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STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-~105W%)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1

Group Name Control 50  ppm 200 ppm 600  ppm '

No. of Animals 13 16 20 22 v

1> <25 <3 <& A> <> 3> b 1> 2> <3 b 1> 2> & <4>r';§

Organ, Findings, ® ®» & o @ ® o o @ ®» & o @ @ & W
[Integumentary system/appandage]
skin/app epidermal cyst o 0 0o o o 0 0 0 1 0 o0 9 1 0 0 o

[Respiratory system]

nasal cavit thrombus 1 0 0 0 2 0 0 0 5 0 0 0 11 0 0 0 *
(a0 (13000 o (28) C (0 (0 (80) C 0) (OO
eosinophilic change:olfactary epithelium 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3000 (8 (000 (000 (000
eosinophilic change:respiratory epithelium 2 1 0 0 1 0 0 0 0 0 2 0 0 0

inflammation: foreign body 2 3 2 0 1 3 1 1 3 2 2 0 1 4 1 0

(15) (23) (18) ( O) (6 (19 (8 (8 (18) (10) (10) C 0) (5 (18 (5 (0

larynx inflammation - 0 0 0 0 0 [4} 0 0 0 0 0 0 1 0 0 0
(0o (0000 (000 (00

lung congestion 1 3 0 0 3 0 0 0 5 0 0 0 3 0 0 0
(a2 (00 (3000 (28 C o 0C0 (00

hemarrhage 0 1 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0800 oo (o Co o0 o 9 Cco 0o

interstitial penumonia . 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o000 ey oo (OCC0Co (000

bronchiolar-alueslar cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

[Hematopoietic system]

bone marrow atrophy

0 0 0 0 0 1 0 0 0 0 0 0 2 0 0 0
o000 o o8 (oo (00 o0 (0o
Significant difference ; * 1P < 0.05 ** ¢ P = 0,01 Test of Chi Saquare <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

ampriem RATQY



STUDY NO. = 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE : . 2
Graup Name Control 50  ppm 200 ppm 800 ppm
No. of Animals 13 16 20 22,
1> 2> B3> <D A> 2> B b <I> B> <3 < 1> 2> & <&
Organ, Findings @ w o @ & & W @ & & o @ | & o
[Hematopoietic system]
bone marrow granulation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(0000 (8000 cocoo (o (B3 (000
myelofibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 (000 (000 (o000
reticulosis 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0 0
(G NG I G I G )] (008 (000 (000
spleen hemarrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0o (0 (G B G B Q) B GV)] (O o0 (000
deposit of hemosiderin 1 2 0 0 1 0 0 0 0 0 0 0 2 1 0 0
({1’ (00 (8000 (ool (D500
fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 1 2 0 0
(0000 (o000 (8000 (800
extramedul lary hematopoiesis 2 0 1 0 3 2 1 0 8 0 0 0 1 2 2 0
(1B (80 (19) (13) ( 8) ( O (30 (000 (s (990
[Circulatory system]
heart dilatation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (0o (8000 (OC oo
thrombus 0 0 0 0 0 0 0 0 0 0 4} 0 2 0 ¢ 0
(000 (o0l (000 () B GO 2 G ) B Q)]
mineralization 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (8000 o000 (0000
myocardial fibrosis 4 1 0 0 3 0 0 0 8 0 0 0 8 0 0 0
(s (& (o0 (00 (40) C ) C 0) (0 () (0 (00
Sienificant difference ; *: P = 0.05 *x ! P 5 0,01 Test of Chi Sauars <1>:Slight {2>:Moderate <3>:Marked <4>:Severs

(HPT150)

BAIS2



STUDY NO. = 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 3
Group Name Control 50  ppm 200 ppm 600 pem
No. of Animals 13 16
D 2> B W A 2> D W 1> 2> B WD > D B W
Organ_____ Findings @ ® &b & @ ® o W @ @ ® W @ @& & W
[Circulatory system]
artery/aort mineralization:artery 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 (OO0l (000 oo (o0
[Digestive system]
tooth inflammation 0 0 0 0 0 0 0 0 1 0 0 0 1 ] 0 0
(0000 (o0 (o0 (5000 (30000
stomach congestion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 (0O Cn co oo (0 (GO RGO RGN ) B ENY)]
mineralization 0 0 1 0 1 1 0 0 0 0 0 0 0 0 0 0
(o8 (0 (8 (800 (000 (000
ulcer:forestomach 2 2 0 1 1 1 0 0 2 3 0 0 3 4 0 0
(16) (18 ( 0) ( 8 (88 (00 (10) (18) ( 0) ( 0 (14 (18 ( O ( O
hyperplasia: forestomach 3 1 0 0 2 1 0 0 1 0 0 0 5 2 0 0
(23 (8 (00 (o0 (50000 (2 (9 (0o
erosion:glandular stomach 3 0 0 0 3 0 0 0 3 0 0 0 8 0 0 0
(23 (0 (0 (0 () (00 (B (000 (2ny C 0y C & (0
ulcer:glandular stomach 2 0 0 0 1 3 0 0 3 1 0 0 2 2 0 0
(B (000 (8 (100 (18 ( 8 0 (0 (D00
small intes ulcer 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (8000 (o000 (ool
hemorrhage 0 0 0 0 0 V] 0 0 0 0 0 0 0 1 0 0
(000 (000 (00 (0 0o
large intes hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (ocoCo 0 (0 05 (000
Sionificant difference ; *: P S 0.0 x* : P 5 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : - 4
Group Name Cantrol 50  ppm 200 ppm 6800  ppm
No. of Animals 13 16 20 22
1> 2> <3 Wb 1> 2> <3 <& I> 2> <& <4 <I> <20 <& <D
Organ______ Findings, @ @ o o @ & ® o @ & & O @ & o o
[Digestive system]
Liver necrosisscentral 0 0 0 0 1 1 0 0 0 1 0 0 1 0 0 0
(oo o (e 800 (O 000 (8 oo
fatty change 0 0 0 0 1 1 0 0 1 0 0 0 1 0 0 0
(o000 (8800 (5000 (5 oo (o0
hyperplasia 1 0 0 0 0 1 0 0 0 0 0 0 4 2 0 0
(oo (0800 (000 (18900
acidophilic cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (oo (5000 (0C o Co
basophi lic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(o0 (8000 (GO B Q) B GO B Q)] (s (000
vacuolated cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO RGO B Q) B Q)] (G BN QI ) B ) B )] coco oo (5000
spongiosis hepatis 0 0 0 0 0 0 0 0 1 1 0 0 1 3 0 0
(000 (000 (8 (5 00 (5 (1000
bile duct hyperplasia 10 3 0 0 14 1 0 0 16 1 0 0 14 2 0 0
(7 (23) ( 0 ( 0 (88 ( 8) ( O ( O (80) ( B C 0 (O (86 ( 9 (0 ( 0
vacuolic change:peripheral 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(oo (0 ({080 cocoCo (o0 (O 0
pancreas atrophy 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(00 (100 (00 (8 o0 (0
[Urinary system]
kidney hyperplasiattubular epithelial cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(G NG I G I Q)] (000 coco o (o0 (o000
Significant difference 3 *:PS0.06 #x:P <001 Test of Chi Square <{1>:Slight <2>:Moderate <8>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : . 5
Group Name Control 50  ppm 200 ppm 600  ppm
No. of Animals 13 16 20 22
KI> 2> <& Wb 1> <2> <3 b 1> 2> & Db I>D <2 B b
Organ Findinas ® & o W @ W & o ® % W W @ & &
[Urinary systen]
kidney atypical tubular dilatation:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 5 1 0 0
(oo (0 (o0 (0000 (23) (5 (0 ( 0
chronic nephropathy 0 1 9 2 4 3 1 4 xx 4 4 8 4 1 2 10 7
(0 ( 8 (69 (15) (25) (19) ( 8) (28) (20) (20) (30) (20 (5 (9 (45 (32
‘tubular necrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(o000 (0Ol (s (0 (oo (0
papillary necrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
o0l (oo on (o005 (0 oo
nuclear enlargement:proximal tubule 0 0 0 0 0 0 0 0 5 0 0 0 8 14 0 0 *x
(00 oo o (2 (0 C 0 (O (an (88 ( 0) ( 0
[Endocrine system]
pituitary cyst 0 0 0 0 0 4} 0 0 1 0 0 0 2 0 0 0
(oco 0o (00 (000 (o000
hyperplasia 0 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(00 (o0 (13 (0o (0 (000 (oo (o0
Rathke pouch 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(00 (oo (ool (00000
thyroid follicular hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (o0 (8 (000 (00 oo oo
C-cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(800 (0000 (0000 (800 (o0
parathyroid hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oco 00 (e (000 oo (o0 (o0l
Significant difference ; ¥: P = 0,05 ** ¢ P = 0,01 Test of Chi Square <1§=SLight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : - 8
Group Name Control 50  ppm 200 ppm 600  ppm
No. of Animals 13 it 20 22
I> 2> <& <& D> 2> B3 Wb D> 2> B> WL 1> 2> <3 Wb
Organ Findings, @ ®m W o w ® & o ® ® o W @ o o o
[Endocrine system]
adrenal hyperplasia:cortical cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
) B G ) B Q) I G ) (OO0 lo0 (CoC0Co (000

hyperplasia:medutla 0 0 0 0 3 3
(oCcoCco o (OO0 (15 o (00 (B9l

focal fatty change:cortex

[Reproductive system]

testis atrophy 9 0 0 0 7 0 0 0 13 0 0 0

8 0 0 0
(69) C 00 (0 (0 (44) C 0 C 0 ( 0 (83) ( 0 C 0 (0 (4 C 0 C 0 ( 0

hyperplasia 0 0 0 0 o 0 0 0 1 0 0 0o o 0 o0 0
(o000 (00 ({000 cococo (o0

semin ves granulation ‘ o 0 0 90 1 0 0 0 o 0 0 0 0 0 0 0
Q) B QI ) B G 1) B Q) (8 (000 (GO GN)IE Q) B Q1)) (00

prostate inflammation 1 06 0 0 10 0 0 o 0 0 0 3 0 0 0
(00 (o0 o (000 (14 C 0 (0 (0

granulation 1 0 0o 0 o 0 0 0 2 0 0 0 o 0 0 o

(8 (000 (OO0 o0 (100 C 0y C o) (O (o0l

hyperplasia 2 0 0 0 o 0 0 0 1 0 0 0 1 0 0 0

(18 ( 0 C 0)( 0 (oo n (8000 (800 lo0

mammary gl duct ectasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

[Neruvous systenm]

brain hemarrhage 0 0 0 0 0

0 0 0 0 0 0
(o000 (ool 0OCoCo0 (00000

—~
=
L
—
<>
Qg
—

Significant difference 3 *:PS0.05 x:P 0.0 Testof Chi Square <1>:Slight {2>:loderate <3>:Marked <4>:Severe




STUDY NO.  : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : - 7
Group Name Control 50 ppm 200 ppm 600  ppm
No. of Animals 13 16 20
> 2> & b 1> <2 B3> b I> &> < b (1> £2> <3 <&
Organ_____ Findings, @ ® W o @ & ® W @ & & O @ ® W O
[Neruous system]
brain mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (8000 cocoo (0 (o0
hyaline body 3 0 0 0 5 4} 0 0 2 0 0 0 5 0 0 0
(23 (0 (000 (s OO0 (1 00 (23 (0 (0 (0
osseous metaplasia 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(Ccon 0 (B0 (0000 (0o
spinal cord gliosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o800 (G 1) B QI O B Q) I Q)] (oo (o0l
[Special sense organs/appandage]
oeye cataract 0 0 0 0 1 0 0 0 0 2 0 0 0 0 0 0
(000 (8000 (0100 COCoCo o
retinal atrophy 1 0 0 0 1 0 2 0 0 0 2 0 0 0 0 0
(8 {o(olon (801’30 (o Co (o (000
keratitis 0 0 0 0 0 1 0 0 0 0 0 [4 0 0 0 0
(o000 (s (00 (0ol (o000
hemorrhage:retina 0 0 0 0 0 0 0 0 0 0 0 0 1 0 1 0
(GO RGN B Q) B Q)] (00 (OO0 o0 (8005 (0
Harder gl degeneration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (OO0 (B (o0 (0 oo (o0
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (o000 (ool (00
[Musculoskeletal system]
muscle necrosis 0 0 0 0 0 1 0 0 0 0 0 0 4 0 0 0
(oo (G0 R QI ) B ) B Q)] (RO QRO QRO R Q)] (18 C 0 C 0 (0
Sianificant difference ; *x: P = 0,05 ** : P = 0,01 Test of Chi Square <:Slisht <2>:Moderate <3 Marked <4>:Severe




STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al .
SEX ¢ MALE PAGE : . 8
Group Name Control 50  ppm 200 ppm 800  ppm
No. of &nimals 18 18 20 22
1> 2> <& b 1> 2> B &b D <2 B Wb D> 2> <3 b
Organ Findings, @ @ O o ® & o @ & W o @ & & o

[Musculaskeletal system]

bone ostitis fibrosa 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1B (000 (OO0 (oCcononco (ool

[Body cauities]

adipose granulation 00 0 0 0 0 0 0 00 0 0 4 0 0 0
(oo (oo o0 oo (18 (000

Significant difference ; x: P = 0.0 ¥ ! P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



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

(2-YEAR STUDY)



STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : - 8
Group Name Control 50  pem 200 ppm 6800 ppm
No. of Animals 8 16 18
1> 2> B WD A> <2> <3 <& 1> <2 <3 <& 1> 2> &> Wb
Organ, Findings, @ W ®» o ® &, W oW @ ® ® W @ & W ®
[Integumentary system/appandags]
skin/app epidermal cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oco 00 (8000 (0CcoCn o0 (OCo oo
[Respiratory system]
nasal cavit ‘thirombus 3 0 0 0 . 5 0 0 0 4 0 0 ¢ [ 0 0 0
(s (0o (3OO0 () ( O C OO0 (s&y (000
eosinophi lic change:olfactory epithelium 2 2 0 0 1 3 3 1 8 1 0 0 2 1 0 0
(25) (25) ( ) ( O) (8 (19 (19 ( 8 (s ( 8 ( 0 (0 (13y (8 (00
eosinophi lic change:respiratory epithelium 4 3 0 0 5 1 0 0 * 10 0 0 0 * 5 1 0 0 %
(50) (38 ( 0) (O (s (8 (00 (63 (000 (31 ( 8 0) 0)
inflammation: foreion body 1 0 0 0 4 0 0 0 3 0 0 0 3 2 0 0
(B0 (28 ( ) C OO ( O (1 C 000 (19 (13 ( ) ( 0
lung congestion 1 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
(B (00 (800w (000 (000
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OCoCn 0 (000 (oo o0 (0o
necrosis:focal 0 0 0 0 0 0 1 0 4 0 0 0 0 0 0 0
(000 (oo (o0 (o0l (000
inflammation 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(B o (oo 0 (000 (ocooCo
osseous metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(B (000 (GO B QY B QI ) B Q)] (0000 coCco o0
accumutation of foamy cells 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(0CCo 0 (0800 (ocoCn (000
Significant difference ¥ PSS 005 *x:P=0.01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : <10

Group Name Cantrol 50  ppm 200 ppm 600  ppm

No. of Animals 8 16 16 16

<D 2> 3> Wb > 2> B3 Wb A> 2> <3 D <A> 2> B D

Organ Findings @ & & o @ O & O ® & & o @ & & O
[Respiratory system]
lung infiltration:alueolar macrophage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

[Hematopoistic system]

bone marrou  atroshy 6 0 0 0 o ¢ 0 0 1 0 0 0 10 00
(OO0 (0 (oo o0 (8000 (e 000

‘granulation 0 0 0 0 0 0 0 0 1 ¢ 0 0 o 0 0 0
(oo (o0 (OO0 o0 (8000 (0000

Lymph node aranulation o 0 0 0 10 0 9 00 0 0 6 0 0 0
(G ORE G B Q) B Q1)) (800 CocoCco o (OO Co o

Lymphadenitis 0 0 0 0 ¢ 0 0 0 o 0 0 0 2 0 0 0
COCOC0 o0 (000 (0o (13 (o0

spleen deposit of hemosiderin 3 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0 -
(s (00 (B0 (o0Con (1B (00 (e oo

aranulation 00 0 0 6 0 0 0 o 0 0 0 10 0 1
(000 (G B GV B Q) B Q) (0000 (8008

fibrosis 0 0 0 0 10 0 o ¢ 0 0 o 0 0 0

extramedul lary hematopoiesis 0 0 0 0

[Circulatory system)

heart thrombus 0 2 0 0 0 2 0 0 0

0 0 0 0 2 0 0
(o0 (0 (B 0o (B0l (D00
Sionificant difference ; * 1 P = 0.0 *% P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3 :Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. ¢ 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al i :
SEX ¢ FEMALE PAGE : 11
Group Name Cantrol 50 ppm 200 ppm 600 ppm
No. of Animals 8 16 16 16
> <2 D D > D> B B 1> <2 B WD K> K2 KB <D
Organ Findings @ @& ’ ® ® ® o’ o @ ® ® W ® & ® o

[Circulatory system]

heart myocardial fibrosis 1 0 0 0 2 0 0 0 1 0 0 0

[Digestive system]

stomach ulcer:forestomach 1 2 0 0 0

hyperplasia: forestomach

erosion:glandular stomach 1 0 0 0 3 0 0 0 1 0 0 0 2 0 0 0
(1Bl (o0 (8 oo o (B (ool

ulcer:glandular stomach 1 0 0 0 3 0 0 0 1 0 0 0 6 0 0 0

(B (000 (19000 (000 () (o000

small intes ulcer 0 0 0 0 1 0 0 0 0 0 0 0 [4] 0 0 0
(oo (oo n (0ol (O Co0 o0

large intes ulcer 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(OCCnCon (000 (0000 o8 (o0

Liver necrosistcentral 0 0 0 0 0 0 0 0 2 0 0 0 1 1 0 0
(G IO ) B G B Q)] (OcoCn o0 (B0 (88 (00

fatty change 1 1 0 0 0 0 0 0 0 0 0 0 1 1 0 0

degeneration:central 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0

granulation 3 0 0 0 1 0 0 0 0 0 0 0% 0 0 0 0 %
(s (000 (8000 (o0 o oo (o0

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

(HPT150) BAIS2




STUDY NO. = 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : .12
Group Name Control 50  pem 200 ppm 600  ppm
No. of Animals 8 18 16 16
1> 2> <3 b I> 2> B3 WD 1> (2> <& W 1> &> & Wb
Organ Findings @ & o o ® ® ® O ® & W W @ & & @
[Digestive system]
Liver basophilic cell focus 1 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0
(B (00 (oCoC0 o0 (GO R G ) B GO BE Q)] (000
mixed cell focus 0 0 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(00 (0o (0 (1 o000 (000
bile duct hyperplasia 3 0 0 0 1 0 0 0 0 0 0 0 % 1 0 0 0
(3 (0 (0 (0 (8 (000 (0000 (8000
cholangicfibrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OCoHCnCo0 ({0l (0000 coco o (o0
pancreas atraphy 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (e (000 (G ORE QIO B QI B Q)] (o000
[Urinary system]
kidney hemorrhage 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
COCOH oo COCoCo0 (o0 (08 (0 CoCco oo
chronic nephropathy 4 0 1 1 10 2 1 0 8 2 1 0 5 3 2 1
(50) ( 0) (13) (13) (63) (13) ( 8 ( 0 (38) (13) ( 8 ( 0 (31) (19) (13) ( 8
glomerulosclerosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ocoCn o0 (000 (oo (0000
nuctear enlargement:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(000 (0000 (oo 0 (280 C 00 (OO C O
[Endocrine system]
pituitary cyst 1 0 0 0 4 0 0 0 3 0 0 0 0 0 0 0
(B (00 (25) (O CO)(CO (19 C 0 0 (0 (GO RE Q) IR QI ) B Q)
Significant difference ; *: P = 0.05 ¥ ! P =5 0,01 Test of Chi Square <1>:Slight {2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO,  : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND HORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : .13
Group Name Control 50  ppm 200 ppm 600 ppm
No. of Animals 8 18 16 16
K> 42> 3 b > 2> B b > 2> <3 Wb > 2> 3 <4
Organ Findings, @ & o W ® & ® @ % % W M o &
[Endocrine system]
pituitary hyperplasia 1 0 0 0 4 0 0 0 4 0 0 0 4 0 0 0
(B (00 (28) C ) CO)( O (28) () C O (O (25) C ) C 0) C O
thyroid G-cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o (oo (0 ool (0o
adrenal peliosis-like lesion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (oo (o0 (oo (GO RIGE ) I GV RG]
necrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 2 0 0
(o0 (e (000 (00 o (13 (00
hyperplasiascortical cell 0 0 0 0 4 0 0 0 2 0 0 0 0 0 0 0
(OO0 (28 C 0 Co(0 (B (o0 co oo 0)
hyperplasia:medulla 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(ool (G B G I Q) I Q)] COCOCon o (B (000
focal fatty change:cortex 0 0 0 0 0 0 0 0 2 1 0 0 0 0 0 0
‘ (GO BRI B Q) B Q)] (o0 (13 (8 (0 (0 () B Q) B QI O B Q)|
[Reproductive system]
uterus cystic endometrial hyperplasia 1 0 0 0 3 0 0 0 0 2 0 0 2 1 0 0
(1B (000 (1) 000 (0 (00 (13 (8 (00
mammary gl duct ectasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (o (000 (0 (8 oo (o0
hyperplasia 1 0 0 4} 0 0 0 0 1 0 0 0 0 0 0 0
(B (00 (OO0 (8000 co oo (o0
[Neruous system]
brain hemorrhage 0 0 0 0 2 0 0 0 0 0 0 4] 1 0 0 0
: (0o (1B (000 (o0 (e (ool
Sienificant difference ; *: P = 0,05 *x ¢ P 5 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked {4&>:Severe




STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL s RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : ‘14
Group Name Control 50 ppm 200 ppm 600  ppm
No. of Animals 8 18 16 16
KI> 2> <3 <& 1> <25 <3 b DD 2> 3> L KI>D 2> <3 b
Organ Findings, @ & o & @ & & O ® | & W @ o o
{Nervous systenm]
brain necrosis:focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO RGO B QIO B Q)] (8 (000 (ool (o (000
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GERORE QI B GO B V)] (0000 (oo (0 (oo
hyaline body 2 0 0 0 2 0 0 0 2 0 0 0 4 0 0 0
(25 (00 ( ) (O} (1B 00 (B0l (28 ( 00 C 03 ( )
spinal cord hemorrhage 0 0 0 0 0 4] 0 0 0 0 0 0 1 0 0 0
(oo (o0 (0000 (0l n (8o (o0
necrosis [4} 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
(oo (G B GI) B Q) N Q)] (0ol (01100
{Special sense orsans/appandage]
eye cataract 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(GO I G GO R Q0] (e o0 0 (oo (o0 (1B 00
retinal atrophy 0 0 0 0 0 1 0 0 0 0 1 0 0 0 2 0
(000 Co{8 (00 (s (0 oo (1’3o
degeneration:cornea 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(B0 (000 (e o0 n (oo
hemorrhage:retina 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(ococon (ocoCo o0 ()00 (e (00
Harder gl inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1000 oo (oo cocoCo (o0
[Musculoskelstal system]
bone osteosclerosis 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo o0 (1B (OO0 (o000 (D00
Significant difference *: P = 0.0 *% ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe




STUDY NO. : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 15
Grous Name Control 50  pem 200 ppm 600  ppm
No. of Animals 8 18 16 16
1> 2> B3> <D 1> <2> B &b I 2> <3 <D 1> 2> <& <K&
Organ Findings ® ® W ® @ & & W @ W & O @ ®» &
[Body cavities]
adipose granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1B (000 (OO0 oo (o0 (ool
Significant difference *¥: P = 0.05 xk : P < 0,01 Test of Chi Square <1>:Slight <2>:Yoderate <3>:Marked <4>:Severe
(HPT150) BAIS2



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

(2-YEAR STUDY)



ey

STUDY NO.  : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE ¢ 1
Group Name Control 50  pem 200 ppm 600  ppm
No. of Animals 37 34 30 28
1> 2> < b 1> 2> <3 <4 I> 2> 3> WD 1> 2> B> D
Organ Findings @ & W o @ B & @ & @& o @ & W W
[Integumentary system/appandags]
skin/app abscess 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o0 (00 oo (00 (o0l
epidermal cyst 0 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(00 (300 (1 o 00 (D00
[Respiratory system]
nasal cavit thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO B QI O B G ) B Q)] (0000 (o000 (00l
eosinophilic changeiolfactary epithelium 3 3 0 0 4 2 4 0 2 1 0 0 2 2 0 0
(800 (12) ( 8 (12) ( O (D300 (DD 00
eosinophilic changeirespiratory epithelium 11 1 0 0 12 4 0 0 8 4 0 0 4 0 0 0
(s (300 (8) (120 ( 0 (0 (20 (13) C 0 ( 0 (W00
respiratory metaplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (3000 (000 (OCo 0o
inflammation: foreign body 10 3 1 1 1 8 1 1% 4 5 4 1 5 5 2 0
(2n (8 ( 3 ( 3 (3 (20 ( 3)( 3 (13) (17 (18) ( 3 (18 (18 (7D (0
lung hemorrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0300 (OO0 (000 co oo (o0
osseous metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (0CoCnCo0 (000 (o000
bronchiclar-alveolar cell hyperplasia 1 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0
(00 (00 (D0 (a0l
[Hematopoietic system]
bone marrow granulation 0 1 0 0 2 0 0 0 0 0 0 0 3 0 ¢ 0
(0300 (e (000 (0o (i o oo
Significant difference ; *: P = 0.0 ** 1 P 5 0,01 Test of Chi Square <1>:Slight <2>:Moderate <8>:Marked <4>:Severe

i~



STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ . 2
Group Name Contral 50 ppm 200  ppm 800  ppm
No. of Animals 37 30 28
1> 2> 3> b 1> <2> <& <L > 2> B3> Wb > 2> B> Wb
Organ Findings ® % o o ® & B O @ & & W ® ®w & O
[Hematopoietic system]
bone marrow reticulosis 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
(o0l 3 (000 (oo 0Co o (o0
lymph node ectasia of sinus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3OO0 CoCo oo (0 Co o0 (0 0o o
grandlation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0000 (0000 (0000 oo
tymphadenitis 2 0 0 0 2 0 0 0 4 0 0 0 2 0 ¢ 0
(G RGN ) B Q) B Q1)) (8000 (13000 o000
thymus osseous metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (OO0 (00 Ol
spleen deposit of hemosiderin 4 0 0 0 3 0 0 0 2 0 0 0 1 0 0 0
(I oo (o0 (DCOC0l0 44 0ol
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (OO0 (00 0 0 (06 (o0
fibrosis 2 1 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(O (000 (10 C 0 C 00 4000
extramedutlary hematopoiesis 12 1 0 0 5 1 0 0 2 1 0 0 % 1 1 0 0 %
(s (300 (B (3 (00 (N300 H oo
[Circulatory system]
heart thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (_0)(0) 00 (SRR QRN IR 4 000
mineralization 0 0 0 ¢ 1 0 0 0 0 0 0 0 0 4} 0 0
(0o (00 Q) RGN I Q) I G)] 0CoCnlon
Significant difference ; *: P = 0.05 ** 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderats <8>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. @ 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al "
SEX : MALE PAGE : - 3
Group Name Control 50  ppm 200 ppm 800 ppm
No. of Animals 37 A 30 28
1> <> B3 D I 2> B b 1> (2> B3 D 1> 2> B> D
Organ Findings @ o o o ® & 0 o @ & o’ W @ ® & O

[Circulatory system]

heart fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o (oo 0 ({00 (O0C oo

myocardial fibrosis 17 0 0 0 20 0 [ 0 12 1 0 0 17 0 0 0

(48) ( 00 C ) (O (89 (O (0 (0 (40) ( 3 C 0) ( O () C 0 C O (0

arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (o0 ({00 co oo (o0

artery/aort arteritis 3 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0

[Digestive system]

stomach mineralization 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
ulcer:forestomach 0 1 0 0 1 1 0 0 1 0 0 0 0 1 0 0
hyperplasias forestaomach 0 0 0 0 0 1 0 0 0 0 0. 0 1 1 0 0
erosiontglandular stamach 2 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
utceriglandular stomach 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
large intes granulation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0

Liver herniation 1 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0

Significant difference 3 *:P S 0.06 ¥ P = 0.01 Test of Chi Square <D:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2




STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : - 4
Group Name Cantrol 50  ppm 200 ppm 600  ppm
No. of Animals 37 34 30 28
1> 42> 3> 4L 1> <2 <3 b 1> 2> & D 1> 2> & D
Organ, Findings, @ @ o W ® ® W o @ o W W @ & W o
[Digestive system]
Liver fatty change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OcCCo (0 (00 (0o (0 (oocoo0Co
granulation 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(000 (3000 (0000 (oo (o0
hyperplasia 1 2 0 0 1 0 0 0 3 2 0 0 8 1 1 0
(300 (D00 (1) (D0 (0 (2 (9 (6 (0
clear cell focus 3 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(800w (000 (GO R QI B G B Q)] (000
acidophilic cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (0000 (000 co oo (o0
basophilic cell focus 4 0 0 0 2 0 0 0 0 0 0 0 3 0 0 0
(I 0o (800 (00 (i o o0
vacuolated cell focus 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(000 (a0 (000 (33000 (o oo (o0
mixed cell focus 3 1 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(8 (30 (000 (000 (oo (0
spongiosis hepatis 5 0 0 0 4 0 0 0 7 1 0 0 11 1 0 0 *
(1 (000 (2 oo (23) ( 3 (00 (89 ( 0 (0 (0
bile duct hyperplasia 28 9 0 0 33 1 0 0 x 30 0 0 0 * 25 2 0 0
(76) (28 ( 0 (C 0) (an (300 ooy ¢ 0y ( 0 ( 0 (8 (790
pancreas atrophy g 2 0 0 8 1 0 0 5 0 0 0 4 0 0 0
(200 ( B (O (O (26 ( 3 (0O (0 (I 0ol (W (000
hyperplasiatacinar cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o000 (000 (3000 (00
Significant difference ; ¥:P = 0.0 ** I P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0104 HISTOLOGICAL FINDINGS : NON-NEQPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al :
SEX : MALE PAGE : . 5
Group Name Control 50  ppm 200 ppm 600  ppm
No. of Animals 37 34 30 28
> 2> B W D D B> WD A> > B Wb D> 2> B> WD
Organ_____ Findinss, @ o & ® & & ® & & W & B o

[Urinary system]

kidney hyperplasiaitubular epithelial cell 0 0 0 0 0 0‘ 0 0 0 0 0 0 1 0 0 0
atypical tubulear dilatation:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 14 4 0 0 *x
chronic nephropathy 1 7 17 12 3 3 13 14 0 3 18 9 0 0 8 20 xx
hydronephrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
renal dysgenesis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
nuclear enlargement:proximal tubule 0 0 0 0 0 0 0 0 18 0 0 0 *x 2 28 0 0 *x

urin bladd inflammatory cell nest 0 0 0 0 ’ 0 1 0 0 0 0 0 0 0 0 0 0

[Endocrine system]

pituitary cyst 3 0 0 0 0 0 0 0 3 0 0 0 3 0 0 0
({0l (GO B G B Q) B Q)] (00 (i oo (o0
hyperplasia g 1 0 0 7 1 0 0 7 1 0 0 5 0 0 0
(20 (30 (0 (zn 3y (00 (23 ( 300 (18 (000
Rathke pouch 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(3000 (o000 (3000 (a0
thyroid ultimibranchial body remanet 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (000 (o0 (o0

Significant difference *x: P = 0.0 * : P 50,01 Test of Chi Sauare <1>:Slight <2>:Maderate <{3>:Marked <4>:Severe

(HPT150) BAISZ



STUDY NO. : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL s RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : . 6
Group Nams Control 50  ppm 200 ppm 600  ppm
No. of Animals 37 34 30
> 2> B W KD <D B Wb D KD B b K> > B W
Organ Findings w ® o W ® & o W @ & & oW ® @ &
{Endocrine system]
thyroid follicular hyperplasia 1 ] 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(a0 (8 (000 (ool (D000
C-cell hyperplasia 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(a0 (000 (000 (0o
parathyroid hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO R G ) BN Q) I Q)| (OO0 (000 (oo ln
adrenal cyst 1 0 0 0 0 i} 0 0 0 0 0 0 0 0 0 0
(00 (O (0 COCo 0o (oo
hyperplasiatcortical cell 4 1 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(I (a0 (GO B GO B G ) B Q)] oo 00 (oo
hyperplasiamedulla 2 0 0 0 3 0 0 0 5 0 0 0 4 0 0 0
(000 (D000 (Mo (1900
accesory cortical nodule 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO B O B G ) I Q)] (OO0 (oo (oo
focal fatty change:cortex 8 1 0 0 3 0 0 0 4 0 0 0 B 0 0 0
(22 (3 (00 (9 C0Con (0 (1o (0o (2 0 (00
[Reproductive system]
testis atrophy 22 0 0 0 14 0 [ 0 20 0 0 0 15 0 0 0
(89) C O L0 (O (aD C OO0 (6D (OO0 (88 ( O C O (O
prostate inflammation 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(00 (a0 (3000 co oo (o0
grarulation 3 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(o0l (oo QDI G)  G) B G )] (OCo 0o
Significant difference *: P = 0.0 ¥ 1 P = 0,01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : - 7
Group Name Control 50  ppm 200 ppm 800  ppm
No. of Animals 37 34
1> 2> <3 b A> <2 <3 <& 1> 2> <3 &b I> <2 B> Wb
Organ____ Findinss, @ ® o o @ & ® o ® & O o @ & o
[Reproductive system]
prostate hyperplasia 10 0 0 0 6 0 0 0 6 0 0 0 6 0 0 0
(2 C 000 (18 (000 (20 C O C 0O (0 (2 C O (0 ( ©
[Neruous system]
brain hyaline body 11 0 0 0 7 '0 0 0 8 0 0 0 8 0 i} 0
(a0 (000 (2D (O (0O (0 (zn (0 o0 a2y oy o) ( 0
[Special sense organs/appandags]
eye cataract 1 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(300 (300 (ool (0000
retinal atrophy 0 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0
(003 (0 (oo (oo (o0 (o (a0l
keratitis 0 0 0 0 0 i 0 0 0 0 0 0 0 0 0 0
(0000 (0‘)(3)(0) 0) oo o0 (GO RGN I Q) B Q)]
degeneration:cornea 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (oo oy (0 COC0 (o0 oo 0o
Harder gl inflammation 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(000 (DAL 0 (o000 (oo o0
[Musculoskeletal system]
muscle necrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (300 (oo (0 (o000
bone hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 - 0 0 0 0
OO0 o0 CoCoco o (OO0 (GO RGN ) I QY IR G 1))
Significant differencs : %% 3 P = 0.01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

*: P = 0.0

(HPT150)

BAIS2



STUDY NO. ¢ 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL + RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : - 8
Group Name Control 50  ppm 800  ppm
No. of Animals 37 34 28
1> 2> <3 D 1> K2 <3 b 1> 2> B D
Organ Findings, ® o 8 o @ o o o ® o & W
[Musculoskeletal system)
bone osteosclerosis 0 0 0 0 0 0 0 0 1 0 0 0
(RO RGO RGN B GN0)] (000 (000 (oo o0
[Body cavities]
adipose granulation 0 0 0 0 0 0 0 0 0 0 0 0
(0000 (o0 (o000 (ool
Significant difference : *: P = 0.05 % 1 P = 0,01 Test of Chi Square <1>:Slight {2>:Moderate
(HPT150) BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0104 i HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al .
SEX ¢ FEMALE PAGE : . 9
Group Name Control 50 ppm 200 ppm 800  ppm
No. of Animals 42 34 34 34
> 2> B> <D 1> K2 B> <L 1> 2> K <D K 2> B WD
Organ Findings, @ & o o ® & & o M % M W @ & |

[Respiratory system]

nasal cavit thrombus 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(OCcoCo o QRO B G 1) I G ) I Q)] (o0l (o000
eosinophilic change:olfactory epithelium 4 9 9 0 4 12 8 3 8 15 4 1% 7 g 4 0
(10) (21) (21) ( O (12) (88) (24 ( 9 (24) (44) (12) ( 3) (21) (28) (12) ( ®
eosinophi lic changetrespiratory epithelium 18 7 0 0 14 10 3 0 28 1 0 0 xx 18 2 0 0
() (1) (0 (0 (an (29 C 9 ( 0 (82 (3 (00 (4 C8) ( O C 0
inflammation: foreion body 4 9 0 0 5 2 1 0 10 1 0 0 % 8 0 0 0 *
(100 (21 ( O ( O (1B (830 (29) ( (0 (0 (18 ( 0 ( 0 ( 0
lung hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (oo (GRORE QIO R GO R Q)] (0000
bronchiolar-alveslar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0

[Hematopoistic system]

bone marrow granulation 3 0 0 0 4 1 0 0 4 0 0 0 7 0 0 0
(D00 (12 (30 (00 (12 (000 (2D 0 (00

reticulosis o 0 0 1 o o0 0o o o 0 0 o 10 0 0
(002 (OO0 (000 (300 o

ymoh rode  granulation 2 0 0 0 o 0 0 o o 0 0 o 6 0 0 0
(8 (000 (oo () B GY) B Q) B Q1) (oo CoCon

lymphadeni tis 1 0 0 o0 o 0 0 o 1 0 0 o o 0 0 0

(2200000 oo oo (a3 (00 (oo

spleen deposit of hemosiderin 7 0 0 0 7 0 0 0 6 0 0 0 3 0 0 0
(oo (2D C O C 0 (0 (18 Co 0o (D00
Significant difference ; * 1P = 0.05 ** ! P = 0,01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

(HPT150) BAIS2




STUDY NO, : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ .10
Group Name Contral 50  pem 200 ppem 800  ppm
No. of Animals 42 34 34 34
> <@ <3 Wb I> 2> <3 Wb <I> 2> 3 Wb I <20 B> WD
Organ____ Findings, m & ® & @ & B @ & & o @ ® & O
[Hematopoietic system]
splesn grandlation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (0 (000 (0000 (ool
fibrosis 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
LG 1) B QI ) B G ) B Q)] (0o o0 (8000 oo (o0
extramedul lary hematopoiesis 6 0 0 0 5 0 0 0 4 0 0 0 0 0 0 0
(W oo (B (000 (12 C 0 C 0 (0 (oo (o0
[Circulatory system]
heart fibrosis 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (30 (ool oo oo
myocardial fibrosis 8 0 0 0 6 0 0 0 g 0 0 0 8 0 0 0
() (000 (oo (28 ( 0 C O ( O (20 C ) C O ( O
endocardial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (000 (0000 (3 oo (o0
artery/aort arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 C0 (0000 (000 (000
[Digestive system}
esophagus inflammation 1 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0
(220000 (GO R QI B ) B )] (oo (0 (oo (0
stomach ulcer:forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q)R G) B Q) B Q1)) (3000 (o0 (ol
hyperplasia: forestomach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(OConCon (o000 (o300 (GO B QI ) BE Q) B )]
Significant difference %3P =0.05 *x : P = 0.01 Test of Chi Saquare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : .11
Group Name Control 50 ppm 200 ppm 600  ppm
No. of Animals 42 34
> @ & W D> K2 B WD > <> B WD D> 2> 3 b
Organ Findings @ & &% @ | w W M & & o @ ® & W
[Digestive system]
stomach erocsion:glandular stomach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(ocoCo 0 (000 (0300 (0o
Liver herniation 4 0 .0 0 3 0 0 0 0 0 0 0 3 0 0 0
(10 000 (D00 oo oo (D000
necrosis: focal 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 o0 (0 (300 (000
granulation 7 3 1 0 6 1 0 0 13 1 0 0 7 3 0 0
(M (D20 (B (300 (38 (30 (2D (9 00
hyperplasia 0 0 0 0 0 0 0 0 1 0 i} 0 1 0 0 0
(GO R QI ) B G ) B Q)| (000 (a0l (3 co0coo0
clear cell focus 1 0 0 0 4] 0 0 0 0 0 0 0 1 0 0 0
(200000 (000 CoCo oo (a0
basophilic cell focus 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
() B Q) B Q) B G )] (00 (8 (000 (ool
vacuclated cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(000 (00 (0000 (00
mixed cell focus 2 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(0o (00 (800 ln (000
bile duct hyperplasia 5 0 0 0 5 0 0 0 [ 1 0 0 11 0 0 0
(2 (000 (B (000 ({300 (82 (o oo
pancreas atrophy 4 1 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(10 C 200 (8000 (300 (8 (0ol
hyperplasiatacinar cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (0o (0 (OCo 0o (3000
Significant difference *: P = 0.0 *% 1 P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0104 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 12
Group Name Control 50  ppm 200 ppm 800  ppm
No. of Animals 42 34 34 34
1> 2> <3 D KI> <2> <3 &b I> <2 3 D I> 2> B3> b
Organ Findings @ & ®» o @ W & W o m W W @ % o’
[Urinary system]
kidney hyperplasiastubular epithelial cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o 0ln (o0 (300 (OCo oo
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 0 (0o 0 (0000 oo (o0
chronic nephropathy 12 17 5 4 12 13 5 2 11 13 6 3 11 12 6 3
(29) (40) (12) (10) (35) (38) (18 ( 8 (32) (38) (18 ( 9 (32) (3) (18) ( 9
nuclear enlargement:proximal tubule 0 0 0 0 0 0 0 0 1 0 0 0 14 0 0 0 *x
(00 (000 (000 (any C 0 C o) ( 0
[Endocrine systen]
pituitary oyst 7 1 0 0 5 1 0 0 7 0 0 0 10 3 0 0
(200 (1B (00 (2D C O C 00 (29 (9 (0 (0
hyperplasia 11 2 0 0 5 1 0 0 8 0 0 0 7 0 0 0
(28) ( 8 (0 (C 0O (1B ( (0 0) (20 C O C0OCO0 (2D 000
Rathke pouch 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(0000 (000 (000 (a0l
thyroid C-cell hyperplasia 3 0 0 0 4 0 0 0 0 0 0 0 0 0 0 0
(D00 (122000 (GO RE QI B GO B Q)] (000
parathyroid hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (3000 (o0 co oo (o0
adrenal peliosis-like lesion 0 0 0 0 3 1 0 0 2 0 0 0 0 0 0 0
(o0 (300 (8 (o0l (000
cyst 0 0 1 0 0 0 0 0 0 0 0 0 - 0 0 0 0
(o020 (oo (0)(0)(9)(0) (o0
Significant difference ; *: P =0.05 ** : P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2




STUDY NO. = 0104

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : .13
Group Name Cantrot 50  ppm 200 ppm 800  ppm
No. of Animals 42 34
A> <2 B3> b <A>  <2> <3 <D 1> 2> <3 b I 2> & Wb
Organ Findings, @ & W o @ B & @ & W o @ & o’ o
[Endacrine system]
adrenal hyperplasiascortical cell 1 1 0 0 2 0 0 0 2 1 0 0 0 0 0 0
(2202000 (8000 (e300 o000
hyperplasiasmedulla 2 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(000 (o000 (30 oo (8000
accesory cortical nodule 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (3 (000 (GO RE QIO B QIO B Q)] (000
focal fatty change:cortex 5 0 0 0 4 0 0 0 4 0 0 0 8 0 0 0
(oo (2 0o (12 (oo (2 (0 C 00
[Reproductive system]
uterus cystic endametrial hyperplasia 2 3 0 0 4 1 0 0 5 2 0 0 7 1 0 0
(N0 o0 (2 (300 (18) ( 8 ( 0 ( O (20 (3 (0 (0
mammary gl duct ectasia 1 0 0 0 1 1 0 0 0 1 0 0 0 0 0 0
(2200000 (00 (O30 (oo (o0
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (000 (A0 (oo (o0
[Nervous system)
brain hemorrhage 2 0 0 0 1 0 0 0 1 0 0 0 2 0 4] 0
(000 (300 (3000 (e oo (o0
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (000 (00l
hyaline body 16 0 0 0 18 0 0 0 10 0 0 0 8 0 0 0
(88) (o) (o (0 (an 000 (29 (0 (0 (0 (20 C O C O (0
Sianificant difference *¥: P = 0.0 ** ! P £ 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0104 HISTOLOGICAL FINDINGS : NON~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al :
SEX ¢ FEMALE PAGE : 14
Group Name Control 50  ppm 200 ppm 600 ppm
No. of Animals 42 34 34 34
> 2> B> b I <2 <> Wb KD <2 B Wb D <2 B W
Organ Findings @ ® & @ ® % O @ ® W ® ® & ® o

[Special sense organs/appandage]

eye cataract 2 0 0 0 0 0 0 0 0 0 0 0 2 0 1 0
Q) G G ) I Q)] (OO0 (o0 (G I Q) I Q) B Q)] (30

retinal atrophy 0 0 2 0 0 0 0 0 0 1 0 0 0 1 3 0
(o5 (0 Q) BN QI ) I Q) B Q1)) (0300 (o390

degeneration:cornea 1 4 0 0 3 0 0 0 1 0 0 0 2 0 0 0
(2200000 (000 (000 (e o0

hemorrhage:retina 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

QDI G ) RGN B Q)] (OO0 (000 oo (o0

Harder gl degeneration 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
(0o (OO0 0 (800 oo (o0

inflammation 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0

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

[Musculoskeletal system]

bone osteosclerosis 0 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0

[Body cavities]

adipose granulation 0 0 0 0 0 0 4] 0 0 0 0 0 1 0 4] 0
Q) B Q) I Q) B Q)] (OCo 00 (0000 (a0 Co
Sienificant difference *: P = 0.0 ** : P = 0,01 Test of Chi Square <1>:Slight {2>:Moderate <3>:Harked <4&>:Severe

(HPT150) BAIS2



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

MOSUE (2-YEAR STUDY)



STUDY NO.  : 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX i MALE PAGE : ’ 1
Group Name Control 10 pem 50  ppm 250  ppm
No. of Animals 19 15 22
1> <2> <8 <& > 2> 3> b <> 2> B3> L 1> <@ B D
Organ Findings ® & W W ® B ® O ® & @ o @ ® & @
{Integumentary system/appandage]
skin/app inflammation 1 0 0 0 0 0 1 0 0 1 0 0 1 1 0 0
(000 (0D (0 ({00 (o aCo0
abscess 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ocoCo 0 (000 (oCon 0o (a0
subcutis inflammation 0 0 0 0 0 1 0 0 0 2 0 0 0 4 1 0
(000 (0D 00 oo o0 (080
[Respiratory system]
nasal cavit adhesion 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (ocon0n CoCoCo (o0 (0o
hemorrhage 0 0 1 4] 4] 0 0 0 0 0 0 0 0 1 0 0
(O 0 (00 (oo (0 o a0 o0
eosinophilic change:olfactory epithelium 4 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0 %
(2 C oy C 0 C 0 (oo (000 (o000
eosinophilic changs:respiratory epithelium 2 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(oo (0 (D0 (000 (000
respiratory metaplasiaiolfactory epithelium 6 0 0 0 6 0 0 0 4 0 0 0 5 1 0 0
(a2 (000 (4 C O C 0 (0 (18 oo (o0 (B (a0l
respiratory metaplasiatgland 8 5 0 0 6 3 0 0 6 3 0 0 g8 2 0 0
(42) (28 ( 0} ( O (40) (200 ( O ( O (21 (19 C 0 (0 (a2 ( (00
nasopharynx eosinophilic changs 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
() I G ) N ) I Q)] (Do o0 oo (o0 (0000
larynx Lymphocytic infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0l (o (nC0l0 (o0 oo (o0
Significant differsnce *: P = 0,06 ** ¢ P = 0,01 Test of Chi Square <1>:Slight <3 Marked {4&>:Severe

<2>:Moderate

(HPT150)

BAIS2



STUDY NO. = 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE @ . 2
Group Name Control 10 ppm 50 ppm 250 ppm
No. of Animals 19 15 22 28
1> <2> <3 <& 1> 2> <3 <& 1> 2> <3 <48 > K2> <3 (b
Organ, Findings, @ & & o ® & o O @ o & ® w w o
[Respiratory system]
tung congestion 0 2 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(om0 o (D00 () IO B Q) B Q)] (0o
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(000 (oo oo coCco o (o0 (D000
edema 0 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo s o0 (0 (a0 (oo Ca (o0
inflammation 0 1 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
(o oo (o0 (oo (o000
lymphocytic infiltration 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(00 (0 (D00 (0000 LG NG ) B Q) RE Q)
bronchiolar-alueolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo o0 (0 oo (OO0 (o0 (000
[Hematopoietic system]
bone marrow vascular 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO B G I Q) B Q)] oo (00 (o0 0000
myelofibrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0 (0000 (00 (00
lymph node deposit of hemosiderin 3 0 0 0 3 1 0 0 3 1 0 0 11 2 0 0
(18 (000 (200 ¢ C0) (0 (1) (3 (00 () (700
thymus atrophy 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
coco{0ln (GO RGO B GO B Q)] o5 00 (o0
splesn atrophy 0 0 0 0 1 0 0 0 0 0 0 0- 0 2 0 0
(0000 (D000 (000w coCnCo{o
Significant difference : * 1 P = 0.05 ** : P = 0.01 Test of Chi Square <1>:Slight <2>:Yoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al .
SEX ¢ MALE PAGE : . 8
Group Name Cantrol 10 ppm 50  ppm 250 ppm
No. of Animals 18 15 22 28
A> K2> <3 b A> <2 K3 <D 1> K2 <3 D 1> 2> & <&
Organ, Findings ® ® W W @ ® ® O @ & ® o ® w & W

[Hematopoietic system]

spleen congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0

deposit of amyloid 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0

deposit of hemosiderin

osseous metaplasia 6 o0 0 0 0 6 0 0 0 0 0 0 6 1 ¢ 0

extramedullary hematopoiesis 3 3 0 0 2 0 0 0 8 5 0 0 7 6 1 0

follicular hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0

[Circulatory system]

heart thrombus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 ¢ 0
(GO R Q) B QI IR )] (oo (8 000 (000l
necrosis:focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (oo (0 (000 (o000
mineralization 1 1 0 0 1 0 0 0 3 0 0 0 4 0 ¢ 0
(s (00 (D00 (000 (1 C o 0 (0
myocarditis 0 0 0 0 1 1 0 0 1 0 0 0 4} 0 ¢ 0
(oo (D00 (B8 00l COCoCo o
arteritis 0 1 0 1 0 0 0 0 1 0 1 0 0 0 0 0
QD B QI ) B )| (000 (05 {0 (GO RGO B GO B Q)]
Significant difference * 1P = 0,05 x ! P < 0,01 Test of Chi Square <1>:Slight <2>:Moderate <8>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. : 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : . 4
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 18 15 22 28
I> 2> 3> WD KI> 2> & <& KI> 2> K3 b KD 2D B LD
Organ Findings ® W & o @ & o W @ & W O ®w o & o
[Circulatory system]
artery/eort  arteritis 0 10 0 0 0 0 0 0 1 0 0 0 0 0 0
(0 (00 (o0 (o0 (GO R GIE-) IR GO BE G 0)] oo (o0
[Digestive system]
tooth inflammation 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (oo (000 (G RO ) I ) B )
dysplasia 7 1 0 0 3 1 1 0 8 1 1 0 5 0 0 0
(s (500 (20 (. D (D (0 (3) (5 (5 (0 (18000
tongue arteritis 0 1 1 0 0 0 0 0 0 1 0 0 0 0 0 0
(O3 (5 (0 (0000 (000 () RGN ) I Q) B Q)]
stomach hyperplasiatglandular stomach 2 0 0 0 2 1 0 0 2 1 0 0 3 4 0 0
' (oo (1B (D00 ({00 (1) (19 (. 0 ( 0
Liver angiectasis 0 0 0 0 0 1 0 0 1 1 2 0 2 5 5 0 *
Cococo 0 (D0 (8 (B (90 (7D (18 (18 ( 0
infarct 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(s (00 (0000 (000 (G IR G ) I G IR ).
necrosisicentral 0 0 0 0 0 0 0 0 0 1 0 0 0 1 1 0
(o0 (000 ({00 (00
necrosis: facal 0 1 1 0 1 0 2 0 2 3 3 0 3 4 1 0
(OB (0 (D0 (13) (0 (9 (1 (19 (0 (1D (1 ( (0
fatty change 0 1 0 0 0 1 0 0 0 1 0 0 0 1 o 0
(OCB 00 (D00 (0B 00 (009
deposit of amyloid 0 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(000 (0D (OO0 (ool
Significant difference *: P = 0.00 *x 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: - 5
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 19 15 22
1> <2> <3 b 4> 2> <3 <& 1> K2 3> <L <I> 2> <& <&
Organ Findings, W & W o @ & & o @ W ® W ® % ® W
[Digestive system]
Liver deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 (0 (000 (000 (OO0 Cn
degeneration:central 0 0 0 0 0 1 0 0 0 0 0 0 9 6 1 0 %%
() R ) B G I Q)] (O oo (ocooco (82 (21 ( 9 ( 0
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (0o (0 coco o0 (a0
hyperplasia b} 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (OO0 (oo (o0 (OCH 00
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OO0 (0 Cn oo (oo (000
clear cell focus 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(00 (0 (o (nCo o0 oo oo (o (0ol
basophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0000 (o000 (ool (oo (o0
vacuolic change:central 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 (o000 (o000 (000
pancreas granulation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
((n (00 (oo o (o000 (oo
organization 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(s (0l (oo (ool o coCco (oo
[Urinary system]
kidney atypical tubular dilatationsproximal tubule 0 0 0 0 0 0 0 0 0 0 0 0. 1 0 0 0
(000 (000 (0000 (00
Significant difference ; *: P = 0.0 % 1 P = 0,01 Test of Chi Sauare <2>:Moderate <3>:Marked <4>:Severe

<1>:Slight

(HPT150)

BAISZ



STUDY NO, ¢ 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : - 8
Group Name Control 10 ppm 50 ppm 250  ppm
No. of Animals 18 15 22 28
D> 2> B> WD D 2D B W > 2> B b D 2> K W
Organ Findings, @ W o o w ® o M & o W @ o &
[Urinary system]
kidney infarct 1 0 1 0 0 1 0 0 0 0 1 0 1 0 0 0
(s (0 DD 00 oo (5 (0 (G REGIO B G RG]
hyaline droplet 1 2 0 0 0 0 0 0 0 2 0 0 0 0 0 0
(B 100 0O o0 (o oo oo
deposit of amyloid 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0
(0 (0 o0 (o000 ool
supurative inflammation 1 1 1 0 0 0 1 0 0 0 3 0 0 2 1 0
(B (5 (5 (0 g CCnCon (0010 (D0
inflammatory polyp 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(G B GO B QIO B )] (ORI 1) B Q)] s oo (0o
hydronephrosis 0 0 1 0 0 0 0 0 0 0 1 0 0 0 1 0
(0050 gCoConCo o0 (0 COCCa o0
tubular necrosis 1 0 0 0 0 0 0 0 0 0 2 0 0 0 1 0
(000 B B Q) B Q)] (090 oo a0
di latation:tubular lumen 1 3 0 0 1 5 1 0 0 9 0 i} 3 8 0 0
(5 (18 (0 (0 N3 (D0 (o day oo (1) (29) ( O ( O
glomerulosclerosis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(OO0 O o0 (o000 (000
nuclear enlargement:proximal tubule 0 0 0 0 90 0 0 0 0 0 0. 0 22 4 0 0 xx
(0000 0000 CoCoCo (79 (149 C O ( 0
ureter inflammatory polyp 0 0 0 0 90 0 0 0 0 1 0 0 0 0 1 0
(000 N CoColn (o (solon COCoa o
urin bladd inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 0 (0 (0 (0 (000 (GO R G B Q) B G )
Significant difference *: P = 0.05 *% ¢ P £ 0.01 Test of Chi Saquare <1>:Slight <2>:Moderate <3>:Marked <4>:8evere

(HPT150)

BAIS2



STUDY NO. ¢ 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ . 7
Group Name Contraol 10 pem 50  ppm 250 ppm
No. of Animals 18 15 22 28
1> K2> <3 b 1> 2> B WD 1> K2 & D 1> 2> & <D
Organ Findings @ & W o @ & ® 0 @ & & O @ & ® o
[Urinary system]
usthra inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o 0 0Co 0o COCo 0o (00
[Endacrine system]
pituitary congestion 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
({00 0000 (o000 (0000
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 (OGO 1) B Q)] (GO R QIO B GO B Q0] (oo o0
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(0000 (NGO I Q) RGO (5000 (oo
thyroid arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 DOl n (0000 (a0
adrenal congestion 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 0o ({00 (000
deposit of amyloid 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O 00 0Co 0o (GO RGO B G O B Q)] (ool
spindle~cell hyperplasia 2 0 0 0 1 0 0 0 2 0 0 0 3 0 0 0
(oo 7000 (000 (i o (o0
[Reproductive system)
testis atrophy 2 0 0 0 0 4 0 0 0 0 0 0 3 1 0 4
(1 (000 00 (0000 (I 0Co
hemorrhage 0 1 0 0 0 0 0 0 0 4 0 0 0 0 o 0
(00 OO0 oo (o0 (ool
Significant difference ; ¥ : P = 0.0 ¥t P < 0,01 Test of Chi Sauare <2>:Noderate <{3>:Marked <4>:Severe

I>:8light

(HPT150)

BAIS2



STUDY NO.  : 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX s MALE PACE: . 8
Group Name Control 10 ppm 50  ppm 250 ppm
No. of Animals 19 15 22 28
1> <2 <& b 1> <2> <3 <K& 1> 2> 3 D > 2> K3 b
Organ_____ Findings, @ & W o ® ®» & O ® & o’ W @ & o o
[Reproductive system]
testis mineralization 3 0 0 0 4 0 0 0 7 0 0 0 13 0 0 0
(B (000 (2n (O 00 (a2 (00 (48) C O C 00 ( O
epididymis spermatogenic granuloma 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a3 (000 (oCcoco o0 COConCo (000
prostate inflammation 1 1 0 0 0 0 0 0 1 2 1 0 0 0 0 0
(00 (0000 (89 (50 cocoCo (o0
prep/cli gl duct ectasia 0 1 0 0 0 2 0 0 0 3 0 0 0 0 0 0
(0N 0 (0000 (0000 (0C 0 Co
[Neruous system]
brain hemorrhage 3 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(1) C 00 (0 (0 (000 (o nCo (0000
deposit of calcium [ 0 0 0 4 0 0 0 5 0 0 0 11 0 0 0
(32 (000 (2n (O 0 (0 (23 (000 (s (o (00
hyaline body 5 0 0 0 8 0 0 0 [ 0 0 0 15 0 0 0
(a2 (0000 (40) C 0 C 0 ( O (2n (9 00 () C O C O (O
{Special sense organs/appandage]
oye keratitis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(00 (OO0 (8000 (YR Q) B Q) B Q)]
Harder gl atypical hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ool (0000 (o000 (0 (00
[Musculoskeletal system]
muscle mineralization 2 0 0 0 0 0 0 0 0 0 0 0 1 0 ¢ 0
(I 000 oo o0 (o oo (000
Significant difference ; *: P S 0.05 ¥ 2 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe




STUDY NO, : 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: . @
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 19 15 22 28
1> <2 < & > <D & b 1> 2> KD WD > D B Wb
Organ Findings ® & B & @ - W W @ & & o @ ® 0 o
[Musculoskeletal system]
bone osteosclerosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (o000 (oo o0 (ool
[Body cavities]
pleura pleuritis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(005 (0 (OO0 CoCCoolo o0 ln
adipose granulation 0 4 0 0 1 2 0 0 0 2 0 0 0 2 0 0
(o200 (D00 (o oo CoOCn o0
Sienificant difference *: P = 0.05 *x : P £ 0,01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Marked <4>:Severe
(HPT150) BAIS2



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

(2-YEAR STUDY)



STUDY NO. = 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 10
Group Name Control 10 ppm 50 pem 250  ppm
No. of Animals 18 20 27
A> 2> (3> Wb 1> 2> <3 (L A> @2 B> D 1> <2 <& <KD
Organ, Findings @ ® W O ® ® & O ® ® ® W @ ® &
[Respiratory system]
nasal cavit easinophilic changs:olfactory epithelium 2 0 0 0 3 0 0 0 4 0 0 0 1 0 0 0
(w0 (B0 (B0 (000
eosinophilic change:respiratory epithelium 6 5 0 0 9 4 0 0 8 4 1 0 8 5 0 0
(83 (28) ( 0 (0 (45) (200 ( ) ( O (30) (18 ( & (0 (24) (18) ( 0) (C 0)
respiratory metaplasia:olfactory epithelium 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(o0 0 (s (00 QI G ) IR Q) B Q) (000
. respiratory metaplasiaigland 7 1 0 0 10 1 0 0 10 0 0 0 5 0 0 0
(39 ( &) (0 (O (50 ( 8 C 0 (C 0 (s (0 oo (18y 0 C 0 ( 0
nasopharynx ensinophilic change 0 1 0 0 2 0 0 0 1 1 0 0 1 0 0 0
(000 (1) (OO0 (0 (00
lung congestion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (oo (o0 (a0
edema 0 0 0 0 0 ¢ 1} 0 0 0 0 0 1 0 0 0
(o0l (00 l0 (o0 (33000
inflammation 0 1 0 0 0 0 1 0 4 [4 4] 0 0 0 1 0
(o800 (o0 (0 (OO0 (O30
[Hematopoietic system]
bone marrow vascular 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(GO QRO R QRO RG] (00 (o0 (0300
myelofibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (oo (00 (OC 00
Lymph node Russel body 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo o0 (oo (aCn0Co (00
Significant difference ; x P =S 0.05 ¥ P = 0,01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX s FEMALE PAGE : .11
Group Name Control 10 ppm 50 ppm 250 ppm
No. of Animals 18 20 27 33
1> 2> 3> D 1> 2> <K& <& 1> 2> <3 <4 1> 2> <3 <&
Organ Findings @ & & o ® & W o o o, o ® & & o
[Hematopoietic system]
lymoh node deposit of hemosiderin 0 0 0 0 1 0. 0 0 1 0 0 0 2 1 0 0
(000 (00 (000 (e300
granulation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(ocon(e (0 (0000 (000 (0000
Lymphadenitis 0 1 1 0 0 1 0 0 0 0 0 0 1 2 0 0
(o8 (0 (0 (0l0 (o0 (800
thymus atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (oo o0 (o000 (00
spleen atrophy 0 1 0 0 0 2 0 0 0 1 0 0 0 1 0 0
(o0 n (0w 00 (000 (GO RE Q) I GO ) B QIR ))
deposit of hemosiderin 1 0 4} 0 2 0 0 0 2 0 0 0 2 0 0 0
(oo n (10 C 0 C 0 (0 (D000 (8000
extramedullary hematopoiesis 5 3 0 0 3 5 2 0 4 1 1 0 8 11 0 0
(28) (1 C 0 (0 (15) (28) (10) ( O) (B (a0 (24) (33 ( 00 ( O
[Circulatory system]
heart ‘thrombus 0 1 1 0 0 1 0 0 1 0 0 0 0 0 1 0
(o8 (0 (000 (GG O B Q) I Q)] (O3 o0
necrosis:focal 1 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(oo (o0 (000 (00000 (o300
mineralization 1 0 0 0 2 0 0 0 2 0 0 0 4 0 0 0
(e (000 (10 ¢ ® C 0 (0 (oo (2000
myocarditis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (o0 (0O (H 000 (o000
Significant difference ; *: P = 0.05 P 50,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

PAGE : 12

<@>
®

ANIMAL s MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE
Group Name
No. of Animals
<
Organ, Findings (%)
[Circulatory system]
heart arteritis 0
0
[Digestive system]
tooth dysplasia 3
(17 (
‘tongue arteritis 0
¢ 0«
stomach mineralization 0
0 (
ulcer:forestomach 0
(0
hyperplasia: forestomach 1
( 8 (
erosion:glandular stomach 0
0
utcer:glandular stomach 0
0 ¢
hyperplasiatglandular stomach 1
(8 (
small intes deposit of amyloid 0
(0 (
Liver angiectasis 0
¢ 0«

Significant difference ; *: P S 0,05 *x ¢ P S 0,01 Test of Chi Sauars

(HPT150)

BAIS2



STUDY NO, ¢ 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Control 10 ppm 50  ppm 250  pom
No. of Animals 18 20 27 33
A> 2 B Wb 1> <> B> b D> 2> DD D D 2> B3 Wb
Organ_____ Findings ® & & W @ ® o o @ o & W oM B % @
[Digestive system]
Liver infarct 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (oo (o0 lo (ool
peliosis-like lesion 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(0000 (000 (OO0 (3300
necrosis:central 0 0 1 0 1 0 0 0 0 1 0 0 0 0 0 0
(GORE GO RGN B Q)] (000 (000 (000
necrosis:facal 0 2 0 0 0 0 1 0 0 2 0 0 1 7 1 0
(O 00 (s (0 (D00 (32 ( 3 (v
cyst formation 0 0 0 0 4] 0 0 0 0 0 0 0 1 0 0 0
(00 (000 (0000 (00
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool (000 (o000 (3000
degeneration:central 0 0 0 4} 0 0 0 0 0 0 0 0 7 7 1 0 *x
(GO R G ) I G ) B Q)] (00 (000 (21 (21 ( 3) ( O
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCC0C0 (-0 (H 00 (000
granulation 0 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(000 (ocoC0 0 o Co0Co (9000
clear cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(00 (o0 (o0 (o300
pancreas arteritis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (000 (0o (0Cco 0o
[Urinary system]
kidney atypical tubular dilatation:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(00 (0O 0 (a0 (12 (0 (00

Sisnificant difference ; *: P < 0.05

* : P = 0,01

Test of Chi Square <1>:Slight <2>:Moderate

<3>:Marked

<4>:Severe




STUDY NO. = 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND XORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 10 pem 50  ppm 250 ppm
No. of Animals 18 20 27
1> 2> <8 <& A> 2> <3 b 1> 2> B3> &b > 2> <3 <&
Organ, Findings @ & o’ W ® ®» o’ ® ® & & W @ @& & W
[Urinary system]
kidney infarct 0 1 0 4} 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (OO0 coCcoo (o0 (oo (0
vacuolic change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (B0 ln (oo (0 (oo oo
hyaline droplet 0 3 5 0 1 4 3 1 0 5 2 0 0 .3 2 0
0 (1) (28 ( 0 ( 8 (20) (18) ( 5 (0 (D0 (098 (0
deposit of amyloid 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(00 (o000 (oo lo ({030
lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(00 (oo oo o (12 (0 (00
suppurative inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (0000 (OO0 (a0l
osseous metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (oo (o0 (D00
inflammatory polyp 0 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0
(0000 o0 (1) oo (ool (o300
hydronephrosis 0 0 0 1 0 1 1 1 0 0 0 0 1 1 0 1
(0008 (085 (s (oo (o0 (3303
tubular necrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0
(000 (OO0 (0o 0 (GO REQIF-) B QIO B Q)]
di latation: tubular lumen 0 0 0 0 0 0 0 0 0 1 0 0 0 4 0 0
ool (oo (o a0l (0 (12) C 0 0
glomerulosclerosis 0 1 0 0 0 0 0 0 0 1 1 0 . 1 0 0 0
(o0 (oo Q) I QY B QY B Q) (000
Significant difference *: P =0.06 *x : P S 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Narked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al E
SEX : FEMALE PAGE : 15
Group Name Control 10 ppm 50  ppm 250 ppm
No. of Animals 18 20 27 33
> 2> B> Wb D> D> B Wb > 2> < D D 2> B Wb
Organ___ Findings @ & W o @ & & o @ ® o o @ o B

[Urinary system]

kidney nuclear enlargement:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 24 7 0 0 *x
Q) QI Y) B QI ) B Q) (O co 0 (oo (73) (21 C 0) ( O

ueter inflammatory polyp 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(G B G I G I Q)] (o0 0 (000 (000

uin bladd inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

[Endocrine system]

pituitary angiectasis 0 1 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(o800 (oo (o0 (GO R QY I GO ) B Q)] (3000

hyperplasia 1 0 0 0 1 0 0 0 3 1 0 0 5 0 0 0

(o ConCon (000 (1 ¢ 400 (15 ( 0 C O ( O

Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (o0 (o0 (oo (n

adrenal spindle-cell hyperplasia 15 1 0 0 17 1 0 0 25 0 0 0 30 3 0 0
(8) (86 (00 (8) (5 (00 (83 (000 (s (900

hyperplasiascortical cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

[Reproductive system]

ovary angiectasis 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(000 (OO0 (D00 (a0

hemorrhage

0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o000 (OO0 (0CH 0o (000
Significant difference : *: P = 0.0 *x ¢ P = 0,01 Test of Chi Saquare <1>:Slisht <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY NO. ¢ 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX s FEMALE PAGE ¢ /18
Group Name Control 10 pem 50 ppm 250  ppm
No. of Animals 18 20 27
A> 2> B b 1> <> <3 <L 1> <2> <3 <& > 2> & D
Organ Findings ® & & o ® ® W » @ & & W ® & W W
[Reproductive systenm]
ovary cyst 1 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
(8000 (000 (I oo (o0
deposit of amyloid 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ocoCn0 (000 (000 (000
uterus cystic endometrial hyperplasia 7 1 0 0 7 1 0 0 10 0 0 0 15 3 0 0
(39 (8 (00 (B (5 (00 (sn 00 (8 (900
[Nervous systen]
brain hemorrhage 2 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(1) (000 (W (000 (o000 (ool
deposit of calcium 2 0 0 0 2 0 0 0 10 0 4 0 8 0 0 0
(i 00 (1 (000 (s (000 (26 ( 00 C OO ( O
hyaline bady 9 0 0 0 9 0 0 0 14 0 0 0 17 0 0 0
(s C 00 ( OO (45) C ) CO) (O (82 (000 (2 ( 0 ( O C 0O
spinal cord hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 ¢ 0
(OCo 00 (00 (000 (OC 0o
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) BRI I Q) B )] (0000 coco oo (00
[Special sense. organs/appandags]
eye keratitis 2 0 0 0 1 1 ¢} 0 2 0 0 0 3 0 0 0
(oo (o0 (8 (500 (D00 (9 (000
Harder gl hyperplasia 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
GO GE OGN IR (000 ool (o0
Significant difference ; *: P = 0.05 *k : P = 0,01 Test of Chi Sauare <1>:Skight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al E
SEX : FEMALE PAGE : ‘17
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 18 20 27 33
KD 2> B W > 4@ < b KD 42> <D WD <> 2> B3 D
Organ______ Findings @ ® ®» » @ & ® o @ W ® @ & W O

[Special sense organs/appandage]

Harder sl atypical hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1
(Ococo (0 (oo Cn (000 (3000

[Musculoskeletal system]

muscle mineralization 0 0 0 0 0 0 0 0 2 1 0 0 2 0 0 0
() Q) B Q) B Q)] (OO0 (DCH 0o (8 (000

bone osteosclerosis 1 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(800 o (158 C ) C 0 (0 (a0 ( 0) (oo (0

{Body cauvities]

adipase granulation 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o800 (GRORE Q) B Q) RG] (000 (o (000

Significant difference ; *: P = 0.05 ** : P = 0.01 Test of Chi Sauare <1>:Slight <{2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



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

(2-YEAR STUDY)



STUDY NO. = 0105 HISTOLOGICAL FINDINGS : NON~NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 10 ppm 50 ppm 250 pem
No. of Animals 31 35 28 22
I> <2 B> <L 1> <2> <3 b 1> K2 <8 b 1> 2> B> D
Organ, Findings @ & W o @ o & O @ @ & O ® & & o
[Integumentary system/appandagel
skin/app inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0

[Respiratory system)

nasal cavit

nasopharyrx

lung

inflammation

eosinophi lic changetolfactory epithelium

eosinophi lic changetrespiratory epithelium

respiratory metaplasiatolfactory epithelium

respiratory metaplasiatgland

eosinophilic change

inflammation

bronchiolar-alueolar cell hyperplasia

[Hematopoistic system]

bone martow

0 0 0 0 1 0 0 0 0 0 0 0 00 0o 0
(o000 (O (0000 (ot
5 0 0 0 g 0o 0 0 8 0 0 0 20 0 0
(48 (0 (o) (0 (26) C 0 (C 0) (O (28y (O (0CO (D0
nm 2 0 0 4 6 1 0 g 3 1 0 3 2 0 0
() (& (0 (0 (a) (1 (3 (0 (82) (11 (. 49 (0 (W00
20 0 0 0 8 1 0 0 5 0 0 0 7 0 0 0%
(85) ( 0) (0)(0) (4) ( 3 (0 (0 (50) C 00 C 0 C 0 (s (0 (00
6 18 3 0 318 1 o 8 12 1 0 12 0 0w
(18) (100 € 0 (3D (59 ( 3 (0 (29) (43) ( 9 (O (50 900

mastecstl hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OCcoCon o (OO0 (000 (000
Significant difference ; *: P =0.05 *% 1 P S 0.01 Test of Chi Square <I>:Slight <2>:Moderate <8>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al .
SEX : MALE PAGE : . 2
Group Name Control 10 ppm 50 ppm 250  pen
No. of Animals 31 35 28 22
1> <2 <& D 1> <2> <3 <D 1> 2> <& <o 1> 2> B3> WD
Organ_____ Findings, @ w W o ® & & o ® ® W O @ o & o

[Hematopoietic system]

bone marrow myelofibrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(GO B GO B G ) B Q1)) (OO0 (a0 (GO B QI ) B Q) B Q)]

Lymph node deposit of hemosiderin 8 0 0 0 8 0 0 0 7 0 0 0 4 1 0 0
(26) C O) C O (O (23 C o) C o (0 (25) C 0) C 0) ( 0 (18 (5 (00

lymphadenitis 0 0 0 0 1 1 0 0 0 1 0 0 0 0 0 0
(OO0 (300 totaco o0 (000

thymus deposit of hemosiderin 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0 (ocoConn (00 (O o0

spleen deposit of hemasiderin 1 0 0 0 0 3 0 0 1 1 0 0 0 0 0 0

extramedullary hematopoiesis 5

follicular hyperplasia 0 2 0 0

[Circulatory system]

heart thrombus 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (0300 (oconCo (OCoCno0
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (o0 coCoo (0 (0CoCn 0
myacarditis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
QORI ) I Q) B Q0] (OCo oo (9000 (0000
arteritis 0 0 0 0 0 0 0 0 1 0 0 ¢ 0 0 0 0
oo o0 (oo (o (D00 (OCo 00
Significant difference *: P = 0,05 %% ! P = 0.01 Test of Chi Square <I>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAIS2



STUDY 0. & 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : MOUSE BDF1 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE : - 3
Group Name Control 10 ppm 50  ppm 250 ppm
No. of Animals 31 35 28 22
1> <> B3> b A> <2> <3 Wb A> 2> B D K> 2> 3> W
Organ Findings M o & o ® W & O @ & & o @ & o o
[Digestive system)
tooth inflammation 2 0 0 0 1 2 0 0 0 0 0 0 0 0 0 0
(8000 (360 (000 (oo (an
dysplasia 20 3 0 0 18 0 1 0 12 0 0 0 x 4 1 0 0 *x
(65 (10) ( 0) ( ® (3 ( W (3 (0 (83 (000 (18 (5 (00
tongue arteritis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(oo (o0 (0 (a0 (oo (o0
salivary gl mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (GO GNO R GEY) B QN0 ({00 (GO R Q) B Q) B Q)]
Lymphaocytic infiltration 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(8000 (300 (o0 (o000
xanthogranuloma 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(o0 (o0 000 (0000
stomach hyperplasia:forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (OO0 (0000 oo o
erosion:glandular stomach 2 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0
()00 (0300 (OCn 0 (0000
ulcer:glandular stomach 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OO RGN B G ) B Q)] (a0l (00 (o000
hyperplasiatglandular stomach g 4 11 0 12 7 2 0 * 11 5 4 0 5 ) 0 0 %%
(29) (13) (3) ( 0 (84 (200 ( 8 ( © (89) (18) (14) ( O (23) (20 (C O) C 0
small intes deposit of amyloid 0 0 0 0 0 0 1 0 0 i} 0 0 0 1 0 0
(0000 (0030 OO0 ({00
Liver angiectasis 0 0 1 0 2 0 0 0 2 4 2 0 % 4 g 5 0 *x
(030 (000 (D1 (D0 (18) (41) (23) ( O
Significant difference : x: P = 0.05 ¥ : P S 0.01 Test of Chi Saquare <I>:Slight <2>:Maoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY ¥O. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : - 4
Group Name Comtrot 10 ppm 50  ppm 250  ppm
No. of Animals 31 35 28 22
I> 2> B b > 2> & b > 2> & L KI> 2> K b
Organ Findings, ® ® W o @ o ® o ® ® & o @ & W W
[Digestive system]
Liver ‘thrombus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(GO GO B Q) B Q0] 0o (00 (000 co oo (o0
infarct 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
OO B Q) B Q) B )| 0300 (o000 (0o o0
nuclear inclusion 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 00 (0o (G B G ) I GO B QO]
necrosis:central 0 0 0 0 0 0 0 [ 0 1 0 0 0 1 0 0
(G I G ) I ) B Q)] 0ol (a0 (O 00
necrosis:focal 1 0 0 0 1 0 0 0 0 0 0 0 4 1 0 0
(300 H oo (oo o0 (18 (5 (00
cyst formation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
() I G ) BG) I Q)| OO0 (000 (o000
degeneration:centrat 0 1 0 0 0 0 0 0 3 1 0 0 7 13 1 0 *k
(O30 0o 0o (oo (32) (59 ( 8 (0
granulation 3 0 0 0 3 0 0 0 3 0 0 0 1 0 0 0
(10 C o o0 Qo0 Co (W00 (000
hyperplasia 1 0 0 0 0 0 0 0 0 3 0 0 0 2 0 0
(a0 000 co(w o0 (00l
clear cell focus 2 0 0 0 1 0 0 0 2 1 0 0 2 3 0 0
(o000 HCH 0o (DCHO (0 (9w 00
acidophilic cell focus 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0300 oo (000 (0o
basophilic cell focus 1 1 0 0 2 1 0 0 4 0 0 0 2 1 0 0
(0o 8) ( (0 (0 (1000 (DL
Significant difference ; ¥ 1P < 0.05 *x ! P = 0,01 Test of Chi Square <I>:Slight <2>:Moderate <8>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : . 5
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 31 35 28
> @ B Wb D> 2> B b K> 2> < W K> D <» Wb
Organ Findings, @ % & o @ & ® o @ & w o ® ® &
[Digestive system]
pancreas granulation 0 0 0 0 ' 0 0 0 0 0 0 0 0 0 1 0 0
COConCo (000 COCoCo 0 (1) R GIE-) 2 G ) B Q)]
[Urirary system]
kidney atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(OCHn (o (OcoCn 0 (0000 oo (s (0
infarct 2 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(oo (o0 (a0 (0w (000
oyst 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8o (GO RGO RGO RGN0 (ool (O C0Co o0
hyaline droplet 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0
(0o (000 (000 coCcoCo.lo
basophilic change 2 1 0 0 2 0 0 0 1 0 0 0 0 1 0 0
(8 (300 (8000 (o000 ({00
deposit of amyloid 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(ool (0300 (0000 (ool
lymphacytic infiltration 6 0 0 0 5 0 0 0 5 0 0 0 4 0 0 0
(1000 (1 0o (18 000 (18 000
suppurative inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(00 (0300 (0 (000
inflammatary polyp 0 0 0 0 0 0 1 0 0 1 0 0 ' 0 0 0 0
(oo (GO R G B G- B Q)] o400 (000
hydronephrosis 0 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0
(000 (0030 (a0 (o009
Significant difference *x: P = 0.06 ** P = 0,01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : . 8
Group Name Control 10 ppm 50  ppm 250 ppm
No. of Animals 31 35 28 22
1> 2> B3 b A> <2> <3 <& 1> 2> B3> D <> @ B &L
Organ Findings @ & w o @ o W o @ @ W O @ ® W o
{Urinary system]
kidney nuclear enlargement:proximal tubule 0 0 0 0 0 0 0 0 6 0 0 0 x 18 5 0 0 *x
o000 Q) B QI IR QI B Q)] (2 C O C 0 ( 0 (73) (28 ( 0 0)
ureter inflammation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(OCC0Co (O (0 (O Can (OB GO B G ) B Q1)
urin bladd inflammation 0 1 0 0 0 0 0 0 0 [} 0 0 0 0 0 0
(03O0 (G B QI ) B Q) B Q1)) (oo CoCo o 0)
[Endocrine system]
pituitary hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 (000 (oo (o coCoCon 0)
Rathke pouch 8 0 0 0 3 0 0 0 7 0 0 0 4 0 0 0
(28) ( O C ) ( O (00 (28) ( 0) C ) ( O (18 ( 0) ( O 0)
thyroid lymphacytic infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
() NG ) B Q) B Q) (o0 (OO0 o0 (0o 0)
adrenal spindle-cell hyperplasia 14 0 0 0 18 0 0 0 11 0 0 0 8 0 0 0
(4 C 0y (00 (sDCOCH 0 () (o) (0 (0 (2ny C 0) C 0) ( O
hyperplasiascortical cell 3 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(1o oo (0o (D00 (5000
hyperplasia:medutla 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(G I G ) R G B Q)] (OCoCno (9000 8 00 (o0
[Reproductive system]
testis atrophy 8 1 0 0 10 0 0 0 g 0 0 0 5 0 0 0
(26) ( 3 (0 (O (29) () () (0 (32 ( 0 (00 (23 (0 ( 0 0)
Significant difference ; *: P = 0.05 xx 1 P =5 0,01 Test of Chi Square <1>:Slisht <2>:Moderate <{3>: Marked <4>:Severe
(HPT150) BAIS2



STUDY NO. = 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : . 7
Group Name . Control 10 ppm 50  ppm 250  ppem
No. of Animals 31 35 28 22
> 2> B b 1> 2> 3> <D 1> <2 <3 Wb I 2> & D
Organ_____ Findings @ & O o @ o o o o ® @& o M ® o O
[Reproductive system]
testis mineralization 22 3 0 0 23 3 0 0 14 3 0 0 12 2 0 0
(71 (10) C 0) ( 0 (66) ( 9 C 0 (0 (80) (1) C 0 ( 0 (55) C (0 (0
epididymis inflammation 0 0 0 0 1 0 [4] 0 0 0 0 0 0 0 0 0
(GO GO B Q) B QY] (300 (0000 (0o
spermatogenic granuloma 0 0 0 0 2 2 0 0 0 1 0 0 0 0 0 0
(000 ({8 nlon (O0CHnCon (o000
xanthogranuloma 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 (OCoCo o0 (00000 (9000
prostate inflammation 0 0 0 0 0 0 0 0 2 1 0 0 0 0 0 0
(o0 (OO0 (D00 (o000
prep/cli gl duct ectasia 0 0 0 0 0 1 0 0 0 0 0 0 4] 0 0 0
(GG NG I Q)] (a0 (o000 (000
[Neruous system]
brain deposit of calcium 18 0 0 0 26 0 0 0 15 0 0 0 10 0 0 0
(s (0 (00 (79 C 0o 0 (0 (s) C OO C 0 (0 (B (0 (00
hyaline body 22 0 0 0 26 0 0 0 27 0 0 0 * 14 0 0 0
(7 CoC0Co (79 (o0 () ( 0 C 0O (0 (68 (0 C 0)( 0
spinal cord epidermal cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (o (ocoCon o0 (a0 (O
[Special sense organs/appandage]
eye keratitis 1 0 0 0 3 0 0 0 0 0 0 0 0 0 1 0
(L0 (000 (oo (o0 (0o (0

Significant difference *: P =0.00 * P = 0.01

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

(HPT150)

BAIS2



STUDY 0. ¢ 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: - 8
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 31 35 28 22
> @2 B Wb > & & W D <2 B Wb K> 2> B D
Organ, Findings @ & ®» o ® ® & ® @ & O O @ & ® O
[Special sense organs/appandage]
Harder gl degeneration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (OcoCon o0 (000 5 (00 (o0
hyperplasia 0 0 0 0 0 1 0 0 0 0 0 0 1 0 ¢ 0
(oo (o0 (o300 (000 5 (0 0)( 0
[Musculoskeletal system]
bone osteosclerosis 0 0 0 0 1 0 0 0 0 1 0 0 1 0 0 0
(000 (3OO0 (CH 0 5 (00 (0
[Body cavities]
peritoneum granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(G B G ) B Q) B G1)] ooy (o0 005 (o0
xanthogranuloma 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0300 (0000 (0000 0o a0
adipose granulation 0 2 0 0 1 4 0 0 0 1 0 0 1 2 0 0
(0800 (3o (000 5 (900
Significant difference *: P = 0.05 %! P S 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO. = 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 8
Graup Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 32 27 22 17
K> <2 < D > <2 <& b > D> B> Wb D> <2 B WD
Organ Firdings m & W o @ & o ™ @ & & M & & o
[Respiratory system]
nasal cavit eosinophilic change:olfactory epithelium 7 0 0 0 9 0 0 0 g 0 0 0 1 0 0 0
(2 C (0o (83 (000 (a1) ( O C 0 ( O (8o o0
eosinophilic changs:respiratory epithelium 14 11 2 0 11 9 1 0 12 7 1 0 14 1 0 0
(44) (30 ( 8 ( O (41) (33) ( & ( O (55) (32) { 5 ( 0 (82y ( 8) ( 0 ( O
respiratory metaplasia:olfactory epithelium 0 0 0 0 5 0 0 0 * 2 0 0 0 3 0 0 0
(0000 (19 (000 (000 (18 000
respiratory metaplasiaigland 14 1 0 0 14 1 0 0 15 0 0 0 0 0 0 0 *x
(49 ( 3 (0 (0 (82) ( & (O (O (68) ( ) C 0) (0O (ool
arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (G ) I G I ) (0o 0) 0) (0 0 C 00
nasopharynx eosinophitic change 2 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(oo 0 (G BN ) B ) I Q)] (GO R G- I G ) B Q)| (000
larynx arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (o0 (00 (o0
lung lymphocytic infiltration 1 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(3000 (OO0 (000 (1) o000
accumulation of foamy cells 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 (0000 (0000 (0Co 0o
bronchiolar-atueolar cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (000 (000 (OO0
[Hematopoietic system]
bone marrow myelofibrosis 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 (OO0 l0 (0000 (ool
Significant difference : *: P = 0.05 xx 1 P £ 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2

,,,,,,



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al .
SEX ¢ FEMALE PAGE @ .10
Group Name Control 10 ppm 50 ppm 250  ppm
No. of Animals 32 27 22 17
1> <2 <8 W KD 2> < <D KI> 2> <& b 1> 42> B &
Organ_____ Findings @ & O @ o &8 o ® & o\ @ & & ®

{Hematopoietic system]

tymph node Russel body 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o300 (o000 o0 o (OC 000

deposit of hemosiderin 2 1 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(e300 (ool (800 (o (18000

granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (0o (oo (o000

thymus congestion 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0
(Ooco 00 (D00 (00 (000

spleen Russel bady 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (0000 (0000 tocoCo (o0

congestion 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0

deposit of hemosiderin 7 0 0 0 2 0 0 0 3 0 0 0 3 0 0 0

extramedullary hematopoiesis 2 0 0 0

follicular hyperplasia 2 1 0 0

[Circulatory system]

heart thrombus 10 0 0 00 0 0 0 0 0 0 o 0 0 0
(00 (ool (VRGN GR) (oo

mineralization 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(00 (00 (8000 (OCoC0Cn
Significant difference *: P = 0.05 ¥ 1 P = 0,01 Test of Chi Saquare <I>:Slight <2>:Moderate <3>:Harked {4>:Severe

(HPT150) BAISZ



STUDY NO. ¢ 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 11
Group Name Control 10 ppm 50 pem 250  ppm
No. of Animals 32 27 22 17
A> K2 <3 b > <2 <3 Wb A> <25 B b 1> 2> <3 b
Organ, Findings @ & ® O ® & ®» O @ & & o M ® & O
[Circulatory system]
heart arteritis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(G B G ) I Q) B 1)) (a0 (OO0 lon (GO BRI I G ) B Q)]
[Digestive system]
tooth dysplasia 6 0 0 0 5 0 0 0 3 0 0 0 2 0 0 0
(19000 (D000 (_14)(0)(0)(0) (1200
tongue arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3300 (OO0 (00 CoCo oo
salivary st lymehacytic infiltration 3 1 0 0 4 0 0 0 5 1 0 0 2 0 0 0
(300 (1) ( 0 C 0) ( 0 (23 (5 (0 (0 (12) (0 C 00
stomach mineralization 2 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(000 (000 (D000 (00
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (o0 (o0 (o0 (o000
arteritis 0 0 [4 0 0 1 0 0 [4} 0 0 0 0 0 0 0
(GO N G ) I G B Q)] (000 (000 coco o (o0
hyperplasiatglandular stomach 13 5 2 0 5 7 1 0 3 9 1 0 0 0 0 0 *x
(41) (18) ( 8 ( 0 (19) (28) ( & (O (1) (4D ( B ( O coco o (o0
small intes deposit of amyloid 0 4 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (0000 (o0 (oCcse oo
Liver angiectasis 4 2 0 0 3 2 1 0 4 3 0 0 3 3 4 0 *x
(1 (800 (1D (7D (90 (18) (18 ( 0 ( 0 (18) (18) (29 ( 0
‘thrombus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(GO RGN R QR I Q)] (G I Q) ) B Q)] (GO RE Q) B QI ) B Q)] (o8 00
Significant difference ; *:P=005 *:P=0.01 Test of Chi Souare <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 12
Group Name Control 10 pem 50  ppm 250  ppm
No. of Animals 32 27 22 17
> <2 B W 1> <2 < b D> 2D B b 1> K2 B W
Organ_____ Findings ® ® & o ® ®»® ® O ® ® & @ o o o
[Digestive system]
Liver infarct 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o000 (0coCco (0 (OCo oo (s 0o
pelicsis-like lesion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(330 (oCoco0 o0 (oo o0 (oo (o0
necrosis: focal 0 0 0 0 0 1 1 0 0 0 0 0 2 0 0 0
(oo (a0 (O Co 0 (12 oy 00
cyst formation 0 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(OO0 (o (8000 (800l
degeneration:central 0 0 0 0 0 1 0 0 1 1 0 0 2 12 1 0 *x
(000 a0 ({00 (12 (11 ( 8 ( 0
inflammatory infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 4} 0
QDN G B GE) I Q)] (o0 (000 oo (o0
granulation 16 2 0 0 11 0 0 0 11 0 0 0 13 1 0 0
(s (8 (C OO0 (4D C (0 (0 (80) C ) C0) (0O (76) ( 8 C 0) (0
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (D00 (0o ()R GN)  GN B G)]
clear cell focus 1 0 0 0 1 0 0 0 0 0 0 0 1 2 0 0
(300 (00 (00 (8 (12 (0 ( 0
acidophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (ococon o0 (oo (000
basophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (0000 (OO0 tos (o0
vacuolated cell focus 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o (ococon o o oo (o0 (e (o0
Sianificant difference 3 *3: P = 0.0 * P = 0,01 Test of Chi Sauare <1>:Slight <2>:Moderats <3>:Harked {4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FENALE PAGE : .18
Group Name Control 10 pem 50 ppm 250  ppm
No. of Animals 32 27 22
D 2> B> Wb > 2> 3 <D KI> 2> & <& K> 2> K W
Organ, Findings @ & ® O ® o o o @ & & o @ o & W
[Digestive system]
Liver mixed cell focus 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (0o (5000 (000
pancreas arteritis 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0
oo (o (OCoCon (4 (oconCo (000
[Urinary system]
kidney atypical tubular dilatation:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(OCoCo 0 (GO BN B ) B )] (GEORE QI ) B G ) IR G )] (23000
infarct 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (O Q) B G IR Q) oo (o (8 oo lo
hyaline droplet 0 1 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(00 (QCHCo0Co (000 (000
deposit of amyloid 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) I G ) I Q) B G )] (ocoCnCo (ocoCoCo (OO0
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OcoCn (o0 (000 (000 (OCo oo
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(G I G ) I G B Q)| Q) ) B G B G )] (0 0 Q) G ) I G I Q)]
lymohocytic infiltration 10 1 0 0 g 1 0 0 6 0 0 0 3 0 0 0
(s (30 (s (0w (2D 00 (18 oo (o0
inflammatory polyp 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(O30 (oo (0 (OO0 COCo 0o
hydronephrosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O30 (OO0 (o0 cocoCo (o0 (ool
Significant difference ; ¥ 1 P = (0,05 *x 3 P = 0,01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUNMARY)

ANINMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
. SEX ¢ FEMALE PAGE : 14
Group Name Control 10 ppm 50  ppm 250 ppm
No. of Animals 32 27 22 17
KI> <2> <3 <& <> 2> <3 <& <I> 2> B3> W <I> 2> 3> b
Organ Findings, ® & & o @ @ & O @ & & o ® & w o
[Urinary system]
kidney dilatation:tubular lumen 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (a0 COCoCo o0 (0CH 00
nuclear enlargement:proximal tubule 0 0 0 0 0 0 0 0 1 0 0 0 4 13 0 0 *x
(OO0 (GO IGN ) BGNY) I Gl0)! (500 (24) (78 ( 0 ( 0
urin bladd inflammation 1 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(A (D000 (OO0 (GO RGO B G ) B )]
[Endocrine system]
pituitary angiectasis 2 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(e oo (D00 (000 oo o (o0
hyperplasia 7 3 0 0 6 2 0 0 8 4 0 0 3 1 0 0
(22) (. 9 ( O (0 (22 (o0 (o (27 (18 ( 0 ( O (186 (00
Rathke pouch 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(ocoCo (o (oo (000 (o000
thyroid arteritis 0 0 0 0 1 0 4 0 1 0 0 0 0 0 0 0
(ocooo (900 (00 (oo
adrenal spindle—cell hyperplasia 17 15 0 0 17 10 0 0 13 9 0 0 13 4 0 0
(83 (40 C O ( 0 (83 (31 ( O ( 0 (59) (41) ( 0) ( O (76) (24) ( 0) ( )
hyperplasia:cortical csll 0 0 0 0 1 0 0 0 1 00 0 0 0 0 0
(o0 (o0 (000 (oo o000
[Reproductive system]
ovary angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o (G0N G G B )] (OCo o0 cocoCo (o0
Significant difference ; *¥: P = 0.0 x ! P S 0.01 Test of Chi Sauare <1>:Slight <2>:}Moderate <8>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0105

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 15
Group Name Contral 10 ppm 50 ppm 250  ppm
No. of Animals 32 27 22
> <2 < WD D & B W D> <2 & WD KD <2 B WD
Organ____ Findings ® & W O @ o % O @ o &’ o @ & W »
[Reproductive system]
ovary thrombus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Q) B G ) B ) B Q)] (oo (o0 (oCcon o (0800
cyst 11 0 0 0 5 0 0 0 4 0 0 0 4 0 0 0
(s (O C 00 (oo (0 (1B (000 (26 C ) C 0) ( O}
uterus cystic endometrial hyperplasia 18 4 0 0 15 8 0 0 10 7 1 0 10 4 0 0
(56) (13) ( 0 ( O (86) (380) ( O ( 0 (45) (32) ( B ( O} (59 (24 C O ( 0
[Nervous system]
brain deposit of calcium 17 0 0 0 10 0 0 0 13 0 0 0 10 0 0 0
(s (0 (00 (a0 (0 (89 (0 (0 ( 0 (a9 ( o) ( 0 ( O
hyaline body 25 0 0 0 23 0 0 0 16 0 0 0 18 0 0 0
(718000 (88 C 0y C (O (73000 (s (O (0O (0
epidermal cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
QRO I G ) I G ) B Q1)) (000 (00 (GO G ) 2 G ) B Q1))
[Special sense organs/appandags]
8ye arteritis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (o a0 (GO RGO B Q) B GY)] (000
keratitis 2 0 0 v 1 0 0 0 1 0 0 0 0 0 0 0
8y (oo (o0 (000 (000
Harder gl hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO RGO Q) B Q0] (0 (o000 (0000
[Musculoskeletal system]
muscle arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (a0 (000 coCco o (o0

* ! P = 0.01 Test of Chi Sauare <1>:Slisht <2>:Moderate <3>:Harked <4>:Severe




STUDY NO. : 0105 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE ¢ Al ’
SEX : FEMALE PAGE : 18
Group Name Control 10 pem 50 ppm 250  ppm
No. of Animals 32 27 22 17
K> 2> B <L D> 2> B3 Wb CA> 2> <3 b 1> 2> (B <L
Organ Findings @ o W ® ® ® ® o ®m ®w m ® & W o

[Musculoskeletal system]

bone osteosclerosis 1 0 0 0 0 0 0

2 0 0 0 0 5 0 0 0 %
(0o (D00 o0 tocaCoCo

(290 (000

R

[Body cauvities]

adipose granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a3 (000 (O (0 (o0 (ool
Significant difference *: P = 0.0 *% : P = 0,01 Test of Chi Square <I>:Slight <2>:Moderate {3>:Harked <4>:Severe

(HPT150) BAIS2



APPENDIX M 1
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
RAT @ MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



>

STUDY NO. & 0104 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL + RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 50  ppm 200 ppm 600  ppm
No. of Animals 13 16 20 22

Organ Findings

[Respiratory system]

trachea Lleukemic cell infiltration 0 0 0 1

lung Lleukemic cell infiltration 0 8 8 ]
metastasis:thyroid tumor 0 0 1 0
metastasistbone tumor 0 0 1 1

[Hematopoietic system]

bone marTow leukemic cell infiltration 0 0 3 2

Lymph node leukemic csll infiltration 1 8 3 3

[Circulatory system]

heart leukemic cell infiltration 0 0 1 0

[Digestive system]

stomach leukemic cell infiltration 0 1 0 1

small intes leukemic cell infiltration 0 1 0 1

large intes leukemic cell infiltration 0 1 0 1

Liver Leukemic cell infiltration 2 7 8 14
metastasis:bone tumor 0 0 1 0

pancreas Lleukemic cell infiltration 0 1 0 1
metastasisismall intestine tumor 1 0 0 0

[Urinary system}

kidney leukemic cell infiltration 0 2 3 0

(JPT150)

BAIS2



STUDY NO. & 0104 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL s RAT F344 DEAD AND ORIBUND ANIMALS (0-105W)

REPORT TYPE : Al .

SEX : MALE PAGE : . 2
Group Name Control 50  ppm 200 ppm 600  ppm
No. of Animals 13 . 16 20 22

Organ Findings

[Urinary system]

urin bladd leukemic cell infiltration 0 1 0 1

[Endocrine system)

pituitary leukemic cell infiltration 0 0 2 0
panc islet metastasis:bone tumor 0 0 0 1
adrenal leukemic cell infiltration 0 0 1 0

[Reproductive system]

epididymis leukemic cell infiltration 0 2 0 1
semin ves leukemic cell infiltration 0 1 0 2
prostate leukemic cell infiltration 0 2 1 2

[Nervous system]

brain leukemic cell infiltration 0 1 0 2

[Special sense organs/appandags]

Harder gl tekemic cell infiltration 0 1 0 1

(JPT150) BAIS2



APPENDIX M 2
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0104 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : 8
Group Name Control 50  ppm 200 ppm 600  ppm
No. of Animals 8 16 16 16

Organ Findings

[Respiratory system]
lung leukemic cell infiltration 3 9 8 g

metastasisiuterus tumor 0 0 1 0

[Hematopoietic system]
bone marrow leukemic cell infiltration 1 0 0 1

lymph node leukemic cell infiltration 1 4 3 3

[Digestive system]
Liver leukemic cell infiltration 3 10 9 11

pancreas Leukemic cell infiltration 0 1 0 0

{Urinary system]

kidney Leukemic cell infiltration 0 3 0 1

[Endocrine system]

adrenal teukemic cell infiltration 1 0 0 1

[Reproductive system]

ovary Leukemic cell infiltration 0 0 0 1
uterus leukemic cell infiltration 0 0 0 2
vagina leukemic cell infiltration 0 0 0 1

[Nervous system]

brain leukemic cell infiltration 0 0 0 2

(JPT150) BAIS2



STUDY NO.  : 0104
ANIMAL * RAT F344
REPORT TYPE : Al

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

SEX ¢ FEMALE PAGE : - 4
Group Name Control 50 ppm 200  ppm 600  ppm
No. of Animals 8 16 16 16

Organ Findings

[Nervous system]

brain metastasis:pituitary tumor 1 1 0 0

[Special sense organs/appandags]

Harder gt leukemic cell infiltration 0 0 0 1

[Body cavities]

peritoneum mefastasis:uterus tumor 0 0 1 0

(JPT150) BAIS2



APPENDIX M 3
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
RAT : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0104
ANINAL ¢ RAT F344
REPORT TYPE : Al

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

SEX ¢ MALE PAGE: 1
Group Name Control 50  ppm 200 ppm 600  ppm
No. of Animals 37 34 30 28

Organ Findings

[Respiratory system]

trachea leukemic cell infiltration 0 0 0 1

lung leukemic cell infiltration 0 1 4 3

[Hematopoietic system]

bone marrow [eukemic cell infiltration 0 0 1 1

lymph node leukemic cell infiltration 0 0 1 0

[Digestive system]

Liver leukemic cell infiltration 4 2 5 3

[Urinary system]

kidney leukemic cell infiltration 2 0 0 0

[Endocrine system]

adrenal leukemic cell infiltration 0 0 0 1

[Reproductive system]

prostate leukemic cell infiltration 0 0 1 0

(JPT150) BAIS2



APPENDIX M 4
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
RAT @ FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0104
ANTHAL ¢ RAT F344
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX ¢ FEMALE PAGE ¢ 2
Group Name Controt 50 ppm 200 ppm 800  ppm
No. of Animals 42 34 34 34

Organ Findines

[Respiratory system]

lung Leukemic cell infiltration 2 2 3 4
metastasis:adrenal tumar 0 0 1 1
metastasis:thyroid tumor 0 1 0 0

[Hematopoietic system]

bone marTow leukemic cell infiltration 0 0 1 0

Lymph node leukemic cell infiltration 0 2 3 1

[Digestive system]

stomach leukemic cell infithration 0 0 1 0

Liver leukemic cell infiltration 4 6 5 7

[Endocrine system]

pituitary Leukemic cell infiltration 0 0 1 0

thyroid leukemic cell infiltration 0 1 0 0

[Nervous system]

brain metastasis:pituitary tumor 0 1 1 0

(JPT150)

BAIS2



APPENDIX M 5
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
MOSUE : MALE : DEAD AND MORIBUND ANIMALS

MOSUE (2-YEAR STUDY)



STUDY NO. @ 0105 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL : NOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 10 ppm 50  ppm 250  pem
No. of Animals 19 15 22 28

Organ Findings

[Respiratory system]

nasal cavit metastasisisuboutis tumor 0 0 0 1

lung leukemic cell infiltration 0 0 1 1
metastasis: Liver tumor 0 3 3 6
metastasis:bone tumor 0 0 1 0

[Hematopoietic system]

bone marrow leukemic cell infiltration 0 2 1 0
metastasis: Liver tumor 1 0 0 0
metastasisiseminal vesicle tumar 1 0 0 0

spleen leukemic cell infiltration 2 2 2 4
metastasis: Liver tumor 1 0 0 0
metastasisiseminal vesicle tumor 1 0 0 0

[Circulatory system]

heart Lleukemic coll infiltration 0 2 0 0

[Digestive system]

‘tongue Lleukemic cell infiltration 0 1 0 0

salivary gl leukemic cell infiltration 0 2 0 1
metastasis: Liver tumor 0 0 0 1

stomach leukemic cell infiltration 0 1 0 1

(JPT150) BAIS2



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al )

SEX s MALE PAGE : . 2
Group Name Control 10 ppm 50 pom 250  ppm
No. of Animals 18 15 22 28

Organ Findings

[Digestive system]

Liver leukemic cell infiltration 2 2 1 2
metastasisisubcutis tumar 0 0 0 1
metastasisibone tumar 0 0 1 0
motastasisiseminal vesicle tumar 1 0 0 0

gall bladd leukemic cell infiltration 0 0 0 1

pancreas teukemic cell infiltration 2 0 1 2

[Urinary system]

kidney leukemic cell infiltration 1 1 0 1
win bladd teukemic cell infiltration 0 1 0 1
metastasis: Liver tumor 1 0 0 0
metastasisisubeutis tumor 0 0 0 1
metastasis:seminal vesicle tumor 0 0 0 1

[Reproductive system]

epididymis leukemic cell infiltration 0 0 0 2
semin ves leukemic cell infiltration 1 0 0 1
prostate leukemic cell infiltration 1 3 0 0

[Musculoskeletal system]

muscle leukemic cell infiltration 0 2 0 0

(JPT150) BAIS2



STUDY NO. @ 0105

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE : . 8
Group Name Cantrol 10 ppm 50 ppm 250 ppm
No. of Animals 18 15 22 28

Organ Findings

[Musculoskeletal system]

muscle metastasistepididymis tumor 0 0 0 1

[Body cavities]

mediastinum leukemic cell infiltration 0 1 0 0

per-itoneum metastasisiseminal vesicle tumor 1 0 0 0

(JPT150) BAIS2



APPENDIX M 6
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
MOSUE : FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. & 0105 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : . 4

Group Name Control 10 pem 50  ppm 250 ppm
No. of Animals 18 20 27 33

Organ Findings

[Integumentary system/appandage]

skin/app letkemic cell infiltration 0 1 1 0

[Respiratory systenm]

nasal cavit metastasisiuterus tumor 0 2 0 1

Llarynx leukemic cell infiltration 0 1 2 0

trachea leukemic cell infiltration 0 0 1 0
metastasisisubcutis tumor 0 1 0 0

lung leukemic cell infiltration 5 3 g 3
metastasis: Liver tumar 0 0 1 0
metastasisiuterus tumor 5 2 4 3

[Hematopoietic system]

bone marrow Lleukemic cell infiltration 3 1 3 3
metastasissuterus tumor 2 4 3 2

Lymph node leukemic cell infiltration 0 0 2 1
metastasis: Liver tumar 0 1 0 0
metastasis:uterus tumor 4 4 5 0

thymus metastasisiuterus tumor 0 0 1 0

spleen Lleukemic cell infiltration 5 3 7 3
metastasis: Liver tumor 0 1 1 0
metastasisiuterus tumor 4 2 3 4

(JPT150) BAIS2



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL ¢ OUSE BDF1 DEAD AND MORIBUND ANIMALS (0~105H)

REPORT TYPE :

SEX ¢ FEMALE PAGE ¢ . 5

Group Name Control 10 ppm 50  ppm 250  ppem
No. of Animals 18 20 27 33

Organ Findings

[Circulatory systen]

heart leukemic cell infiltration 4 1 4 2
metastasisiuterus tumor 1 1 1 0

[Digestive system]

‘tongue leukemic cell infiltration 4 1 5 1
metastasisiuterus tumor 0 0 1 0

salivary gl leukemic cell infiltration 5 2 8 2
metastasis: Liver tumor 0 0 1 0

stomach leukemic cell infiltration 0 1 3 0
metastasis:uterus tumor 0 1 0 0

smatl intes leukemic cell infiltration 0 1 0 0

Liver Lleukemic cell infiltration 6 2 10 5
metastasis:uterus tumor 8 7 7 6
metastasisistomach tumor 1 0 0 0

pancreas Lleukemic coell infiltration 4 1 5 3
metastasisiuterus tumor 2 7 0 2

[Urinary systen]

kidney leukemic csll infiltration 4 2 4 3
metastasis:uterus tumor 3 4 3 0
metastasis:subcutis tumor 0 1 0 0

(JPT150) BAIS2



STUDY NO. : 0105

HISTOLOGICAL FINDINGS : XETASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX + FEMALE PAGE : . 6

Group Name Control 10 pom 50 ppm 250  ppm
No. of Animals 18 20 27 33

Organ_____ Findinos,

[Urinary system]

uin bladd Leukemic cell infiltration 3 2 8 0
metastasisiuterus tumor 0 1 0 0

[Endocrine system]

pituitary metastasisiuterus tumor 0 1 0 0

thyraid leukemic cell infiltration 0 1 1 0

adrenal leukemic cell infiltration 1 0 2 0

[Reproductive system]

vary leukemic cell infiltration 4 3 6 3
metastasis:uterus tumor 4 5 5 3

uterus leukemic cell infiltration 4 1 5 1

vagina leukemic cell infiltration 3 1 5 1

mammary gl leukemic coll infiltration 3 3 5 1

[Neruous system]

brain leukemic cell infiltration 1 0 4 0

spinal cord Lleukemic cell infiltration 0 0 3 0

[Special sense organs/appandage]

eye leukemic cell infiltration 0 1 1 0

Harder gl leukemic cell infiltration 3 2 2 0

(JPT150)

BAIS2



STUDY NO. : 0105
ANTMAL ¢ MOUSE BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-105W)

SEX : FEMALE PAGE : - 7
Group Name Control 10 pem 50  ppm 250 ppm
No. of Animals 18 20 27 33

Organ Findings,

[Special sense oreans/appandage]

Harder gl metastasisiuterus tumor 0 0 0 1

[Husculoskeletal system]

muscle leukemic cell infiltration 2 2 2 3

metastasis:uterus tumar 0 0 0 1

[Body cavities]

peritoneum metastasis:uterus tumor 0 1 0 0

retroperit metastasisiuterus tumor 2 2 1 0

(JPT150) BAIS2



APPENDIX M 7
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
MOSUE : MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0105 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al R

SEX t MALE : PAGE : 1
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 31 35 28 22

Organ Findings

[Respiratory system]
lung leukemic cell infiltration 1 : 0 0 0

metastasis: Liver tumor 2 0 2 2

[Hematopoistic systif]

bone marrow leukemic cell infiltration 0 2 1 0
Lymoh node leukemic cell infiltration 0 0 2 0
metastasisistomach tumor : 0 0 1 0
metastasis:epididymis tumor 0 1 0 0
spleen leukemic cell infiltration 2 3 4 3

[Circulatory system]

heart Leukemic cell infiltration 0 0 1 0

[Digestive system]

salivary gl leukemic cell infiltration 1 0 0 0
stomach leukemic cell infiltration 0 1 0 0
Liver leukemic cetl infiltration 1 1 0 2

motastasis:epididymis tumor 0 1 0 0
pancreas metastasisiseminal vesicle tumor 1 0 0 0

[Urinary system]

kidney leukemic cell infiltration 0 1 1 0

(JPT150) BAIS2



STUDY NO. : 0105
ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al

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

SEX ¢ MALE PAGE : 2
Group Name Control 10 ppm 50  ppm 250  ppm
No. of Animals 31 35 28 22

Organ, Findings

[Urinary system}

kidney metastasistepididymis tumor 0 1 0 0

urin bladd leukemic cell infiltration 1 0 0 0

[Reproductive system]

testis metastasisiepididymis tumor 0 1 0 0

(JPT150)

BAIS2



APPENDIX M 8
HISTOLOGICAL FINDINGS @ NEOPLASTIC LESIONS : SUMMARY
MOSUE : FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.
ANTHAL

¢ 0105
¢ MOUSE BDF1

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Group Name Control 10 ppm 50  ppm 250 ppm
No. of Animals 32 21 22 17

Organ Findings

[Respiratory system]

larymx Lleukemic cell infiltration 1 0 0 0

trachea tetkemic cetl infiltration 1 1 0 0

lung leukemic csll infiltration 5 3 4 0
metastasisisubcutis tumar 1 0 0 0

[Hemataopoietic systenm]

bone marrow leukemic cell infiltration 3 3 3 0

Lymph node leukemic cell infiltration 2 0 2 1

spleen Lleukenic cell infiltration 4 7 5 0

[Circulatory system]

heart teukemic cell infiltration 1 2 1 0

[Digestive system]

torgue leukemic cell infiltration 1 1 0 0

salivary gl teukemic cell infiltration 4 4 4 1

stomach teukemic cell infiltration 3 0 0 0

smatl intes leukemic cell infiltration 0 1 0 0

Liver Lteukemic cotl infiltration 6 4 4 1
metastasisiuterus tumor 1 0 0 0

pancreas Lleukemic cell infiltration 3 2 2 2

(JPT150) BAIS2



STUDY NO.  : 0105
ANIMAL : MOUSE BDF1
REPORT TYPE : A1

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

SEX ¢ FEMALE PAGE : 4
Group Name Control - 10 ppm 50 ppm 250 ppn
No. of Animals 32 27 22 17

Organ Findings

[Urinary system]

kidney leukemic cell infiltration 3 3 1 0

urin bladd leukemic cell infiltration 1 2 3 1

[Endocrine system]

adrenal leukemic cell infiltration 1 0 0 0

[Reproductive system]

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

uterus leukemic cell infiltration 2 2 1 0

vagina teukemic cell infiltration 3 2 0 0

mammary gl teukemic cell infiltration 1 3 2 0

[Nervous system]

brain leukemic cell infiltration 2 0 0 0

spinal cord leukemic cell infiltration 2 0 0 0

[Special sense organs/appandags]

Harder gl teukemic cell infiltration 0 1 0 1

[Musculoskelstal system]

muscle leukemic cell infiltration 1 0 1 0

(JPT150) BAIS2



APPENDIX N1
NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT @ MALE

(2-YEAR STUDY)



STUDY NO. : 0104 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANINAL : RAT F344
REPORT TYPE : Al
SEX s MALE PAGE = 1
Time-related Items Group Name Control 50  ppm 200 ppm 800  ppm
___ Weeks,
0~ 52 NO. OF EXAMINED ANIMALS 0 0 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 ¢ [4] 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
583 - 78 NO. OF EXAMINED ANIMALS 0 2 3 1
NO. OF ANIMALS WITH TUMORS 0 2 3 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 3 0
NO. OF BENIGN TUMORS 0 1 5 0
NO. OF MALIGNANT TUMORS 0 2 3 1
NO. OF TOTAL TUMORS 0 3 8 1
79 - 104 NO. OF EXAMINED ANIMALS 13 14 17 21
NO. OF ANIMALS WITH TUMORS 13 14 17 21
NO. OF ANIMALS WITH SINGLE TUMORS 2 1 4 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 11 13 13 20
NO. OF BENIGN TUMORS 22 27 30 39
NO. OF MALIGNANT TUMORS 8 14 12 23
NO. OF TOTAL TUMORS 30 41 42 62
105 - 105 NO. OF EXAMINED ANIMALS 37 34 30 28
NO. OF ANIMALS WITH TUMORS 37 33 30 28
NO. OF ANIMALS WITH SINGLE TUMORS g 8 8 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 28 25 22 22
NO. OF BENIGN TUMORS 89 71 48 49
NO. OF MALIGNANT TUXORS 13 10 19 17
NO. OF TOTAL TUMORS 82 81 67 86
(HPT070)

BAIS2



STUDY NO. & 0104 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL + RAT F344
REPORT TYPE : Al
SEX : MALE PAGE : 2
Time—related Items Group Name Control 50  ppm ppm 800  pem
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 43 50 50
NO. OF ANIMALS WITH SINGLE TUMORS 11 10 12 8
NO. OF ANIMALS WITH MULTIPLE TUMORS 39 39 38 42
NO. OF BENIGN TUMORS 91 99 83 88
NO. OF MALIGNANT TUMORS 21 26 34 41
NO. OF TOTAL TUMORS 112 125 117 128
(HPT070)

BAIS2



APPENDIX N2
NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT @ FEMALE

(2-YEAR STUDY)



STUDY NO. : 0104

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

ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX : FEMALE PAGE : - 3
Time-related Items Group Name Control 50  ppm 200 pem 800  ppm
Weeks
0- 52 NO. OF EXAMINED ANIMALS 0 0 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS [1} 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 4} 0
53 - 78 NO. OF EXAMINED ANIMALS 0 3 3 1
NO. OF ANIMALS WITH TUMORS 0 3 3 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 2 2 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 1 0
NO. OF BENIGN TUMORS 0 1 3 0
NO. OF MALIGNANT TUMORS 0 3 2 1
NO. OF TOTAL TUMORS 0 4 5 1
79 - 104 NO. OF EXAMINED ANIMALS 8 13 13 15
NO. OF ANIMALS WITH TUMORS 8 13 12 15
NO. OF ANIMALS WITH SINGLE TUMORS 4 7 8 9
NO. OF ANIMALS WITH MULTIPLE TUMORS 4 B 4 [
NO. OF BENIGN TUMORS 7 ] 6 11
NO. OF MALIGNANT TUMORS 6 14 11 14
NO. OF TOTAL TUMORS 13 23 17 25
106 - 105 NO. OF EXAMINED ANIMALS 42 34 34 34
NO. OF ANIMALS WITH TUMORS 24 24 21 18
NO. OF ANIMALS WITH SINGLE TUMORS 15 14 14 14
NO. OF ANIMALS WITH MULTIPLE TUMORS 9 10 7 4
NO. OF BENIGN TUMORS 31 29 20 14
NO. OF MALIGNANT TUMORS 8 11 11 8
NO. OF TOTAL TUMORS 39 40 31 22

(HPT070)

BAIS2



STUDY NO. : 0104 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : . 4
Time-related Items Group Name Control 50  ppm 200 pem 800 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 32 40 36 34
NO. OF ANIMALS WITH SINGLE TUMORS 19 23 24 24
NO. OF ANIMALS WITH MULTIPLE TUMORS 13 17 12 10
NO. OF BENIGN TUMORS 38 39 29 25
NO. OF MALIGNANT TUMORS 14 28 24 23
NO. OF TOTAL TUMORS 52 87 53 48
(HPT070)

BAIS2



APPENDIX N3
NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
MOSUE : MALE

(2-YEAR STUDY)



A

STUDY NO. @ 0105 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ HOUSE BDF1
REPORT TYPE : Al
SEX ¢ MALE PAGE : ‘ 1
Time-related Itens Group Name Control 10 pem 50  ppm 250  ppm
Weoeks
0 - 52 NO. OF EXAMINED ANIMALS 4 1 2 1
NO. OF ANIMALS WITH TUMORS 0 1 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 i 0 0
NO. OF BENIGN TUMORS 0 1 0 0
NO. OF MALIGNANT TUMORS 0 1 0 0
NO. OF TOTAL TUMORS 0 2 0 0
53 - 78 NO. OF EXAMINED ANIMALS 2 2 5 3
NO. OF ANIMALS WITH TUMORS 2 0 3 3
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 1 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 2 2
NO. OF BENIGN TUMORS 1 0 1 1
NO. OF MALIGNANT TUMORS 2 0 4 5
NO. OF TOTAL TUMORS 3 0 5 6
79 - 104 NO. OF EXAMINED ANIMALS 13 12 15 24
NO. OF ANIMALS WITH TUMORS 10 7 11 22
NO. OF ANIMALS WITH SINGLE TUMORS 6 5 3 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 4 2 8 15
NO. OF BENIGN TUMORS 5 2 8 16
NO. OF MALIGNANT TUMORS 10 8 14 26
NO. OF TOTAL TUMORS 15 10 20 42
105 - 105 NO. OF EXAMINED ANIMALS 31 35 28 22
NO. OF ANIMALS WITH TUMORS 21 26 18 21
NO. OF ANIMALS WITH SINGLE TUMORS 12 17 11 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 9 9 8 14
NO. OF BENIGN TUMORS 15 25 12 22
NO. OF MALIGNANT TUMORS 18 14 18 22
NO. OF TOTAL TUMCRS 33 39 31 44
(HPT070) BAIS2



STUDY NO. : 0105 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

ANIMAL : MOUSE BDF1

REPORT TYPE : Al

SEX ¢ MALE PAGE : . 2

Time-related Items Group Name Control 10 ppm 50  ppm 250  ppm

. Weeks,

0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50

NO. OF ANIMALS WITH TUMORS 33 34 33 46
NO. OF ANIMALS WITH SINGLE TUMORS 19 22 15 15
NO. OF ANIMALS WITH MULTIPLE TUMORS 14 12 18 31
NO. OF BENIGN TUMORS 21 28 18 39
NO. OF MALIGNANT TUMORS 30 23 37 53
NO. OF TOTAL TUMORS 51 51 56 92

(HPTO70)

BAIS2



APPENDIX N4
NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
MOSUE : FEMALE

(2-YEAR STUDY)



STUDY NO. : 0105 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ MOUSE BDF1
REPORT TYPE ¢ Al
SEX ¢ FENALE PAGE : = 3
Time-related Itens, Group Name Cantrol 10 ppm 50 ppm 250 ppm
Weeks.
0~ 52 NO. OF EXAMINED ANIMALS 0 0 1 0
NO. OF ANIMALS WITH TUMORS 0 0 1 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 1 0
NO. OF TOTAL TUMORS 0 0 1 0
53 - 78 NO. OF EXAMINED ANIMALS 4 5 4 1
NO. OF ANIMALS WITH TUMORS 3 3 2 0
NO. OF ANIMALS WITH SINGLE TUMORS 3 3 2 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 1 0 0
NO. OF MALIGNANT TUMORS 3 2 2 0
NO. OF TOTAL TUMORS 3 3 2 0
79 - 104 NO. OF EXAMINED ANIMALS 14 15 22 32
NO. OF ANIMALS WITH TUMORS 13 14 21 32
NO. OF ANIMALS WITH SINGLE TUMORS 10 7 17 12
NO. OF ANIMALS WITH MULTIPLE TUMORS 3 7 4 20
NO. OF BENIGN TUMORS 4 9 4 25
NO. OF MALIGNANT TUMORS 14 13 23 33
NO. OF TOTAL TUMORS 18 22 27 58
105 - 105 NO. OF EXAMINED ANIMALS 32 27 22 17
NO. OF ANIMALS WITH TUMORS 22 20 15 15
NO. OF ANIMALS WITH SINGLE TUMORS 11 13 [ 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 11 7 g g
NO. OF BENIGN TUMORS 20 14 13 18
NO. OF MALIGNANT TUMORS 17 13 13 11
NO. OF TOTAL TUMORS 37 27 26 27
(HPT070)

BAIS2



STUDY NO. : 0105 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIHAL ¢ MOUSE BDF1
REPORT TYPE ¢ Al
SEX : FEMALE PAGE : - 4
Time-related I'tems Group Name Cantrol 10 pom 50 ppm 250  ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 47 48 50
NO. OF ANIMALS WITH TUMORS 38 37 39 47
NO. OF ANIMALS WITH SINGLE TUMORS 24 23 26 18
NO. OF ANIMALS WITH MULTIPLE TUMORS 14 14 13 28
NO. OF BENIGN TUMORS 24 24 17 41
NO. OF MALIGNANT TUMORS 34 28 33 44
NO. OF TOTAL TUMORS 58 52 56 85
(BPT070)

BAIS2



APPENDIX O 1

NEOPLASTIC LESIONS-INCIDENCE AND TIME OF TUMOR OCCURRENCE
RAT @ MALE

(2-YEAR STUDY)



STUDY NO. & 0104 NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTMAL + RAT F344

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1
Group Name Control 50  ppm 200 ppm 800  ppm

Organ Findings NO. (B NO. NO. (B NO. (B

63
(Initial - Final) (Initial - Final)

(Initial - Final)

(Initial - Final)

[Intesumentary system/appandage]

skin/app keratoacanthoma
tricho lemoma
subcutis fibroma
Lipoma

granular cell tumor

Lleiamyosarcoma

schwannomasmalisnant

sarcoma:NOS

[Respiratary system]
lung bronchiolar-alueslar adenoma
[Hematopoietic system]

thymus ‘thymomasbenign

0 1 (2
( 91W)
0 0
1 (2 5 (10)
(105W) ( 92 - 105W)
0 0
0 0
0 0
0 0
0 0
0 2 (4
(105W)
1 (2 1 (2
(105W) (105W)

(2
(100W)

(8
(77 - 105W)

(2
(1051)

(2
{ 790

(2
(105W)

( 2)
(105W)

(2
(105W)

1 (2
(105W)

5 (10)
(100 - 105W)

1 (2
( 98%)

2 (4
( 63 - 105W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. : 0104 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 50  ppm 200 ppm 600  ppm
Organ Findings NO. (B NO. (B NO. (B NO. ()
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Hematopoietic system]
spleen mononuclear cell leukemia 11 (22) 14 (28) 22 ( 44) 27 ( 54)
(104 ~ 105W) ( 81 - 105W) ( 70 - 105W) ( 81 - 105W)
[Digestive system]
‘tongue papi LLoma 0 0 0 1 (2
(101W)
stomach keratoacanthoma 0 0 0 1 (2
(105W)
small intes Leiomyosarcoma 1 (2 0 0 1 (2
( o4 ( 98W)
Liver hepatocel lular adenoma 3 ( 8) 0 0 2 (49
( 84 - 105W) (105W)
cholangiocel lular adenoma 1 (2 0 0 0
(105W)
cholangiocellular carcinoma 1 (2 0 1 (2 0
(105W) (105%)
[Urinary system]
kidney Liposarcoma 0 0 0 1 (2
( 98W)
renal cell carcinoma 1 (2 2 (4 1 (2 2 (o
(105%) (102 - 105W) (101W) (100 - 105W)
uin bladd papilloma 0 1 (2 0 0
(105W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAISZ



STUDY NO. : 0104 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢ RAT F344 .

REPORT TYPE : Al

SEX ¢ MALE PAGE : - 3
Group Name Control 50 ppm 200 ppm 600  pem

Organ Findings . B NO. (B No. (D) NO

(Initial - Final) (Initial - Fimal)

(Initial - Final)

()
(Initial - Final)

[Urinary system]

urin bladd transitional cell papilloma

[Endocrine system]

pituitary adenama
thyroid C-cell adenoma
follicular adenoma
C-cell carcinoma
follicular adenocarcinoma
panc islet adenoma
adenacarcinoma
adrenal pheochromocy toma

cortical adenoma

pheachramocytomasmalignant

0 1 (2
{100W)
16 (32) 16 (32)
( 84 - 105W) ( 92 ~ 105W)
6 (12) 10 ( 20)
(105W) ( 83 - 105W)
0 0
1 (2 1 (2
(105W) (100W)
0 3 ( 6)
(102 - 105W)
3 (6 4 (8
(105W) (105W)
1 (2 0
(104W)
8 (18) 5 (10)
(104 - 105W) ( 92 - 105W)
0 2 ( 4)
(105W)
1 (2 1 (2
( 90W) ( 87W)

1
( 36) 15
( 70 ~ 105W)
( 14) 3
( 92 - 105W)

1
( 8) 0
(104 - 105W)

0
(2) 3
( 99W)
(2 1
(105W)
( 8 3
( 96 - 105W)

0
(2 2
(105W)

(2
( 97W)

(30)
( 82 - 105W)

( 8
( 86 - 1041)

(2
(100W)

8)
{ 84 - 105W)

(2
( 99

(8
( 95 - 105)

(8
(103 ~ 104W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO.
ANTMAL

¢ 0104
* RAT F344

NEOPLASTIC LESIONS ~ INCIDENCE AND TIME OF TUMOR OCCURRENCE

REPORT TYPE : Al
SEX : MALE PAGE : - 4
Graup Name Control 50  ppm 200 ppm 600  pcm
Organ Findings N, & No. (B No. B NO. (D)
(Initial - Final) (Initial - Final) (Initial - Final) (Initiat - Final)
[Endocrine system]
adrenal cortical adenocarcinoma 0 0 0 1 (2
(105W)
[Repraductive system]
testis interstitial cell tumor 47 ( 94) 46 ( 92) 45 ( 80) 48 ( 96)
( 83 - 105W) ( 67 ~ 105W) ( 74 - 105W) ( 81 - 105W)
prostate adenoma 0 0 0 2 (4
(105W)
mammary sl adenoma 1 (2 0 1 (2 1 (2
(104W) (105W) ( o8w)
fibroadenoma 2 (4 2 4) 0 0
( 88 ~ 105W) (102 - 105W)
adenocarcinoma 0 0 0 1 (2
(105W)
prep/cli gl adenama 1 (2 3 ( 8) 2 (&) 0
(105W) (105W) (86 - 104W)
squamous cell carcinoma 0 0 0 2 (4
(100 - 105W)
[Neruous system]
brain glioma 2 (4 0 0 0
( 83 - 105%)
[Special sense organs/appandags]
Zymbal gl adenoma 1 (2 0 0 0
(105W)
NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals) (Initial - Final):Dead or Sacrificed Wesk of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. @ 0104 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANIMAL : RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Control 50  ppm 200 ppm 600  pom
Organ Findings NO. (D) NO. B NO. (B NO. (D)
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Special sense organs/appandage]
Zymbal gl squamous cell carcinoma 0 0 1 (2 0
(100W)
adenacarcinoma 0 1 (2 0 0
(108W)
[Musculoskeletal system]
muscle Leiomyosarcaona 1 (2 0 0 0
( 94W)
bone osteosarcona 0 1 (2 1 (2 1 (2
( 81W) ( 744) ( 99W)
{Body cavities]
pleura mesothelioma 1 (2 0 0 0
( 92W)
mediastinum schwannomasmal ignant 0 1 (2 0 0
( 65W)
peritoneum mesothelioma 0 1 (2 0 0
( 98w
retroperit schwannomasmal ignant 0 1 ( 2) 0 0
(105W)
NO. (%) :Number of Tunor - Bearing Animals (% of Examined Animals) (Initial = Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



APPENDIX O 2

NEOPLASTIC LESIONS-INCIDENCE AND TIME OF TUMOR OCCURRENCE
RAT @ FEMALE

(2-YEAR STUDY)



STUDY NO. : 0104

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL T RAT F344
REPORT TYPE : Al
SEX : FEMALE PAGE : . 6
Group Name Control 50  ppm 200 ppm 800  ppm
Organ Findinss, NO. (B NO. (B NO. (B NO. (B
(Initial - Final) (Initial - Final) (Initial - Final) (Initiat - Final)
[Integunentary system/appandage]
skin/app papiLloma 0 0 0 1 (2
( 91W)
subeutis fibroma 0 0 2 (4 2 (4
(105W) ( 93 - 105W)
schwannoma 0 1 (2 0 0
{ 708)
sarcoma:NOS 0 1 (2 0 0
(105W)
[Respiratory system]
nasal cavit papi L Loma 0 0 0 1 (2
(105W)
lung bronchiolar-alueolar adenoma 2 (4 0 0 0
(105%)
bronchiolar-alueolar carcinoma 0 0 1 (2 0
(1054)
[Hematopoistic system]
spleen hamartoma 0 0 0 1 (2
(102W)
mononuclear cell leukemia 10 ( 20) 17 ( 34) 16 (32) 19 ( 38)
(100 - 105W) ( 86 - 105W) ( 74 - 105W) ( 70 - 105W)
hemangicendothelioma 1 (2 0 0 0
( 81W)

NO. (%) :Number of Tumor - Bearing Animals

(% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. ¢ 0104 NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL : RAT F344

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : - 7
Group Name Control 50  ppm 200 ppm 800  pom

Organ Findings NO. B NO No. B NO. (%

¢4
(Initial - Final) (Initial - Final)

(Initial - Final)

(Initial - Final)

[Digestive system]

oral cavity keratoacanthoma
small intes adencma
Liver hepatocellular adenoma

cholangiocel lular adenoma

cholangiocellular carcinoma

[Urinary system]

kidney renal cell carcinoma

urin bladd transitional cell papilloma

[Endacrine system]

pituitary adenoma
adenacarcinoma
thyroid C-cell adenoma

1 (2 0
{105W)
0 0
0 0
1 (2 0
(102W)
1 (2 0
(105W)
0 0
0 1 (2
(105W)
12 ( 24) 16 (32)
( 93 - 105W) ( 89 - 105W)
1 (2 2 (4
(100W) (103 - 105W)
4 ( 8 2 (4
(104 - 105W) (104 - 105W)

(2
(103W)

(2
(1085W)

( 32)
(70 - 105H)

{2
(105W)

(2
{ 92w)

1 (2
( 84m)

11 (22
( 79 - 105W)

3 { 86)
(105W)

NO. (%) :Number of Tumor — Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. ¢ 0104

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢ RAT F344

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : - 8
Group Name Control 50  ppm 200 ppm 600  ppm

Organ Findings NO. (B NO. (%) 63} NO. (B

(Initial - Final) (Initial = Final)

(Initiat - Final) (Initial - Firal)

[Endocrine system]

thyroid follicular adenoma
G-cell carcinoma
follicular adenocarcinoma

panc islet adencma

adrenal pheochromocytoma

cortical adenoma

pheochromocytoma:mal ignant

[Reproductive system]
uterus endometrial stromal polyp
osteogenic sarcoma

schwannoma:mal ignant

endometrial stromal sarcoma

1 ( 2) 0
(105H)
1 (2 3 ( 8) .
(105W) (103 - 105%)
0 1 (2
{ 79%)
0 1 (2
(105W)
1 (2 1 (2
(105W) (105W)
0 1 (2
( 850
0 1 ( 2
( 70W)
8 (16) 3 ( 8)
(102 - 105W) ( 96 - 105W)
0 0
0 1 (2
( 93w
0 0

0

1 (2

( 93W)

(2 0
(105W)

0
(2 2 (4
(105%) (105W)
(9 1 (2
(104 - 105W) (105W)
(2 1 (2
(105W) (105W)
(4 3 (8
( 74 - 105W) ( 93 - 105W)
(2 0
( 92w

1 (2

( 91W)

(4 0
(69 - 79W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. ¢ 0104 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTMAL ¢ RAT F344

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: - 9
Group Name Control 50  ppm 200 ppm 600  ppm

Organ Findings No. & NO. NO NO. ()

63
(Initial - Final) (Initial - Final)

. B
(Initial - Final)

(Initial = Final)

[Reproductive system]

mammary gl adenoma
fibroadenoma
adenacarcinoma

prep/cli gl adencma

sauamous cell carcinoma

[Nervous system]
brain glioma
[Special sense organs/appandags]

Zymbal gl adenoma

4 (8 0
(100 - 106W)
3 (8 13 ( 28)
(105W) ( 80 - 105W)
0 1 (2
( 97w)
0 0
0 1 (2
( 97w)
0 0
1 (2 0
(104W)

(2
(105W)

(2
(105W)

(2
( 95W)

(2
( 8am

NO. (%) :Number of Tumor - Bearing Animats (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Wesk of Tumor Bearing Animats

(HPT110)

BAIS2



APPENDIX O 3

NEOPLASTIC LESIONS-INCIDENCE AND TIME OF TUMOR OCCURRENCE
MOSUE: MALE

(2-YEAR STUDY)



STUDY NO. : 0105

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL : MOUSE BDF1
REPORT TYPE : Al
SEX s MALE PAGE = 1
Group Name Control 10 pem 50  ppm 250  ppm
Organ Findings No. & NO. B NO. (B NO. (%)
(Initial = Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Inteaumentary system/appandage]
subcutis hemangioendotheliomasbenion 1 (2 0 1 (2 0
( 97TW) ( 82wW)
histiocytic sarcoma 0 0 0 1 (2
{ 85W)
mastecytoma:malignant 0 0 1 (2 0
(1054)
brown fat hemangioendothelioma 0 0 0 1 (2
(105W)
[Respiratory system]
lung bronchiolar~-alveolar adenoma 9 (18) 7 (14) 5 (10) 4 8)
(104 - 105W) (105W) ( 94 ~- 105W) ( 82 ~ 105%)
bronchiclar-alueolar carcinoma 2 (4 3 (8 3 (8 0
(102 - 105W) (101 - 105W) ( 82 - 105W)
[Hematopoietic system]
lymph node malishant lymphoma g (18) 7 (14) 7 (14) g (18
(77 - 105W) ( 89 - 105W) ( 76 — 105W) ( 86 - 105W)
masteytomasmalignant 0 1 (2 0 2 (4
(105W) ( 99 - 105W)
spleen hemangioendathel iomatbenisn 1 (2 1 (2 0 1 (2
(105H) (105H) { 98W)
malishant lymphoma 1 (2 0 0 0
(105W)

NO. (%) :Number of Tumor - Bearing Animals (¥ of Examined Animals)

(Initial = Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2




A

STUDY NO. = 0105

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTHAL : MOUSE BDF1
REPORT TYPE : Al
SEX s MALE PAGE : . 2
Graup Name Control 10 ppm 50  ppm 250  ppm
Organ Findings, No. B NO. (%) No. (%) NO. (%)
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Hematopoisetic system]
soleen masteytomaimalignant 1 (2 0 1 (2) 0
(105W) (105W)
hemangioendothelioma 1 (2 1 (2 3 (8 5 (10)
(105W) ( 91%) (88 - 95W) ( 86 - 105W)
[Circulatory system]
heart hemangicendothelicma 0 0 1 (2 0
( 94w)
[Digestive system)
stomach papiLloma 0 1 (2 0 0
( 39W)
carcinoid tumorimalignant 0 0 1 (2 0
(105W)
small intes adenacarcinoma 1 (2 0 0 0
(105W)
Liver hepatocel lular adenoma 7 (14) 13 ( 26) 8 (16) 26 (52)
(76 - 105W) ( 85 - 105W) ( 76 ~ 105W) (75 - 105W)
histiocytic sarcoma 2 (4 0 1 ( 2) 1 (2
(76 - 96W) (105W) (100W)
hemangicendothelioma 1 (2 1 (2 5 (10) 5 (10)
(103W) ( 91%) ( 88 ~ 105W) ( 92 - 105W)
hepataocellular carcinoma 7 (14) 8 (18) 12 (24) 25 ( 50)
( 97 ~ 105W) ( 98 - 105W) (74 - 105W) ( 86 - 105W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. : 0105 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANINAL s MOUSE BDF1
REPORT TYPE : Al
SEX : MALE PAGE : . 3
Group Name Control 10 ppm 50  ppm 250  ppm
Organ Findings NO. (B No. B No. (B NO. (B
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Digestive system]
Liver hepatoblastona 0 1 (2 0 0
(105W)
[Urinary system]
kidney renal cell adenoma 0 1 (2 0 0
(105W)
renal cell carcinoma 0 0 1 (2 0
(105W)
uin bladd leiomyoma 0 1 (2 0 0
(105%)
[Endocrine system]
pituitary adenoma 0 1 (2 2 (4 0
(105W) (105W)
panc islet islet cell adencma 1 (2 0 1 (2 0
(102) (105W)
[Reproductive system]
epididymis histioeytic sarcoma 1 (2 1 (2 0 1 (2
’ {105W) (105W) { 88W)
semin ves histiocytic sarcoma 3 (8 0 0 1 (2
(102 - 105W) ( 66W)
[Special sense organs/appandags]
Harder gl adenona 2 (4 2 (4 2 (4 8 (18)
(105W) (101 - 105W) ( 89 - 103%W) ( 92 - 105W)

NO. (%) :Nuwber of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. = 0105 NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANINAL : MOUSE BDF1

REPORT TYPE : Al X
SEX ¢ MALE PAGE : - 4

Group Name Control 10 ppm 50  ppm 250  ppm
Organ Findings, N, B NO. B NO. (B NO. (D)
(Initial - Final) (Initial = Final) (Initial - Final) (Initial - Final)

[Musculoskelstal system]

bone osteosarcoma ) 0 1 (2 0
( 948)
[Body cavities]
peritoneum hemangioendothelioma 1 (2 0 0 0
{103W)

adipose hemangioendothelioma 0 0 0 1 (2

( 92W)
[ALL other systems]
other schwannoma 0 1 ( 2) 0 0

(105W)
histiocytic sarcoma 0 0 0 1 (2

(1050)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals) (Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110) BAIS2



APPENDIX O 4

NEOPLASTIC LESIONS-INCIDENCE AND TIME OF TUMOR OCCURRENCE
MOSUE : FEMALE

(2-YEAR STUDY)



STUDY NO.

: 0105 NEOPLASTIC LESIONS ~ INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANINAL + MOUSE BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : . 5
Group Name Control 10 ppm 50  ppm 250  pem
Organ____ Findines . & NO. (B NO. (B No. B
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Intesumentary system/appandage]
skin/app keratoacanthoma 0 0 1 (2 0
(108W)
stbcutis leiomyosarcoma ‘ 1 (2 0 0 0
(105W)
schwannoma:malisnant 0 1 (2 0 0
(104%)
sarcoma:NOS 0 1 (2 0 0
{ 75W)
hemangioendothelioma 0 0 1 (2 2 (4
(105W) (103 - 105W)
brown fat hemangicendothelioma 1 (2 0 0 0
(105W)
[Respiratory system]
lung bronchiolar-alveslar adenoma 5 (10) 2 (4 0 1 (2
(100 - 105W) (101 - 105W) (1054}
bronchiolar-alueclar carcinoma 0 0 2 4) 1 (2
{100 - 105W) (105%)
[Hematopoietic system]
lymph node malighant Lymphoma 14 (28) 10 (20 186 ( 33) 10 (20)
(74 - 105W) ( 95 - 105W) (75 ~ 105W) ( 82 - 105W)
mastcytomaimalignant 0 1 (2 0 0
(105W)

NO. (%) :Number of Tumor — Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO. : 0105 NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ . 6
Group Name Controt 10 ppm 50 ppm 250 ppm
Organ, Findines No. B NO. (B No. (B NO. (%)
(Initiat - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Hematopaietic system]
spleen matighant Lymphoma 3 (8 1 (2) 5 (10) 3 6)
(105W) ( 98W) ( 82 ~ 105W) (103 — 105W)
hemangioendothelioma 0 0 0 1 ( 2)
( 94
[Digestive system]
tonoue papi L Loma 1 (2 0 0 1 (2
(105W) (105W)
stomach papi L loma 0 0 1 (2 0
(105%)
squamous cell carcinoma 1 (2 0 0 0
(100W)
Liver hepatocellular adenoma 3 ( 86) 3 (8 7 (14) 26 ( 52)
(105W) (105W) (104 - 105%) { 83 - 105W)
cholangiocsl lular adenoma 0 1 (2 0 0
( 82#)
histiocytic sarcoma 1 (2 1 (2 1 (2 0
(105W) ( 94w { 40W)
hemangioendothel ioma 0 0 0 1 (2
( 94W)
hepatacellular carcinoma 0 0 0 14 (28)
( 83 - 105W)
{Endocrine systen]
pituitary adenoma 9 (18) 11 ( 28) 4 ( 8 9 (18)
(100 - 105W) ( 68 - 105W) ( 85 ~ 105W) ( 91 - 105W)

NO. (%) :Number of Tumar - Bearing Animals (¥ of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



STUDY NO.  : 0105
ANIMAL ¢ HOUSE BDF1
REPORT TYPE : Al

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

SEX : FEMALE PAGE : 7
. Group Name Caontrol 10 ppm 50 - ppm 250 pem
Organ Findings NO. () No. B §o. &) NO. B
(Initial = Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Endocrine system]
pituitary adenocarcinoma 1 (2 0 1 (2 0
(104W) (103%)
[Reproductive system]
ouary cystadenoma 2 (4 2 (4 1 (2 1 (2
(105W) (95 - 104W) (105W) (104%)
hemangioendothslioma 0 0 1 (2 0
(105W)
granulosa-theca cell tumor:malignant 0 0 1 (2 0
(105%)
uterus endometrial stromal polyp 0 1 (2 0 1 (2
(105W) ( 95W)
histiocytic sarcoma 11 (22) 12 ( 26) 10 (20) 11 (22)
( 68 - 105W) ( 83 - 105W) ( 54 - 105W) ( 81 - 105W)
hemangigendothelioma 0 0 0 1 ( 2)
( 24W)
vagina papi Lloma 0 1 (2 0 0
( 98W)
mammary gl adenocarcinoma 1 (2 1 (2 1 (2 0
(105W) (105W) (104W)
[Special sense organs/appandage]
Harder gt adenoma 4 ( 8 3 (8 3 (8 2 (4
(105W) ( 96 - 105W) (100 - 105W) (91 - 105W)

NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals)

(Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals

(HPT110)

BAIS2



APPENDIX P 1
NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
RAT @ MALE

(2-YEAR STUDY)



STUDY No. : 0104

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : RAT F344
SEX : MALE PAGE : 1
Group Name Control 50 ppm 200 ppm 600  ppm

SITE : subcutis
TUMOR : Fibroma

Overall Rates(a) 1/50( 2.0) 5/50( 10.0) 3/50( 6.0) 5/50( 10.0)

Adiusted Rates(b) 2.70 9.09 6.67 14.71

Terminal Rates(c) 1/87( 2.7 2/34( 5.9) 2/30( 6.7) 4/28( 14.8)

Standard Rates(d) P = 0.8056

Prevalence Rates{d) P = 0,0757

Combind analysis(d) P = 0.1231

Cochran-Armitage Test{e) P = 0.3032

Fisher Exact Test(e) P = 0.1210 P = 0.3235 P = 0.1210
SITE : spleen

Ouerall Rates(a)

TUMOR : monornuclear cell leukemia

11/50( 22.0)

14/50( 28.0)

22/50( 44.0)

27/50( 54.0)

Adjusted Rates(b) 24,32 17.65 40.00 492.88
Terminal Rates(c) 9/37( 24.3) 8/34( 17.6) 12/30( 40.0) 12/28( 42.9)
Standard Rates(d) P = 0.0022%%
Prevalence Rates(d) P = 0.0104%
Combind analysis(d) P = 0,0001%x
Cochran-Armitage Test(e) P = 0,0005%x
Fisher Exact Test(e) P = 0.8777 P = 0.0707 P = 0.0201x
SITE ¢ Liver
TUMOR : hepatocellular adenoma
Ouerall Rates(a) 3/50( 6.0) 0/50( 0.0) 0/50( 0.0) 2/50{ 4.0)
Adjusted Rates(b) 6.12 0.0 0.0 7.14
Terminal Rates(c) 1/87( 2.7) 0/34( 0.0) 0/30( 0.0) 2/28( 7.1)
Standard Rates(d) P=-—-
Prevalence Rates(d) P = 0.3529
Combind analysis{d) P=——
Cochran-Armitage Test(e) P = 0.7915
Fisher Exact Test(e) P = 0.1325 P =0.1325 P = 0.4909

(HPT3604)

BAIS2



STUDY No. : 0104
ANIHAL ¢ RAT F344
SEX ¢ MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 2
Group Name Control 50  ppm 200 ppm 600  ppm
SITE : pituitary gland
TUMOR : adenoma
OQuerall Rates(a) 16/50( 32.0) 16/50( 32.0) 18/50( 36.0) 15/50( 30.0)
Adjusted Rates(b) 27.91 33.33 30.43 32.35
Terminal Rates(c) 9/37( 24.3) 11/34( 82.4) 8/30( 26.7) 8/28( 32.1)
Standard Rates(d) P = 0.8149
Prevalence Rates(d) P = 0.4215
Combind analysis(d) P = 0.5969
Cochran-Armitage Test(e) P = 0.7915
Fisher Exact Test(e) P = 0.4197 = 0.4613 P = 0.4805
SITE @ pituitary gland
TUMOR : adenoma,adenocarcinoma
Ouerall Rates(a) 16/50( 32.0) 16/50( 32.0) 18/50( 36.0) 15/50( 30.0)
Adjusted Rates(b) 27.91 33.33 30.43 32.35
Terminal Rates(c) 9/37( 24.3) 11/34( 32.4) 8/30( 26.7) 9/28( 32.1)
Standard Rates(d) P = 0.8149
Prevalence Rates(d) P = 0.4215
Combind analysis(d) P = 0.5369
Cochran-Armitage Test(e) P = 0.7815
Fisher Exact Test(e) P = 0.4197 P = 0.4613 P = 0.4805
SITE : +thyroid
TUMOR : C-cell adenoma
Ouverall Rates(a) 6/50( 12.0) 10/48( 20.4) 7/50( 14.0) 3/50( 6.0)
Adjusted Rates(b) 18.22 26.47 17.65 6.67
Terminal Rates(c) 6/37( 16.2) 9/34( 26.5) 5/30( 16.7) 0/28( 0.0)
Standard Rates(d) Pz ————
Prevalence Rates(d) P = 0.9289
Combind analysis(d) P =~
Cochran-Armitage Test(e) P = 0.0996
Fisher Exact Test(e) P = 0.2440 P = 0.4863 P = 0.2728

(HPT3604)

BAIS2




STUDY No. : 0104
ANTHAL ¢ RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ MALE PAGE 3
Group Name Control 50  ppm 200 ppm 600  ppm
SITE : thyroid
TUMOR ¢ C-cell carcinoma
Ouerall Rates(a) 1/50( 2.0) 1/48( 2.0) 8/50( 8.0) 0/50( 0.0)
Adjusted Rates(b) 2.70 2.38 9.38 0.0
Terminal Rates(c) 1/37( 2.7) 0/34( 0.0) 2/30( 6.7) 0/28( 0.0)
Standard Rates(d) Pz
Prevalence Rates(d) P = 0.7164
Combind analysis{(d) P2
Cochran-Armitage Test{e) P = 0.4236
Fisher Exact Test(e) P = 0.2525 P =0.3235 P = 0.4950
SITE ¢ thyroid
TUMOR : follicular adenocarcinoma
Ouerall Rates(a) 0/50( 0.0) 3/48( 6.1) 0/50( 0.0) 0/50( 0.0)
Adjusted Rates(b) 0.0 7.69 0.0 0.0
Terminal Rates(c) 0/37( 0.0) 2/34( 5.9) 0/30( 0.0) 0/28( 0.0)
Standard Rates(d) P=e——
Prevalence Rates(d) P = 0.8617
Combind analysis(d) P=-—
Cochran-Armitage Test(e) P = 0.2268
Fisher Exact Test{e) P = 0.1287 P = 0.5000 P = 0.5000
SITE : thyroid
TUMOR : C-cell adenoma,C-cell carcinoma
OQuerall Rates(a) 7/50( 14.0) 11/49( 22.4) 10/50( 20.0) 3/50( 8.0)
Adjusted Rates(b) 18.92 26.47 26.47 6.67
Terminal Rates(c) 7/37( 18.9) 9/34( 26.5) 7/30( 23.3) 0/28( 0.0)
Standard Rates(d) P=——-
Prevalence Rates(d) P = 0.9548
Combind analysis(d) Pz e
Cochran-Armitage Test(e) P = 0.0807
Fisher Exact Test(s) P = 0.2584 P = 0.3417 P = 0.1817

(HPT3604)

BAIS2



STUDY No. : 0104
ANIMAL * RAT F344

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

SEX : MALE PAGE : 4
Group Name Control 50  ppm 200  ppm 600 pom
SITE : +thyroid
TUMOR : follicular adenoma,faollicular adenocarcinoma
Ouerall Rates(a) 0/50( 0.0) 3/49( 6.1) 0/50( 0.0) 1/50( 2.0)
Adjusted Rates(b) 0.0 7.68 0.0 2.9
Terminal Rates(c) 0/37( 0.0) 2/34( 5.9) 0/30( 0.0) 0/28( 0.0)
Standard Rates(d) = —
Prevalence Rates(d) P = 0.4866
Combind analysis(d) = ——
Cochran-Armitage Test(e) P = 0.8250
Fisher Exact Test(e) P =0.1287 P = 0.5000 P = 0.49850
SITE : pancreas islet
TUMOR : adenoma
Overall Rates(a) 3/50( 6.0) 4/50( 8.0) 1/50( 2.0) 3/50( 8.0)
Adjusted Rates(b) 8.11 11.76 2.50 8.52
Terminal Rates(c) 3/37( 8.1) 4/34( 11.8) 0/30( 0.0) 1/28( 3.8)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.5178
Combind analysis{d) Pz
Cochran-Armitage Test(e) P = 0.8563
Fisher Exact Test(e) P = 0.48%5 P = 0.3235 P = 0.3392
SITE ¢ pancreas isltet
TUMOR : adenoma,adenocarcinoma
Querall Rates(a) 4/50( 8.0) 4/50( 8.0) 2/50( 4.0) 4/50{ 8.0)
Adjusted Rates(b) 10.53 11,76 5.00 8.70
Terminal Rates(c) 3/37( 8.1) 4/34( 11.8) 1/30( 3.3) 1/28( 3.6)
Standard Rates(d) P = -
Prevalence Rates{d) P = 0.4371
Combind analysis{d) P = e
Cochran-Armitage Test(e) P = 0.9765
Fisher Exact Test(e) P = 0.3578 P = 0.3574 P = 0.8579

(HPT3604)

BAIS2



STUDY No. : 0104
ANIMAL * RAT F3i4
SEX ¢ MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 5
Group Name Cantrol 50  ppm 200 ppm 800  ppm
SITE : adrenal gland
TUMOR : pheochromocytoma
Ouerall Rates(a) 8/50( 16.0) 5/50( 10.0) 3/50( 6.0) 3/50( 6.0)
Adjusted’ Rates(b) 20.00 11,11 7.14 7.14
Terminal Rates{c) 7/37( 18.9) 2/34( 5.9) 1/30( 3.3) 1/28( 3.8)
Standard Rates(d) P=o-
Prevalence Rates(d) P = 0.9084
Combind analysis{d) P=—-
Cochran-Armitage Test(e) P = 0.1554
Fisher Exact Test(e) P = 0.3141 P = 0.1322 P = 0.1322
SITE ¢ adrenal gland
TUMOR : pheochromocytoma,pheochromocytoma:malignant
Overall Rates(a) 9/50( 18,0) 6/50( 12.0) 4/50( 8.0) 5/50( 10.0)
Adiusted Rates(b) 20.00 11.11 9.52 10.00
Terminal Rates(c) 7/87( 18.9) 2/34( 5.9) 2/30( 8.7) 1/28( 3.8)
Standard Rates{(d) P = 0.4237
Prevalence Rates(d) P = 0.7818
Combind analysis(d) P = 0.7528
Cochran-Armitage Test(e) P = 0.3555
Fisher Exact Test(e) P = 0.3201 P = 0.1562 P = 0.2378
SITE : testis

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

TUMOR : interstitial cell tumor

47/50( 94.0)

100.00
37/37(100.0)
P = 0.0788

P = e

P = 0.4987

46/50( 92.0)
97.30
83/34( 97.1)

= 0.4723

45/50( 90.0)
86.67
29/30( 96.7)

P = 0.4976

48/50( 98.0)
100.00
28/28(100.0)

P = 0,4722

(HPT3604)

BAIS2



STUDY No. : 0104

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344
SEX i MALE PAGE : 8
Group Name Control 50 ppm 200 ppm 800  ppm
SITE : mammary gland
TUMOR : adenoma,fibroadencma
Ouerall Rates(a) 3/50( 8.0) 2/50( 4.0) 1/50( 2.0) 1/50( 2.0)
Adjusted Rates(b) 5.26 5.00 3.33 2.70
Terminal Rates(c) 1/37( 2.7) 1/34( 2.9) 1/30( 3.3) 0/28( 0.0)
Standard Rates(d) P = 1.0000 ?
Prevalence Rates(d) P = 0.6891
Combind analysis(d) P = 0.7952
Cochran-Armitage Test(e) P = 0.3372
Fisher Exact Test(e) P = 0.4908 P = 0.3235 P =0.3235
SITE : mammary gland
TUMOR adenoma, fibroadenama, adenocarcinoma
Ouerall Rates(a) 3/50( 6.0) 2/50( 4.0) 1/50( 2.0) 2/50( 4.0)
Adjusted Rates(b) 5.26 5.00 3.33 5.41
Terminal Rates(c) 1/37( 2.7) 1/34( .2.9) 1/30( 3.3) 1/28( 3.6)
Standard Rates(d) P =1.0000 ?
Prevalence Rates{(d) P = 0.4217
Combind analysis(d) P = 0.5506
Cochran-Armitage Test(e) P = 0.7593
Fisher Exact Test(e) P = 0,4909 P = 0.3235 P = 0.4908
SITE preputial/clitoral gland
TUMOR : adenoma
Ouerall Rates(a) 1/50( 2.0) 3/50( 6.0) 2/50( 4.0) 0/50( 0.0)
Adjusted Rates(b) 2.70 8.82 3.13 0.0
Terminal Rates(c) 1/37( 2.7) 3/34( 8.8) 0/30( 0.0) 0/28( 0.0)
Standard Rates(d) P = 0.3584
Prevalence Rates(d) P =0.8878
Combind analysis(d) P = 0.8608
Cochran-Armitage Test(e) P = 0.2020
Fisher Exact Test(e) P = 0.3235 P = 0.4926 = 0.4950
(HPT3604) BAIS2

(a): Number of tumor—bearing animals/number of animals examined at the site.
(b): KaplanHteire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the Pualues associated with the trend test.
Standard methad @ Death analysis
Prevalence methad ¢ Incidental tumor test

Combind analysis : Death analysis +
(e)}: 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-value is beyond the estimated P-value

Incidenta Ltumor test
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STUDY No. : 0104
ANINAL ¢ RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX *  FEMALE PAGE : 7
Group Name Control 50 ppm 200 ppm 600  ppm
SITE : spleen
TUMOR : mononuclear cell leukemia
Ouerall Rates(a) 10/50( 20.0) 17/50( 34.0) 16/50( 32.0) 18/50( 38.0)
Adjusted Rates(b) 14,29 20,59 22.50 20.59
Terminal Rates(c) 8/42( 14.3) 7/34( 20.6) 7/34( 20.8) 7/34( 20.8)
Standard Rates(d) P = 0,0486%
Prevalence Rates(d) P = 0.3153
Combind analysis(d) P = 0.0571
Cochran-Armitage Test(e) P = 0.1397
Fisher Exact Test(e) P = 0.1636 P = 0.2033 P = 0.1027
SITE @ pituitary gland
TUMOR : adenoma
Querall Rates(a) 12/50( 24.0) 16/49( 32.7) 16/50( 32.0) 11/50( 22.0)
Adjusted Rates(b) 23.81 40,00 35.29 17.78
Terminal Rates(c) 10/42( 23.8) 13/34( 388.2) 12/34( 35.3) 4/34( 11.8)
Standard Rates(d) P = 0.1261
Prevalence Rates(d) P = 0.8709
Combind analysis{(d) P = 0.7045
Cochran-Armitage Test(e) P = 0.4468
Fisher Exact Test(s) = 0.3088 P = 0.3253 P = 0.4826
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
Ouerall Rates(a) 13/50( 26.0) 18/48( 36.7) 17/50( 34.0) 11/50( 22.0)
Adjusted Rates(b) 23.81 42.86 38.24 17.78
Terminal Rates(c) 10/42( 23.8) 14/34( 41.2) 13/34( 38.2) 4/34( 11.8)
Standard Rates(d) P = 0.2823
Prevalence Rates{(d) P = 0.9023
Combind analysis{d) P = 0.8187
Cochran-Armitage Test(e) P = 0.2672
Fisher Exact Test(e) P = 0.2857 P = 0.3333 P = 0.4450
(HPT3604) BAIS2



STUDY No. : 0104
ANINAL : RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX : FEMALE PAGE : 8
Group Name Control 50  ppm 200 ppm 800 ppm
SITE : +thyroid
TUMOR : C-cell adenama
Ouerall Rates(a) 4/50( 8.0) 2/50( 4.0) 1/50( 2.0) 3/48( 6.1)
Adjusted Rates(b) 8.89 5.71 2.44 8.82
Terminal Rates(c) 3/42( 7.1) 1/34( 2.9) 0/34( 0.0) 3/34( 8.8)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.4429
Carbind analysis{(d) P=—-
Cochran-Armitage Test(e) P = 0.9933
Fisher Exact Test(e) P = 0.3574 P = 0.1998 P = 0.4788
SITE ¢ thyroid
TUMOR : C-cell carcinoma
Ouerall Rates(a) 1/50( 2.0) 3/50( 6.0) 0/50( 0.0) 1/48( 2.0)
Adjusted Rates(b) 2.38 8.33 0.0 2.38
Terminal Rates(c) 1/42( 2.4) 2/34( 5.9) 0/34( 0.0) 0/34( 0.0)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.6763
Combind analysis(d) P=—r-o
Cochran-Armitage Test(e) P = 0.5587
Fisher Exact Test(e) P = 0.323 P = 0.4950 P = 0.2525
SITE : +thyroid
TUMOR : C-cell adenoma,C-cell carcinoma
Ouerall Rates(a) 5/50( 10.0) 5/50( 10.0) 1/50( 2.0) 4/49( 8.2)
Adjusted Rates(b) 11.11 13.89 2.44 9.52
Terminal Rates(c) 4/42( 9.5) 3/34( 8.8) 0/34( 0.0) 3/34( 8.8)
Standard Rates(d) P=——-
Prevalence Rates(d) P = 0.5940
Combind analysis(d) P=—-——-
Cachran-Armitage Test(e) P = 0.7241
Fisher Exact Test(e) P = 0.8710 P = 0.1210 P = 0.4783

(HPT360A)

BAIS2



STUDY No. : 0104

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ RAT F344
SEX :  FEMALE PAGE : g
Group Name Caontrol 50  ppm 200 ppm 600  pom
SITE : adrenal gland
TUMOR : pheochromocytoma,pheochromocytomasmalionant
Ouerall Rates(a) 1/50( 2.0) 2/50( 4.0) 2/50( 4.0) 3/50( 6.0)
Adjusted Rates(b) 2.38 2.94 5.88 8.82
Terminal Rates(c) 1/42( 2.4) 1/34( 2.9) 2/34( 5.9) 3/34( 8.8)
Standard Rates{(d) P = 0.5431
Prevalence Rates(d) P = 0.0820
Combind analysis(d) P = 0.1520
Cochran-Armitage Test(e) P = 0.3580
Fisher Exact Test(e) = 0.4926 P = 0.4928 P = 0.3235
SITE : uterus
TUMOR : endometrial stromal polyp
OQuerall Rates(a) 8/50( 16.0) 3/50( 6.0) 2/50( 4.0) 3/50( 6.0)
Adjusted Rates(b) 17.39 _ 7.32 4.17 6.98
Terminal Rates(c) 7/42( 168.7) 2/34( 5.9) 1/34( 2.9) 2/34( 5.9)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.8706
Combind analysis(d) Pz
Cochran-Armitage Test(e) P = 0.2452 .
Fisher Exact Test(e) P = 0.1322 P = 0.0671 P = 0.1322
SITE : wuterus
TUMOR : endometrial stromal polyp,endometrial stromal sarcoma
Overall Rates(a) 8/50( 16.0) 3/50( 6.0) 4/50( 8.0) 3/50( 6.0)
Adjusted Rates(b) 17.39 7.32 4,28 5.98
Terminal Rates(c) 7/42( 16.7) 2/34( 5.9) 1/34( 2.9) 2/34( 5.9)
Standard Rates(d) P = 0.4683
Prevalence Rates(d) P = 0.8709
Combind analysis(d) P = 0.8614
Cochran-Armitage Test(e) P = 0.2594
Fisher Exact Test(e) P = 0.1322 P = 0,2169 P = 0.1322

(HPT3604)

BAIS2



STUDY No. : 0104
ANINAL i RAT F344
SEX ¢ FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE ¢ 10
Group Name Control 50 ppm 200 ppm 600  ppm
SITE ¢ mammary gland
TUMOR : adenoma
Ouverall Rates(a) 4/50( 8.0) 0/50( 0.0) 1/50( 2.0) 0/50( 0.0)
Adjusted Rates(b) 8.51 0.0 2.94 0.0
Terminal Rates(c) 3/42( 17.1) 0/34( 0.0) 1/34( 2.9) 0/34( 0.0)
Standard Rates(d) P=—
Prevalence Rates(d) P = 0.9502
Combind analysis(d) P=-—
Cochran-Armitage Test(e) P = 0.0972
Fisher Exact Test(e) P = 0.0688 = 0.1898 P = 0.0688
SITE  : mammary gland
TUMOR : fibroadenoma
Ouerall Rates(a) 3/50( 6.0) 13/50( 26.0) 1/50( 2.0) 0/50( 0.0)
Adjusted Rates(b) 7.14 31.43 2.94 0.0
Terminal Rates(c) 3/42( 7.1) 10/34( 29.4) 1/34( 2.9) 0/34( 0.0)
Standard Rates{d) P = 0.5209
Prevalence Rates{d) P = 0,9991
Covbind analysis(d) P = 0.9993
Cochran-Armitage Test(e) P = 0.0029%x
Fisher Exact Test(e) P = 0.0175% P = 0.8235 P = 0.1325
SITE  : mammary gland
TUMOR : adenoma,fibroadenoma
Ouerall Rates(a) 7/50( 14.0) 13/50( 26.0) 2/50( 4.0) 0/50( 0.0)
Adjusted Rates(b) 14.89 31.48 5.88 0.0
Terminal Rates(c) 6/42( 14.3) 10/34( 29.4) 2/34( 5.9) 0/34( 0.0)
Standard Rates(d) P = 0.5208
Prevalence Rates(d) P = 0,9998
Combind analysis(d) P = 0.9999
Cochran-Armitage Test(e) P = 0.0005%x
Fisher Exact Test({e) P = 0.1634 P = 0.1045 P = 0.0101*

(HPT3604)

BAIS2



STUDY No. : 0104 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : RAT F344

SEX :  FEMALE PAGE : 11
Group Name Control 50  ppm 200 ppm 600  ppm
SITE : mammary gland
TUMOR : adenoma, fibroadenoma,adenocarcinoma
Ouerall Rates(a) 7/50( 14.0) 14/50( 28.0) 2/50( 4.0) 0/50( 0.0)
Adjusted Rates(b) 14.89 31.43 5.88 0.0
Terminal Rates(c) 6/42( 14.3) 10/34( 28.4) 2/34( 5.9) 0/34( 0.0)
Standard Rates(d) P = 0.5209
Prevalence Rates{(d) P = 0.9998
Combind analysis(d) P = 1.0000
Cochran-Armitage Test(e) P = 0.0004xx
Fisher Exact Test(e) P = (.1246 P = 0.1045 P = 0.0101%
(HPT3604) BAIS2

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

(b}: Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

(c): Observed tumor incidence at terminal kill.
(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.
7

¢+ 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 *: P 50,05 ¥ ! P S 0,01



APPENDIX P 3
NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
MOSUE: MALE

(2-YEAR STUDY)



STUDY No. : 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

A ANINAL : HOUSE BDF1
SEX : MALE PAGE : 1
Group Name Control 10 ppm 50  ppm 250  ppm
SITE : lung
TUMOR : bronchiolar~alueclar adenoma
Ouerall Rates(a) 9/50( 18.0) 7/50( 14.0) 5/50( 10.0) 4/50( 8.0)
Adjusted Rates(b) 27.27 20.00 14.29 9.38
Terminal Rates(c) 8/31( 25.8) 7/35( 20.0) 4/28( 14.3) 1/22( 4.5)
Standard Rates(d) P=-—
Prevalence Rates(d) P = 0.8423
Combind analysis(d) P = v
Cochran-Armitage Test(e) P = 0.1926
Fisher Exact Test(e) P = 0.4234 P = 0.2379 P = 0.1562
CSITE ¢ lung
TUMOR : bronchiolar—aluveslar carcinoma
Querall Rates(a) 2/50( 4.0) 3/50( 6.0) 3/50( 6.0) 0/50( 0.0)
Adjusted Rates(b) 3.23 7.89 7.14 0.0
Terminal Rates(c) 1/31( 3.2) 2/35( 5.7) 2/28( 7.1) 0/22( 0.0)
Standard Rates(d) P = 0.6586
Prevalence Rates{(d) P = 0.8793
Combind analysis(d) P = 0.9181
Cochran-Armitage Test(e) P = 0.1172
Fisher Exact Test(e) P = 0.4909 P = 0.4909 P = 0.2574
SITE : lung
TUMOR : bronchiolar-alueslar adenoma,bronchiolar-alueslar carcinoma
Overall Rates(a) 11/50( 22.0) 10/50( 20.0) 8/50( 16.0) 4/50( 8.0)
Adjusted Rates(b) 30.30 26.32 21.43 9.38
Terminal Rates(c) 9/31( 28.0) 9/35( 25.7) 6/28( 21.4) 1/22( 4.5)
Standard Rates{(d) P = 0.6586
Prevalence Rates(d) P = 0.9465
Combind analysis(d) P = 0.9593
Cochran-Armitage Test(e) P = 0.0468%
Fisher Exact Test{e) = 0.4833 P =0.3526 P = 0.0777

(HPT360A)

BAIS2



STUDY No. : 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ MALE PAGE : 2
Group Name Control 10 ppm 50  ppm 250 ppm
SITE : Llymph node .
TUMOR : malighant Lymphoma
Ouerall Rates(a) 9/50( 18.0) 7/50( 14.0) 7/50( 14.0) 9/50( 18.0)
Adjusted Rates(b) 16.13 11.43 14,28 18.18
Terminal Rates(c) 5/31( 16.1) 4/35( 11.4) 4/28( 14.3) 4/22( 18.2)
Standard Rates(d) P = 0.2947
Prevalence Rates(d) P = 0.1889
Combind analysis(d) P = 0.1635
Cochran-Armitage Test(e) P = 0.7176
Fisher Exact Test(e) P = 0.4234 P = 0.4234 = 0.3993
SITE : spleen
TUMOR : hemangigendothelioma
Ouverall Rates(a) 1/50( 2.0) 1/50( 2.0) 3/50( 6.0) 5/50( 10.0)
Adjusted Rates(b) 3.23 0.0 6.38 12.00
Terminal Rates(c) 1/31( 3.2) 0/35( 0.0) 0/28( 0.0) 2/22( 8.1)
Standard Rates(d) P = 0.5167
Prevalence Rates(d) P = 0.0177x
Combind  analysis(d) P = 0.0340%
Cochran-Armitage Test(e) P = 0.0420%
Fisher Exact Test(e) P = 0.2475 P = 0.3235 P = 0.1210
SITE : spleen
TUHOR : hemangicendothelioma:benign,hemangiocendotheliona
Ouerall Rates(a) 2/50( 4.0) 2/50( 4.0) 3/50( 8.0) 6/50( 12.0)
Adjusted Rates(b) 6.45 2.86 6.38 12.90
Terminal Rates(c) 2/31( 86.5) 1/35( 2.9) 0/28( 0.0) 2/22( ¢.1)
Standard Rates(d) P = 0.5167
Prevalence Rates(d) P = 0.0276%
Combind analysis{(d) P = 0.0458%
Cochran-Armitage Test{e) P = 0.0608
Fisher Exact Test(e) P = 0.3088 P = 0.4909 P = 0.1606

(HPT3604)

BAIS2



STUDY No. : 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINMAL : MOUSE BDF1
SEX : MALE PAGE : 3
Group Name Control 10 ppm 50  ppm 250  ppm
SITE : Liver
TUMOR : hepatocellular adenoma
Ouerall Rates(a) 7/50( 14.0) 13/50( 26.0) 8/50( 16.0) 26/50( 52.0)
Adjusted Rates(b) 15.22 34.29 20.59 77.27
Terminal Rates(c) 4/31( 12.9) 12/35( 34.3) 5/28( 17.9) 17/22( 77.3)
Standard Rates(d) P =1.0000 ?
Prevalence Rates(d) P < 0.0001%x
Combind analysis(d) P < 0.0001%%
Cochran-Armitage Test(e) P < 0.0001*x
Fisher Exact Test(e) P = 0.1634 P = 0.4854 P = 0.0029%x%
SITE ¢ Lliver
TUMOR : hemangicendothelioma
Overall Rates(a) 1/50( 2.0) 1/50( 2.0) 5/50( 10.0) 5/50( 10.0)
Adjusted Rates(b) 0.0 2.17 3.57 13.64
Terminal Rates(c) 0/31( 0.0) 0/35( 0.0) 1/28( 3.6) 3/22( 13.8)
Standard Rates(d) P = 0.2158
Prevalence Rates{(d) P = 0.0270%
Combind analysis(d) P = 0.0332%
Cochran-Armitage Test(e) P = 0,0883
Fisher Exact Test(s) P = 0.2475 P = 0.1210 P = 0.1210
SITE : Lliver
TUMOR : hepatacellular carcinoma
Ouerall Rates(a) 7/50( 14.0) 8/50( 16.0) 12/50( 24.0) 25/50( 50.0)
Adjusted Rates(b) 16.13 16.67 25.00 45.45
Terminal Rates(c) 5/31( 16.1) 5/35( 14.3) 7/28( 25.0) 10/22( 45.5)
Standard Rates(d) P = 0.0010%x
Prevalence Rates{(d) P = 0.0002%x
Combind analysis(d) P < 0.0001%x
Cochran-Armitage Test(e) P < 0.0001xx
Fisher Exact Test(e) P = 0.4854 P = 0.2119 P = 0.0041%x*

(HPT3604)

BAIS2



STUDY No. : 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL *  HOUSE BDF1
SEX ¢ MALE PAGE 4
Group Name Control 10 ppm 50  ppm 250  ppm
SITE : Lliver
TUMOR : hepatocellular adenoma,hepatocellular carcinoma
Ouerall Rates(a) 13/50( 26.0) 21/50( 42.0) 19/50( 38.0) 40/50( 80.0)
Adjusted Rates(b) 26.47 50.00 39.39 80.91
Terminal Rates(c) 8/31( 25.8) 17/35( 48.8) 11/28( 39.3) 20/22( 90.9)
Standard Rates{(d) P = 0.0020%x
Prevalence Rates{d) P < 0.0001%x
Combind analysis(d) P < 0.0001%x
Cochran-Armitage Test(e) P < 0.0001xx
Fisher Exact Test(e) = 0.1615 P = 0.2359 P = 0.0018%x
SITE : seminal vesicle
TUMOR : histiocytic sarcoma
Ouerall Rates(a) 3/50( 6.0) 0/50( 0.0) 0/50( 0.0) 1/50( 2.0)
Adjusted Rates(b) 6.45 0.0 0.0 0.0
Terminal Rates(c) 2/31( 8.5) 0/35( 0.0) 0/28( 0.0) 0/22( 0.0)
Standard Rates(d) P = 0.2253
Prevalence Rates(d) P = 0.8578
Combind analysis(d) P = 0.4815
Cochran-Armitage Test(e) P = 0.7649
Fisher Exact Test(e) P = (.1325 P =0.1825 P = 0.3235
SITE : Harderian gland
TUMOR : adenoma
Ouerall Rates(a) 2/50( 4.0) 2/50( 4.0) 2/50( 4.0) 8/50( 16.0)
Adjusted Rates(b) 6.45 5.26 8.45 23.08
Terminal Rates(c) 2/31( 8.5) 1/35( 2.9) 0/28( 0.0) 4/22( 18.2)
Standard Rates(d) P=—-
Prevalence Rates{d) P = 0.0024%x
Combind analysis(d) P=-—-
Cochran-Armitage Test(e) P = 0.0046%x
Fisher Exact Test(e) P = 0.3088 P = 0.3088 P = 0.0671
(HPT3604) BAIS2

(a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Meire estimated tumor incidence at the end of the study after adiusting for intercurrent mortality.
(c)¢ Observed tumar incidence at terminal kill.
(d): Beneath the control incidence are the Pualues associated with the trend test.

Standard method @
Prevalence method :
Combind analysis @

—

ae ae

Death analysis
Incidental tumor test

Death analysis + Incidenta ltumor test
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-value is bevand the estimated P-value



STUDY No. : 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ MOUSE BDF1
SEX : MALE PAGE : 1
Group Name Control 10 ppm 50  pem 250 ppm
SITE : ALL SITE
TUMOR : hemangigendotheliomasbenion
Overall Rates(a) 2/50( 4.0) 1/50( 2.0) 1/50( 2.0) 1/50( 2.0)
Adjusted Rates(b) 5.26 2,88 2.38 3.23
Terminal Rates(c) 1/31( 3.2) 1/35( 2.9) 0/28¢ 0.0) 0/22( 0.0)
Standard Rates(d) P=——
Prevalence Rates(d) P = 0.5888
Combind analysis(d) P=
Cochran-Armitage Test(e) P = 0.7291
Fisher Exact Test(e) P = 0.4926 P = 0.4926 P = 0.4926
SITE : ALL SITE
TU¥OR : malighant Lymphoma
Ouerall Rates(a) 10/50( 20.0) 7/50( 14.0) 7/50( 14.0) 9/50( 18.0)
Adjusted Rates(b) 19.35 11.43 14,29 18.18
Terminal Rates(c) 8/31( 19.4) 4/85( 11.4) 4/28( 14.3) 4/22( 18.2)
Standard Rates(d) P = 0.2047
Prevalence Rates{d) P = 0.2385
Combind analysis{d) P = 0,1951
Cochran-Armitage Test(e) P = 0.8325
Fisher Exact Test(e) P = 0.3417 P = 0.3417 P = 0.4839
SITE : ALL SITE
TUMOR : hemangioendotheliona
Ouverall Rates(a) 2/50( 4.0) 1/50( 2.0) 6/50( 12.0) 8/50( 16.0)
Adjusted Rates(b) 3.23 0.0 5.26 20.00
Terminal Rates(c) 1/31( 3.2) 0/35( 0.0) 1/28( 3.8) 4/22( 18.2)
Standard Rates(d) P = 0,2946
Prevalence Rates(d) P = 0.0016%*
Combind analysis{(d) P = 0.0070%x
Cochran-Armitage Test(e) P = 0.0130%
Fisher Exact Test(e) P = 0.4926 P = 0.1608 P = 0.0671

(HPT360)

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

(b): Kaplan-Yeire estimated tumor incidence at the end of the study after adj usting for intercurrent mortality.
{c): Observed tumor incidence at terminal kill.

(d): Bereath the control incidence are the Pualues associated with the trend test.

Standard method
Prevalence method :
Combind analysis

¢ Death analysis
Incidental tumor test
¢ Death analysis + Incidenta ltumor test

(e): The Cochran-Armitage and Fisher’s exact test compare directly the averall incidence rates.

? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value
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APPENDIX P 4
NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
MOSUE : FEMALE

(2-YEAR STUDY)



STUDY No. : 0105
ANTHAL ¢ HOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ FEMALE PAGE : 5
Group Name Control 10 pom 50  ppm 250  ppm
SITE : lung
TUMOR : bronchiolar—alueolar adenoma
Querall Rates(a) 5/50( 10.0) 2/47( 4.3) 0/49( 0.0) 1/50( 2.0)
Adjusted Rates(b) 12,82 6.67 0.0 5.88
Terminal Rates{c) 3/32( 9.4) 1/27( 3.7 0/22( 0.0) 1/17( 5.9)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.8446
Combind analysis{(d) Pz
Cochran-Armitage Test(e) P = 0.2034
Fisher Exact Test(e) P = 0.2680 P = 0.0378% P = 0.1210
SITE : lung
TUMOR : bronchiolar-alueslar adenoma,bronchiolar-alueolar carcinoma
Overall Rates(a) 5/50( 10.0) 2/47( 4.3) 2/48( 4.1) 2/50( 4.0)
Adjusted Rates(b) 12.82 6.67 6.90 11.76
Terminal Rates(c) 3/32( 9.4) 1/27( 3.7 1/22( 4.5) 2/17( 11.8)
Standard Rates(d) P = wo—
Prevalence Rates(d) P = 0.8500
Combind analysis{d) P = =
Cochran-Armitase Test(e) P = 0,4552
Fisher Exact Test(e) P = 0.2690 P = 0.2510 = (.2425
SITE : Llymph node

Ouverall 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)

TUXOR : malighant lymphoma

14/50( 28.0)

22.86

7/32( 21.8)

U U U Y
nowonon

10/47( 21.3)
25.93
7/27( 25.9)

P = 0.3576

16/48( 32.7)
27.27
8/22( 27.3)

P = 0.4367

10/50( 20.0)
17.85
3/17( 17.8)

P = 0.3071

(HPT3604)

BAIS2



STUDY No. : 0105

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE BDF1
SEX ¢ FEMALE PAGE : 8
Group Name Control 10 pem 50  ppm 250 ppm
SITE ¢ spleen
TUMOR : malighant Lymphoma
Overall Rates(a) 3/50( 6.0) 1/47(¢ 2.1) 5/48( 10.4) 3/50( 6.0)
Adjusted Rates(b) 9.38 0.0 9.09 5.88
Terminal Rates{(c) 3/32( 9.4) 0/27( 0.0) 2/22( 9.1) 1/17( 5.9)
Standard Rates(d) P = 0.1477
Prevalence Rates(d) P = 0.4432
Combind analysis{(d) P = 0.2031
Cochran-Armitage Test(e) P = 0.8517
Fisher Exact Test(e) P =0.3471 = 0.3578 P = 0.3392
SITE & Lliver
TUMOR : hepatocellular adenoma
Ouerall Rates{a) 3/50( 6.0) 3/47( 6.4) 7/48( 14.8) 26/49( 53.1)
Adjusted Rates(b) 9.38 11.11 30.43 64.00
Terminal Rates(c) 3/32( 9.4) 8/27( 11.1) 6/22( 27.3) 9/17( 52.9)
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 = 0.3673 P = 0.1836 P = 0.0001%x
SITE ¢ Lliver
TUMOR : hepatocellular carcinoma
Querall Rates(a) 0/50( 0.0) 0/47( 0.0) 0/48( 0.0) 14/49( 28.6)
Adjusted Rates(b) 0.0 0.0° 0.0 23.33
Terminal Rates(c) 0/32( 0.0) 0/27( 0.0) 0/22( 0.0) 3/17( 17.8)
Standard Rates(d) P < 0.0001xx?
Prevalence Rates(d) P < 0.0001%x?
Combind analysis(d) P < 0.0001xx?
Cochran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P = 0.5000 P = 0.5000 P = 0.0001%x

(HPT3604)

BAIS2



STUDY No. : 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINMAL t  MOUSE BDF1
SEX : FEMALE PAGE : 7
Group Name Control 10 ppm 50  ppm 250  ppm
SITE ¢ Lliver
TUMOR : hepatocellular adenoma,hepatocellular carcinoma
Ouerall Rates(a) 3/50( 8.0) 3/47( 6.4) 7/49( 14.3) 33/49( 67.3)
Adjusted Rates(b) 9.38 11.11 30.43 69.70
Terminal Rates(c) 3/32( 9.4) 8/27( 11.1) 8/22( 27.3) 10/17( 58.8)
Standard Rates(d) P < 0.0001%x?
Prevalence Rates(d) P < 0.0001xx?
Combind analysis(d) P < 0.0001xx?
Cochran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) = (.3673 P =0.1838 P < 0.0001%x
SITE : pituitary gland
TUMOR ¢ adenoma
Ouerall Rates(a) 9/49( 18.4) 11/47( 23.4) 4/48( 8.3) 8/50( 18.0)
Adjusted Rates(b) 23.08 31,08 18.84 27.78
Terminal Rates(c) 7/32( 21.9) 8/27( 29.8) 3/22( 13.6) 4/17( 23.5)
Standard Rates(d) P = 0.0154%
Prevalence Rates{d) P = 0.6810
Carbind  analysis(d) P = 0,2327
Cochran-Armitage Test(e) P = 0.9190
Fisher Exact Test{e) = 0.4032 P = 0.1855 P = 0.3833
SITE : uterus
TUMOR : histioeytic sarcoma
Ouerall Rates(a) 11/50( 22.0) 12/47( 25.5) 10/49( 20.4) 11/50( 22.0)
Adjusted Rates(b) 9.38 14.81 8.00 11.76
Terminal Rates{c) 8/32( 9.4) 4/27( 14.8) 1/22( 4.5) 2/17( 11.8)
Standard Rates(d) P = 0.3283
Prevalence Rates{(d) P = 0.5439
Combind analysis(d) P = 0.3747
Cochran-Armitage Test(s) P = 0.8778
Fisher Exact Test(e) P = 0.4643 P = 0.4662 P = 0.4072

(HPT3604)

BAIS2



STUDY No. : 0105 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANINAL ¢ NOUSE BDF1
SEX ¢ FEMALE

PAGE : 8
Group Name Control 10 pom 50  ppm 250 ppm
SITE  : ‘Harderian gland
TUMOR : adenoma
Ouerall Rates(a) 4/50( 8.0) 3/47( 6.4) 3/48( 6.1) 2/50( 4.0)
Adjusted Rates(b) 12.50 8.57 10.34 5.88
Terminal Rates(c) 4/32( 12.5) 1/27( 8.7) . 2/22( 9.1) 1/17( 5.9)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.7361
Combind analysis(d) P=
Cochran-Armitage Test(e) P = 0.4405
Fisher Exact Test(e) . P = 0.4567 P = 0.4788 P =0.3574
(HPT3604) BAIS2

(a): Number of tumor-bearing animals/number of animals examined at the site.
{b): Kaplan-Meire estimated tumor incidence at the end of the study after adiusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
{d): Beneath the control incidence are the Pualuss associated with the trend test.
Standard method ¢ Death analysis
Prevalence method : Incidental tumor test
Combind analysis : Death analysis + Incidenta ltumor fest
(e)+ The Cochran-Armitage and Fisher’'s exact test campare directly the ouerall incidence rates.
? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-valus is beyond the estimated P-ualue
* There is no date which should be statistic analysis
Significant difference * P = 0,05 *x 1 P £ 0,01




STUDY No. : 0105

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ FEMALE PAGE 2
Group Name Control 10 pem 50  ppm 250 ppm
SITE : ALL SITE
TUMOR : malishant Lymehoma
Overatl Rates(a) 17/50( 34.0) 11/47( 23.4) 21/49( 42.9) 13/50( 26.0)
Adjusted Rates(b) 31.43 25.93 36.36 23.53
Terminal Rates(c) 10/32( 31.3) 7/27( 25.9) 8/22( 36.4) 4/17( 23.5)
Standard Rates(d) P = 0.1222
Prevalence Rates(d) P = 0.7122
Combind analysis{d) P = 0.2719
Cochran-Armitage Test(e) P = 0.4812
Fisher Exact Test(s) P = 0.2613 P = 0.3398 P = 0.3333
SITE ¢ ALL SITE
TUMOR ¢ hemangioendothelioma
Ouerall Rates(a) 1/50( 2.90) 0/47( 0.0) 2/49( 4.1) 3/50( 6.0)
Adjusted Rates(b) 3.13 0.0 8.09 5.88
Terminal Rates(c) 1/32( 3.1) 0/27( 0.0) 2/22( 98.1) 1/17( 5.9)
Standard Rates(d) P = 0.0092%%?
Prevalence Rates{d) P = 0.2357
Combind analysis{d) P = 0,0286%
Cochran-Armitage Test(e) P =0.1244
Fisher Exact Test(e) P = 0.4796 P = 0.5000 P =0.323
(HPT360) BAIS2

(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)+ Beneath the control incidence are the Pualues associated with the trend test.
Standard method ¢ Death analysis
Prevalence methaod : Incidental tumor test
Combind analysis : Death analysis + Incidenta Ltumor test

(e): The Cochran-Armitage and Fisher’'s exact test compare directly the auerall incidence rates.

? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value
¢ There is no date which shauld be statistic analysis
* P = 0.0 * : P = 0,01

Sionificant difference ;



APPENDIX Q 1

IDENTITY AND PURITY OF TETRACHLOROETHYLENE

PERFORMED AT THE JAPAN BIOASSAY LABORATORY

(2-YEAR STUDY)



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY(TWO-YEAR STUDIES)

A.Lot no.PDL5382

1. Spectral data
Mass Spectrometry
Instrument: Hitachi M-80B
Tonization: EI(Electron Ionization)

Ionization Voltage.: T0eV

TETRACHLOROETHYLENE¢POLS362)
SAMPLE NO. t 2014 SCAN NO. : 152-138 TIMECHIND® 3.5
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Mass Spectrum of TETRACHLOROETHYLENE

Result:
Molecule Height
Theory 165.8 (JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Determined

Test Substance 163.9



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell(NaCl)
Slit: Hediun
Lopn SRR
Infrared Spectrum of TETRACHLOROETHYLENE
Determined Literature Values
Results: Wave Number
(CH~ 1)

Substance
(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

Test Substance

750~ 820 750~ 820
860~ 950 860~ 850
1080~1180 1080~1130
1240~1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~1920
2450~ 2500 2450~ 2500



2. Gas Chromatography
Instrument:
Column:
Column Temperature:
Flow Rate:
Detectors:
Injection Volume:

Results: Major peak and

Hewlett Packard 58304

Methyl Silicone(0.2mm¢ X50m)
180°C

Inl/min

FID{Hydrogen Flame Ionization)
1ul

two impurities

Retention Tine

AREA

Retention Relative to (percent of
Peak No. Time(min) Maijor Peak major peak)
1 3.245 0.93 0.085
2 3.37 0.96 0.15
3 3.408 1.00 100

. Conclusions: The results of the Mass spectra agreed with the theoretical

values and the infrared spectra agreed with the Litrature values.
Gas chromtography indicated two impurities with areas totaling<0.3% of the

najor peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY(TW0-YEAR STUDIES)

B.Lot no.PDJ5835

1. Spectral data
Mass Spectronmetry
Instrument: Hitachi M-80B
Tonization: EI(Electron Ionization)

Tonization Voltage: T0eV

TETRRCHLORDETHYLENECPDJ383%)
SAMPLE NO., ¢ 2016 SCAN NO. & 152-138 TIME(HIN}: 3.5
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Mass Spectrum of TETRACHLOROETHYLENE

Result:
Molecule Weight
Theory 165.8 (JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Determined

Test Substance 164.0



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell{(NaCl)
Slits Hedium

Infrared Spectrum of TETRACHLOROETHYLENE

Deternmined Literature Values
Results: Wave Number
(cH1)
Test Substance Substance

(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

750~ 820 750~ 820
860~ 850 860~ 950
1080~1180 1080~1130
1240~12380 1240~1230
1340~1380 1340~1380
18680~1820 1860~1920

2450~ 2500

2450~ 2500



2. Gas Chromatography
Instrument:
Column:
Column Temperature:
Flow Rate:
Detector:
Injection Volune:

Results: Major peak and

Hewlett Packard 5830A

Methyl Silicone(0.2nm¢ X50m)
180°C

Inl/min

FID(Hydrogen Flame Ionization)
1pl

two impurities

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(min) Haijor Peak major peak)
1 3.24 0.93 0.068
2 3.368 0.96 0.15
3 3.497 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical

values and the infrared

spectra agreed with the Litrature values.

Gas chromtography indicated two impurities with areas totaling<0.3% of the

major peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY (TWO-YEAR STUDIES)

C.Lot no.CTQ5124

1. Spectral data
Mass Spectrometry
Instrument: Hitachi M-80B
Tonization: EI{Electron Ionization)

Tonization Voltage: T0eV

TETRACHLORDETHYLENREC(CTAS124)
SAMPLE NO, & 2018 SCAN KO, 3 153-138 TIMECHIN): 3.5

130.9
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Mass Spectrum of TETRACHLOROETHYLENE

Result?
Molecule Weight
Theory 165.8(JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Determined

Test Substance 163.9



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell(NaCl)
Slite Hedium

Infrared Spectrum of TETRACHLOROETHYLENE

Determined Literature Values
Results: Wave Number
(CH 1)
Test Substance Substance

(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

750~ 820 750~ 820
860~ 950 860~ 850
1080~1180 1080~1180
1240~1280 1240~1280
1340~1330 1340~1380
1860~1920 1860~1920
2450~ 2500 2450~ 2500



2. Gas Chromatography
Instrument:
Column:
Column Temperature:
Flow Rate:
Detector:
Injection Volume:

Results: Major peak and

Hewlett Packard 58304

Methyl Silicone(0.2nm¢ X50m)
180°C

Iml/min

FID(Hydrogen Flame Ionization)
1pl

two impurities

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(min) Maijor Peak najor peak)
1 3.25 0.93 0.065
2 3.37 0.96 0.15
3 3.495 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical

values and the infrared

spectra agreed with the Litrature values.

Gas chromtography indicated two impurities with areas totaling<0.3% of the

major peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY(TWO-YEAR STUDIES)

D.Lot no.CTN5875

1. Spectral data
Mass Spectrometry
Instrument: Hitachi M-80B
Tonization: EI(Electron Ionization)

Tonization Voltage: T0eV

TETRACHLOROETHYLERECCTNSS7S)
SAHPLE NO. t 2020 SCAN NO. ¥ 153-138 TIMECHIN):t 3.5
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e 24,0
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Mass Spectrum of TETRACHLOROETHYLENE

Result:
Molecule Weight
Theory 165.8(JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Deternined

Test Substance 163.9



Infrared

Instrument.

Cell:

Slit:

Results.

Hitachi 270-30

Fixed Thickness Cell(NaCl)

Medium

. 7 ] * 11 37 12118
P S I AU T B

Infrared Spectrum of TETRACHLOROCETHYLENE

Determined

Wave Number
(CH1)

Test Substance

750~ 820
860~ 950
1080~1180
1240~1280
1340~1380
1860~1920
2450~ 2500

Literature Values

Substance

(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)
750~ 820

860~ 950

1080~1180

1240~1280

1340~1380

1860~1920

2450~ 2500



2. Gas Chromatography
Instruments
Column?
Colunn Temperature:
Flow Rate:
Detector:
Injection Volume:

Results: Hajor peak and

Hewlett Packard 58304

Methyl Silicone(0.2mm¢ X50n)

180°C

Inl/min

FID{Hydrogen Flame Ionization)
1al

two impurities

Retention Time

AREA

Retention - Relative to (percent of
Peak No. Tine{min) Maijor Peak pmajor peak)
1 3.245 0.93 0.064
2 3.367 0.96 0.15
3 3.495 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical
values and the infrared spectra agreed with the Litrature values.
Gas chromtography indicated two impurities with areas totaling<0.3% of the

najor peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY (TWO-YEAR STUDIES)

E.Lot no.CTJ4392

1. Spectral data
Hass Spectrometry
Instrument: Hitachi M-80B
Ionization: EI(Electron Ionization)

Tonization Voltage: T0e¥

TETRACHLOROETHYLENE(CTJ43%2)
SAMPLE HO. & 2022 SCAN NO. & 136-137 TIMECHINI: 3.8

o
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 Mass Spectrum of TETRACHLOROETHYLENE

Result:
Molecule Weight
Theory 165.8 (JAPAN PHARMACOPOEIA X I)
163.9(Calculated without isotope)
Determined |

Test Substance 164.0



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell(NaCl)
Slit: Medium

A ~

T e H 4 . ¢ 14 » . L T T
T I TP S e L TN U PR T LA

e

Infrared Spectrum of TETRACHLOROETHYLENE

Determined Literature Values
Results: Yave Number
(CH~1)
Test Substance Substance

(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

750~ 820
860~ 950
1080~1180
1240~1280
1340~1380
1860~19820
2450~ 2500

750~ 820
860~ 950
1080~11380
1240~1280
1340~1380
1860~1820
2450~ 2500



2. Gas Chromatography

Instrument:

Column:

Column Temperatures
Flow Rate:
Detector:

Injection Volunme:

Results: Major peak and

Hewlett Packard 5890A

Methyl Silicone(0.2mmn¢ X50m)
180°C

Inl/min

FID{Hydrogen Flame Ionization)
1pl

two impurities

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(nin) Maijor Peak najor peak)
1 3.243 0.93 0.061
2 3.368 0.96 0.15
3 3.485 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical

values and the infrared

spectra agreed with the Litrature values.

Gas chromtography indicated two impurities with areas totaling<0.3% of the

najor peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY(TWO-YEAR STUDIES)

F.Lot no.CTF5108

1. Spectral data
Mass Spectrometry
Instrument? Hitachi K-80B
Tonization: EI{Electron Ionization)

Ionization Voltage: T0e¥

TETRACHLOROETHYLENECCTFS106)
SAMPLE NO. t 2024 SCAN NO. 1 136-138 TIMECMIN}: 3,5
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Mass Spectrum of TETRACHLOROETHYLENE

Result:
Molecule Weight
Theory 165.8(JAPAN PHARMACOPOEIA X 1)
163.9(Calculated without isotope)
Determined

Test Substance 164.0



Infrared

Instrument:

Cell:

Slit:

Results:

Hitachi 270-30
Fixed Thickness Cell(NaCl)

Hediunm

+ € r L3 + 1 1 12 1
,,!|:._5"1_!1!l’ 'Illll'lil:"i".'v,liy!'

-—

Infrared Spectrum of TETRACHLOROETHYLENE

Determined Literature Values

Wave Number
(CH~1)

Substance
(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)

Test Substance

750~ 820 750~ 820
860~ 850 860~ 850
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~1920
2450~ 2500 2450~ 2500



2. Gas Chromatography
Instrument: Hewlett Packard 58904

Column: Methyl Silicone(0.2mm¢ X50m)

Column Temperature: 180°C

Flow Rate: Inl/min
Detector: FID(Hydrogen Flame Ionization)
Injection Volumes 1pl

Results: Major peak and twd impurities

Retention Time AREA
Retention Relative to (percent of
Peak No. Time{min) Maijor Peak major peak)
1 3.24 0.93 0.065
2 3.363 0.96 0.16
3 3.488 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical
values and the infrared spectra agreed with the Litrature values.
Gas chromtography indicated two impurities with areas totaling<0.3% of the

major peak.



INDENTITY AND PURITY OF TETRACHLOROETHYLENE PERFORMED AT THE JAPANBIOASSAY
LABORATORY(TWO-YEAR STUDIES)

G.Lot no.SAN5335

1. Spectral data
Mass Spectrometry
Instrument: Hitachi M-80B
Tonization: EI(Electron Ionization)

Tonization Voltage: T0eV¥

TEYTRACHLOROETHYLENECSAN3O8Y)
SAMPLE NO. 3 2026 SCAN N, 1 133-138 TIMECHIN)® 3.5

130.9
163.9

93.

47

50 7

34
S8

1 1z.2
1— 24.0

T

Mass Spectrum of TETRACHLOROETHYLENE

Result:
Holecule Weight
Theory 165.8(JAPAN PHARMACOPOEIA X I)
183.9(Calculated without isotope)
Determined

Test Substance 163.9



Infrared

Instrument: Hitachi 270-30
Cell: Fixed Thickness Cell(NaCl)
Slite Hedium
" Infrared Spectrum of TETRACHLOROETHYLENE
Deternined Literature Yalues
Results: WYave Number
(CH~1)
Test Substance Substance
(Performed by the WAKO PURE
CHEMICAL INDUSTRIES,LTD.)
750~ 820 750~ 820
860~ 950 860~ 850
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1820 1860~1820
2450~ 2500 2450~ 2500



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Time(nin) Hajor Peak Major peak)
04/20/90 3.238 0.93 0.064
3.363 0.96 0.15
3.49 1.00 100
09/04/30 3.243 0.93 0.061
3.363 .96 0.15
3.488 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 5 month at temperatures to 5°C.



APPENDIX Q 2

STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY

(2-YEAR STUDY)



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

A.Lot no.PDL5382
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

(07/14/88) (11/22/88)
2.Spectral data

Infrared

Instrunment: Hitachi 270-30

Cell: Fixed thickness Cell{(NaCl)

S1its Medium

Results: Yave Number
(CH-1)
750~ 820 750~ 820
8680~ 950 860~ 950
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~1820
2450~12500 2450~2500

3.Gas Chromatography

Instrument: Hewlett Packard 58304

Column: Methyl Silicone(0.2mm¢ X50m)

Column Temperature: 180°C

Flow Rate: Iml/min

Detector: FID(Hydrogen Flame Ionization)

Injection Volume: 1wl



Results: Major peak and two impurities

Retention Tinme Area
Retention Relative to (percent of
Date Tinme{(min) Hajor Peak Major peak)
07/14/88 3.245 0.93 0.065
3.37 0.96 0.15
3.498 1.00 100
11/22/88 3.248 0.93 0.085
3.37 0.96 0.15
3.498\ 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

B.Lot no.PDJ5835
1.Sample storage: Tetrachloroethylene were stored for about 5 month at 5°C.

Previous determined of test After determined of test

(10/05/88) (03/709/89)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

! Slit: Mediun

Results: Wave Number
(CH-1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~1920
2450~ 2500 2450~2500

3.Gas Chromatography
| Instrument: Hewlett Packard 58804

Column: Methyl Silicone(0.2nn¢ X50m)

Column Temperature: 180°C

Flow Rate: Inl/min

Detector: FID(Hydrogen Flame Ionization)

Injection Volume: 1l



Results: Major peak and two impurities

Retention Tine Area
Retention Relative to (percent of
Date Time{min) : MHajor Peak Major peak)
10705788 3.24 0.93 0.068
3.368 0.96 0.15
3.497 1.00 100
03/09/89 3.247 0.93 0.061
3.37 0.96 0.15
3.497 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the

previous determine of test values.
Consequently,Tetrachloroethylene was stable as the chemical when stored for

about 5 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

C.Lot no.CTQ5124
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

(02/15/89) (08/23/89)
2.Spectral data

Infrared

Instrurment: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

Slite Medium

Results: Yave Number
(CH 1)
750~ 820 750~ 820
880~ 9h0 260~ 950
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 , 1340~1380
1860~1920 1860~1920
2450~12500 2450~ 12500

3.Gas Chromatography

Instrument: Hewlett Packard 58804

Column: Methyl Silicone(0.2mmn¢ X50m)

Column Temperature. 180°C

Flow Rate: Iml/min

Detector: FID(Hydrogen Flame Ionization)

Injection Volume: 1pl



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Time(min) Major Peak Major peak)
02/15/89 3.25 0.93 0.085
3.37 0.96 0.15
3.495 1.00 100
06/23/89 3.25 0.93 0.065
3.37 0.986 0.15
3.495 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the

previous determine of test values.
Consequently,Tetrachloroethylene was stable as the chemical when stored for

about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

D.Lot no.CTN5675
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

(05/17/89) (10/02/89)
2.Spectral data

Infrared

Instrunment: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

Slit: Medium

Results: Yave Number
(CH-1)
750~ 820 750~ 820
860~ 950 880~ 950
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 _ 1340~1380
1860~1820 1860~1920
2450~2500 2450~ 2500

3.Gas Chromatography

Instrument: Hewlett Packard 58304

Column: Methyl Silicone(0.2mm¢ X50m)

Column Temperature: 180°C

Flow Rate: Iml/nin

Detector: : FID(Hydrogen Flame Jonization)

Injection Volune: 1pl



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Time(min) Major Peak Major peak)
05/17/89 3.245 0.93 0.0684
3.367 0.96 0.15
3.495 1.00 100
10/02/89 3.247 0.93 0.088
3.37 0.96 0.15
3.495 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the

previous determine of test values.
Consequently,Tetrachloroethylene was stable as the chemical when stored for

about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

E.Lot no.CTJ4392
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

(09/28/89) (01/22/90)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

Slite Hediunm

Results: Yave Number
(CH~1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1820 18680~1920
2450~2500 2450~ 2500

3.Gas Chromatography

Instrument: Hewlett Packard 58804

Column: Methyl Silicone(0.2rm¢ X50m)

Colunn Temperature: 180°C

Flow Rate: Iml/min

Detector: FID{Hydrogen Flame Ionization)

Injection Volunel 1ul



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Tine{(min) Major Peak Major peak)
08/28/89 3.243 0.93 0.061
3.368 0.96 0.15
3.485 1.00 100
01/22/90 3.245 0.93 0.068
3.367 0.96 0.15
3.493 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the

previous determine of test values.
Consequently,Tetrachloroethylene was stable as the chemical when stored for

about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

F.Lot no.CTF5100
1.Sample storage: Tetrachloroethylene were stored for about 4 month at 5°C.

Previous determined of test After determined of test

(01/09/90) ' (05/14/90)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell(NaCl)

Slit: Medium

Results: Wave Number
(cH-1)
750~ 820 750~ 820
860~ 950 860~ 950
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
18680~1820 1860~1920
2450~2500 2450~ 2500

3.Gas Chromatography

Instrument: Hewlett Packard 58804

Column: Methyl Silicone(0.2mm¢ X50m)

Column Temperature: 180°C

Flow Rate: ‘Iml/nmin

Detector: FID(Hydrogen Flame Ionization)

Injection Volume: 1ul



Results: Major peak and two impurities

Retention Time Area
Retention Relative to (percent of
Date Time(min) Major Peak Major peak)
01/09/90 3.24 0.93 0.065
3.363 0.96 0.18
3.488 1.00 100
05/14/90 3.243 0.93 0.068
3.363 0.96 0.15
3.49 1.00 100

4. Conclusions: Gas chlomatography indicates two impurities with areas
totaling<0.3% of the major peak.The infrared spectra agreed with the
previous determine of test values.

Consequently,Tetrachloroethylene was stable as the chemical when stored for
about 4 month at temperatures to 5°C.



STABILITY OF TETRACHLOROETHYLENE AT THE JAPAN BIOASSAY LABORATORY
(TWO-WEEK STUDIES)

G.Lot no.SAN5885
1.Sample storage: Tetrachloroethylene were stored for about 5 month at 5°C.

Previous determined of test After determined of test

(04/20/90) (08/04/90)
2.Spectral data

Infrared

Instrument: Hitachi 270-30

Cell: Fixed thickness Cell{(NaCl)

Slit: Medium

Results: Wave Number
(CK~1)
750~ 820 750~ 820
860~ 850 860~ 950
1080~1180 1080~1180
1240~1280 1240~1280
1340~1380 1340~1380
1860~1920 1860~1920
2450~2500 2450~ 2500

3.Gas Chromatography

Instrument: Hewlett Packard 58304

Column: Methyl Silicone(0.2mm¢ X50n)

Column Temperature: 180°C

Flow Rate: Iml/min

Detectof:v FID(Hydrogen Flame Ionization)

Injection Volume: Tl



2. Gas Chromatography
Instrument:
Column:
Colunn Temperature:
Flow Rate:
Detector:
Injection Volunme:

Results: Major peak and

Hewlett Packard 58904

Methyl Silicone(0.2nm¢ X 50m)
180°C

Inl/min

FID(Hydrogen Flame Ionization)
1pl

two impurities

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(min) Haijor Peak major peak)
1 3.238 0.93 0.064
2 3.363 0.96 0.15
3 3.49 1.00 100

3. Conclusions: The results of the Mass spectra agreed with the theoretical

values and the infrared

spectra agreed with the Litrature values.

Gas chromtography indicated two impurities with areas totaling<(0.3% of the

major peak.



APPENDIX R 1

CONCENTRATION OF TETRACHLOROETHYLENE IN INHALATION CHAMBER

(2-YEAR STUDY)



CONCENTRATION OF

1,2-DICHLOROETHANE IN INHALATION CHAMBER

(RAT : TWO-YEAR STUDIES)

Concentration(ppnm)

Group Name Mean x S.D.

Control 0.0 s 0.0

50ppno 49.8 + 0.6

200ppm 199. 8 * 1.8

| 600ppm 5388.9 + 4.8

CONCENTRATION OF 1,2-DICHLOROETHANE IN INHALATION CHAMBER

(MOUSE : TWO-YEAR STUDIES)

Concentration{ppn)

Group Name Mean * S.D.

J Control 0.6 + 0.0
10ppnm 10.0 + 0.1

50ppn 50.1 * 0.3

250ppm 250. 2 + 1.6
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APPENDIX R 2

ENVIRONMENT OF INHALATION CHAMBER

(2-YEAR STUDY)



ENVIRONMENT OF INHALATION CHAMBER
(RAT : TWO-YEAR STUDIES)

TEMPERATURE(C) HUMIDITY(%) VENTILATION RATE( £ /min) ROOM AIR CHANGE(time/h)
Group Name MEAN + S. D. MEAN =+ S. D. MEAN =+ S. D. MEAN
Control 24.2 x 0.2 54.5 * 1.7 1130. 2 + 15.2 8.9
50ppnm 24.2 =+ 0.3 56. 17 + 1.5 1131.7 + 20.8 8.8
200ppnm 23.9 * 0.2 596. 3 + 1.9 1131.5 + 18, 8.9
600ppm 24.3 + 0.2 55.7 + 1.5 1128.8 + 24,1 8.9

ENVIRONMENT OF INHALATION CHAMBER
(MOUSE : TWO-YEAR STUDIES)

TEMPERATURE(C) HUMIDITY (%) VENTILATION RATE( £ /min) ROOM AIR CHANGE(time/h)
Group Name MEAN + S.D. MEAN = S.D. MEAN &% S.D. MEAN
Control 23.9 + 0.2 55.1 + 1.2 555.6 £ 11.0 9.0
10ppm 24.0 * 0.1 5.4 £ 1.1 587.2 & 7.1 8.0
50ppm 24.1 + 0.2 55.6 . 1.1 565.8 & 6.8 9.0
250ppm 23.9 + 0.2 54.6 + 1.4 565.7 * 7.4 9.0




APPENDIX S 1

NUTRIENTS IN RAT AND MOUSE FEED

(2-YEAR STUDY)



NUTRIENTS IN RAT AND MQOUSE FEED YV

Lot No. of Feed Analyzed for Nutrients. 2’

Pellet :
Nutrients N oueer wavier seew evioes Belivr s90I%s s90des seove  seuTon seueer  seueui serius suosme  somes  ovens
Moisture level(%) 7.9 7.5 7.2 6.8 7.6 6.8 7.8 7.9 8.1 7.4 7.8 7.7 7.5 7.5 7.2
Crude protein(%) 23.4 23.0 22.9 22.3 22.6 22.2 22.5 23.0 22.5 23.2 23.7 23.5 22.4 22.8 23.6
Crude fat(%) 6.2 6.0 5.8 5.9 5.8 5.6 5.7 5.9 6.0 6.2 6.1 5.7 6.0 6.5 6.5
Crude ash(%) 6.7 6.0 6.5 6.6 6.5 6.5 6.4 | 6.7 6.8 6.8 6.6 6.7 6.6 6.6 6.9
Crude fiber(%) 3.6 3.3 3.2 3.3 3.3 3.6 3.2 3.3 3.5 3.8 3.0 3.6 3.3 3.1 3.6
Nitrogen-free 52.2 03.6 94.4 95.1 04.2 55.3 54.4 53.2 83.1 52.6 53.0 52.8 54.2 53.5 55.2

extract (%)

-1) FEED : CRF-1 ( ORIENTAL YEAST CO.,LTD )
-2) All lots ( 15 lots ) of feed used in rat and mouse study were analyzed for nutrients.



APPENDIX S 2

CONTAMINANTS IN RAT AND MOUSE FEED

(2-YEAR STUDY)



CONTAMINANTS IN RAT AND MOUSE FEED™ VD
Maximum Lot No. of Feed Analyzed for Contaminants. 3’
Tolerable

Contaminants . Levelg™®? 630657 630761 630957 631058 631152 890156 880352 890558
Total mercury(ppb) 100ppb ND™4) ND ND ND ND ND ND ND
Cadmium(ppb) 160pphb 70 70 70 80 80 80 60 60
Lead(ppm) 1.5ppm 0.18 0.09 0.17 0.14 0.14 0.14 0.17 0.09
Arsenic=Ass0s (ppn) 1.0ppn 0.7 0.4 0.4 0.4 0.4 0.3 0.4 0.4
DDT (ppb) 100pphb ND ND ND ND ND ND ND ND
Dieldrin{pphb) 20ppb ND ND ND ND ND ND ND ND
Heptachlor{ppb) 20ppb ND ND ND ND ND ND ND ND
Malathion(ppm) 2.5ppnm 0.32 0.28 0.32 0.27 0.29 0.10 0.13 0.24
AflatoxinBy,2,G1,2(ppb) 5ppb ND ND ND ND ND ND ND ND
PCB(ppb) 50ppb ND ND ND ND ND ND ND ND
Selenium(ppm) 0.6ppn 0.57 0.53 0.48 0.47 0.51 0.486 0.45 0.43
Estradiol (ppb) 1ppb ND ND ND ND ND ND ND ND
N-Nitoroso

~dimethylamine(pphb) 10ppb ND ND ND ND ND ND ND ND
N-Nitoroso

-diethylamine(ppb) 10ppb ND ND ND ND ND ND ND ND

¥ -BHC (ppb) 20ppb ND ND ND ND ND ND ND ND

-1) FEED : CRF-1 ( ORIENTAL YEAST CO.,LTD )

-2) These values have been stipulated by protocol.
-3) All lots ( 15 lots ) of feed used

-~4) ND : Not detected

in study were analyzed for contaminants.



CONTAMINANTS I N RAT AND MOUSE FEED D

Maximum Lot No. of Feed Analyzed for Contaminants. 3’
Tolerable
Contaminants Levels 2’ 880703 890801 090801 891108 900303 900508 3900608
Total mercury(ppb) 100ppb ND™4? ND ~ND ND ND ND ND
Cadmium(ppb) 160ppb 30 70 40 70 80 50 40
Lead(ppm) 1.5ppm 0.16 0.12 0.13 0.08 0.09 0.10 0.10
Arsenic=Asz 0z (ppm) 1.0ppn 0.3 0.3 0.3 0.3 0.3 0.3 0.3
DDT (ppb) 100pphb ND ND ND ND ND ND ND
Dieldrin(ppb) 20ppb ND ND ND ND ND ND ND
Heptachlor(ppb) 20ppb ND ND ND ND ND ND ND
Kalathion(ppnm) 2.5ppm 0.51 0.31 0.286 0.15 0.18 0.27 0.21
AflatoxinBy,2,G1,2(ppb) b5ppb ND ND ND ND ND ND ND
PCB(ppb) 50ppb ND ND ND ND ND ND ND
Selenium(ppnm) 0.6ppnm 0.45 0.35 0.51 0.55 0.53 0.45 0.42
Estradiol(ppb) lppb ND ND ND ND ND ND ND
N-Nitoroso
-dimethylamine(pph) 10ppb ND ND ND ND ND ND ND
N-Nitoroso
-diethylamine(ppb) 10ppb ND ND ND ND ND ND ND
v -BHC (ppb) 20ppb ND ND ND ND ND ND ND

-1) FEED : CRF-1 ( ORIENTAL YEAST CO.,LTD )
-2) These values have been stipulated by study protocol,.

-3) All lots ( 15 lots ) of feed used in study were analyzed for contaminants.

-4) ND : Not detected



APPENDIX T 1

METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS

(2-YEAR STUDY )



METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

(Two-Week Studies and Thirteen-Week Studies)

ltem HMethod Unit

Hematology

Red blood cell (RBC) Aperture impedance method 1? X108/ ul
Hemoglobin (Hgb) Cyanmethemoglobin method 1 g/ dl
Hematocrit (Hct) Calculated as RBCXMCV./10 ¥° %
Mean corpuscular volume (MCV) Aperture impedance method 1? fl
Mean corpuscular hemoglobin (MCH) Calculated as Hgb/RBCX10 ¥? pg
Mean corpuscular hemoglobin Calculated as Hgb/HctX 100 ¥ g/ di

concentration (MCHC)
Platelet Aperture impedance method 1’ X103/ u |
White blood cell (WBC) Aperture impedance method '’ X103/ p |
Differential WBC Pattern recognition method 2 %
(Wright staining)

Biochemistry

Total protein (TP) Biuret method 3 g/ dl
Albumin (Alb) BCG method 3’ g/ dl
A/G ratio Calculated as Alb/ (TP—Alb)

T-bilirubin Michaelson method =’ mg/ dl
Glucose Enzymatic method (HK-G-6-PDH) =? mg/dl
T-cholesterol Enzymatic method (CEH-C0D-POD) mg./dl
Triglyceride Enzymatic method (GK-GPO-POD) = mg/ dl
Phospholipid Enzymatic method (PLD-COD-PGD) = mg/ dl
Glutamic oxaloacetic transaminase (GOT) Karmen method =’ /1
Glutamic pyruvic transaminase (GPT) Karmen method ¥ /1
Lactate dehydrogenase (LDH) Wroblewski-La Due method 3> NIy
Alkaline phosphatase (ALP) GSCC method 3’ /1
7 -Glutamy! transpeptidase (G-GTP) L- 7 -Glutamyl-p-nitroanilide substrate /1

. method 3’

Creatine phosphokinase (CPK) GSCC method =? I/t
Urea nitrogen Enzymatic method (Urease-GLDH) *’ mg./ dl
Creatinine Jaffe method = mg./ dl
Sodium Flame photometry <’ mEq./ |
Potassium Filame photometry #’ mEq/ |
Chioride Coulometric titration #° mEq./ |
Calcium 0CPC wethod =’ mg/ dl
inorganic phosphorus Fiske-Subbarow method =’ mg/ dl
Urinalysis

pli, Protein, Glucose, Ketone body, Urinalysis reagent paper method =’

Bilirubin, Occult blood, Urobilinogen

1) Automatic blood cell analyzer (Coulter counter SP : Coulter Electronics Inc.,USA)

2) Automatic blood cell differential analyzer (Hematrak 5380 :
3) Automatic analyzer (Hitachi 705 : Hitachi,Ltd.,Japan)
4) Flame photometer (Hitachi 750 : Hitachi,Ltd.,Japan)

5) Ames reagent strips for urinalysis (Multistix, Uro-Labstix :

Geometric Data a Smithkline Company,
UsSA)

Miles Sankyo Co.,Lid.,Japan)



METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

(Two-Year Studies)

| tem Method Unit
Hematology
Red blood cell (RBC) Light scattering method X108/ i1
Hemoglobin (Hgh) Cyanmethemoglobin method 1° g/ dl
Hematocrit (Hct) Calculated as RBCXMCYV/10 1° 9%
Mean corpuscular volume (MCV) Light scattering method 1’ f1
Mean corpuscular hemoglobin (MCH) Calculated as Hgb/RBCX 10 1? pg
Mean corpuscular hemoglobin Calculated as Hgh/HetX 100 ¥’ g/ dl
concentration (MCHC)
Platelet Light scattering method 1’ X103/ ul
White blood cell (WBC) Light scattering method *’ X103/ 1l
Differential WBC Pattern recognition method 2 9%
(May-Grunwald-Giemsa staining)
Biochemistry
Total protein (TP) Biuret method =’ g/ dl
Albumin (Alb) BCG method 3 g/ dl
A/G ratio Calculated as Alb/” (TP—AIlb)
T-bilirubin Michaelson method 3 wg/ dl
Glucose Enzymatic method (HK-G-6-PDH) = mg/ dl
T-cholesterol Enzymatic method (CEH-COD-P0OD) = ng/dl
Triglyceride Enzymatic method (GK-GPO-POD) *° mg/ dl
Phospholipid Enzymatic method (PLD-COD-POD) = mg/ dl
Glutawic oxaloacetic transaminase (GOT) Karmen method 3’ /1
Glutamic pyruvic transaminase (GPT) Karmen method =’ /1
Lactate dehydrogenase (LDH) Wroblewski-La Due method = U/ 1
Alkaline phosphatase (ALP) GSCC method 3 U/ 1
7 -Glutamy! transpeptidase (G-GTP) L- 7 -Glutamyl-p-nitroanilide subsirate /1
method 3’
Creatine phosphokinase (CPK) GSCC method 3 /1
Urea nitrogen Enzymatic method (Urease-GLDH) =? mg/ dl
Creatinine Jaffe method = mg/ di
Sodium Flame photometry 4’ mEq./ |
Potassium Flame photometiry mEg./ |
Chloride Coulometric titration mEq./ |
Calcium 0CPC -method = mg/ dl
Enzymatic method (SPL-PGM-G-6-PDH) =° mg./ dl

Inorganic phosphorus

Urinalysis
pH, Protein, Giucose, Ketone body,

Bilirubin, Occult blood, Urobilinogen

Urinalysis reagent paper method >’

1) Automatic blood cell analyzer (Technicon H-1 :
2) Automatic blood cell differential analyzer (Hitachi 8200 :
fitachi,Ltd., Japan)
Hitachi,Ltd., japan)

5) Ames reagent strips for urinalysis (Multistix, Uro-Labstix :

3) Automatic analyzer (Hitachi 705
4) Flame photometer (Hitachi 750 :

Technicon Instruments Corporation,USA)
Hitachi,Ltd.,Japan)

Miles Sankyo Co.,Ltd.,Japan)




APPENDIX T 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

(2-YEAR STUDY )



(Study No. 0104, 0105)

UNITS AND DECIMNAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY Red blood cell 2 X108/ p1
Hemoglobin 1 g/dl
Hematocrit 1 %
MCV 1 f1
MCH 1 pPg
MCHC 1 g/dl
Platelet 0 X10°/ p1
White blood cell 2 X108/ p1
Differntial WBC 0 %
BIOCHEMISTRY Total protein 1 g/dl
Albumin 1 g/dl
A/G ratio 1
T-bilirubin 2 mg/dl
Glucose 0 ng/dl
T-cholesterol 0 mg/dl
Triglyceride 0 mg/dl
Phospholipid 0 ng/dl
GOT 0 10/1
GPT 0 IU/1
LDH 0 10/1
ALP 0 1U/1
¥ -GTP 0 10/1
CPK 0 10/1
Urea nitrogen 1 mg/dl
Creatinine 1 mg/dl
Sodium 0 mnEq/1
Potassium 1 nEq/1
Chloride 0 nEq/1
Calcium 1 mg/dl
Inorganic phosphorus 1 mg/dl




