueslar carcinoma 1 (2 2 (4 1 (2 1 (2

[Hematopoietic system]

Lymph nade malignant lymphoma 14 (28) 13 (27 g (18) 13 (27)

soleen malignant lymphoma 1 (2 2 (4 1 {2 1 (2
hemangiosarcoma 0 (0 1 (2 1 (2 00

[Digestive system]

tooth odontama 0 (0 1 (2 0 (0 o (0

salivary gl histiocytic sarcoma 0 (0 0 (0 0 (0 (2

small intes hemangiosarcama 0 (0 1 (2 0 (0 0 (0

large intes histiooytic sarcoma 1 (2 0 (0 6 (0 0 (0

Liver hepatacellular adenoma 1 (2 1 (2 4 (8 3 ( 8)
histiocytic sarcoma 0 (0 0 (0 1 (2 0 (0
hemangiosarcaoma 2 (4 0o (0 0 (0 1 (2
hepatacel lular carcinoma 1 (2 1 (2 00 3 (8

[Endacrine system]

pituitary adenoma 5 (10) g (18) 13 { 26) 8 (17

(HPTO085) BAISZ



STUDY NO.  : 0116 HISTOLOGICAL FINDINGS : NEQPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢+ B

Group Name Control 5 ppm 30 pem 80 pem

Organ Findings NO. of Animals 50 (%) 48 (%) 50 (%) 48 (%)

[Endocrine system]

pituitary adenccarcinoma 1 (2 1 (2 ¢ (0 o (0

pineal body islet cell adencma 0 (o ¢ 0 1 (2 00

thyroid follicular adenoma 0 (0 1 (2 0 (0 0 (0

adrenal cortical adencma 0 (0 0 (0 0 (0 1 (2

[Reproductive system]

ouary cystadenama 2 (4 1 (2 3 (8 1 (2
hemangioma 0 (0 1 (2 0 (0 0 0
teoma 1 (2 0 (0 0 (0 0 (0

uterus Leiomyoma 00 1 (2 0 (0 ¢ 0
endametrial stromal polyp 2 (4 1 (2 2 (4 0 (0
Leiomyosarcona 0 (0 2 (4 0 (0 ¢ (0
schuannomamalignant 1 (2 0 C 0 0 (0 0 (0
histiocytic sarcoma 10 (20) 4 ( 8 11 ( 22) 13 (27)
hemangicsarcoma 1 (2 0 (0 0 (0 0 (o

mammary gl adenocarcinoms 0 (0 2 (4 2 (4 0 €0

prep/cli gl adenoma 0 (o 1 (2 1 (2 o (0

[Nervous system]

periph nerv  schuannoma:malignant 1 (2 0 (0 1 (2 0 0

[Special sense organs/appandage]

Harder ot aderoma 1 (2 2 (4 1 (2 2 (4

(HPT085) BAISZ



STUDY NO.  : 0116

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMNARY)

ANTHAL : MOUSE BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 8

Group Name Control 5 ppm 30 ppm 90 ppm

Organ, Findings NO. of Animals 50 (%) 49 (%) 50 (%) 48 (%)

{Special sense organs/appandage]

Harder gl Xanthoma 0 ( 0) 0 (0 0 (0 1 (2

[Body cavities]

retroperit osteosarcoma 0 (0 0 (0 1 (2 o0 (0
tumor:malignant:NOS 0 (0 1 (2 0 (0 6 (0

(1PT085)

BAIS2



APPENDIX M 1
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
RAT @ MALE

(2-YEAR STUDY)



STUDY No. ¢ 0115

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX T HALE PAGE : 1
Group Name Controt 10 ppm 30 ppm 80 ppm
SITE : skin/appendage
TUMOR ¢ keratoacanthoma
Ouerall Rates(a) 2/50( 4.0) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0)
Adiusted Rates(b) 7.41 0.0 .12 2.63
Terminal Rates(c) 2/27( 7.4) 0/39( 0.0) 2/37( 5.4) 1/38( 2.8)
Standard Rates(d) P=—-
Prevalence Rates(d) P = 0.5808
Combind analysis(d) P=—-
Cochran-Armitage Test(e) P = 0.8586
Fisher Exact Test(e) P = 0.2574 P = 0.4909 P = 0.4926
SITE : subcutis
TUMOR : fibroma
Ouverall Rates(a) 7/50( 14.90) 5/50( 10.0) 4/50( 8.0) 3/50( 6.0)
Adjusted Rates(b) 18.52 8.89 8.11 7.88
Terminal Rates(c) 5/27( 18.5) 3/33( 7.7) 3/37( 8.1) 3/38( 7.9)
Standard Rates(d) P = 0.9237
Prevalence Rates(d) P = 0.8044
Combind analysis(d) P = 0.9253
Cochran-Armitage Test(e) P = 0.2201
Fisher Exact Test(e) P = 0.4082 P = 0.2958 P = 0.1817
SITE : spleen
TUMOR : mononuctear cell leukemia
Ouerall Rates(a) 9/50( 18.0) 10/50( 20.0) 10/50( 20.0) 11/50( 22.0)
Adjusted Rates(b) 7.14 12.20 16.22 5.26
Terminal Rates(c) 1/27( 3.7) 4/38( 10.3) 6/37( 16.2) 2/38( 5.3)
Standard Rates(d) P = 0.2107
Prevalence Rates(d) P = 0.7536
Combind analysis(d) P = 0.3999
Cochran-Armitage Test(e) P = 0.6486
Fisher [Exact Test(e) P = 0.4839 P = 0.4839 P = 0.4357

(HPT3604)

BAIS2



STUDY No. : 0115

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ RAT F344
SEX ¢ MALE PAGE : 2
Group Name Control 10 ppm 30 ppm 90 ppm

Ouerall Rates(a)
Adjusted Rates(b)
Terminal Rates(c)
Standard Rates(d)
Prevalence Rates(d)
Combind analysis(d)
Cochran-Armitage Test(e)

SITE : pituitary gland
TUMOR : adenoma

22/50( 44.0)

P
P
P
P

44.74
10/27( 37.0)

woRonon

23/50( 46.0)
48.78
19/39( 48.7)

21/50( 42.0)
43.59
16/37( 43.2)

17/50( 34.0)
36.96
14/38( 35.8)

Fisher Exact Test(s) P = 0.4777 P = 0.4781 P = 0.3123
SITE : ‘thyroid
TUMOR ¢ C-cell adenoma
Ouerall Rates(a) 6/50( 12,0) 8/50( 16.0) 7/50( 14.0) 7/50( 14.0)
Adjusted Rates(b) 16.67 17.95 18.92 18.42
Terminal Rates(c) 4/27( 14.8) 7/39( 17.9) 7/37( 18.9) 7/38( 18.4)
Standard Rates(d) P = ———
Prevalence Rates{(d) P = 0.5977
Corbind analysis(d) P = ——
Cochran-Armitage Test(e) P = 0.9535
Fisher Exact Test(e) P = 0.4157 P = 0,4863 P = 0.4863
SITE @ pancreas islet
TUMOR istet cell adenoma
Querall Rates(a) 6/50( 12.0) 3/50( 6.0) 1/50( 2.0) 2/50( 4.0)
Adjusted Rates(b) 15.63 6.98 2.56 5.26
Terminal Rates(c) 4/27( 14.8) 2/38( 5.1) 0/37( 0.0) 2/38( 5.3)
Standard Rates(d) P =~
Prevalence Rates(d) P = 0.9094
Combind analysis(d) Pz —-
Cochran-Armitage Test(e) P = 0,2008
Fisher Exact Test(e) P = 0.2728 P = 0.0724 P = 0.1608

(HPT3604)

BAIS2



STUDY No. : 0115

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ KALE PAGE : 3
Group Name Control 10 pom 30 ppm 30 ppm
SITE adrenal gland
TUMOR pheochromocy toma
Ouerall Rates{a) 3/50( 6.0) 9/50( 18.0) 5/50( 10.,0) 7/50( 14.0)
Adjusted Rates(b) 7.41 20.51 13.51 15.79
Terminal Rates(c) 2/27( 7.4) 8/38( 20.5) 5/37( 13.5) 6/38( 15.8)
Standard Rates(d) P = 0.1590
Prevalence Rates(d) P = 0.5049
Combind analysis(d) P = 0.3739
Cochran-Armitage Test(e) P = 0.5748
Fisher Exact Test(e) = 0.0899 P = 0.3780 P = 0.1817
SITE testis
TUMOR interstitial csll tumor

Querall Rates(a)
Adjusted Rates(b)
Terminal Rates(c)

42/50( 84.0)

100.00

27/27(100.0)

43/50( 86.0)
92,86
36/39( 92.3)

46/50( 92.0)
100.00
37/37(100.0)

45/50( 80.0)
95.45
36/38( 94.7)

Standard Rates(d) P=
Prevalence Rates(d) P = 0.5031
Combind analysis{d) P=—
Cochran-Armitage Test(e) P =0,3829
Fisher Exact Test{e) P = 0.4730 P = 0.4346 P = 0.4647
SITE preputial/clitoral gland
TUMOR adenoma
Ouerall Rates(a) 2/50( 4.0) 3/50( 6.0) 1/50( 2.0) 2/50( 4.0)
Adjusted Rates(b) 3.23 4.88 2.70 5.26
Terminal Rates{c) 0/27( 0.0) 1/39( .2.8) 1/37( 2.7) 2/38( 5.3)
Standard Rates(d) P =0.8778
Prevalence Rates(d) P = 0.3805
Combind analysis(d) P = 0.6136
Cochran-Armitage Test(e) P = 0.8362
Fisher Exact Test(e) P = 0.4909 P = 0.4926 P = 0.3088

(HPT3604)

BAIS2



STUDY No. : 0115 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL RAT F344
SEX HALE PAGE : 4
Group Name Control 10 ppm 30 ppm 90 ppm
SITE @ peritoneum
TUMOR : mesothelioma
OQuerall Rates(a) 1/50( 2.0) 1/50( 2.0) 2/50( 4.0) 4/50( 8.0)
Adjusted Rates(b) 0.0 2.56 2.70 7.89
Terminal Rates(c) 0/27( 0.0) 1/38( 2.8) 1/37¢ 2.7) 3/38( 7.9)
Standard Rates(d) P = 0.3784
Prevalence Rates(d) P = 0.0503
Combind analysis(d) P = 0.0714
Cochran-Armitage Test(e) P = 0.0789
Fisher Exact Test(e) P = 0.2475 P = 0.4926 P = 0.1998
(1IPT3604) BAISZ
(a): Number of tumor—bearing animals/number of animals examined at the site.
(b): Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
{c): Observed tumor incidence at terminal kill.

(d):

(0):
?:

Beneath the control incidence are the Pualues assaociated with the trend test.

Standard method @ Death analysis

Prevalence method @ Incidental tumor test

Combind analysis : Death analysis + Incidenta ltumor test

The Cachran-Armitage and Fisher’s exact test compare directly the overall incidencs rates.

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

¢ There is no date which should be statistic analysis

Significant difference ; *x 1 P < 0.05 *x 1 P = 0.01



APPENDIX M 2
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
RAT : FEMALE

(2-YEAR STUDY)



STUDY No. : 0115

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL t RAT F344
SEX :  FEMALE PAGE : 5
Group Name Control 10 ppm 30 ppm 30 ppm
SITE ¢ lung
TUMOR : bronchiolar-alueolar adenoma
Ouerall Rates(a) 1/50( 2.0) 1/50( 2.0) 1/50( 2.0) 3/49( 6.1)
Adjusted Rates(b) 2.63 2.78 2.50 7.32
Terminal Rates(c) 1/38( 2.6) 1/36( 2.8) 1/40( 2.5) 2/34( 5.9)
Standard Rates(d) P = ——
Prevalence Rates{(d) P = 0.0797
Combind analysis(d) Pz —
Cochran-Armitage Test(e) P = 0.1639
Fisher Exact Test(e) P = 0.2475 P =0.2475 P =0.3162

Ouerall Rates(a)
Adjusted Rates(b)
Terminal Rates(c)
Standard Rates(d)
Prevalence Rates{(d)
Combind analysis{d)
Cochran-Armitage Test(e)
Fisher Exact Test(e)

SITE : spleen

13/50( 26.0)
18.18
7/40( 17.5)

P = 0.2965

11/48( 22.4)
17.65
6/34( 17.8)

P = 0.4196

OQuerall Rates(a)
Adjusted Rates(b)
Terminal Rates(c)
Standard Rates{d)
Prevalence Rates(d)
Combind analysis(d)
Cochran-Armitage Test{e)
Fisher Exact Test(e)

TUMOR : mononuclear cell leukemia
9/50( 18.0) 10/50( 20.0)
3.30 8.33
3/38( 17.9) 3/36( 8.3)
P = 0.5172
P = 0.1488
P = 0.2534
P = 0.6381
P = 0.4839
SITE : pituitary gland
TUMOR : adenama
24/50( 48.0) 20/50( 40.0)
47.37 35.00
18/38( 47.4) 12/36( 33.3)
P = 0.8633
P = 0.9746
P = 0.9883
P = 0.0085%*
P = 0.3742

18/50( 36.0)
35.00
14/40( 35.0)

P =0.2768

11/48( 22.4)
26.47
9/34( 26.5)

P = 0.0485%

(HPT3604)

BAIS2



STUDY No. : 0115

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX ¢ FEMALE PAGE 8
Group Name Control 10 ppm 30 ppm 90 ppm
SITE : thyroid
TUMOR : G-cell adenoma
Ouerall Rates{a) 6/50( 12.0) 3/50( 6.0) 5/50( 10.0) 4/48( 8.2)
Adjusted Rates{b) 15.79 8.33 10.00 11.76
Terminal Rates(c) 6/38( 15.8) 3/38( 8.3) 3/40( 7.5) 4/34( 11.8)
Standard Rates{(d) P= -
Prevalence Rates(d) P = 0.5428
Corbind analysis(d) P=—-
Cochran-Armitage Test(s) P = 0.7772
Fisher Exact Test(e) P =0.2728 P = 0.4872 P = 0.4066
SITE : adrenal gland
TUMOR : pheochromocytoma
Overall Rates(a) 3/50( 6.0) 2/50( 4.,0) 2/50( 4.0) 3/48( 6.1)
Adjusted Rates(b) 7.88 5.56 5.00 8.82
Terminal Rates{(c) 3/38( 7.9) 2/36( 5.6) 2/40( 5.0) 3/34( 8.8)
Standard Rates{(d) P = -
Prevalence Rates(d) P = 0.3459
Combind analysis(d) P=—
Cochran-Armitage Test(e) P = 0.7946
Fisher Exact Test(e) P = 0.4808 P = 0.4909 P = 0.3483
SITE @ uterus
TUMOR : endometrial stromal polyp
OQuerall Rates(a) 14/50( 28.0) 5/50( 10.0) 4/50( 8.0) 7/439( 14.3)
Adjusted Rates(b) 28.00 9.562 g.30 17.14
Terminal Rates(c) 10/38( 26.3) 3/36( 8.3) 3/40( 17.5) 5/34( 14.7)
Standard Rates{(d) P = 0.5255
Prevalence Rates(d) P = 0.7529
Combind analysis(d) P = 0.7868
Cochran-Armitage Test(e) P = 0.3431
Fisher Exact Test(e) P = 0.0481% P = 0.0253% P = 0.1338

(HPT3604)

BAIS2



STUDY No. : 0115 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANINAL * RAT F344

SEX ¢ FEMALE PAGE : 7
Group Name Control 10 pem 30 ppm 90 ppm
SITE  : mammary gland
TUMOR :  adenoma
Ouerall Rates(a) 1/50( 2.0) 1/50( 2.0) 3/50( 6.0) 0/43( 0.0)
Adjusted Rates(b) 2.63 2.78 6.82 0.0
Terminal Rates(c) 1/88( 2.8) 1/36( 2.8) 2/40( 5.0) 0/34( 0.0)
Standard Rates{(d) P=-—-
Prevalence Rates(d) P = 0,7450
Combind analysis(d) P=—-
Cochran-Armitage Test(e) P = 0.4263
Fisher Exact Test(e) P = 0.2475 P = 0.3235 P = 0.4900
SITE ¢ mammary gland
TUMOR : filyoadenoma
Oueratl Rates(a) 7/50( 14.0) 12/50( 24.0) 8/50( 16.0) 5/49( 10.2)
Adjusted Rates(b) 18.42 26.67 20.00 11.76
Terminal Rates(c) 7/38( 18.4) 8/36( 16.7) 8/40( 20.0) 4/34{ 11.8)
Standard Rates(d) P = 0.1175
Prevalence Rates(d) P = 0.9153
Combind analysis(d) P = 0.8384
Cochran-Armitage Test(e)} P = 0,2204
Fisher Exact Test(e) P = 0.2118 P = 0.4854 P = 0.4185
(HPT360A) BAISZ

{a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kitl.
(d): Beneath the control incidence are the Pualues associated with the trend test.
Standard method : Death analysis
Prevalence method ¢ Incidental tumor test
Combind analysis : Death analysis + Incidenta Ltumor test
(8): The Cochran—Armitage and Fisher's exact test compare directly the overall incidence rates.
? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-uvalus is beyond the estimated P-value
: There is no date which should be statistic analysis
Significant difference * 1P = 0.0 ¥ 1 P = 0.01




APPENDIX M 3
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
MOSUE : MALE

(2-YEAR STUDY)



STUDY No. : 0116

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ MALE PAGE : 1
Group Name Control 5 ppm 30 ppm 30 ppm
SITE ¢ lung
TUMOR : bronchiolar-alueolar adenoma
Querall Rates(a) 3/50( 6.0) 3/50( 6.0) 2/50( 4.0) 2/48( 4.2)
Adjusted Rates(b) 9.09 7.89 5.56 5.71
Terminal Rates(c) 3/33( 9.1) 3/38( 7.9) 2/36( 5.86) 2/35( 5.7)
Standard Rates{(d) Pz -
Prevalence Rates(d) P = 0,6821
Combind analysis(d) P=—
Cochran-Armitage Test(e) P = 0.6370
Fisher Exact Test(e) P = 0.3392 P = 0.4908 P = 0.4722
SITE  : lung
TUXOR ¢ bronchiolar-alueolar carcinoma
Ouerall Rates(a) 3/50( 6.0) 3/50( 8.0) 1/50( 2.0) 4/48( 8.3)
Adjusted Rates(b) 6.08 2.63 2.78 8.57
Terminal Rates(c) 2/33( 6.1) 1/38( 2.8) 1/368( 2.8) 3/35( 8.8)
Standard Rates(d) P = 0.5852
Prevalence Rates(d) P = 0.1758
Combind analysis(d) P = 0.2817
Cochran-Armitage Test(e) P = 0,5532
Fisher Exact Test(e) P = 0.3392 P = 0.3235 P = 0.4893
SITE ¢ lywph node
TUMOR : malignant Lymphoma
Ouerall Rates(a) 6/50( 12.0) 3/50( 6.0) 5/50( 10.0) 3/48( 6.3)
Adjusted Rates(b) 12.12 2.63 5.00 2.86
Terminal Rates(c) 4/33( 12.1) 1/38( 2.8) 1/36( 2.8) 1/35( 2.9)
Standard Rates(d) P = 0.44%4
Prevalence Rates(d) P = 0.8203
Cambind analysis(d) P = 0.7084
Cochran-Armitage Test{e) P = 0.5376
Fisher Exact Test(e) P =0.2728 P = 0.4872 P = 0.2834

(HPT360A)

BAIS2



STUDY No. : 0116

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ MOUSE BDF1
SEX : MALE PAGE : 2
Group Name Control 5 ppm 30 pom 90 ppm
SITE @ Lliver
TUMOR : hepatocellular adenoma
Ouerall Rates(a) 5/50( 10.0) 7/50( 14.0) 6/50( 12.0) 8/48( 16.7)
Adjusted Rates(b) 10.26 17.50 10.64 20.51
Terminal Rates(c) 3/33( 9.1) 6/38( 15.8) 3/36( 8.3) 7/35( 20.0)
Standard Rates(d) P = 0.6641
Prevalence Rates(d) P = 0.1303
Combind analysis(d) P = 0.1834
Cochran-Armitage Test(e) P = 0.4131
Fisher Exact Test(e) P = 0.4062 = 0.4872 P = 0.2901
SITE ¢ Lliver
TUMOR : hemangiosarcoma
Ouerall Rates(a) 3/50( 6.0) 0/50( 0.0) 2/50( 4.0) 1/48( 2.1)
Adjusted Rates(b) 6.06 0.0 5.56 0.0
Terminal Rates(c) 2/33( 6.1) 0/38( 0.0) 2/36( 5.6) 0/85( 0.0)
Standard Rates(d) P = 0.2675
Prevalence Rates(d) P = 0.8066
Conbind analysis(d) P = (0.6287
Cachran-Armitage Test(e) P = 0.6915
Fisher Exact Test(e) P = 0.1325 P = 0.4909 P = 0,3390
SITE : Lliver
TUMOR : hepatocellular carcinoma
Ouerall Rates(a) 10/50( 20.0) 0/50( 0.0) 7/50( 14.0) 10/48( 20.8)
Adjusted Rates(b) 21.21 0.0 15.00 23.68
Terminal Rates{c) 7/33( 21.2) 0/38( 0.0) 5/36( 13.9) 7/35( 20.0)
Standard Rates(d) P = 0.4773
Prevalence Rates(d) P = 0.0319%
Combind analysis{(d) P = 0.0461x
Cochran-Armitage Test(e) P = 0.0993
Fisher Exact Test(e) P = 0,0016%x = 0.3417 P = 0.4361

(HPT3604)

BAIS2



STUDY No. : 0118
ANTHAL : KOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ MALE PAGE : 3
Group Name Control 5 ppm 30 ppm 80 ppm
SITE ¢ Lliver
TUMOR ¢ hepatocsllular adenoma,hepatocsllular carcinoma
Querall Rates(a) 14/50( 28.0) 7/50( 14.0) 12/50( 24.0) 17/48( 35.4)
Adjusted Rates(b) 28,95 17.50 23.08 42,11
Terminal Rates(c) 9/33( 27.3) 6/38( 15.8) 7/368( 19.4) 14/35( 40.0)
Standard Rates(d) P = 0.6219
Prevalence Rates(d) P = 0.0133x
Combind analysis(d) P = 0.0292«
Cochran-Armitage Test(e) P = 0.0704
Fisher Exact Test(e) P =0.1246 P = 0.4489 P = 0.3587
SITE @ kidney
TUHOR : renal cell adenoma
Ouerall Rates(a) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0) 1/48( 2.1)
Adjusted Rates(b) 0.0 0.0 8.33 2.86
Terminal Rates(c) 0/33( 0.0) 0/38( 0.0) 3/36( 8.3) 1/85( 2.9)
Standard Rates(d) Pz —
Prevalence Rates{d) P = 0.2174
Combind analysis(d) P=-—
Cochran-Armitage Test(e) P = 0.4138
Fisher Exact Test{e) P = 0.5000 P =0.1325 P = 0.4948
SITE : kidney
TUMOR : renal cell carcinoma
Ouerall Rates(a) 0/50( 0.0) 1/50( 2.0) 4/50( 8.0) 11/48( 22.9)
Adjusted Rates(b) 0.0 2.50 11.11 27.78
Terminal Rates(c) 0/33( 0.0) 0/38( 0.0) 4/36( 11.1) 9/35( 25.7)
Standard Rates{(d) P = -
Prevalence Rates(d) P < 0.0001%x
Combind analysis{d) P=
Cochran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P = 0.4850 P = (.0688 P = 0.0007%x

(HIPT3604)

BAIS2



STUDY No. : 0116

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANTMAL HOUSE BDF1
SEX MALE PAGE : 4
Groue Name Control 5 ppm 30 ppm 90 ppm
SITE @ kidney
TUMOR : renal cell adenoma,renal cell carcinoma
Ouverall Rates(a) 0/50( 0.0) 1/50( 2.0) 7/50( 14.0) 12/48( 25.0)
Adjusted Rates(b) 0.0 2.50 18.44 30.56
Terminal Rates(c) 0/33( 0.0) 0/38( 0.0) 7/36( 18.4) 10/35( 28.6)
Standard Rates(d) P=
Prevalence Rates(d) P < 0.0001*x
Combind analysis(d) P=——-
Cochran-Armitage Test(e) P < 0.0001*x
Fisher Exact Test(e) P = 0.4950 P = 0.0101% P = 0.0004%x
SITE ¢ adrenal gland
TUMOR : cortical adenoma
OQuerall Rates(a) 2/50( 4.0) 3/48( 6.1) 0/50( 0.0) 1/48( 2.1)
Adjusted Rates(b) 6.06 7.89 0.0 2.86
Terminal Rates(c) 2/33( 6.1) 3/38( 7.9) 0/36( 0.0) 1/35( 2.9)
Standard Rates(d) P= -
Prevalence Rates(d) P = 0.8230
Corbind analysis(d) P =
Cochran-Armitage Test(e) P = 0.3518
Fisher Exact Test(e) P = 0.5000 P = 0.2574 P = 0.4775
SITE @ Harderian gland
TUMOR : adencma
Querall Rates(a) 2/50( 4.0) 3/50( 8.0) 3/50( 6.0) 1/48( 2.1)
Adjusted Rates(b) 4.26 7.89 8.33 2.88
Terminal Rates{(c) 1/33( 3.0) 3/38( 7.9) 3/36( 8.3) 1/35( 2.9)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.7692
Combind analysis(d) P=-——
Cochran-Armitage Test(e) P = 0.4363
Fisher Exact Test(e) P = 0.4909 P = 0.4909 P = 0.4775
(HPT3604) BAIS2

(a): Number of tumor-bearing animals/number of animals examined at the site.

(HH
(c):
(d):

(8):

Kaplan-Heire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

Observed tumor incidence at terminal kill.

Beneath the control incidence are the Pualues associated with the trend test.
Standard method ! Desth analysis

Prevalence method : Incidental tumor test
Combind analysis : Death analysis + Incidenta ltumor test
The Cachran-Armitage and Fisher's exact test compare directly the ouerall incidence rates.

* The conditional probabities of the largest and smallest possible out comes can not estimated or this P-ualus is beyond the estimated P-ualue



APPENDIX M 4
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
MOSUE ‘FEMALE

(2-YEAR STUDY)



STUDY No. : 0116

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL 1 MOUSE BDF1
SEX ¢ FEMALE PAGE : 5
Group Name Control 5 ppm 30 ppm 380 ppm
SITE : Llymph node
TUMOR : malignant Lymphoma
Ouerall Rates(a) 14/50( 28.0) 13/49( 26.5) 9/50( 18.0) 13/48( 27.1)
Adjusted Rates(b) 24.14 13.88 20,00 37.50
Terminal Rates(c) 7/29( 24.1) 5/36( 13.9) 5/25( 20.0) 9/24( 37.5)
Standard Rates(d) P = 0.8812
Prevalence Rates(d) P = 0.0213%
Combind analysis(d) P = 0.2629
Cochran-Armitage Test(e) P = 0.9868
Fisher Exact Test(e) P = 0.4627 P = 0.2397 P = 0.4437
SITE : Lliver
TUMOR : hepatocellular adencma
Ouerall Rates(a) 1/50( 2.0) 1/49( 2.0) 4/50( 8.0) 3/48( 6.3)
Adjusted Rates(b) 3.45 2.78 13.33 12.50
Terminal Rates(c) 1/29( 3.4) 1/36( 2.8) 3/25( 12.0) 3/24( 12.5)
Standard Rates(d) P=
Prevalence Rates{(d) P = 0.0768
Combind analysis(d) P = -
Cochran-Armitage Test(e) P = 0,2571
Fisher Exact Test(e) P = 0.2525 P =0.,1998 P = 0.3087
SITE : Lliver
TUMOR : hepatocellular carcinoma
Querall Rates(a) 1/50( 2.0) 1/49( 2.0) 0/50( 0.0) 3/48( 6.3)
Adjusted Rates(b) 0.0 2.78 0.0 8.82
Terminal Rates(c) 0/28( 0.,0) 1/36( 2.8) 0/25( 0.0) 1/24( 4.2)
Standard Rates(d) P =1.0000 7
Prevalence Rates(d) P = 0.0177%
Combind analysis(d) P = 0.0596
Cochran-Armitage Test(e) P =0.1224
Fisher Exact Test{e) P = 0.2525 P = 0.4950 P = 0.3087

(HPT3604)

BAISZ



STUDY No. : 0116
ANIMAL ¢ NOUSE BDF1
SEX ¢ FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 6
Group Name Control 5 ppm 30 ppm 90 ppm
SITE ¢ Liver
TUMOR hepatocellular adenoma,hepatocellular carcinoma
Queratl Rates(a) 2/50( 4.0) 2/49( 4.1) 4/50( 8.0) 6/48( 12.5)
Adjusted Rates(b) 3.45 5.56 13.33 17.65
Terminal Rates(c) 1/28( 3.4) 2/36( 5.6) 3/25( 12.0) 4/24( 16.7)
Standard Rates(d) P =1.0000 ?
Prevalence Rates(d) P = 0.0096%x
Cambind analysis(d) P = 0.0208*
Cochran-Armitage Test(e) P = 0.0620
Fisher Exact Test(e) P = 0,3152 P = 0.3574 P =0.1475
SITE + pituitary gland
TUMOR : adenoma
Overall Rates(a) 5/50( 10.0) 9/48( 18.8) 13/50( 26.0) 8/47( 17.0)
Adjusted Rates(b) 10.34 19,51 38.48 17.65
Terminal Rates{c) 3/28( 10.3) 6/35( 17.1) 9/25( 36.0) 4/24( 16.7)
Standard Rates(d) P = 0.2985
Prevalence Rates{(d) P = 0.2480
Combind analysis(d) P = 0.2031
Cochran-Armitage Test(e) P = 0.6598
Fisher Exact Test(e) P = 0.2167 P = 0,0876 P = 0,2781
SITE ¢ ovary
TUMOR : cystadencma
Ouerall Rates(a) 2/50( 4.0) 1/48( 2.1) 3/50( 6.0) 1/48( 2.1)
Adjusted Rates(b) 6.90 2.78 11.11 3.03
Terminal Rates(c) 2/29( 6.9) 1/38( 2.8) 2/25( 8.0) 0/24( 0.0)
Standard Rates{d) P=—-
Prevalence Rates(d) P = 0.5148
Combind analysis{(d) P=——0-
Cochran-Armitage Test(e) P = 0.7336
Fisher Exact Test(e) P = 0.4775 P = 0.49089 P =0.4775

(HPT3604)

BAIS2



STUDY No. : 0116
ANINAL 1 MOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ FEMALE PAGE : 7
Group Name Control 5 ppm 30 ppm 30 ppm
SITE : uterus
TUMOR : histiccytic sarcoma
Overall Rates(a) 10/50( 20.0) 4/49( 8.2) 11/50( 22.0) 13/48( 27.1)
Adjusted Rates(b) 6.90 4,76 12.00 12.50
Terminal Rates(c) 2/29( 6.9) 1/36( 2.8) 3/25( 12.0) 3/24( 12.5)
Standard Rates(d) P = 0.0408%
Prevalence Rates(d) P = 0.1887
Combind analysis(d) P = 0.0264x
Cochran-Armitage Test(e) P = 0.0750
Fisher Exact Test(e) P = 0.1179 P = 0.4833 P = 0.3379
(HPT3604) BAISZ

(a): Number of tumor—bearing animals/number of animals examined at the site.

(b):
(c):
{d):

{e):
7

Significant difference ;

Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

Observed tumor incidence at terminal kill.

Beneath the control incidence are the Pualues associated with the trend test.

Standard method @ Death analysis

Prevalence method ¢ Incidental tumor test

Combind analysis : Death analysis + Incidenta ltumor test

The Cochran-Armitage and Fisher’s exact test compare directly the ouerall incidence rates.

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

: Thers is no date which should be statistic analysis
*x 1 P = 0.05 ** 1 P £ 0,01



APPENDIX N 1
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
RAT: MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



R

STUDY NO.  : 0115

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Control 10 ppm 30 pem 80 ppm
No. of Animals 23 11 13 12

Organ_____ Findings

[Respiratory system]

nasal cavit leukemic cell infiltration 2 0 0 0

lung leukemic cell infittration 7 5 3 g
metastasistadrenal tumor 0 0 0 1

[Hematopoietic system]

bone marrow leukemic cell infiltration 4 5 3 g

lymeh node leukemic cell infiltration 4 2 1 6

[Circulatory system]

heart leukemic cetl infiltration 0 0 0 1

[Digestive system]

salivary sl leukemic cell infiltration 1 0 0 0

stomach tetkemic cell infiltration 2 0 0 1
metastasisiperitonsum tumor 0 0 1 0

small intes Lleukemic cell infiltration 1 0 0 0
metastasis:peritoneum tumor 0 0 1 0

large intes leukemic cell infiltration 1 0 0 0
metastasisiperitoneum tumor 0 0 1 0

Liver teukemic cell infiltration 8 8 4 8

pancreas leukemic cell infiltration 1 0 0 0

(JPT150)

BAIS2



STUDY NO. : 0115

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX © MALE PAGE : 2
Group Name Control 10 ppm 30 pem 90 ppm
No. of Animals 23 11 13 12

Organ Findings

{Urinary system]

kidney leukemic cell infiltration 1 3 0 1

{Endocrine system)

pituitary leukemic cell infiltration 0 0 0 1

adrenal leukemic cell infiltration 0 2 0 2

[Reproductive system]

prostate leukemic cell infiltration 1 0 0 0

[Neruous system]

brain leukemic cell infiltration 5 3 1 3

spinal cord leukemic cell infiltration 2 2 1 1

[Special sense organs/apprandagel]

eye leukemic cell infiltration 1 2 0 0

Harder gt leukemic cell infiltration 1 0 0 0

[Musculoskeletal system]

muscle leukemic cell infiltration 0 0 0 1

(JPT150} BAIS2



APPENDIX N 2
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
RAT: FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0115 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 3

Group Name Controt 10 pem 30 ppm 90 ppm
No. of Animals 12 14 10 15

Organ, Findings

[Respiratory system}

tung leukemic cell infiltration 8 6 4 4
metastasis:adrenal fumor 0 0 0 1
metastasisisubcutis tumar 0 0 0 1
metastasisiaymbal gland tumor 1 0 0 0
metastasisikidney tumor 0 0 0 1

[Hematopoietic system]

bone marrow leukemic cell infiltration 2 2 3 2
metastasis:adrenal tumor 0 0 ¢ 1

Lymph node teukemic coll infiltration 3 2 2 2

spleen metastasis:adrenal tumor 0 0 0 1

[Digestive system]

stomach teukemic cell infiltration 2 1 0 0

small intes leukemic cell infiltration 1 0 0 0

large intes leukemic cell infiltration 0 0 0 1

Liver leukemic cetl infiltration 3 6 6 4
metastasis:adrenal tumor 0 0 0 1
metastasisisubeutis tumar 0 0 0 1

pancreas leukemic cell infiltration 1 0 0 0

[Urinary system]

kidney Lleukemic cetl infiltration 0 1 0 1



STUDY NO. : 0115

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINMAL ¢ RAT F344 DEAD AND MORIBUND ANIXALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 4
Group Name Control 10 pem 30 ppm 90 ppm
No. of Animals 12 14 10 15

Organ Findings

[Endaocrine system]

pituitary leukemic cell infiltration 0 1 0 0

adrenal leukemic cell infiltration 1 0 0 0

{Reproductive system]

uterus leukemic cell infiltration 0 0 0 2

metastasis:subcutis tumar 0 0 0 1

{Nervous system)

brain teukemic cell infiltration 2 0 1 2

spinal cord leukemic cell infiltration 1 0 1 2

(JPT150)

BAIS2



APPENDIX N 3
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
RAT: MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0115
ANINAL ¢ RAT F344
REPORT TYPE : Al

SEX : HALE

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
SACRIFICED ANIMALS (105W)

PAGE : 1
Group Name Control 10 ppm 30 ppm 30 pom
No. of Animals 27 39 37 38
Organ Findings,
[Respiratory system]
lung leukemic cell infiltration 0 2 5 2
metastasisithyroid tumor 0 0 1 0
metastasistbone tumor 1 0 0 0
[Hematopoietic system]
bone marrow leukemic cell infiltration 1 2 4 2
Lymph nade leukemic cell infiltration 0 0 1 2
[Circulatory system]
heart letkemic cell infiltration 0 0 0 1
[Digestive system]
stomach leukemic cell infiltration 0 0 0 1
small intes leukemic cell infiltration 0 0 0 1
large intes teukemic cell infiltration 0 0 0 1
Liver letkemic cell infiltration 0 2 3 2
[Urinary system]
uin bladd leukemic cell infiltration 0 0 0 1
{Endacrine system]
adrrenal letkemic cell infiltration 0 0 1 1
(JPT150) BAIS2



STUDY NO. & 0115
ANIMAL ¢ RAT F344
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
SACRIFICED ANIMALS (105W)

SEX : MALE PAGE : 2
Group Name Control 10 pem 30 ppm 80 ppm
No. of Animals 27 39 37 38

Organ Findings

[Reproductive system)

prostate leukemic cell infiltration 0 0 0 1

[Special sense organs/appandage]

Harder gl letkemic cell infiltration 0 0 1 1

(JPT150) BAIS2



APPENDIX N 4
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
RAT: FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0115

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 3

Group Name Controt 10 pem 30 ppm 90 ppm
No. of Animals 38 36 40 34

Organ Findings

{[Respiratory system]

lung leukemic cell infiltration 2 1 3 5

[Hematopoietic system]

bone marTow leukemic cell infiltration 2 0 3 2

Lymph node leukemic cell infiliration 0 1 0 3

[Digestive system]

Liver leukemic cell infiltration 2 3 4 5
metastasis:uterus tumor 0 0 0 1

[Urinary system]

kidney letkemic cell infiltration 0 0 0 1

[Endocrine system]

pituitary teukemic cell infittration 0 0 2 0

[Neruous systenm]

spinal cord leukemic cell infittration 0 0 0 1

(JPT150) BAIS2



APPENDIX N 5
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
MOUSE: MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0116 HISTOLOGICAL FINDINGS : METASTASIS OF TUNCR (SUMMARY)

ANTMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 5 ppm 30 pem 80 ppm
No. of Animals 17 12 14 13

Organ_____ Findings

[Respiratory system]

nasal cavit metastasis:periferal nerue tumor 0 0 1 0
metastasistepididymis tumor 0 0 0 1

lung leukemic osll infiltration 2 0 1 1
metastasis: Liver tumor 2 0 0 2
metastasisimammary gland tumor 0 0 0 1

[Hematopoietic system]

bone marrow leukemic cell infiltration 1 2 2 0

Lymph node leukemic cell infiltration 0 0 2 0
metastasis: liver tumor 1 0 0 0
metastasis:imammary gland tumor 0 0 0 1

spleen leukemic cell infiltration 0 1 3 1
metastasis: Liver tumor 1 0 0 0
metastasistepididymis tumor 0 0 0 1

[Circulatory system]

heart leukemic cell infiltration 0 0 1 0

[Digestive system]

tongue leukenic cell infiltration 0 0 1 0

stomach leukemic cell infiltration 0 0 1 ' 0

(JPT150) BAIS2



STUDY NO. : 0116
ANTHAL : HOUSE BDF1
REPORT TYPE : Al

SEX : MALE

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-105W)

PAGE : 2
Group Name Cantrol 5 ppm 30 ppm 80 ppm
No. of Animals 17 12 14 13

Organ_____ Findings

[Digestive system]

stomach metastasis:mammary gland tumor 0 0 0 1

small intes leukemic cell infiltration 1 0 1 0
netastasis:epididvmis tumor 0 1 0 0

Liver leukemic cell infiltration 1 2 4 2
metastasisisubcutis tumor 1 0 0 0
metastasisiepididymis tumor 0 1 0 1

pancreas metastasis: Liver tumor 1 0 0 0

[Urinary system]

kidney leukemic cell infiltration 0 1 1 1
netastasisimammary gland tumor 0 0 0 1
metastasis: lung tumar Q 0 0 1

urin bladd letkemic cetl infiltration 0 0 1 0

[Endacrine systen]

adrenal metastasis:mammary gland tumor 0 0 0 1

[Reproductive systenm]

testis metastasisimammary gland tumar 0 0 0 1
metastasisiepididymis tumar 0 0 0 1

epididymis metastasis:subcutis tumor 1 0 0 0

(JPT150)

BAIS2



STUDY NO, : 0116

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX 1 MALE PAGE: 3
Group Name Cantrol 5 ppm 30 ppm S0 ppm
No. of Animals 17 12 14 13

Organ Findings

[Neruous system]

periph nerv leukemic coll infiltration 0 0 1 0

[Musculoskeletal system]

muscle leukemic cell infiltration 0 0 1 0

metastasis:mammary gland tumor 0 0 0 1

[Body cavities]

peritoneum metastasisimammary gland tumor 0 0 0 1

(JPT150)

BAIS2



APPENDIX N 6
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
MOUSE: FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY )



STUDY NO.  : 0116
ANIMAL + HOUSE BDF1
REPORT TYPE : Al

SEX + FEMALE

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
DEAD AND HORIBUND ANIMALS (0-105W)

PAGE : 4
Group Name Control 5 pem 30 pem 80 ppm
No. of Animals 21 13 25 24

Organ____ Findings

{Intesumentary system/appandage]

skin/app leukemic cell infiltration 0 1 2 1

subcutis leukemic cell infiltration 1 2 0 0

[Respiratory system]

nasal cavit metastasis:uterus tumor 1 0 0 1
metastasisiperiferal nerue tumor 1 0 0 0

trachea leukemic cell infiltration 1 0 0 1

lung teukemic cell infiltration 4 5 3 3
metastasis: Liver tumor 1 0 1 0
metastasis:uterus tumor 6 1 4 7
metastasis:subeutis tumor ¢ 0 1 0
metastasis:retroperitoneun tumor 0 1 0 0

{Hematopoietic system]

bone marrow leukemic cell infiltration 3 2 3 1
metastasis:uterus tumor 1 2 2 2

Lymph node leukemic cetl infiltration 0 0 1 0
metastasis:uterus tumor 3 1 5 3
metastasistsubcutis tumor 0 0 1 0

spleen letkemic cell infiltration 3 4 3 2
metastasis: Liver tumor 0 0 1 0

(JPT150)

BAIS2



STUDY NO.  : 0116
ANTHAL + MOUSE BDF1
REPORT TYPE : Al

SEX * FEMALE

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUNMARY)

DEAD AND MORIBUND ANIMALS (0-105W)

PAGE : 5
Group Name Control 5 ppm 30 ppm 90 pem
No. of Animals 21 13 25 24

Organ Firdings

[Hematopoietic system]

spleen metastasis:uterus tumor 1 1 1 0
metastasisisubcutis tumor 0 0 1 0

[Circulatory system]

heart Lleukemic cell infiltration 2 2 2 1

[Digestive system]

‘tongue leukemic cell infiltration 2 3 1 1
metastasis:peritoneun tumor 0 0 1 0

salivary gl leukemic cell infiltration 3 3 3 0

stomach leukemic cell infiltration 4 4 3 0
metastasis:uterus tumor 1 0 2 0
metastasisisubeutis tumar 0 1 0 0

small intes leukemic cell infiltration 0 0 1 0

Liver leukemic csll infiltration 5 6 4 3
metastasis:uterus tumor 6 2 6 11
metastasis:isubcutis tumor 1 0 1 1

pancreas teukemic celt infiltration 3 5 4 0
metastasis:uterus tumor 0 1 0 0

[Urinary system]

kidney leukemic cell infiltration 6 3 4 2

(JPT150) A BAIS2



STUDY NO. : 0118

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 6

Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 21 13 25 24

Organ Findings,

[Urinary system]

kidney metastasis:uterus tumor 6 1 3 3
metastasis: lung tumor 0 0 1 0

urin bladd leukemic coll infiltration 3 2 4 2
metastasis:iuterus tumor 1 0 1 1

[Endocrine system]

pituitary leukemic cell infiltration 1 0 1 0
metastasistperiferal nerue tumor 1 0 ¢ 0

thyroid letkemic cell infiltration 0 1 1 1

adrenal letkemic cell infiltration 1 0 1 0

[Reproductive system]

ovary letkemic cell infiltration 5 6 2 2
metastasis:uterus tumor 6 2 6 8

uterus leukemic cell infiltration 3 5 4 2

vagina leukemic cell infiltration 3 3 3 1
metastasisiuterus tumor 2 0 1 2
metastasis:subcutis tumor 0 0 1 1

mammary gt leukemic cell infiltration 1 3 2 0

[Special sense organs/appandage]

Harder gl leukemic cell infiltration 0 1 2 1

(JPT150) BAIS2



STUDY NO.  : 0116

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX s FEMALE PACE ¢ 7
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 21 13 25 24
Organ Findings
[Husculoskelstal system]
muscle lewkemic cell infiltration 2 2 4 1
metastasisiuterus tumor 0 0 1 0
[Body cavities]
peritoneum leukemic cell infiltration 1 2 0 0
metastasisiuterus tumor 1 0 0 0
retroperit leukemic cell infiltration 2 1 0 0
mesenterium metastasisiuterus tumor 1 0 0 0
(JPT150) BAIS2



APPENDIX N 7
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
MOUSE: MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : HALE PAGE : 1

Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 33 38 36 35

Organ Findings

[Respiratory system]

lung leukemic cell infiltration 0 1 1 0
metastasis: Liver tumor 2 0 1 0
metastasis:adrenal tumor 0 0 1 0

[Hematopoietic system]

Lymph node lewkemic cell infiltration 0 0 0 1

spleen leukemic cell infiltration 1 0 1 0

[Circulatory system]

heart metastasis:mammary gland tumor 0 0 0 1

capillary metastasis: Liver tumor 0 1 0 0

[Digestive system]

Liver leukemic cell infiltration 1 1 1 0

pancreas leukemic cell infiltration 1 1 0 0

[Urinary system]

kidney leukemic cell infiltration 1 0 1 1

[Endocrine system}]

parathyroid leukemic cell infiltration 1 0 0 0

[Reproductive system]

testis metastasistepididymis tumor 0 0 0 1

(JPT150)

BAIS2



APPENDIX N 8
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR : SUMMARY
MOUSE: FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0116
ANTHAL ¢ MOUSE BDF1
REPORT TYPE : Al

SEX : FENALE

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
SACRIFICED ANIMALS (105W)

PAGE ¢ 2
Group Name Control 5 ppm 30 ppm 80 pem
No. of Animals 29 36 25 24
Organ Findings
[ Intesumentary system/appandags]
subcutis leukemic cell infiltration 0 1 2 0
[Respiratory system)
lung letkemic cell infiltration 2 7 3 4
metastasis: Liver tumor 1 0 0 1
[Hematopoietic system]
bone marTow lewkenmic cell infiltration 2 2 1 1
lymph node leukemic cell infiltration 0 1 0 0
netastasis:uterus tumor 0 0 1 0
spleen Letkemic cell infiltration 6 4 4 6
[Circulatory system]
heart leukemic cell infiltration 0 0 0 1
[Digestive system]
‘tongue teukemic cell infiltration 0 0 0 1
salivary gl leukemic cell infiltration 0 1 2 2
metastasis:uterus tumor 0 0 1 0
stomach leukemic cell infiltration 1 3 1 i
metastasis:uterus tumor 1 0 0 0
small intes leukemic cell infiltration 0 1 0 0
(JPT150) BAIS2



STUDY NO. : 0116
ANIHAL : MOUSE BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX : FEMALE PAGE : 3
Group Name Control 5 ppm 30 ppm 90 ppm
No. of Animals 29 36 25 24

Organ, Findings

[Digestive system]

tiver leukemic cell infiltration 4 7 5 5
metastasisiuterus tumor 1 0 1 1

pancreas leukemic cell infiltration 1 1 0 2

[Urinary system]

kidney leukemic cell infiltration 3 5 S 4
metastasis:uterus tumor 0 0 2 0

urin bladd teukemic cetl infiltration 6 2 4 4
metastasis:uterus tumor 1 0 1 0

[Endocrine system)

thyroid teukemic cell infiltration 0 0 1 1

adrenal leukemic coll infiltration 0 1 0 0

{Reproductive system]

ovary leukemic cell infiltration 2 0 0 1
metastasis:uterus tumor 1 0 1 0

uterus leukemic cell infiltration 1 1 2 1

vagina leukemic cell infiltration 1 1 1 2
metastasisisubcutis tumor 0 1 ¢ 0

mammary gt leukemic cell infiltration 0 1 1 0

(JPT150) BAIS2



STUDY NO. : 0116

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL + HOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 4
Group Name Control 5 ppm 30 ppm 80 ppm
No. of Animals 29 36 25 24

Organ Findings

[Special sense organs/appandage]

Harder gl metastasisiperiferal nerve tumor 0 0 1 0

[Musculoskelstal system]

muscle leukemic cetl infiltration 0 1 0 1

(JPT150)

BAIS2



APPENDIX O 1
IDENTITY AND PURITY OF TETRACHLOROETHYLENE

PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(2-YEAR STUDY)



IDENTITY AND PURITY OF CHLOROFORM PERFORMED AT THE JAPANBIOASSAY LABORATORY
(TWO-YEAR STUDY)

Lot no.TLK0986
1. Spectral data

(1) Mass Spectrometry

Instrument: Hitachi M-80B
Ionization: EI (Electron Ionization)
Ionization Voltage: T0eV
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E ‘ .
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Mass Spectrum of CHLOROFORM

Result:

Molecule Weight

Theoretical Value 117.91 (Calculated) *

Determined 117.9



(2)

Infrared Spectrometry

Instrument : Hitachi 270-30
Cell : KBr (Liquid Cell)
Slit : Medium

b1t 52 i3 s s Mo on
(R X}

)

Infrared Spectrum of CHLORCFORM

Results Determines
: Wave Number
(cH 1)
660~ 700
720~ 820
1200~ 1260

Literature Values

660~ 700
720~ 820
1200~1260

{Sadtler Handbook
by Sadtler Research
Laboratories, Inc.)



2. Gas Chromatography

Instrument: Hewlett Packard 58904

Colunmn: Methyl Silicone(0.2mm ¢ X50m)
Column Temperature: 80°C

Flow Rate: 1 ml/min

Detector: FID (Hydrogen Flame Ionization)
Injection Volume: 1 g1

Results: Major peak and one impurity

Retention Time Concentration
Retention Relative to (Percent of
Peak No. Time (min) Major Peak Major Peak)
1 2.242 0.86 ' 0.99
2 2.597 1.00 100

3. Conclusions: The result of the mass spectrum agreed with the theoretical
value and the infrared spectrum agreed with the literature values. Gas
chromtography indicated one impurity with concentration totaling <1% of
the major peak.



IDENTITY AND PURITY OF CHLOROFORM PERFORMED AT THE JAPANBIOASSAY LABORATORY
(TWO-YEAR STUDY)

Lot no.ECQ2709
1. Spectral data

(1) Mass Spectrometry

Instrument: Hitachi M-80B
Ionization: EI(Electron Ionization)
Ionization Voltage: T0eV
100 ; M = &
30 3 - 3
N .
10 x
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Mass Spectrum of CHLOROFORM

Result:

Molecule Weight

Theoretical Value 117.91(Calculated)

Determined 117.9



(2)

Infrared Spectrometry

Instrument

Cell

Slit

Results

: Hitachi 270-30
: KBr{(Liquid Cell)

: Medium

£}
1

L3
1

18 31 12 13 a1y ELI ]
bipeelront 10 H

Infrared Spectrum of CHLOROCFORM

Determines

: Wave Number
(cM 1)
660~ 700
720~ 820

1200~ 1260

Literature Values

660~ 700
720~ 820
1200~1260

{Sadtler Handbook
by Sadtler Research
Laboratories, Inc.)



2. Gas Chromatography

Instrument: Hewlett Packard 5890A

Column: Methyl Silicone(0.2mm ¢ X 50m)
Column Temperature: 80°C

Flow Rate: 1 ml/min

Detector: FID (Hydrogen Flame Ionization)
Injection Volunme: 1 u#1

Results: Major peak and one impurity

Retention Time Concentration
Retention Relative to {Percent of
Peak No. Time (min) Major Peak Major Peak)
1 2.24 0.86 0.98
2 2.597 1.00 100

3. Conclusions: The result of the mass spectrum agreed with the theoretical
value and the infrared spectrum agreed with the literature values. Gas
chromtography indicated one impurity with concentration totaling <1% of
the major peak.



IDENTITY AND PURITY OF CHLOROFORM PERFORMED AT THE JAPANBIOASSAY LABORATORY
(TWO-YEAR STUDY)

Lot no.ECF1746
1. Spectral data

(1) Mass Spectrometry

Instrument: Hitachi M-80B
Ionization: EI (Electron Ionization)
Ionization Voltage: T0eV

13.
36
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T
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Mass Spectrum of CHLOROFORM

Result:

Molecule Weight

Theoretical Value 117.91(Calculated)

Determined 117.9



(2)

Infrared Spectrometry

Instrument

Cell

Slit

Results

: Hitachi 270-30
: KBr (Liquid Cell)

: Medium

? )
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Infrared Spectrum of CHLOROFORM

Determines

: Wave Number
(cu1)
660~ 700
720~ 820

1200~1260

Literature Values

660~ 700
720~ 820
1200~1260

(Sadtler Handbook
by Sadtler Research
Laboratories, Inc.)



2. Gas Chromatography

Instrument: Hewlett Packard 58304

Column: Methyl Silicone(0.2mm ¢ X50m)
Column Temperature: 80°C

Flow Rate: 1 ml/min

Detector: FID(Hydrogen Flame Ionization)
Injection Volume: 1 #1

Results: Major peak and one impurity

Retention Time Concentration
Retention Relative to {Percent of
Peak No. Time{min) Major Peak Major Peak)
1 2.242 0.86 0.98
2 2.595 1.00 100

3. Conclusions: The result of the mass spectrum agreed with the theoretical
value and the infrared spectrum agreed with the literature values. Gas
chromtography indicated one impurity with concentration totaling <1% of
the major peak.



APPENDIX O 2

STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY

(2-YEAR STUDY)



STABILITY OF CHLOROFORM AT THE JAPAN BIOASSAY LABORATORY (TWO-YEAR STUDY)
Lot no.TLK0986
1.Sample storage: Chloroform was stored for about 52 weeks at 5°C.
2. Infrared Spectrometry
Instrument : Hitachi 270-30
Cell : KBr(Liquid Cell)
Slit : Medium
Results 03/29/89 04/10/90
: Wave Number
(cM 1)
660~ 700 660~ 700

720~ 820 720~ 820
1200~1260 1200~1260

3.Gas Chromatography

Instrument: Hewlett Packard 58304

Column: Methyl Silicone(0.2mm ¢ X50m)
Column Temperature: 80°C

Flow Rate: 1 ml/min

Detector: FID (Hydrogen Flame Ionization)
Injection Volume: 1 ul

Results: Major peak and one impurity

Retention Tinme Concentration
Retention Relative to (Percent of
Date Peak No. Time(min) Major Peak Major Peak)
03/29/89 1 2.242 0. 86 0.99
2 2.597 1.00 100
04/10/90 1 2.242 0.86 0. 98
2 2.602 1.00 100

3. Conclusions: The results of the infrared spectrum agreed with the previous
determine of test values.Gas chromtography indicated one impurity with
concentration totaling <1% of the major peak.

Consequently, Chloroform was stable as the chemical when stored for about 52
weeks at 5°C.



STABILITY OF CHLOROFORM AT THE JAPAN BIOASSAY LABORATORY (TWO-YEAR STUDY)

Lot no.ECQ2709

1.Sample storage: Chloroform was stored for about 42 weeks at 5°C.

2. Infrared Spectrometry
Instrument : Hitachi 270-30
Cell : KBr (Liquid Cell)
Slit : Medium
Results 04/05/90 01/21/91
. Wave Number
(cM 1)
660~ 700 660~ 700

720~ 820 720~ 820
1200~1260 1200~1260

3. Gas Chromatography

Instrument: Hewlett Packard 58904

Column: Methyl Silicone(0.2mm ¢ X 50m)
Column Temperature: 80°C

Flow Rate: 1 ml/min

Detector: | FID (Hydrogen Flame Ionization)
Injection Volume: 1 #1

Results: Major peak and one impurity

Retention Time Concentration
Retention Relative to {Percent of
Date Peak No. Time(min) Major Peak Major Peak)
04/05/80 1 2.24 0.86 0.98
2 2.597 1.00 100
01/21/91 1 2.242 0. 86 0.99
2 2.597 1.00 100

3. Conclusions: The results of the infrared spectrum agreed with the previous
determine of test values.Gas chromtography indicated one impurity with
concentration totaling <1% of the major peak. :

Consequently, Chloroform was stable as the chemical when stored for about 42
weeks at 5°C.



STABILITY OF CHLOROFORM AT THE JAPAN BIOASSAY LABORATORY (TWO-YEAR STUDY)

Lot no.ECF1746

1.Sample storage: Chloroform was stored for about 36 weeks at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30

Cell : KBr(Liquid Cell)

Slit : Mediunm

Results 01/18/91 09/24/91

: Wave Number

(cH 1)
860~ 700 660~ 700
720~ 820 720~ 820
1200~ 1260 1200~1260

3. Gas Chromatography

Instrument: Hewlett Packard 5890A

Column: Methyl Silicone(0.2mm ¢ X 50m)
Column Teﬁperature: 80°C

Flow Rate: 1 ml/min

Detector: FID (Hydrogen Flame Ionization)
Injection Volume: 1 u¢1

Results: Major peak and one impurity

Retention Time Concentration
Retention Relative to (Percent of
Date Peak No. Time(min) Major Peak Major Peak)
01/18/81 1 2.242 0.86 0.98
2 2.585 1.098 100
09/24/91 1 2.242 0. 86 0.98

2 2.597 1. 00 100

3. Conclusions: The results of the infrared spectrum agreed with the previous
determine of test values.Gas chromtography indicated one impurity with
concentration totaling <1% of the major peazak.

Consequently, Chloroform was stable as the chemical when stored for about 36
weeks at 5°C.



APPENDIX P 1
CONDETRATION OF CHLOROFORM IN INHALATION CHAMBER

(2-YEAR STUDY)



CONCENTRATION OF CHLOROFORM IN INHALATION CHAMBER
(RAT : TWO-YEAR STUDY)

Concentration (ppm)

Group Name Mean x S.D.
Control 0.0 * 0.0
10ppm 10.1 * 0.2
30ppm 30.0 =+ 0.5
90ppm 89.9 + 0.4

CONCENTRATION OF CHLOROFORM IN INHALATION CHAMBER
(MOUSE : TWO-YEAR STUDY)

Concentration(ppm)

Group Name Mean + S.D.
Control 0.0 + 0.0
5ppm 5.0 + 0.1

30ppm (1 ~ 2weeks) 5.0 + 0

(3 ~ 4weeks) 10.0 + .0

{5~ 104weeks) 30.1 =+ 0.4

90ppm (1 ~ 2weeks) 5.1 + 0.1

(3 ~ 4weeks) 10.1 + 0.0

(5 ~ 6weeks) 30.90 + 0.1

(7T~ 104vweeks) 90.1 + 0.7
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ENVIRONMENT OF INHALATION CHAMBER
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ENVIRONMENT OF INHALATION CHAMBER
(RAT : TWO-YEAR STUDY)

TEMPERATURE (TC) HUMIDITY (%) VENTILATION RATE( 4 /min) ROOM AIR CHANGE (time/h)
Group Name MEAN + S.D. MEAN + S.D. MEAN + S.D. MEAN
Control 24.2 + 0.4 56.4 =+ 2.6 1505.4 £ 13.5 11.9
10ppm 24.0 * 0.3 54.9 &£ 1.7 1497.8 + 20.6 11.8
30ppn 24.2 + 0.3 5.7 = 2.1 1511.1 + 20.0 11.9
90ppn 23.9 + 0.2 54.3 &£ 1.7 1505. 2 + 20.9 11.9

ENVIRONMENT OF INHALATION CHAMBER

(MOUSE : TWO-YEAR STUDY)

TEMPERATURE (C) HUMIDITY (%) VENTILATION RATE( € /min) ROOM AIR CHANGE (time/h)
Group Name MEAN £ S.D. MEAN £ S.D. MEAN =+ S.D. MEAN
Control 23.6 + 0.3 54.9 =+ 1.2 730.9 + 8.5 11.8
S5ppn 23.6 =+ 0.3 53.8 = 1.5 727.1 + 8.3 11.8
30ppn 23.5 &% 0.3 56.2 + 2.1 729.1 + 7.2 11.8

90ppn 23.4 &% 0.3 53.0 & 1.4 730.8 += 8.7 11.




APPENDIX Q 1
NUTRIENTS IN RAT AND MOUSE FEED

(2-YEAR STUDY)



NUTRIENTS IN RAT AND MOUSE FEED VD

Lot No. of Feed Analyzed for Nutrients. 2’

Nutrients N Pgliﬁﬁl&é 890703 891002 900205 900403 900608 900702 900801 901002 901201 910201 910401 810606
Moisture level (%) 7.4 8.1 7.9 7.9 7.7 7.2 7.3 6.7 7.8 8.7 9.1 8.8 7.4
Crude protein(%) 22.9 22.5 22.17 22.8 22.9 23.6 23.1 23.4 23.9 23.5 22.3 22.9 23.3
Crude fat (%) 5.8 6.0 5.4 6.6 6.3 6.5 6.0 6.5 5.5 5.8 5.2 5.8 5.3
Crude ash (%) 6.4 6.8 6.4 6.8 6.7 6.9 6.6 6.7 6.3 6.4 6.5 6.0 6.6
Crude-fiber(%) 3.6 3.5 3.4 3.6 4.0 3.6 3.2 3.5 3.6 3.5 3.5 3.1 3.3

Nitrogen-free 53.9 53.1 54.2 52.3 52. 4 52.2 53.8 53.2 52.9 52.1 53. 4 53.4 54.1

extract (%)

-1) FEED : CRF-1 ( ORIENTAL YEAST CO.,LTD )
-2) All lots ( 13 lots ) of feed used in rat and mouse study were analyzed for nutrients.
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APPENDIX Q 3
CONTAMINANTS IN RAT AND MOUSE DRINKING WATER

(2-YEAR STUDY)
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METHODS FOR HEMATOLOGY, BIOCHEMISTRY

AND URINALYSIS

Item Method Unit
Hematology
Red blood cell (RBC) Aperture impedance method 1’ X108/ u i
Hemoglobin (Hgh) Cyanmethemoglobin method 1 g/ dl
Hematocrit (Hict) Calculated as RBCXHCY./10 V) %
Hean corpuscular volume (HCV) Aperture impedance method 1’ i
Hean corpuscular hemoglobin (HCH) Calculated as Hgb/RBCX 10 1} pg
Mean corpuscular hemoglobin
concentration (HCHC) Caiculated as Hgb/HctX 100 1) g./dli
Platelet Aperture impedance method *’ X103/ p1
White blood cell (WBC) Aperture impedance method '’ X103/ |
Differential WBC Pattern recognition method = %
(Wright staining)
Biochemistry
Total protein (TP) Biuret method &’ g/ d}
Albumin (Alb) BCG method = g/ dl
A/G ratio Calculated as Alb/ (TP—Alb) &
T-bilirubin fichaelson method & mg./dl
Glucose Enzymatic method (HK-G-6-PDH) = mg/dl
T-cholesterol Enzymatic method (CEH-COD-POD) = _mg/dl
Triglyceride Enzymatic method (GK-GPO-POD) *? mg./di
Phospholipid Enzymatic method (PLD-COD-POD) mg/d}
Glutamic oxaloacetic transaminase (GOT) Karmen method *’ 1
Glutamic pyruvic transaminase (GPT) Karmen method 2’ e
Lactate dehydrogenase (LDH) Yroblewski-Lalue method =’ U1
Alkaline phosphatase (ALP) GSCC method =’ /1
Leucine aminopeptidase (LAP) L-Leucyl-p-nitroanilide substrate 1
method =’
v -Glutamy! transpeptidase (G-GTP) L-7 -Clutamyl-p-nitroanilide substirate tu/
method 3
Creatine phosphokinase (CPK) GSCC method =’ Ut
Urea nitrogen Enzymatic method (Urcase-GLDH) 3 mg./dl
Creatinine Jaffe method = mg./d!
Sodium Flame photometry 7 wEg./
Potassium Flame photometry *’ mEq /1
Chloride Coulomctric titration ™ mfq/
Calcium 0CPC mcthod = mg/d!
Inorganic phosphorus Fiske-Subbarow method =7 mg./ dl
Uritnaltysis
plf, Protein, Glucose, Ketone hody, Urinalysis reagent paper mcthod
Bilirubin, Qccult blood, Urobilinogen
1) Automatic blood cell analyzer (Coulter counter SP I Coulter flectronics Inc.)
2) Automatic blood cell differential analyzer (Hematrak 590 @ Ceomctric Data a Smithkline Company)
3) Automatic analyzer (Hitachi 705 : Hitachi,Ltd.)
4) Flame photometer (Hitachi 750 @ Hitachi,Ltd.)

5) Ames reazent strips for urinalysis (Multistix, Uro-Labstix @ Miles Sankyo Co.,Ltd.)
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UNITS AND DECIMNAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY Red blood cell 2 X108/ x1
Hemoglobin 1 g/dl
Hematocrit 1 %
MCV 1 fl
MCH 1 pg
MCHC 1 g/dl
Platelet 0 X103/ ¢l
White blood cell 2 X103/ 1
Differntial WBC 0 %
BIOCHEMISTRY Total protein 1 g/dl
Albumin 1 g/dl
A/G ratio 1
T-bilirubin 2 mg/dl
Glucose 0 mg/dl
T-cholesterol 0 mg/dl
Triglyceride 0 mg/dl
Phospholipid 0 mg/dl
GOT 0 1U/1
GPT 0 10/1
LDH 0 10/1
ALP 0 1U/1
LAP 0 10/1
v -GTP 0 1U/1
CPK 0 10/1
Urea nitrogen 1 mg/dl
Creatinine 1 ng/dl
Sodium 0 mEq/1
Potassium 1 mEq/1
Chloride 0 mEq/1
Calcium 1 mg/dl
Inorganic phosphorus 1 mg/dl




