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STUDY NO. @ 0087 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 13 15 18 13
1> 42> <& <& 1> 2> 3> D I> 2> <8 b 1> 2> & b
Organ____ Findings M @® % W M W @ W M ® ® & ® h ® B
[Integumentary system/appandags]
skin/app epidermal cyst 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo oo Co{n 000 ooy (o0l n
subcutis cyst Q 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo o CoCnCn (8000 oo oo
[Respiratary system]
nasal cavit thrambus 0 3 0 0 4} 0 0 0 0 3 0 0 1 2 0 0
(023 oo (oo om0 (8 (1) (0 (0
inflammation 0 0 0 0 1 0 0 0 1 1 0 0 0 2 0 0
Coco oo (D00 (e e (ol on o1y (00
ledkemic cell infiltration 0 Q 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oConCn oo oo oo o6 00 cocolonn
eosinophilic changs:olfactory epithelium 11 0 0 0 7 0 0 0 13 0 0 0 8 0 0 0
(8) (0 (0 (0 (4 C 0 C 0 C 0 (72) C o) C 0) (0 (82) ( 00 C 00 (O
eosinophi lic change:respiratory epitheliun 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(8000 (0 o0 (i o oo (o0
respiratory metaplasia 2 0 0 0 4 0 0 0 2 0 0 0 2 0 0 0
(18 C 0y C 0) (O (en C 0 o (o (i Co oo (1) o0
inflammation: foreign body 3 1 1 0 6 2 2 0 5 1 0 0 1 2 0 0
(23 ( 8 ( 8 (0 (40) (13) (13) ( 0) (28 ( 6) ( ) (O (8 (158 ( 0 (0
nasapharynx inflammation: foreion body 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo oo o (o o0y CoCco oo
lung/bronch congestion 0 2 4 0 0 3 5 0 ¢ 1 5 0 0 2 5 0
0 (15 (30 (O 0 (20 (33 ( 0 0 (8 (28 (0 0 (15) (38 ( 0
Significant difference : ¥ 1 P = 0,05 *% ¢ P = 0.01 Test of Chi Saquare <1>:Slight <2>Moderate <37 Harked <4>:Severe
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STUDY NO.  : 0087 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 10 pem 40 ppm 160 ppm
No. of Animals 13 15 18 13
KI> 2> & Wb 1> D> B b 1> 42> &> <48 A> 2> & b
Organ_____ Findings ® W W W ® W & W ® ® ® W ® % @’ @
[Respiratory system]
Lung/bronch deposit of pisment 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8o n o0 ln Coco oo 0OCo oo
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) I G ) B G ) B Q) O Co oo ey ool o 0 CoCn o
osseous metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o 0000 (oo ConCon 8 (000
leukemic cell infiltration 2 0 0 0 1 0 0 0 1 0 2 0 0 1 2 0
(18) ¢ 0) C 0 C 0 e (e ooy 0 ( 8 (18 ( 0)
metastasis:bone tumor 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCoCs o0 0Co o0 CoCo{o o 0 C 0 Co o0
metastasisispleen tumar 0 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0
Q) B G O) I G D Q)] 0 (o (7 (o0 o co s (o0 0 (000
metastasisimuscle tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
RGN ) I Q) B G 0o 00 ool 0 C0Co (8
metastasisivertebra tumor 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCcs o0 0000 o0 o0 0 C 0 Co o0
bronchopneumonia 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo OCnD 0o CoCo oo 0 C 0o (o0
[Hematopoietic system]
bone marrow hypoplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o8 oo OCH Lol o000 0 (0 oo
leukemic cell infiltration 0 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0
Q) I G ) B G ) I )] 0OCo o0l o6 00 08 oo
Significant difference ; ¥ 1 P = 0.05 #x 1 P < 0.01 Test of Chi Sauare <1>:Slight <2>:¥oderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.
ANTMAL

REPORT TYPE :
SEX

: 0067
¢ RAT F344

© HALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-104W)

PAGE = 3
Group Name Corrtrol 10 ppm 40 ppm 160 ppm
Na. of Animals 13 15 18 13
KI> 2> B> b 1> 2> 8> D KI> 2> <3 <4 IO 2> B> L
Organ, Findings o ® B ® | W W M M W W M % ® W
[Hlematopoistic system]
bone marrow metastasisispleen tumor 0 0 0 0 1 0 0 0 0 1 0 0 0 0 Y 0
(oo (o (D00 o e (00 oo
reticulosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 CoCoCo o (o000 (o0 o0
Lymph node granulation 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(800 (13 C 000 o Cco oo (ORGSO B Q)]
leukemic cell infiltration 2 0 0 0 0 0 Q 0 1 1 0 0 0 1 1 0
(15) C 0 C 03 C O (oo (e 8 (00 (o880
metastasisispleen tumor 1 0 0 0 0 1 0 0 0 0 1 i} 0 0 0 0
(8 co oo (o0 oo 8 (o0 (O Co oo
metastasisimuscle tumar 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo Cn (oo o0 (oo fnlo o Conlsn
metastasisizymbal gland tumor 0 0 ) 0 0 0 0 0 0 0 0 0 0 0 1 0
oo o0 Cocoo o0 o co o0 o o8y
spleen deposit of hemosiderin 5 0 0 0 5 0 0 0 4 0 0 0 3 0 0 0
(38) ( ) (0 (O (33) C 0y (0 (o (22 C 0y C 0y C O (23 C O 0 (0
fibrosis 0 0 g 0 0 0 0 0 0 0 0 0 0 1 0 0
CoCoC o Co 0o (o0 oo (08 CnCon
extramedul Lary hematopoiesis 1 1 1 0 3 0 0 0 2 3 0 0 2 0 1 0
(88 (200 C 0) C 0) ( 0) (1) (1 (0 (0 (13 C 0 C 8 (0
[Circlulatory system]
heart dilatation 0 0 0 0 0 0 1 0 0 0 1 0 0 1 0 0
(oo oo oo CnCo (oo s (0 (o8 oo
Significant difference ; ¥x 1 P = 0.05 ¥x 1 P = 0.01 Test of Chi Square <1>:Slight {(2>:Moderate <3>:Narked {4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + RAT F344 DEAD AND MORIBUND ANTMALS (0-104W)
REPORT TYPE : Al
SEX © MALE PAGE : 4
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 13 15 18 13
> 2> B3> <L 1> 2> <3 4> > 2> B b I> 2> <3 <L
Organ Findings @ o W ® @ o @ o W oM W ® B &% W
[Circlulatary system]
heart thrombus 0 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0
coco oo {0 o8 {00 (oo 0
necrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo oo (O(nco oy (oo o0 o000 o
myocardial fibrosis 6 5 0 0 8 5 0 0 9 6 0 0 7 4 0 0
(46) (38 ( O) (O (53) (33 ( 0) ( 0 (50) (33) ( 0 ¢ 0 (54) (31 C O C O
myocarditis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
) RO ) I G ) (D0 o6 0y (000
artery/aort mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
o 0o o Q) G ) I Q) B Q) CoCoo o0 (o8 0ny
[Digestive system]
tongue arteritis 2 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(15 ( 8 (0 (O (oo o0 (8 o0y (00
stamach mineralization 0 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0
() B G 1) I G ) B ) (O n o0 (o coco 0 cocoodsn
teukemic coll infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oco oo o Cnon (ool n (o Col8 o0
metastasisispleen tumor 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo oo oo 0o o8 (00 (oo o0
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Co oo o0 CoCo oo oo (&0 (nlon
ulcer:forestomach 1 1 0 1 0 1 0 0 1 0 0 2 0 1 0 0
(3808 CoCnCo0lo0 6 0o (1 (o8 (o0
Significant difference x 1 P £ 0,05 x 1 P S 0.01 Test of Chi Square <1>:Slight {2>:¥oderate (3> Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © MALE PAGE ¢ 5
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 13 15 18 13
KI> K2 <K& <& > 2> B> <A > K2 <3 <4 1> <2 B3> <L
Organ Findings M % ® W W W ® W M W W W @ ® ®m @
[Digestive system]
stomach hyperplasia: forestomach 0 0 2 0 0 1 0 0 2 0 0 0 0 0 0 0
oo’ Co(n oo (i o (00 (oo 0
erosion:glandular stomach 1 0 1 0 ¢ 1 0 0 1 2 0 0 2 1 0 0
(8080 Co{n 00 e 1y o0 (1) ( 8 ( 0 (0
ulcer:glandular stomach 0 1 1 0 0 0 0 0 1 0 0 0 0 0 0 0
(o088 n O B G O B QR B G e oo (0 ool Cn
small intes erosion ¢ 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
cococoCon (oo o (00 (a0l
Liver herniation 1 0 0 0 0 1 0 0 0 0 0 Q 0 0 0 0
(00 CoCn 00 CoCo oo (oo o0
congestion Q 0 0 0 0 1 0 ¢ 1 1 0 0 0 1 0 0
oo oo (N0 (8 (e 0o (o0
necrosis:central 1 0 0 0 0 0 1 0 0 0 2 1 0 0 0 0
(G ) I G ) I ) B Q)] o Cn o CoCo w8 o oo o
necrosis: focal 0 0 0 0 1 0 0 0 1 1 0 0 0 0 0 0
CoCo oo (n o0l (e (8 (00 o Cocon o
collapss 0 1 2 0 1 0 0 0 0 0 0 0 2 2 0 0
o8 (1m0 (D00 Coco 0o (18) (18) { 0y € 0)
fatty change 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
({000 oo oo (o Coon (oo oo
fatty change:peripheral 0 1 0 0 0 1 0 0 0 1 1 0 0 1 0 0
o8 CnCn oD 00 o8 (80 CoC8 oo
leukemic cell infiltration 0 1 ~ 0 0 0 0 0 0 0 1 1 0 1 2 0 0
CoC8 oo oo oo coCs 80 (8 (1) (0o
Significant difference * 1 P < 0,05 x* @ P = 0,01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Narked <4>:Severe

(HPT150)

BAISZ



STUDY NO. @ 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name Control 10 ppm 40  ppm 160  ppm
No. of Animals 15 18 13
1> K2> (K3 <K& KI> K2> <& b 1> K2> K3 4 1> K2> <3 Wb
Oroan Findings ®w ® ®» ® @ ® ® W W W ®» ® W W » ®
[Digestive system]
Liver metastasisispleen tumor 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0 0
(oo doCon (oo Cn (e 00 (00
metastasis:retroperitoneum tumor 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 (o coCo oy (oo CoCco oo
basophilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (oo (oo (ocolnCn
spongiosis hepatis 0 0 0 0 2 1 0 0 1 0 0 0 1 0 0 0
(O Coo0 (1) 70y (oo (o0
bile duct hyperplasia 12 1 0 0 14 0 0 0 14 1 0 0 12 0 0 0
(g2) ( 8 ( 0 (0 (e3) 0y (0 (0 (78 ( 6) ( 0)( 0 (92 (o) { 0 (0
pancreas atrophy 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 (oo 0 (e ool (oo oo
metastasis:spleen tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 ) B GRO B Q) B Q) (o000 (OO0
[Urinary system]
Kidney infarct 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o8 0o CoCHCo o (oo (oo
cyst 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
o ooy (oCn oo )R GIN)  GIE ) B Q)] (oo oo
hyaline droplet 1 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(8o oo (oo dnCn (ool (o0 con o0
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
CoCo oo C0 oo (o080 oo oo
Significant difference ; * P = 0.05 #x 1 P = 0.01 Test of Chi Souare <1>:Stight <2>:Yoderate <3>:Harked 4> Severe
(HPT150)

BAISZ



STUDY NO. : 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © MALE PAGE = 7
Group Name Cantrol 10 ppm 40  ppm 160  ppm
No. of Animals 13 15 18 13
> 2> B> Wb 1> 42> <3 <KL <I> 2> B3> D 1> K2> <3 L&
Organ_____ Findings @ o W & @ W W M & o & W % W ®
[Urinary system]
kidney metastasis:vertebra tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0
(o0l n oo oo ooy (o0 o0
chronic nephropathy 8 1 2 2 6 5 1 1 7 7 0 3 8 2 2 1
(62) ( 8 (15 (15 (40) (33) ( H (D (39) (39 ( 0) (17 (46) (15) (18) ( 8
hydronephrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0
coco o0l CoCn oo oo ln o (o0 Con
tubular necrosis 1 3 1 0 0 1 3 0 ¢ 1 1 0 1 0 2 1
(8 (230 ( 8 (0 CoCmn 20 (ocs {80 (80 (1B (8
urin bladd leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
co oo Coco oo (8 o000 ool
[Endacrine system]
pituitary deposit of pigment 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
co o000 (oo o0 (ocodon oy (ool
hyperplasia 1 2 0 0 0 1 0 0 2 2 0 0 1 0 0 0
(8 (1.0 Co(n oo (i) (1 C 0 0 (a0 (o0
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
coco oo (GO QI B G) B Q1)) (o Cce o0 Coco 0o
thyroid leukemic cell infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo CocoCnCn (o8 (o0 (oo nln
ultimobranchial body rement 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (D00 (8000 (ORGSO B Q)]
C-cell hyperplasia 2 0 0 0 0 1 0 0 1 0 0 0 0 1 0 0
(13 oo D00 8 oo o0 (o000
Significant difference *x 1 P = 0.05 ** 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderats <3>:Harked <4>:Severe
(HPT150)

BAISZ



STUDY NO. = 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 10 epm 40 ppm 160 ppm
No. of Animals 13 15 18 13
> 2> (K3 b 4> 2> B> W > 2> <& b 1> 2> <3 &b
Organ Findinos @ ® ® ® @ ® o ® W ®» ® O ® ® ® o
[Endocrine system]
parathyroid hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
OB GIN)  GEE ) B Q)] (D00 oo (0 (o0 ln
adrenal hemorrhage 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo oo (o0 {0Co o CoCods (0 (O RGN ) B GO B Q)|
leukemic cell infiltration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo o000 (8 Co 0o coco o0 o0
hyperplasiatcortical cell 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo Q) I Q) I G ) B Q) oo 0 ool
hyperplasia:medulla 1 3 0 0 2 2 0 0 1 4 0 0 0 2 0 0
(8 (23 C 0 (0 (13) (13) ( 0 ( 0) (6 (22 (0 (0 (o0 (13y (00
accesory cortical nodule 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (0o (e ool n (ool
focal fatty change:cortex 0 0 0 0 2 0 0 0 3 1 0 0 1 1 0 0
cocon o0 (1000 (mm 8 (00 ({80l
[Reproductive system]
testis atrophy 3 0 0 0 2 0 0 0 5 0 0 0 3 0 0 0
(23 C 0 (0 (0 (13 0o (28) C 00 C 0 (O (23 C o oo
mineralization 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
() (0O Co” (OCC o (0o (oo o0
metastasis:bone tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8o lon (oo o0 oo ol (000
arteritis 5 0 0 0 3 0 0 0 4 0 0 0 2 0 0 0
(38 (0 C 0 (0 (200 C 0y C 0)( 0 (222 (0O (OO (18) ( 0 C 0 ( 0
Significant difference ; * 1 P = 0,08 *x 1 P S 0.01 Test of Chi Sauare <1>:8light <2>:Hoderate (3> Marked <4>:Severe

(HPT150)

BALS2



1>

STUDY NO. ¢ 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : NALE PAGE : 9
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 13 15 18 13
> K2 B D 1> 2> B> b > 2> 3 & 1> 2> B> b
Organ____ Findings ® W @ @ ® ® W W @ W ® W @ o W W
[Reproductive system]
testis interstitial cell hyperplasia 0 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
(oo lon o (oo (1m0 0l o000
epididymis degeneration 2 1 0 0 2 0 0 0 5 1 0 0 3 0 0 0
(1) (. 8 ( 0 ( 0 (13 C 0 0y C 0 (28) ( 8) { 0) C 0 (2 C 0 (0 (O
prostate inflammation 4 1 2 0 2 0 5 0 B 1 1 0 2 0 1 0
(31) C 8 (13 (0 (13) C 0y (33 ( O (33 6) ( 8 ( 0 ( 15) 08w
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (Do O B G ) B G ) I Q)] (oo (o0
leukemic cell infiltration 0 0 ¢ 0 0 0 0 0 0 1 0 0 1 0 0 0
COCoCo oy Q) B Q1) I G ) B Q)] 600 (oo o
metastasis:splesn tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Co oo (nco o0 oo 0 (o0l
motastasis:imuscle tumar 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (n oy o CoCo o CoCoCn o (0o
[Neruous system]
brain hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo CoCoCon oo (8000 (oo
hyaline body 6 0 0 0 5 0 0 0 4 0 0 0 5 0 0 0
(46) C OO (C O CO (330 oo (22) C 0y C O (O (38) ( 000
leukemic cell infiltration 0 0 0 0 0 0 0 0 1 1 0 0 1 1 0 0
(oo oy (Coo 0 (88 0y (80w
spinal cord hemorrhage 0 0 0 0 0 0 0 0 ¢ 1 0 0 0 0 0 0
(oo oo o0 o s (00 (ool n
Significant difference 3 * 1 P = 0.05 * 3 P = 0.01 Test of Chi Square <1>:Slight <2>:Noderate <3>:Narked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX + MALE PAGE : 10
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals ©13 15 18 13
1> 2> B b 1> 2> 8> <4 1> 2> K3 <& <I> K2> B> 4L
Organ Findings ® W W W w ® ® ® @ o @ W ® W W W
[Neruous system]
spinal cord tetkemic cell infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
ooy (ococon oy o8 {00 (ool
periph neru degeneration 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) B G ) B G Y B )] oo o0 ) B G ) B Q) B Q)] (o Co 0o
metastasis:zymbal gland fumor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
oo ooy oo (o0 o (ool s
[Special sense argans/appandage]
eye cataract 0 1 0 0 0 0 ¢ 0 1 1 0 0 0 0 0 0
Q) R Q) B QI B Q)] coco o0 (88 {00 (o000
retinal atrophy 0 1 0 0 0 1 0 0 1 0 0 0 1 1 0 0
o800 CCn o0 (e o000 (8800
keratitis 0 1 0 0- 1 0 0 0 0 0 0 0 1 1 0 0
o8 oo (7o oo (GO R Q) B Q) B Q)] (oo
Harder gl deposit of pigment 1 0 0 0 0 0 0 0 i 0 0 0 1 0 0 0
(G B G ) B GO I Q)] CoCo oo (e oo (8000
inflammation 0 ¢ 0 0 0 0 0 0 1 0 0 0 0 0 0 0
() G ) B G ) B Q)] (o0 (e o000 (oo oy
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo 0o Coco oo C0Ce oo (o0
nasolacr d inflammation 2 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(15) C 0 C 0 (0 (oo o CoOCocon o0 (1B C O (00
[Musculoskeletal system]
nuscle necrosis 0 0 0 0 0 0 0 0 0 1 0 0 2 ¢ 0 0
[RGB G ) B Q) o000 s 0o (1y o o0
Significant difference * 1P S 0.05 * 1 P 5 0,01 Test of Chi Square <1>:Slight <2>:Noderate <3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0087 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX o MALE PAGE ¢+ 11
Group Name Control 10 ppm 40 ppm 160  ppm
No. of Animals 13 15 18 13
1> 2> &> &L 1> 2> KD Kb 1> K2> 3> b 1> 2> <3 <KL
Organ_____ Findings @ o W ® @ W ® w ® ® W M & W @
{Musculoskeletal system)
muscle leukemic call infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(G B QI ) B QR ) IR Q)] CoCoCon o CoCs oo (oo
metastasisispleen tumar 0 0 0 0 0 0 ¢ 1 0 0 0 0 0 0 0 0
CoCoCno (0 ln (oo ) RGN B G ) B Q)]
[Body cauities]
pleura pleuritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo lnln o0 (e o Colon oo oo
adiposs granulation 1 0 0 ¢ 1 0 0 0 2 0 0 0 0 0 0 0
(o0 Con (D0 o0 (I oo (oo o0
Significant difference ; * P = 0.0 *x 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Noderate <3>:Harked <4>:Severe
(HPT150)

BAIS2



APPENDIX M 2

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS
(TWO—YEAR STUDIES: SUMMARY)

RAT:FEMALE :DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0087

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PACE : 12
Group Name Control 10 ppm 40  ppm 160  ppm
No. of Animals 15 9 13 12
> 2> <& <D 1> K2 <3 <& 1> 2> <& D > K2> <K& D
Organ Findines @ ® ® W @ ® ®» W W ® ® ® ® ® ® ®
[Integumentary system/appandage]
skin/app epidermal cyst 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCn oo ool CoCoConCon (o0l
[Respiratory system]
nasal cavit thrombus 0 4 Q 0 0 2 v} 0 1 8 0 0 0 6 0 0
Cocen oo o222 0o (8 (62 (0)( 0 0 (50 (0 (0
leukemic cell infiltration 0 0 0 0 0 1 0 0 0 ¢ ¢ 0 0 0 0 0
toco oo (om0 (oo (o0 (o0l
eosinophilic change:olfactory epithelium 11 1 0 0 3 0 0 0 g 0 0 0 7 2 0 0
(1) 70 (33 (0o (69) ( 00 C 0) (O (58) (1 ( 0) ( 0
ensinophilic changeirespiratory epithelium 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(1B 0o co ool oo o0 o (0ol
respiratory metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(Do o0 Q) I G 1) B ) B G o0 (00
inflammation: foreign bady 0 2 0 0 1 0 0 0 0 0 0 0 3 0 0 0
() B G &) I Q) B G (i o oo o Co oo (29) C 0 (O (0
Larynx inflanmation 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(Dol oCn (I Co o co oo o0 1y C o) 0 (o)
Lung/bronch congestion 0 0 1 0 0 0 2 0 0 1 1 0 1 0 0 0
(o CnCo oo (22 (0 (o880 (& (0ol o0
edema 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) I G B Q) B Q) oo o0 (8 o0 o0 (o Cco{onn
inflammation 1 2 0 0 0 0 0 0 0 1 0 0 1 1 0 0
(D’ oo oo ooy (80 (a0
Significant difference * 3 P = 0.05 *x 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS {0-104W)
REPORT TYPE : Al
SEX : FENALE PAGE ¢ 13
Group Name Controt 10 ppm 40 ppm 160  ppm
No. of Animals 9 13 12
(1> <> B> D > K2 < &b > K2 <3 b 1> 2> B3> Wb
Organ______ Findings ® o @ ® @ W & ® M W W W M & W W
[Respiratary system]
lung/brench leukemic cell infiltration 1 1 1 0 0 3 1 0 2 1 1 0 0 2 0 0
(D0 C0(33) (1) (0 (15) ( 8 ( 8 (0 0 (1 C 0 C 0
metastasis:uterus tumor 0 0 0 0 ¢ 0 0 0 0 1 0 0 0 0 0 0
(ocoConCn O ) B G ) B G ) B G 080 Co0 OCoCn o
metastasis:adrenal tumor 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o{noCon COCon (o0 (o0 0o oo
accumulation of foamy cells 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(7DCCn o0 CoCo oo COCo o0 o0 0Co {0
bronchiolar-alueclar cell hyperplasia 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(o0 (om0 (80 o0 N0
[llematopoietic system]
bone marrow hypoplasia 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
oy oo 00 (oo nlo (ORIG) BE Q) B Q)]
granulation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oo (1) C 0 o0 (oo 8 (ool
teukemic cell infiltration 0 0 0 0 0 1 0 0 1 1 0 0 0 0 0 0
CoCo oo o (i oo (8 ({0l 0 CH 00
myelofibrosis 0 1 1 0 0 1 0 0 1 1 1 0 1 0 1 0
(o Cnn oy Co 1o o (8880 (080
tymph node granulation 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 o oo G I G ) B QI ) B Q)] ooy
leukemic cell infiltration 2 1 1 0 0 1 2 1 2 0 1 0 0 0 0 0
(B nen 0 (0 (1) (22) (11 (15 C 0 (. 8 (0 0CoH o
Significant difference ; * 1 P = 0,05 ** 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <(3>:Harked <4>:Severe

(HPT150)

BAISZ



STUDY NO. ¢ 0087 HISTOLOGICAL FINDINGS : NON-NEOPLASTIG LESIONS (SUMMARY)
ANIMAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-104H)
REPORT TYPE : Al
SEX . FEMALE PAGE : 14
Graup Name Control 10 ppm 40  ppm 160 ppm
No. of Animals 15 9 13 12
> K2> B3> B 1> @&> &> &b 1> 2> <3 Wb 1> 2> B W
Organ Findings & o, @ ® ® W @& O @ B W W @ & ® W
[Hematopoietic system)
lymph node metastasis:uterus tumar 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0
(oo o0 oo oo (o080 (0800
metastasisiadrenal tumor 0 0 1 0 0 0 0 0 0 ¢ 0 0 0 0 0 0
cococn o o0 o000 (oo 0o
spleen necrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
oo oo (o (oo (s (o0 (OCocon o0
deposit of hemosiderin 1 0 1 0 3 0 0 0 1 0 0 0 0 0 0 0
(DD 0 (33 (0o o0 (8 o0 o0 (oo 0
fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 ¢
(oo (o000 (8o (oo o0
scar 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
ooy oo (o cn oo (o8 0
extramedul lary hematopoiesis 0 3 3 0 2 2 0 0 3 2 1 0 0 3 1 0
020 (200 (O (22) (22) C 0) C O (23) (18) ( 8 ( 0 (0 (28) ( 8 (0
[Circlulatory system]
heart dilatation 0 1 0 0 0 4} 0 0 0 0 0 0 0 0 0 0
(0N Cococn o0 CoCo oo (oo o0
thrombus 0 1 1 0 1 0 0 0 ¢ 1 1 0 0 0 1 0
(o(ncn o (oo (0880 (o8 (o0
necrosis 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
cocon oo Q) IR G ) B Q) B G (&8 00 (GO IO B G G|
myocardial fibrosis 7 1 0 0 3 1 0 0 7 1 0 0 4 2 0 0
(an (D 0 0 (33 (1 C 0 C 0 (54 ( 8 C 0 (0 (33 (1m0 (0
Significant difference ; x 1 P S 0,05 *x 3 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0087 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15

Group Name Control 10 ppem 40 ppm 160 ppm

No. of Animals 15 9 13 12

1> 2> <3 Wb 1> <@ 3> 4 > 2> B3> <& K> 2> 3> L

Organ Findings @ oM @ W @ & ® O w ® W W @ ® w W
[Circlulatory system]
artery/aort mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

[Digestive system]

tongue vacuolic change 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do CoCco oo oo o (OO0

stomach mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do Cn CoCcoConCon oo o (ool

Lleukemic cell infiltration 1 0 0 0 0 0 4} 0 0 0 0 0 0 0 0 0
(Do (o0 n CocooCon 0 (oo oo

erosion: forestamach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCoCn o0 cCoco o0 (0o Con (oo o0

ulcer:forestomach 0 4 1 0 2 1 0 0 1 1 0 0 1 2 0 0

(o2 o (22) (1) C O ( O (880 (&m0

hyperplasia: forestomach 4 3 0 0 0 1 1 0 2 2 0 0 2 0 0 0

(eny (200 C 0) C 0 (0 (1) (1) € 0 (15) (18) C 0) ( 0) (m 00

erosion:glandular stomach 2 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0

(B3 (o000 (e (o000 (15 C 0 ¢ 0 ( O (800l

ulceriglandular stomach 0 2 0 0 0 0 0 0 2 0 1 ] 1 2 0 0

0y 0o (oo Cy (18) C 0 ( 8 (0 (& (1o (0

Liver herniation 0 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0
(Do o1y ol (o8 0o (080

congestion 1 0 0 0 o 0 0 o 0 0 o o 0 o

1 0
(oo (ool oo (oo

Significant difference ¥ i P = 0.05 w»* : P = 0.01 Test of Chi Square <1>:8light <2>:Moderate <3>:Harked <4>:Severe

(HPT150) BAIS2



STUDY NO. & 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIGC LESIONS (SUMMARY)

ANTMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FENALE PAGE : 16
Group Name Control 10 ppm 40 ppm 160 ppn
No. of Animals 15 9 13 12
1> 2> <& & A> 2> B b A> 2> 3 <L KI> 2> B3> W
Organ___ Findings @ o @ o ® % @& o W o & ® W @ @
[Digestive system]
Liver peliosis-Like lesion 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 oo o0 CoCoCn o (o0 o0
necrosis:central 0 2 1 0 1 0 1 0 ¢ 2 0 0 0 2 0 0
Co (13 70 (1) ¢ 0y (11 C 0 (0 (1) ( 0) (0 (om0 0
necrosis:focal 2 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(13 000 (oCcoCn oy oo (000
collapse 0 2 0 0 0 2 0 0 2 1 3 0 0 2 0 0
(oo (o220 (1) ( 8) (23) ( 0) (om0 o0
fatty change 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(N0l (oo Cn CoCco0Co (o800
fatty change:central 0 3 0 0 0 1 0 0 0 2 1 0 0 1 1 0
0 (20 C 0 (0 (ot oy (0(m1 8o (080
fatty change:peripheral 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
CoCo 0o Co oo (oo ln oo oo
granulation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0
CoCoCoCon (oo (1) (o0 (oo (o8 o
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D oo (oo oo (oo loloy
leukemic cell infiltration 3 1 1 0 2 0 1 0 2 1 0 0 1 1 0 0
(20 (DD (O (22) C ) (1) C O (18) ( 8 (0 ( 0 (00
acidophilic cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo oo o0 (OCo o0 (oCoCn o0
basophilic cell focus 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(DD 00 (oo (oo (oo 0
Significant difference ; * P S 0.05 ® 1 P = 0,01 Test of Chi Sauare <I>:iSlight <2>:Noderate <{3>Harked <4>:Severe

(HPT150) BAIS2



STUDY NO, : 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 17
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 15 g 13 12
I> 2> B> Kb <> 2> 3 L 1> 2> <3 & > K2> 3> B
Organ___ Findings o W W W ® & ® W® & & & W o o @
[Digestive system]
Liver vacuolated cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(nco oo CoCoCnon (o Cco oo (oo
pancreas atrophy 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
coco oo CoCCo o (&8 {00 (ool
letkemic cell infiltration 0 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0
(oo oy o0 (22 (0 coCcolon o0 OB G) BN Q) B Q)]
{Urinary system)
Kidney deposit of hemosiderin 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(ool n (o oo s 0o (oo
leukemic cell infiltration 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(Dol (o (m ol GV REG) B G ) B G )) (o0 o0
chronic nephrapathy 5 4 0 0 1 1 0 0 4 0 0 0 3 2 0 0
(383 (21 ( 0 ( O (1) (1 ¢ 0 ¢ 0 (s1) C 0 C 0 (0 (25) (17) C O ( 0)
pyelonephritis 0 0 0 0 0 0 0 0 1 0 1 0 Y 0 0 0
oo oo oo (o (808 (oo
tubular necrosis 1 1 2 2 0 1 3 1 0 0 4 1 0 0 2 1
(70D 13 (13 (0 (11 (383 (11 (0o (3 (8 (oo (18
mineralization:cortico-medullary junction 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoC0Co o (G RGN ) B QRO B Q)] (ool (oo
[Endocrine system]
pituitary angiectasis 0 0 0 0 0 2 0 0 0 0 0 0 1 0 1 0
oo (o200 CoCco 0o (8 o8 o0
Significant difference ; x 1 P = 0.05 x* ¢ P = 0.01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <{4>:Severe

(HPT150)

BAISZ



STUDY NO. & 0067
ANTMAL © RAT F344

REPORT TYPE : Al

SEX : FEMALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-104W)

PAGE : 18
Group Name Cantrol 10 ppm 40  ppm 180 pom
No. of Animals 15 9 13 12
1> 2> K3 <& 1> 2> < D A> 2> K3 <L A> K2> B <4
Organ Findings @ ® ® W @ W W W @ ® ® W M W ® o
[Endocrine system]
pituitary cyst 2 0 0 0 1 0 0 0 2 2 0 0 3 0 0 0
(oo (I coCofon (1) (18) ¢ ©) ( 0) (28) C O) C O) (O
deposit of pigment 0 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(0’0 () B G 9 2 G ) B Q)] (o8 {00 (ool n
hyperplasia 0 3 0 0 1 0 0 0 0 1 0 0 0 3 0 0
0 (20 C 0)( 0 (i o oo (o0l (o2 (00
leukemic cell infiltration 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(ocoCconCn ooy CoCco oo (oo {0
metastasisizymbal gland tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
coCco oo ) B G I G I G coCcoCnlon (o080
Rathke pouch 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oo oo (ool () G B G ) B QIR )]
thyroid C-cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do o0 o CcoCn o0 O Co oo (oo o
adrenal peliosis-like lesion 2 0 0 0 Q 0 1 0 1 1 0 0 3 1 0 0
(o0 n oo (3800 (280 (8 (00
necrosis 0 1 0 0 0 0 0 0 0 1 1 0 0 0 0 1
tocn o o0 CoCoCo o0 o8 (80 Q) Q) B G ) B Q)
leukemic cell infiltration 0 0 1 0 0 ¢ 0 0 0 0 0 0 0 0 0 0
(o Cn oy oo coCoCon o (oo lo o0
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ool o (oo 0o (oo o0 GO RIGEE:) G ) B Q)]
hyperplasia:medulla 2 1 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(B (N0 y (1) (113 C 0 ( ©) (oo oo (oo
Significant differencse ¥ 1P = 0.05 ¥ 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate (3> Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL . RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 19
Group Name Control 10 ppm 40 ppm 160 pom
No. of Animals 15 9 13 12
KI> 2> (K3 Wb KI> 2> & b 1> 2> 3> <K& KI> <2> <3 <KD
Organ Findings ® | » W W W & ® M & @& W ® ®» W W
{Reproductive system]
ovary cyst 0 1 0 0 1 0 Q 0 0 0 0 0 0 0 0 0
(o (nC0lo0 (i o oo OB G B ) B Q)] (oo
leukenic cell infiltration 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
oo oo Co oo (GO NG ) B Q) B Q)] (0 Co oo
metastasistadrenal tumor 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCcucn o0 (o0 Q) I G ) 2 Q) B Q) (oco 0o
uterus dilatation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(DL oo (OO0 (o0 coCoCoo
cystic change 2 1 0 0 ¢ 0 0 0 1 0 0 0 1 1 0 0
(1B Q) I Q) B G ) B Q)] (8ol (&80
Leukemic cell infiltration 0 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0
CoCn oo (o010 (oConCon oy (o0l
vagina inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (000 Con (oo (o Coloo
epidermal cyst 0 0 0 0 1 0 0 0 0 0 -0 0 0 0 0 0
CoConcn oy (1 0o (ool )R ) B G ) B Q)]
mammary gl duct ectasia 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
oo 0o (ocoCo o0 (om0 o0
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oy coco oo (ool on o (o (0o
atypical hyperplasia 0 0 0 0 ¢ 0 0 0 0 0 0 0 1 0 0 0
(oo oo lnln (GO R G B G ) B Q) (8 oo o0
[Neruous systenm]
brain hemarrhage 1 0 ¢ 0 0 0 0 0 1 0 0 0 3 0 0 0
(oo (OO0 (800l (25) ( 0) C 0 ( 0
Significant difference ; * 1 P = 0,05 w1 P = 0.01 Test of Chi Square C(1>:Slight <2>:loderate <3>:Marked {4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 20
Group Name Cantrol 10 ppm 40 ppm 160 ppn
No. of Animals 15 g 13 12
D> <> B <D D> 2> B3 D D D> B Wb D @ B b
Organ______ Findings M & ® W @ ® ® o @ & W @ ® ® W W
[Neruous system)
brain necrosis:focal 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo oo o0 (8o (8000
hyatine body 6 0 0 0 3 0 0 0 5 0 0 0 3 0 0 0
(40) C 0) C ) C O} (33 (oo (38y (o) (o) (0 (2) C o) COo) (O
leukemic cell infiltration 1 0 0 0 1 1 0 0 1 0 0 0 1 0 0 0
(D00 (1) (1) C oo (o Cconcon (8 0o
metastasis:pituitary tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (oo oo o0 o ool
spinal cord hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (1) ¢ o) C 0) C 0 oo oo (o000
leukemic cell infiltration 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCn oo (I 000 (oo oo (oo o0
[Special sense organs/appandags]
eye inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo Co oo o0 (oo o0 o Cco 00
cataract 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oD oy o0 o0 0) 0 0O Co (0 ()] 0 (0 (0
keratitis 1 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(oo on oo o0 (o800 (8l (on
ltarder gl deposit of pigment 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coco{nlon CoCo o0 cocolnlon (80 {n o0
inflammation 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo n o CoCn o (oo (oo lon
Significant difference ; * 1 P = 0.05 % ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:Noderate <{3>:Narked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 21
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 15 9 13 12
<I> K2 K& <44 1> <@ B &b 1> 2> (3 4> A> 2> <K& <K&
Orean Findings W ®» ® ® ®w @ ® o ® W O ® ® W ® ®
[Special sense oreans/appandage]
nasolacr d inflammation 3 1 0 0 5 0 0 0 1 0 0 0 4 0 0 0
(200 ( D00 (86) ( ) C 0 C 0 (oo 0 (s o0
(Musculoskeletal system]
muscle necresis 1 ¢ 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo o0 o000 (8o (o0 (oo (0
bone osteosclerosis 1 1 0 0 2 0 0 0 1 1 0 0 1 1 0 0
(Do (22 C o0 C 0 C O (800 (8ol
{Body cavities)
mediastinum metastasisiuterus tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
toco oo coCoCnn (ool 0 (o0l
adipose necrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oCco oo (ocoConCn (oo (oo dn o
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
cocodonCn CoCon o0 (ocofo (000
Significant differencs x 1 P = 0.05 ¥ 1 P £ 0,01 Test of Chi Square <1>:Slight <2>:Noderate (3> Marked {4>:Severe

(HPT150)

BAIS2



APPENDIX M 3

HISTOLOGICAL FINDINGS :NON—NEOPLASTIC LESIONS

(TWO—YEAR STUDIES: SUMMARY)

RAT:MALE:SACRIFICED ANIMALS



STUDY NO. ¢ 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX © MALE PAGE ¢ 1
Group Name Control 10 ppm 40 ppm 160  ppm
No. of Animals 37 35 32 37
1> 2> 3> Wb KI> 2> <3 <D 1> 2> & D 4> 2> B L
Organ___ Findings @ | & ® ® & o’ W M % W @ & W @
[Integumentary system/appandagel]
skin/app inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 o0 o CoCo oo o0y o0 o0
epidermal cyst 0 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0
(oo do oy () B G B G ) B Q) (o0 (oo o0

[Respiratory system]

nasal cavit thrombus 0 o} 0 0 0 0 0 0 0 1 0 0 0 0 0 0
ooy Q) B G ) B Q) B G (o300 (ool
inflammation 3 0 0 0 3 0 0 0 2 0 0 0 1 0 0 0
(8 (o ln (9000 o0 (e ooy (30 ln
ecsinophi lic change:olfactory epithelium 31 0 0 0 24 1 0 0 28 0 0 0 25 0 0 0
(88 ( 0) ¢ O (0 (69 ( ) C 0 (0 (88y ( 0) (O ( 0 (68) C 00 C 0 (0
eosinophilic changeirespiratary epithelium 4 0 0 0 3 0 0 0 5 0 0 0 6 0 0 0
(I o oo (oo (1 C o) C 0 (0 (18 o0y
respiratary metaplasia 11 ¢ 0 0 6 0 0 0 4 0 0 0 8 0 0 0
(300 C 0¥ C 0o (1D 0o (13 0y (22 C O C0 (0
inflammation: foreign body 12 7 0 0 9 7 0 0 12 7 1 0 13 9 1 0
(32) (19 C o) (O (26) (200 C 0 ( O (38 (220 ( 3 (0 (35) (24) ( 3 (C 0)
nasopharynx inflammation: foreion body 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3ol (0o (oo O RGN B Q) I Q)]
lung/branch inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCoCo o CoCo oo (00 n CoCcolnn
leukemic cell infiltration 0 0 0 0 0 0 0 ¢ 1 1 1 ] 1 0 0 0
(oo CoCo oo (DO (3o ln
Significant difference ; * P = 0,05 *x 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150) BAISZ



STUDY NO. @ 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Controt 10 ppm 40 ppm 160 ppm
No. of Animals 37 35 32 37
> 2> B b 1> L2> 3 Kb 1> 2> 3 b 1> K2 <3 Wb
Organ_____ Findings M ® ® B @ W ® WM o o @ m ® ® W
[Respiratory system]
Lung/bronch metastasisiadrenal tumor 0 0 4} 0 0 0 0 0 0 0 0 0 2 0 0 0
oo (on (oo tocondonn (800
metastasis:thyroid tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o ooy CoCo oo (oo oo (oo n oy
metastasisisubcutis tumar 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o3 oo oo cocoCon oy cocon{on
accumulation of foamy cells 1 0 0 0 4 0 0 0 1 0 0 0 2 0 0 0
(3 con o (i co ooy (3000 (s oo {0
interstitial penumonia 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
CoCoCo o0 (o3t lon (ool (oo
bronchiclar-alveolar cell hyperplasia 1 1 0 0 2 1 0 0 0 ¢ 0 0 1 3 0 0
(DO ® (e300 oo o0 (00
[Hematopoietic system)
bone marrow hypoplasia 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
({00 OO RGIE ) E GR ) B G (o300 (o300
granulation 2 0 0 0 1 1 0 0 0 2 0 0 0 0 0 0
Q) B G ) G ) B Q) Q) B Q) B G ) B Q)] (o800 (oCo 0o
leukemic coll infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
cococonon cocoCn o OB G ) B G B Q) (oo
Lymph nade granulation 12 0 0 0 7 0 0 0 6 2 0 0 [ 0 0 0
(32 oy C 0 (O (z0) C ) C o) C O (1) ¢ 8) (0 (0 (1) C 0 C 0 (0
leukemic cell infiltration 0 0 0 0 1 0 0 0 0 1 0 0 1 0 0 0
(oo (300 o0 (o300 (30 oy
Significant difference ; ¥ 1 P = 0.0 xx ¢ P £ 0.01 Test of Chi Square <1>:Slight <2>:Noderate {(3>:Narked <4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANTMALS (104W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 37 35 32 37
> 2> & Wb > K2 (& Kb > K2 <8 b > 2> K3 b
Organ_____ Findings @ ® ® » ® ® @& W ® W W W @ % o M
[Hematopoietic system]
spleen deposit of hemosiderin 4 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(I oo (oco oo ooy (8000
fibrosis 1 0 0 0 3 0 0 0 3 2 0 0 6 0 0 0
(0o (00 C0 o0 (800 (18) C 0 C 0 (0
extramedul Lary hematopoiesis 20 0 0 0 8 1 0 0 x 9 0 1 0 11 3 1 0

() C O C 00 (23 (3 (00 (28 030 (30 ( 8 ( 3 (0

[Circlulatory system]

heart thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo oo (o000 (000

myocardial fibrosis 30 6 0 ¢ 28 4 0 0 28 4 0 0 29 6 0 0

(81) (18 ( 0 ( 0) (80 (1) € 0 ( O (8) (13) ( 0 ( 0) (78) (16) ( 0 ( 0)

myocarditis ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 1 0 0

) RO ) IR QR B G ) (ocon o0 oo o0 ({3 {0y

arteritis 0 0 0 0 1 0 0 0 0 0 0 0 Q 0 0 0

CoCo oo (D n CoCo0 00 (ool ln

artery/aort arteritis 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(oo dnln oo o (300 ln (oo (o0

vein thrombus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ¢ 0
(GO REG) BE G B Q)] (L0 0 CoCco0{onn (oo {nlon

[Digestive system]

‘tangus inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (oo o0 CoCco 0o oo o0

Significant difference ; ¥t P = 0.0 ¥x 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Yoderate <3>:Harked <{4>:Severe

(HPT150)

BAISZ



STUDY NO, & 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL © RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Graup Name Control 10 ppm 40 ppm 160 pem
No. of Animals 37 35 32 37
1> <@ 3 b > 2> & b 1> <> & L > K2 3 D
Orean Findings ® ® W ® @ W W W ® ® ® @ ® ® ®
{Digestive system]
tongus arteritis 7 1 0 Y 6 0 0 0 4 0 0 0 8 0 0 0
(19 (3 0 (0 (1 o o0 (oo (22 C 0 (00
stomach erosion: forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (3 C0Co oy ool (oo
ulcer: forestomach 0 0 0 [\ 0 0 0 0 ¢ 0 0 0 0 1 1 0
coco o0 (oo (0 ()R G O ) B Q) (030
hyperplasia: forestomach 0 1 0 0 0 ¢ 0 0 0 0 0 0 0 1 0 0
o300 COCCo o oo ln (0300
erosioniglandular stomach 1 0 0 0 3 1 0 0 4 2 0 0 1 0 0 0
(3o (9300 (13) ( 8 C 0 ( 0 (0 n
ulcer:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (00 o000 (OO0
small intes ulcer 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (O Co o G B QI B QR ) I Q)] (o300
erasion 1 0 0 0 2 ] 0 0 0 0 0 0 0 0 0 0
(oo (800 o0 CoCco oo oo {non
Liver herniation 0 0 0 0 0 0 0 0 1 1 0 0 2 2 0 0
(oo o0 o000 ({00 (8 ({00
peliosis-like lesion 1 0 0 0 1 0 0 0 1 0 0 0 3 1 0 0
(3000 (3ol (300l (a0
necrosis:focal 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(3o oo (300 (00 ly (3000
callapse 0 0 0 0 0 1 0 0 1 0 0 0 1 0 0 0
(oo oy CoC3 00 (a0 (3oL lon
Significant difference x . P = 0.05 = 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked {4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL . RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : MALE PAGE : 5
Group Name Control 10 ppm 40 ppm 160  ppm
Nao. of Animals 37 35 32 37
> 2> B3> D 1> 2> 3D Kb > 2> 3 L A>  <2> < b
Organ_____ Findings ® W h ® @ W & & o\ % W W o ® ®
[Digestive system]
Liver granulation 5 2 0 0 4 2 0 0 1 2 0 0 3 0 0 0
(1) ( 8 (0 (O (i 6 oo (38000 (800l
hyperplasia 0 1 0 0 0 0 0 0 ] 0 0 0 1 1 0 0
(o0l oo oo oo 0o (300
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
o Cco oo o oo (O B Q) B G- YR Q)| (ool
metastasisisubcutis tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 ]
(ococo o Q) B GV B G ) B Q)] CoCo 0o (300l
metastasisispleen tumar 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
ooy Q) I Q1) I G ) I Q) CoCoCon oy (o300
clear cell focus 2 2 ¢ 0 5 1 0 0 5 0 0 0 0 1 0 Y
(8 (s 00 (1 (30 0 (18 C 0 00 (GO R GE:) IE Q) B Q)
acidophilic cell focus 3 0 0 0 3 1 0 0 2 0 0 0 3 0 0 0
(800 (9o (oo 0 (0o
basophitic cell focus 2 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
(B 0o (000 (oconlon oy (3000
vacuolated csll focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo ol (3 oo o0 (o000 (o0l
mixed cell focus 1 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(3 Cnln (3o oy (e300 (OO0
spongiosis hepatis 12 3 0 0 9 0 0 0 12 1 0 0 13 3 0 0
(32) (8 (0 C” (26) ( 0y C 0) C 0 (38 ( (00 (3) (8 (0 Co0
bile duct hyperplasia 34 3 0 0 32 3 0 0 32 0 0 0 36 1 0 0
(92) ( 8 (0 ( » (s C 9 C 00 100y ¢ 03 C 00 ( O (an (300
Significant difference * 3 P = 0.05 *% ¢ P = 0,01 Test of Chi Square <1>:Stight <2>:Hoderate <3>:Marked <4>:Seuere

(HPT150)

BAIS2



STUDY NO.  : Q067 HISTOLOGICAL FINDINGS : NON-NEQPLASTIC LESIONS (SUMMARY)
ANTMAL * RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Graup Name Control 10 ppm 40 ppm 160 ppm
Na. of Animals 37 35 32 37
> K> <3 b 1> 2> K& b 1> <2> K3 b 1> 2> K3 b
Organ Findings W B W @ @ o ® ® W o @, W ® | W M
[Digestive system]
pancreas atrophy 8 0 0 0 7 0 0 0 7 0 0 0 6 0 1 0
(z2y C 0 (00 (200 C 0y C 0o (22 C 0 C 0 (0 (18 C 00 C 3 (0
{Urinary system]
kidney hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oconCnn oo o0 (3000 (oo o0
chronic nephropathy 1 10 17 9 2 6 22 5 0 8 21 3 2 11 19 4
(3 (21 (46) (24 (8 (17) (83) (14) (0 (25) (668 ( 9 ( 5) (30) (81) (11)
tubular necrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
oo oo Coco oo o300 (000
mineralization:peluis 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(a0 (o Co o0 (00l (0o
mineraization:cortex 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (00 ({00 (oo (n
[Endocrine system]
pituitary angiectasis 1 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3ol (000 (ool (oo lo
cyst 1 0 0 0 2 0 0 ¢ 1 0 0 0 1 0 0 0
(3o ooy (00 n (0o (0o o0
hyperplasia 1 4 0 0 4 8 0 0 3 4 0 0 4 8 0 0
(o0 (1) (1 C 0 (0 (w00 (1) (18 C O C 0
leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coco oo (o0 (000 (oo oo
Significant difference ; x 1P = 0.05 x* 1 P = 0.01 Test of Chi Sauare <1>:Slight <2>:Moderate <3>:Harked <4>:Ssvere

(HPT150)

BAIS2



STUDY NO.  : 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANINALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Group Name Cantrol 10 ppm 40 ppm 160 ppm
No. of Animals 37 35 32 37
D K> <3 WD D 2> & WD D> 2> D D 1> 2> 3 <4
Organ Findings ® % @® W W W ® o ® % W W @ o W®»
[Endocrine systen]
pituitary Rathke pouch 2 1 1 0 1 0 0 0 1 1 0 0 1 0 0 0
(5 (830 (a0 ooy (300 (000
thyroid C-cell hyperplasia 2 1 0 0 7 [ 0 0 % 3 2 0 0 6 4 0 0
(8 300 (20) (1D C 0 C O (o8 (00 (18) (1) C 0 ¢ 0
focal follicular cell hyperplasia 0 1 0 0 0 2 0 0 1 0 0 0 1 2 0 0
CoC3 0o (o8 (0o (3000 (300
adrenal peliosis-like lesion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo (o0 o CcoCoCon (a0 o0
necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 1 0
Coco oo (O CcoCo coco oo CoCoC3n
cyst 0 0 0 0 0 0 0 0 1 1 0 0 0 1 0 0
Co o0 ) I B Q) B Q)] (3 0o (00
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(G B O B G) BE G ) oo oo oo {30 Co o oo
hyperplasiascortical cell 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Lo ) IO B Q) B Q)] oy oo (oo
hyperplasia:medul la 5 5 0 0 4 3 0 0 5 5 0 0 8 6 0 0
(1) (10 (00 (i 9 oo (18) (18 ( 0) ( O (22) (18 ( 0) ( O
accesory cortical nodule 1 ¢ 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(3300 (oo (3000 (8000
focal fatty change:cartex 5 1 0 0 7 1 0 0 7 1 0 0 2 0 0 0
(1) (3 (0 (200 (. 3 C 0 (0 (222 (3 (0 0 (5 oo o
[Reproductive systeml
testis atrophy 4 0 0 0 5 0 0 0 2 0 0 0 2 0 0 0
(I ooy (1) 0y Co o ¢ ool o0 (5 o0 o
Significant differencs * 1 P = 0.05 ¥x 1 P = 0,01 Test of Chi Square <1>:Stight <2>:Haderate <3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO. & 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL © RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 10 pem 40 ppm 160 ppm
No. of Animals 37 35 32 37
d> @ B3 Wb > 2> & &b > 2> 3 LD > 2> B> &
Organ, Findings @ | m ® @ ® ®» W W ® W W M ® W W
[Reproductive system]
testis mineralization 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(0 Cn oo o (3ol (00
arteritis 2 5 ¢ 0 3 2 0 0 5 1 0 0 4 1 0 0
(5 (1400 (0800 (18) ( 3 ( 0 ( 0 (I 00
interstitial cell hyperplasia 0 0 0 0 2 0 0 0 ¢ 0 ¢ 0 5 0 0 0
CoCoCn o (8o o0 CoCco oo (1) Co (o0
epididymis degeneration 9 3 0 0 10 3 0 0 9 2 0 0 18 0 0 0 *
(24) C 8 C 0 (O (290 C 9 C 0 (0 (28) (6 C 0 (0 (499 C 0 C 0 C O
prostats inflammation 12 4 0 0 10 7 0 0 5 5 1 0 10 2 0 0
(32) (1) C 0 (O (29) (200 C O ( O (19) (18) ( 3 ( O (zn (8 C 0 (0
leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO 2 G O G 1) B Q1) (oo CoCcoo 0o (30000
mammary gl duct ectasia 0 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0
oo o9 00 CoCo 0o Coco 00
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0 cocoCn o0 o3y o0 o0 (o0
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (oo (30 (9o oo n
prep/cli gl duct ectasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 oo oo Cococo(n (GO RO B G B Q)]
cyst 0 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(0 (330 (ocoCoo (ocodnCon (oo o0
epidermal cyst 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(O30 (O3 C Y CoconCon oy (o0 o0
Significant difference ¥ 1P S5 0.05 ¥ ¢ P = 0.01 Test of Chi Square <1>:Slight (2> Hoderate {(3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO, + 0087 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 9
Group Name Control 10 pem 40 ppm 160 pom
No. of Animals 37 35 32 37
A> 2> <3 b 4> 2> & W 4> <2 B3> <L D> 2> 3 b
Organ Findings W W W W ® ® % » W W W W W ® W
[Neruous system]
brain hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coCco ooy (OO (o0 o0y (300
deposit of calcium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Co 0o (o0 (oo lo o0 (3000
hyaline body 23 0 0 0 16 0 0 0 22 0 0 0 28 0 0 0
(82) ( 00 (0 (0 (46) C 03 C 0) C O () ( 0 C 0 (O (700 C O 00
metastasisipituitary tumor 2 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0o cocoCo o0 cocoo o0 (0000
periph nerv degeneration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(0 n O IO ) I G I ) (oconCoCon (oo 30
[Special sense organs/appandage]
eye cataract 1 2 ¢ 0 1 1 0 0 0 0 0 0 1 0 0 0
(380l (33 Con coCo{nlo (HC{nln
retinal atrophy 0 2 0 ¢ 0 2 0 0 0 1 0 0 0 1 0 0
(o0 n (o8 oo (0300 (o000
keratitis 1 1 0 0 1 Q 0 0 0 0 0 0 3 0 0 0
(30 (0o ool (8000
Harder ol degeneration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo oy (300 (G R GI) BE QIR ) B QIR O I G B G ) I Q)]
inflammation 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(00w (300 oo (3000 (3000
nasolacr d inflammation 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(0o (000 oo o0 (000
Significant difference ; 1 P = 0.05 xx 1 P = 0,01 Test of Chi Sauare <1>:Slight <2>:}Hoderate <3>Harked <4>:Severe
(RPT150)

BAIS2



STUDY NO. & 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE @ 10
Group Name Control 10 pem 40 pem 160 ppm
No. of Animals 37 35 32 37
D K> B3> b D> K> 8 b > 2> B3> D K> <> B3> Db
Organ Findings @ o, W W W & W @ o ® @ & W W

[Musculoskeletal system]

articulus arthritis 0 1 0 ] 0 0 0 0 0 0 0 0
(o300 (o CnCo coCcoCon o0

Rl

[Body cavities]

0 0
(o000

adipose granulation 1 0 0 0 7 0 0 0 B 0 0 0 5 1 0 0
(300w (200 C 00 C 00 C O (19 C 0 0 (0 (1 (300
Significant difference ; x 1 P = 0.05 * 1 P = 0.01 Test of Chi Square (1>:Slight <2>:Moderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



APPENDIX M 4

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES: SUMMARY)

RAT: FEMALE: SACRIFICED ANIMALS



STUDY NO. & 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 11
Group Name Control 10 ppm 40 ppm 160 ppm
No. of Animals 35 41 37 38
A> K2> K3 4L 1> 2> B> K4S > K2 &> &4 1> K2> L3> Wb
Organ Findings @ o @ ® M @® ® W @ o W W @ | &
[Intesumentary system/appandage]
subcutis abscess 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O3 0o Q) B G 1) B G ) B Q)] CoCo0Con (oo
[Respiratory system]
nasal cauit thrombus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3ol ln oo oo oo {00 (oo o0
inflammation 3 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(000 Cn 2000000 (oCcoCn oy (000
eosinophilic change:olfactory epithelium 25 6 0 0 35 3 0 0 23 4 0 0 32 3 0 0
(71 17y C 0) € ©) (8) (700 (78) (1 C 0 C 0 (84) ( 8 (0 (0
eosinophilic changeirespiratory epithelium 7 0 0 0 4 0 0 0 6 0 0 0 10 0 0 0
(200 C 0y (00 (100 C o) C 00 C 0 (i) ¢ 0 00 (26) C 0y C 0 (C O)
respiratory metaplasia 0 0 0 0 0 0 0 0 1 ¢ 0 0 0 0 0 0
CocoCn o0 ooy (3000 oo o0
inflammation: foreign body 1 2 0 0 3 1 0 0 4 4 0 0 6 0 0 0
(30800 (D200 (1) (1 0 (0 (18 (0 (00
Llarynx inflammation 5 0 0 0 8 0 0 0 3 0 0 0 0 0 0 0
(1) C 0 0o (200 C OO C o) (0 (800 (oo Cn 0
trachea inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo ooy o200 o0 (oCoConCn (oo
Llung/bronch congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo (O NG ) B ) B Q)] (o0 o0
inflammation 1 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0
(009 Q") I Q1) I G ) B Q1) ooy (oo
Significant difference ; *x 1P = 0.05 % 1 P = 0,01 Test of Chi Sauare <I>:Slight <2>:Yoderate <3>:Marked <4>:Severe

(HPT150)

BAISZ2



STUDY NO.  : 0087 HISTOLOGICAL FINDINGS : NON-NEQPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 12
Group Name Controt 10 ppm 40  ppm 160  ppn
No. of Animals 35 41 37 38
I> 2> B b 1> <20 <& D A> <2> B> WL <I> 2> &> L
Organ_____ Findings, ® ® W o M ® ® W ® & ® W @ W & o
[Respiratary system]
Lung/bronch leukemic cell infiltration 1 0 1 0 4 1 0 0 1 1 0 0 1 1 0 0
(3300 (i) C 2y ¢ 0 (0 (N0 (300
metastasis:adrenal tumor 0 0 0 0 0 0 0 0 1 4} 0 0 0 0 0 0
Coco oo (oCcoCo (o0 (3o 0o (oo oo
metastasis:bone tumor 4} 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3y (oo CoCoCnn GO R ) B G B Q)]
metastasis:mammary gland tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (220000 Cocooco o0 O Co 00
accunulation of foamy cells 2 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
6000 (o000 (s oo 0 (s (o000
interstitial penumonia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o ool (oo Cn CoCo 0o (000
bronchiolar—alueolar cell hyperplasia 1 0 0 0 0 1 0 0 1 1 0 0 1 0 0 0
(oo o200 (300 (3ol
[Hematopoietic system]
bone marrow granulation 7 2 0 0 6 1 0 0 5 1 0 0 4 2 0 0
(200 C8) C O (O (15 C 2) (0 (0 (1 3o (o0 (1 5 0o
leukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o300 CoCcon o0 (oo oo (oo oo
myelofibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (o co ooy (3 co oo ool
Lymph node granulation 3 0 0 0 6 4 0 0 3 ¢ 0 0 7 0 0 0
(9 CoCn o (158) (100 C 0 (C O (o000 (18 C 0oy
Significant difference ; * i P = 0.0 = P = 0,01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL © RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 13
Group Name Controt 10 ppm 40 ppm 160  ppn
No. of Animals 35 41 37 38
1> 2> 3> 4> 1> <@2> <& b A> 2> L3 b <> K2> 3> L
Organ Findings W ® ok B m W W W m @ W B W o W W
{Hematopoietic system]
Lymph node leukemic cell infiltration 0 0 1 0 0 1 1 0 0 0 1 0 0 0 0 0
(ool o220 (oo (oo
‘thymus cyst 0 0 Q 0 0 0 0 0 2 0 0 0 1 o} 0 0
coco 0o () B G () B G I ) (s condonCon (3000
spleen angiectasis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 Con Co oo (o ool oo oo
hemarrhage 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
Coco o0 (200000 oo o0 (o0l
deposit of hemosiderin 5 0 0 0 7 0 0 0 15 0 0 0 % 8 0 0 0
(149 C o) 0 (0 (I oo o0 (4D C 0 ¢ 0 C 0 (21y C o) C 0) C 0)
fibrosis 1 0 0 0 1 0 0 0 0 0 0 0 3 0 0 0
(0o Cn (2000 (ocoCo o0 (8000
metastasistadrenal tumor 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool n coCoCn o (0 (o CoCo o
extramedul lary hematopoiesis 17 3 0 0 27 1 1 0 25 3 0 0 26 2 1 0
(49) C 9 C 0 (0 (66 ( 2) { 22 ( O (68) ( 8 (0 (0 (68) ( 8) ( 3 ( 0
[Circlulatory system]
heart thrombus 0 0 0 0 0 0 0 0 0 0 Q 0 0 1 0 0
oo oo o Co oo (ool (o300
myocardial fibrosis 15 0 1 0 19 2 1 0 12 3 0 0 17 0 0 0
(43 C 0 (3 (0 (46) ( 5 (. 2) ( 0) (s (8 (00 (45 C 0 C o (0
myocarditis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
() I QIO B G ) B Q)] o200 CoCoCon o (oo
Significant difference ; ¥* 1 P = 0.05 ¥ ¢ P = 0.01 Test of Chi Sauare <1>:Siight <2>:Moderate <3>:Narked <{4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANTMALS (104W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 14
Group Name Control 10 ppm 40  ppm 160 pem
No. of Animals 35 41 37 38
1> 2> B> & 1> 2> <& &b > 2> B> &L A> 2> 3> <4
Organ Findings ® W W ® @ W @& o @ W W W ® ® W @&
[Circlulatory system]
artery/aort arteritis 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 1 0
coco oo () B QIR ) B G ) B QR V)) o Co oo (o3 0

[Digestive system]

‘tangue hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coco ooy (oo o0 (0 (oo o
leukemic cell infiltration 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo 3o (oo o000 (o0 o0
arteritis 2 0 0 0 1 0 0 0 4 0 0 0 3 1 0 0
(oo (220000 (i C o 0 (0 (300
stomach ulcer: forestomach 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
oo (oo oy (o300 (G B B G B )]
hyperplasia: forestomach 0 ¢ 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(ocodon o toco o0 (3yCco0 oo (o3 0y
erosion:glandular stomach 1 0 0 0 2 0 0 0 1 1 0 ¢ 0 0 0 0
(0o (o0 (N0 (o0l
small intes ulcer 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0
CoCo oo (G I G ) B G B Q) oo o3 G RGI) B GO I Q)]
Liver herniation 1 3 0 0 0 3 0 0 1 2 0 0 3 3 0 0
(DL CoCn oo (3 (s (00 (0l
psliosis-Like lesion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coco oo oo o0 (300 (o0 Cn
necrosis:focal 2 0 0 0. 2 0 0 0 2 0 0 0 3 0 0 0
(e oo (9 C0Co oy (5000 (8 o0 o
Significant difference ; * 1 P = 0.05 *x : P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate {3>:Harked {4>:Severe
(HPT150)

BAIS2



STUDY NO. : 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANINALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 15
Group Name Contral 10 ppm 40 ppm 160  ppm
No. of Animals 35 41 37 38
> 2> & <& A> 2> K& L 1> K25 <3 <KL 1> 2> 3> b
Organ Findings @ & ® O @ ® ® ® ® & O ® o W @
[Digestive system]
Liver collapse 0 1 0 ¢ 0 1 0 0 0 0 0 0 0 1 0 0
(030 (o200 (ool o0 (0300
fatty change 0 1 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0
CoC3 0y oo o0 (00 (oo o0
granulation 8 8 ¢ 0 10 3 0 0 7 1 0 0 x 9 2 1 0
(17y (23) ( 0) ( ©) (2 (1 C 00 (19 ( 3 0 (0 (2 ( 8 ( 3 (0
hyperplasia 1 0 0 0 3 0 0 0 2 0 ¢ 0 2 0 0 0
(00 (oo n (800 (s o (oo
leukemic cell infiltration 2 0 0 0 3 2 0 0 2 0 0 ] 3 1 0 0
(oo (D00 (00 (300
clear cell focus 0 Q 0 0 0 0 0 0 1 0 0 0 0 1 0 ¢
oo oy 000 (300 o0 (03 9o
acidophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo ool (O ConCon (000
basophilic cell focus 8 1 0 0 12 1 0 0 7 1 0 0 5 2 0 0
(2 (3 (00 (29) C 20 C 0) C O (19 (00 (1) (8 00
vacuolated cell focus 0 0 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(oo ln o coCcoCo ({0l (000
mixed cell focus 2 0 0 0 1 0 0 0 1 ¢ 0 0 2 1 0 0
(8 oo (20000 (3o o0 (8300
spongiosis hepatis 0 0 0 0 0 0 0 0 1 0 ¢ ¢ 0 0 0 0
CoCoCo o oo o0 (300 (ool ln
bile duct hyperplasia 5 0 0 0 6 0 0 0 3 0 0 0 3 0 0 0
(1 C o oo (15 (. 0) C 0 ( O 8 oo (000
Significant difference ; ¥ 1 P = 0.06 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Narked <4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIGC LESIONS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 10 ppn 40 ppm 160 ppm
No. of Animals 35 41 37 38
1> 2> 8> b 1> 2> 3> <4 1> <2> B> <& I> 2> 3> b
Organ Findings @ W W W W @ % W ® W W W @ M W @
[Digestive system]
pancreas atrophy 3 0 0 0 6 0 0 0 3 0 i} 0 4 0 0 0
(00 (13 C 00 C 0 (O (800 o0 (I oo
[Urinary system]
kidney infarct 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoC3a 00 coCotnCon (oo (oo o0
hyperplasia 0 0 0 0 0 0 0 0 0 ¢ 0 0 1 0 0 0
CoCoCn o ooy CoCo o0 (3o cn o0
chronic nephropathy 17 g 6 0 19 14 5 1 20 10 4 1 19 13 3 0
(49) (26) (17) C O) (46) (34) (12) ( 2) (54) (27) (1) ( 9) (50) (30) ( 8 ( 0
pyelonephritis ' 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCoCnon (200 C0Cn CoCo oo OB GIN) SR G B Q)]
tubular necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
(oo loCn CoCcoCn o0 coconcon o Q) I GR) B Q) B Q)
mineralization:cortico-medullary junction 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3o (0o n oo o0 (LY
mineralization:peluis 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
ool (800 (3o 0o (0 Co 0o
[Endocrine system]
pituitary angiectasis 1 0 1 ¢ 2 2 1 0 4 2 0 0 3 1 0 0
(3030 (85 20 (i 8 0o (300
cyst 8 7 0 0 11 5 0 0 g 3 0 0 8 3 0 0
(23) (200 ( O ( O (ezn) (12) C 0) (O (26) ( 8 ( 0 ( O (21) (. & C O ( 0
Significant difference ; ¥ 1 P = 0.00 ¥x 1 P £ 0,01 Test of Chi Square <I>:Slight <2>:Noderate (3> Marked <4>:Severe

(HPT150)

BAISZ



STUDY NO.  : 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 17
Group Name Contral 10 ppm 40 ppm 160 ppm
No. of Animals 35 41 37 38
<> 2> 3 b KI> 2> <8 <b > K20 <& Wb > 2> B>
Organ Findines @ W w W w o m W ® ® ®» o w w ®
[Endocrine system)
pituitary deposit of pigment 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo coco ooy oo n (o300
hyperplasia 1 7 0 0 3 11 0 0 8 11 1 0 * 1 10 1 ¢
(3200 C 00 (2 o0 (22) (30 ( 3 (0 (3 (28 (3 (0
leukemic cell infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o0 (220000 coCoConCn (oo (0
Rathke pouch 2 0 0 0 0 0 0 0 3 0 0 0 3 0 0 0
(8 oo o (ool Cn LG QR B G ) B G ) (8000
hyperplasiatmedulla 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
ooy (20000 CoCco 0o (ocoo o
thyroid C-cell hyperplasia 2 0 0 0 8 2 0 0 3 2 0 0 4 0 0 0
(oo (200 ¢ 5 C 0) (0 (8 0o (1 co oo
focal follicular cell hyperplasia 1 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0
(3000 o200 ooy (3 0o
adrenal angiectasis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO B GIE) BE Q) B Q)] o0l (oo lon o cocolnCn
peliosis-like lesion : 15 9 0 0 21 8 0 0 14 6 0 0 19 1 1 0 *
(43) (28) { 0 ( O (81) (200 C 0) C O (38) (18 ( ) ( O (50) ( 3) ( 3 (0
necrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
tocoConCn Q)RR GIE) IE G I Q) Cocod3 0 C0Co (0 (o)
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 ly (2200000 (000 oo
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCoCon c2y¢o0 oo (oco oo (000
Significant difference ; * ! P 50,05 *% 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0067 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 10 ppm 40  ppm 160 ppm
No. of Animals 35 41 37 38
> D> B b 1> 2> 3> <> A> 2> K3 W > K2> <3 <D
rgan Findines ® ® m ® @ W W W @ ®» w ® ®w m % W
[Endocrine system]
adrenal leukemic cell infiltration 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
ooy (00 oo lon coCcoCnn
metastasisibone tumor 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
o003 ooy CoCcoo o0 RGN B G ) B Q)|
hyperplasiascortical cell 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0
({3l (o0CcoCconon ool (o300
hyperplasiatmedul la 1 2 0 0 2 0 0 0 3 0 0 0 1 2 0 0
(0o (8o o0 (8 00y (s 00
accesory cortical nodule 0 0 0 0 1 0 0 ¢ 0 ¢ 0 0 0 0 0 0
(oo (o0 (220000 oo 0o (oo
focal fatty change:cortex 2 0 0 0 3 0 0 0 3 2 0 0 2 1 0 0
(800 Cy (Dol (88 (00 (83000
[Reproductive system]
ouary cyst 2 1 0 0 2 2 0 0 1 1 0 0 0 1 0 0
(8300 (85 800 (30 Cn (o0
uterus dilatation 0 3 0 0 2 2 0 0 0 2 0 0 1 0 0 0
(00 (88 00 o8 (00 (0 n
cystic change 4 1 0 0 4 3 0 0 3 1 0 0 2 1 0 0
(I 0w (1) (7100 ({30 (83 {0n
leukemic coll infiltration 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
toco oy o2 0 toconConCn (oo o0
vagina inflammation 0 0 0 ¢ 1 0 0 0 0 0 0 0 1 0 0 0
(oo c2yco0Co0 o (QEV B G ) B G B 1)) (00
Significant difference ; * 1 P = 0.05 *% ¢ P = 0,01 Test of Chi Square <2>:Moderate <3>:Harked <4>:Severe

<1>:Slight

(HPT150)

BAIS2



STUDY NO.  : 0067

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANTMALS (104W)

ANTNAL ¢ RAT F344
REPORT TYPE : Al

SEX : FEMALE
Organ Findings

No. of Animals

<D
&

10

<@
69

PR

<3
)

[Reproductive system]

vagina epidermal cyst
mammary gl duct ectasia
inflammation
hyperplasia
[Nervaus system]
brain hemarrhage
vacuolic changs
hyaline body
metastasisipituitary tumor

periph nerv degeneration

[Special sense organs/appandage]

oye retinal atrophy

3 W
®
0 0
0) ( 0)
0 0
0) (0
0 0
0) 0)
0 0
0 (0
0 0
0) ( 0
0 0
0) ( 0
0 0
0 (0
0 0
0 (0
0 0
0) ( 0
0 0
0) (0

0

3

0

OenCo

Significant difference ; ¥ 1 P = 0.05

Test of Chi Sauare

<1>:Slight

<2>:Hoderate

(HPT150)

~—~
W



STUDY NO. & 0087

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 20
Group Name Cantrol 10 ppm 40 ppm 160  ppm
Nao. of Animals 35 41 37 38
I> 2> 3> & 1> 2> B> b I> K2> <& b > 2> B> 4L
Organ Findings w w ®m W @ ® ® & W ® W W W W & W
[Special sense organs/appandage]
eye keratitis 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(3000 (220000 (oo GBI ) B QR V) I Q)|
Harder gl inflammation 4 0 0 0 6 0 0 0 3 0 0 0 1 0 0 0
(I oo (18) ( 0 C 0 ( 0 (8000 (300
nasolacr d inflammation 6 0 0 0 10 0 0 0 2 0 0 0 5 0 0 0
(1m0 oy (2e) C O C OO (8000 (10 n
[Musculoskeletal system]
muscle necrosis 0 0 0 0 0 0 0 0 1 Q 0 0 0 i} 0 0
coco oo Q) I G 1) B G ) I Q) (0o oy (oo
bone ostitis fibrosa 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coconcon oy (oo o0 (00 (ool
osteosclerosis 3 3 1 0 4 2 0 0 5 1 1 0 4 1 1 0
(D Cn 3 Cn (10) { 8 C O) C O (1 3 30 (1 ¢ 3 (3 (0
[Body cavities]
pleura pleuritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo Cocon (0 3o oo coconn
adipose granulation 1 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(0o (5 0 C0 o0 (oo (3000
Significant difference ; ¥ P = 0.0 ¥ P = 0.01 Test of Chi Sauare <1>:Slight <2>:Maderate <3>:Marked <4>:Severe

(HPT150)

BAISZ



APPENDIX M 5

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

MOUSE:MALE:DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 10 ppm 30 pem 80  ppm
No. of Animals 11 17 15 13
AI> <2 B W& 1> K2 & b > 2> B B KI> <20 B> B
Organ_____ Findings @ W ® o @ & ® W M ® W W @ ® & W
{Integumentary system/appandage]
skin/app inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0l o oo o (ool o000 o0
epidermal cyst 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (000 (o000 (000
[Respiratory system]
nasal cavit inflammation 0 0 0 0 1 0 0 ¢ 0 0 0 0 0 0 0 0
(o0 ()00 (OCo oo o0 o
metastasis: Liver tumor 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(ool o800 oo oo (o Co 0o
rhinitis 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
CoOC0 oo o8 0o (D000 (o0 o0
eosinophi lic change:alfactory epithelium 5 0 0 0 3 1 0 0 2 0 0 0 2 0 0 0
(45 C 0) C 0) ( ©) (18 (6) 00 (13 C 000 (18 C o) C 0 C 0
eosinophitic change:respiratary epithelium 1 0 0 0 5 1 0 0 6 1 0 0 5 0 0 0
(000 (28) ( 8) ( O ( O) (40) ¢ O C 0) C 0) (38 (000
degeneration:olfactory epithelium 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo o0 (o0 o0 COCnD 0 o0 (oo o
respiratory metaplasia:olfactory epithelium 1 0 0 0 7 1 0 0 8 0 0 0 5 0 0 0
(ool (an) ¢ 8 C 0) C 0 (s (o0 (3 (0 C0o (0
respiratory metaplasiargland 1 1 0 0 6 2 0 0 7 2 0 0 6 0 0 0
(00 (3) (12) ¢ 0 ( © (4 (13 ( 0 (O (46) C 03 C ) C O
nasopharynx inflammation 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(a0 Cn oy ({8 0(on (oo (0 (ool
Significant difference ; ¥ 1 P = 0,05 *»* ; P 0,01 Test of Chi Square <1>:Slight <2>:¥oderate <(3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. & 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 10 ppm 30  ppm 90  ppm
No. of Animals 11 17 15 13
1> <D & W > 2> & W > 2> B WD > <D < b
Organ Findings ® % ® ® @ ® ® W @ o @& o ® & ® &
[Respiratory system]
nasopharynx eosinophilic change:respiratory epithelium 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (oo ool o o (o0l
tung/bronch congestion 0 0 0 0 0 1 0 0 3 1 0 0 3 1 0 0
(oo (o oo (200 ¢ Y C 0 (O (23 (& (0 (0
leukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 oo oo (o000 (oo o0
metastasis: Liver tumor 2 1 1 0 0 0 0 0 3 0 0 0 2 0 1 0
(18 990 (ool (200 C oy C 0 ( O (15) C 0 C 8 ( 0
bronchiolar-alueolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ol (oo oo (00
[Hematopoietic system]
bane marrow teukemic cell infiltration 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0
(o090 (oo (Do 0 oo oo
metastasis: Liver tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo o0 (e oo oo oo (oo
myslofibrosis 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(G I Q) G ) B QD)) (12 (o 00 (ocooCo (0 (oo
Lymph node granutation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo CoCoCoon (D0 o0 (o oo o0
leukemic cell infiltration 0 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(00 (o008 (o0 cocoCn o (oo o0
thymus karyorrhexis 0 0 0 0 0 0 1 0 0 0 0 0

0 0 0 0
oo (oo ln (N0 (o0

Significant difference ; ¥ 3 P = 0.06 ** ¢ P = 0,01 Test of Chi Square <1>:Slight <2>:Yoderate <3>:¥arked <4>:Severe

(HPT150) BAIS2



STUDY NO. & 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ KALE PAGE : 3
Group Name Control 10 ppm 30 ppm 90  ppm
No. of Animals 11 17 15 13
A> 2> <3 D > K2 & b > 2> & D 1> K2> <K& <D
Organ____ Findings @ ®w ® @ W & o m ®» | W ® & ®m
[Hematopoietic system]
thymus cystic change 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo co o0 (12 C ooy ool (oo (0
spleen atrophy 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(ool (oo 0o (200 C 0y (0 ( 0 (o Cco(on o0
deposit of melanin 0 0 0 ¢ 1 0 0 0 2 0 0 0 0 0 0 0
oo (0o (1B (0l (o0l
leukemic cell infiltration 1 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(9 C0Con (o (s oo (D00 (oo
extramedullary hematopoiesis 0 3 2 0 1 8 0 0 0 3 0 0 2 4 0 0
Co(2n (18 (0 (6 (an 0w 0200 0 (o0 (18) (30 ( 0) ( 0}
follicular hypsrplasia 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
Q") B Q) B G ) B Q)] (oo oy (oo o (8 (0o
[Circlulatory system]
heart hemarrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(SO B Q) I Q) B Q1)) CocoCo0 (0 cocoCon (0 (oo o
thrombus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (oCcoCn (o (oo o o (GO RO B G B )]
myacardial fibrosis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o CcoCo o (8 (0o o (GO R Q) B Q) B )] o Cocon o
arteritis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
Coco oo (e (oo o (0D o0 OO Co o0
artery/aort arteritis 0 0 0 o 0 0 1 0 0 0 0 0 0 0 0 0
(oo (0 oo s (0 (oo (o000
Significant difference ; * 1 P = 0.05 * : P = 0.01 Test of Chi Square <1>:Slight {2>:Moderate <3>:Harked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX s MALE PAGE : 4
Graup Name Control 10 pem 30 ppm 90  ppm
No. of Animals 11 17 15 13
1> <2 <& <& 1> 2> 3> 4> 1> 2> <3 <D 1> K2> <3 D
Organ, Findings ® & ® o m w ® W ® & W W @ w &
[Digestive system)
tongus epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
) B G B G ) B Q)] CoCoco o0 (oo oo (oo (0
arteritis 0 0 0 0 2 0 0 0 0 1 0 0 0 0 0 0
() B Q) I Gl B G)] (12 ool (D00 (o codn o0
salivary gl degeneration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
ool n (o0 (D00 (oo 0
osseous metaplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (oo o (oo 0 (ocoCon o
stomach ulcer: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo Cn (o000 (o0 o0 CoCo 0o
erosioniglandular stomach 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
coco ooy o8 oo oo oo (ool
hyperplasiaglandular stomach 3 3 0 0 4 8 0 0 2 2 0 0 2 3 0 0
(eny (213 C 0 ( 0) (28) (4 C O) C O (1 (13 00 (1) (23) ( 0) ( 0
eosinophi lic change:glandular stomach 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
oo o (18 C 0 ¢ 0 (o0 (oo o0 (0o
small intes leukemic cell infiltration 0 0 0 0 0 0 1 0 1 0 2 0 0 1 0 0
(VRGN ) B G ) RG] o0 Ce (o0 (7001130 (o8 oo
large intes leukemic celt infiltration 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Q) IR QI B G <) B QO] (ot oo C0lo (ool
Liver angiectasis 0 0 1 0 0 1 0 0 1 0 0 0 2 0 0 0
(o0 (o8 0ln (D000 (18 ( 0 C0)( 0
necrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo Co (o0 CoCo oo (ool (oo
Significant difference ; * 1 P = 0.05 xx 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severs

(HPT150)

BAISZ



STUDY NO. = 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Control 10 ppm 30  ppm 80  pmm
No. of Animals 11 17 15 13
A> K2 3 D > @ B b 1> 2> <8 W > 2> 3 Wb
Organ Findines ® o W @ @ ® ® W & ok & m ® ® O
[Digestive system]
Liver fatty change 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
() B Q) B Q) B Q)| (8 (oo o (18 C 0 C 0 (0 (8 0o o
leukemic cell infiltration 1 0 0 0 0 0 0 0 2 0 0 0 0 1 0 0
Q=) B QI ) B G ) I Q)] (o0 Cn (1) oo (o8& nlo
pancreas necrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo oy (ool oo dn (o0 (o0 o0
[Urinary system]
kidney infarct 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
coCcoCon o (e oo oo o0 (o0 o
hyaline droplet 2 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(1) 0oy (12 C 0 C 00 (oo (0 (oo o0
vacuolization of proximal tubule 4 0 0 0 10 0 0 0 7 0 0 0 8 0 0 0
(3) (000 (59) C 0 C 0 ( O (4 C 0 C 0 (0 (62) ( 0 ( 0 (0
hydranephrosis 0 0 0 0 1 0 1 0 0 0 1 0 0 0 0 0
(oo o (e o8 (0 (ool n o (oo
dilatation: tubular lumen 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
coco ooy (oo (oo o (oo oo
urin bladd ulcer 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(oo Cn (oo s (0 (ocoodon o0 oo
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o Cnln (o0 oo o oo
urethra hemorrhage 0 0 0 ¢ 0 0 0 0 0 0 1 0 0 0 0 0
oo o0 (oo (oo CnCon (oo (0
Significant difference ; ¥ P < 0.05 ¥ 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Noderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + NOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © MALE PAGE : 86

Group Name Control 10 ppm 30 pem 80  ppm

No. of Animals 11 17 15 13

A> 2> B b A> 2> B WD ad> 2> & D A> 2> <K& LD

Organ Findings ® ® ®m m ® o & & ® & W W & ®
{Urinary system]
urethra inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

{Endacrine system)

pituitary oyst 00 0 0 10 0 o 10 0 0 0 00
(ool (e (ol (oo (0ol

hyperplasia 10 00 00 0 0 o 0 0 0 U T |
({00l (oo o cocoCon o (oo o

Rathie pouch o 0o 0o 0o 1 0o 0o 0 0 0 0 0 00 0 0
(ool (e (0ol (oo co (o0 (oo o

[Reproductive system)

testis atrophy 0 0 0 0 2 0 0 0 0 1 0 0 1 0 0 0
(oconlnlon (122 C o 00 (0en 00 (ool

mineratization 2 1 0 0 8 0 0 0 4 3 0 0 7 0 0 0
(1900 (an C 00w (27 (200 ( O ( O (88) C ) C ) C O

teukemic cell infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0
(oo (oo Cn (Nl (o8

metastasis: Liver tumor 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(oo o (e (0 (oo o o0 (o000

epididymis leukemic cell infiltration 0 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0
oo oo Cs (0 toCco{nlo (008 (0

metastasis: Liver tumor 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 [}

Significant difference * 1 P = 0.00 *x 1 P = 0.01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Marked <4>:Severe

(HPT150) BAISZ



STUDY NO, ¢ 0088 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Control 10 ppm 30 ppm 90 pem
No. of Animals 11 17 15 13
D @ B Wb D 2> B> (b > K2 K3 <D KD <2 B> b
Organ___ Findings @ o ® o @ & ® O ® % W wm & W ®
[Reproductive system]
semin ves inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo lon oo o (o0 (Do oo (OCOCo o0
prostate inflammation 1 0 0 0 1 2 1 0 0 0 0 0 0 0 0 0
(00 (8)(12) (&) (0 (oo o (oo
leukemic cell infittration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(ol 0 coco oo (D00 oo oo
metastasis: Liver tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(9 (nCnlon (ocoCn o coCo oo ORGSO B G|
prep/cli gl duct ectasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo ln (oo o0 (D00 (oo o0
cyst 1 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
(0o (18 0o (on (ool on (o o0 o
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(GO R G S G ) B QD) (oo CoCcoCon oy (oo
[Neruous system)
brain deposit of calcium 5 0 0 0 8 0 0 0 8 0 0 0 . B 0 0 0
(4) ( 0) C ) C O (4n) C 0y C 0 C O (83 C 0) (00 (46) ( 00 C 0 C O
hyaline body 5 0 0 0 6 0 0 0 8 0 0 0 7 0 0 0
(48) L 00 (. O C O () (00 (40) C 03 C 0 C O (8 ( O C 0 (0
lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo (ocoCon 0 (RO G ) B G B 0] (o800
meningoencephalitis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(ool (oo oo RGO G I Q) B Q1)) (008 o0
Significant difference ; * 1P = 0.05 *x : P 5 0.01 Test of Chi Square <1>:Slight <2>:Yoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX : MALE PAGE : 8
Group Name Cantral 10 ppm 30  ppm 80 ppm
No. of Animals 11 17 15 13
D> <2 B> W > 2> B3> b D> <2 > b D > B WD
Organ, Findings @ o ® W @ ® & o ® ® ® W ® & W
{Neruous system]
spinal cord hemorrhags 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G R Q) B Q) B Q)] (oo (D00 o o0 o
periph nerv letkemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

[Special sense organs/appandage]

eye cataract 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool (oo CoCco oo (0o

keratitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oy ool (oo (o000

Harder gl h?perDLasia 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(o0 (0 (e o0 (o0 (oo o0

[¥usculoskeletal system)

muscle metastasis: Liver tumor 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Q") I Q) B G ) B Q)| (oo (ool (o000

arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(GG B G B Q)] (8o oo G B G ) B G ) B Q)] (oo oo

vertebra thrombus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G RGN ) B QIR ) BN Q)] (0o Cn cocoCon o0 (oo (0

[Body cavities]

adiposs granulation

1 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(0o oy (12 C 0 C 0 C 0 (200 C 0 C o) ( 0 (a0
Significant difference ; x ! P = 0.05 ¥ 3 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate €3> Harked <4>:Severe
(HPT150)

BAISZ



APPENDIX M 6

HISTOLOGICAL FINDINGS :NON—-NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES:SUMMARY)

MOUSE:FEMALE :DEAD AND MORIBUND ANIMALS




A

STUDY NO.  : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © FEMALE PAGE: 8
Group Name Control 10 ppm 30 ppm 90  pem
No. of 4dnimals 15 22 31 24
1> 2> <& Wb > 2> KB b A> 2> 3> WL > K<2> B b
Organ Findings @ o @® o ® & & O @ o ® W M & ®
[Integumentary system/appandage]
skin/app leukemic cell infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oD 0y Co oo o oo o (o0
subcutis leukemic cell infittration 0 1 0 0 0 1 0 0 4 1 1 0 1 0 0 0
D00 CoCs o0 (B30 (000
[Respiratory system]
nasal cavit inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
ool o (oo Con (oo (o (oo oo
rhinitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
ooy o0 (oo (0 (ocoln o0
eosinophilic change:alfactary epithelium 3 0 0 0 7 0 0 0 5 1 0 0 2 1 0 0
(200 C 03 C 0) C O (32) () C o) (o0 (18 ( 3 (00 (8 (0o
eosinophilic changetrespiratory epithelium 9 4 0 0 7 7 1 0 14 7 0 0 8 2 1 0 %
(80) (21 C 0) ( O (32) (32) ( 8 (0 (45) (23) ( 0) ( 0) (33 (8 (4 (0
degeneration:olfactary epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oy oo oo o ool o (000
respiratory metaplasiatolfactory epithelium 4 0 0 0 8 0 0 0 7 0 0 0 6 0 0 0
(e C o) C 0 C O (3 000 (23) (0 ( 0) C 0 (25) C 0) C ) C O}
respiratary metaplasia:gland 5 0 0 0 7 0 0 0 7 2 0 0 8 1 0 0
(33 00y (820 Co (0 (23 ( &) ( 0 ( 0 (28) C @ C0) (0
nasopharynx eosinophilic change:respiratory epithelium 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(ocoColon (0o (s o0 Cococon (o0 0 C0 oo
lung/branch congestion 0 0 0 0 1 1 0 0 2 2 0 0 2 1 0 0
(o0 (5 (8 (00 (e (800 (8 a0 o
Significant difference ¥ 1 P = 0.08 ¥x 1 P = 0,01 Test of Chi Square <1>:S8light <2>:Moderate <3>:Narked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 10
Group Name Controt 10 pem 30 ppm 90  ppm
No. of Animals 15 22 31 24
> 2> <3 <& > 2> B3> WD D> 2D B D KD <> B> Wb
Organ, Findings @ o ® W @ ® & W @ o W W M & & o
[Respiratory system]
Llung/bronch teukemic cell infiltration 4 3 0 0 4 3 1 0 5 8 1 0 2 3 0 0
(27 (200 C 0 ( O) (18) (14) ( 58) ( ©) (16) (26) ( 3) ( 0 (8 (w0
metastasis: Liver tumor 1 0 1 0 0 0 0 0 0 0 0 0 1 0 0 0
(DD 0 (ool GV B G B QR ) B QIR 1) (o0
metastasisiuterus tumor 2 0 0 0 1 0 0 0 2 1 0 0 4 0 0 0
(1 oo o (800 (8300 (1m0 0
metastasis:iovary tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
o000 (ool (o ool Q) R GIY BE GO B G )
bronchiotar-atlusolar cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(G B Q) B G B Q)] (oo co o (30 (000

[Hematopnistic system]

bone marrow atrophy 0 0 0 0 0 0 0 0 0 0

0 0 0 0 1 0
(oo oy (oco o (0 (ool (o Ccola o
leukemic cell infiltration 1 0 1 0 0 0 0 0 3 1 0 0 1 0 0 0
(DD Cn oo (0o (1w (300 (o000
metastasis:uterus tumor i 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(Do lon (ool (3000 (o oo o
plasma cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 4} 0 0 0
(oo 0 (0ol (GO I G ) B G R G )] (o0l
tymph node leukemic cell infiltration 1 0 0 0 1 0 0 0 0 1 0 0 1 0 0 0
(D0 (8 C0Con o0 o3 0o (oo
metastasis:uterus tumor 1 1 2 0 0 0 2 0 1 0 2 0 1 0 1 0
(DD (1) (0 (o9 o (3o Ce (0 (oo

Significant difference ; * 1 P = 0.00 ¥ 1 P < 0.01 Test of Chi Square <1>:Stight <2>:Yoderats 3> Marked <4>:Sguere

(HPT150)

BAISZ



STUDY NO.  : 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-104W)

ANTHAL + HOUSE BDF1
REPORT TYPE : Al

SEX ¢ FEMALE
Organ Findings

No. of Animals

10

2>
)

[Hematopoietic system]

lymph node metastasis:ouary tumor

spleen atrophy

deposit of amyloid

deposit of melanin

leukemic cell infiltration

metastasis: liver tumor

metastasis:uterus tumor

extramedul lary hematopoissis

follicular hyperplasia

[Circlulatary system]

heart thrombus

leukemic cell infiltration

0
0

2 10
9 (8 (

OO

Significant difference ; ¥ 1 P = 0.08

*x ¢ P = 0.01 Test of Chi Square

<2>:Moderate

PPm
3 D
@
0 0
0) 0)
0 0
0) 0)
0 0
0) 0)
0 0
0) 0)
7 0
(23) ( 0)
0 0
0) 0)
0 0
0) 0)
2 0
6) 0)
0 0
0) 0)
0 0
0) 0)
0 0
(oo
<4>:Severe

(HPT150)



STUDY NO.  : 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL "+ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 12
. Group Name Control 10 ppm 30 ppm 90  ppm
No. of Animals 15 22 31 24
KD 2> 3 Wb D 2> B3 Wb {I> <2 D D D> LD B D
Organ Findings @ & ® O @ ® ® W @ M & W @ B ® O
[Circlulatary system]
heart myocardial fibrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
coconCo o (0 toco oo (G R QR I Q)
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(ool o ooy (GO RGN B GO B 8 (0 (0o
artery/aort arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo Cn (o (oo oo o0 0o oo
[Digestive system]
‘tongus leukemic cell infiltration 0 0 1 0 1 0 0 0 3 0 1 0 0 0 1 0
(oo (nCn (8000 (10 ¢ 3 (0 0Co ooy
arteritis 0 0 0 0 2 0 0 0 0 0 0 0 0 1 0 0
(oo o oo o0 Cocofo o 0480 o0
salivary gl leukemic cell infiltration 0 2 0 0 1 3 0 0 3 7 1 0 2 1 2 0
(o) oo (5 (100 (10) (23) ( 3) ( 0 8 (480
metastasis:uterus tumar 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
’ (oo on o 00 co o0l 0OCoCo 0
stomach necrosis:glandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(GEONGR) GE) I GEY)! Co oo (ool 0040
leukemic cell infiltration 1 1 0 0 2 0 0 0 9 2 1 0 1 2 0 0
(D0 (G I O ) B Q) B )] (29) ( &) ( 3 ( 0 4 0o
metastasis:uterus tumar 1 1 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(o0 (o0 oo 0o oo o0
erosion:glandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o0 o0 o0 COCo oo o000
Significant difference : * 1 P S 0.0b ®* 1 P S 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>: Marked <4>:Severe

(IPT150)

BAIS2



STUDY MO,
ANTHAL

SEX

: 0068
¢ HOUSE BDF1
REPORT TYPE :

Al

+ FEMALE

HISTOLOGICAL FINDINGS : NON~NECPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-104W)

Organ

Findings

No. of Animals

10

<@
*

pPm

31

3>
® &

{Digestive system)

0)

(30

00
0o

stamach hyperplasia:glandular stomach
sosinophilic change:glandular stomach
smatl intes leukemic cell infiltration
targs intes leukemic cell infiltration
Liver necrosis
necrosisicentral
necrosis:focal
teukemic cell infiltration
metastasis:uterus tumar
metastasis:ovary tumor
pancreas leukemic cell infiltration
metastasis:uterus tumor
Significant difference ; ¥ 1 P = 0.0

¥ . P = 0.01 Test of Chi Square

<2>:Hoderate

<47 Severe

(HPT150)



STUDY NO.  : 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND NORIBUND ANIMALS (0-104W)

ANTMAL : MOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE
Organ Findings,

No. of Animals

30

pem

31
2>
W ® ®

3> D

<1
®

[Urinary system]

kidney hyaline droplet
Leukémic cell infiltration
metastasisiuterus tumor
metastasisiovary tumor
hydronephrosis
glamerulosclerasis

urin bladd inflammation
leukemic cell infiltration

urethra inflammation

{Endocrine system]

~~

0

0 0
oo

00
oo

(13

pituitary angiectasis
cyst
Significant difference ; ¥ P S 0.00

¥ 1 P S 0.01 Test of Chi Square

<4>:Severe

(HPT150)



STUDY NO. & 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 15
Group Name Control 10 ppm 30 ppm 80  ppm
No. of Animals 15 22 31 24
1> 2> <8 <& KI> 2> (3> &b 1> 2> <& W 1> <2> <3 LD
Organ Findings, @ W W o @ W W W ® & W W @ ® W W
[Endocrine system]
pituitary hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oo (n 5 C0C0 0 oo lo H o
fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 OC0 o0 (300 OCoCo o0
thyroid leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo 0 C o (0o (3000 H 000
diffuse follicular cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCco oo 5) (0 C 00 (oo o0 0O CoC0 D
adrenal fatty change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oColnln 5 (000 oo oo (OGN B GE) I )]
letkemic cell infiltration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(D00 O Co oo (3000 0o ooy
metastasis:uterus tumor 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o ooy OCo 0w Q) I Q) B G ) I G ) oo {0
spindle—cell hyperplasia 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(13 00y 0OCoC0 o0 (o0 0000
hyperplasiascortical cell 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 0 C0 0o (ocoCon (00 (o
[Reproductive system]
ouary : atrophy 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(oo D0 (oo ln H (0o
cyst 3 0 0 0 1 0 0 0 1 0 1 0 2 0 0 0
(20 C ) C ) C O 5 (000 (303 o 8 (0o
Significant difference ¥x 1 P = 0.00 *x P = 0.01 Test of Chi Square <1>:Slight <2>:Yoderats <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. = 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 10 ppm 30  ppm 90  ppm
No. of Animals 15 22 31 24
1> K25 &> &b 1> <2 & b 1> <20 <& &L <> 2> B> <D
Organ____ Findings ® o ® o & ® ® o M ® W W @ & ®
[Reproductive system]
avary leukemic cell infiltration 1 1 0 0 1 3 0 0 g 3 0 0 3 0 1 0
(DD 000 (5 (100 (29) (100 ¢ 0 (C O (13) ( 0 C 4 (0
metastasis:uterus tumor 3 0 0 0 0 0 2 0 2 1 0 0 1 0 3 0
(200 C ) C ) C O (oot (0 (800 (o0 (1’0
uterus dilatation 1 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(o0l ) RO I Q) B Q) (3ol o Caco o
hemarrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
cocoCon CoCco oo (OC3y 0o (o000
leukemic cell infiltration 2 0 1 0 0 2 0 0 2 4 1 0 2 0 0 0
(B (nCon (o0 0 (8 (13) ( 3 (0 (0o
metastasis:iovary tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(o000 (oo n (o0 (oo 0
cystic endometrial hyperplasia 0 0 0 0 3 1 0 0 7 0 0 0 5 0 0 0
(ool oCon (14 (5 (0 (0 (23) C O (0 (0 (21) C 0) C 0) C 0)
vagina teukemic cell infiltration 1 1 0 0 0 1 0 0 2 1 0 0 1 0 0 0
(DD (s 00 (3000 (oo (o0
[Neruous system]
brain hemarrhage 1 0 0 0 1 0 0 0 2 0 0 0 1 1 0 0
(D00 (oo (e ool (a0
deposit of calcium 3 0 0 0 4 0 0 0 11 0 0 0 7 0 0 0
(200 C OO ( 0 C O (18 (oo {0 (8 (0 C0oCo (28) ( 0 C 03 ( 0
hyaline baody 8 0 0 0 7 0 0 0 15 0 0 0 13 0 0 0
(83 ( 03 C OO C O (82) (000 (48 ( 0 (00 (84) C ) C ) (O
Significant difference ; x 1P = 0.05 w1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>: Marked <4>:Severse
(HPT150)

BAIS2



STUDY NO. ¢ 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-104W)

ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al

SEX : FENALE
Organ Findings

No. of Animals

<1
)

10

<@
)

30

31
2>
®

[Neruous system]

brain lymphocytic infiltration

letkemic cell infiltration

spinal cord leukemic cell infiltration

[Special sense organs/appandage]

eys leukemic cell infiltration

retinal atrophy

Harder gl inflammation
leukemic cell infiltration
nasolacr d inflammation

[Musculoskeletal system]

muscle necrosis

leukemic cell infiltration

0) (

1
5) (

0

1
5)

8)

Significant difference ; ¥ P = 0.0

x ¢ P = 0,01 Test of Chi Sauars

<2>:Hoderate

ppm
3 4L
® o
0 0
o0
0 0
(0o
0 0
(oo
0 0
(0 (o
0 0
¢ 0o
0 0
0o
0 0
(oo
0 0
oo
0 0
o0
0 0
(RO
<4>:Severs

(HPT150)



STUDY NO.  : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-104W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 18
Group Name Control 10 ppm 30  ppm 90  ppm
No. of Animals 15 22 31 24
1> <2 <3 Wb 1> 2> & b 1> 2> <& <4 1> 42> <3 <&
Organ Findings ® ® W o @ W ® @ o & o ® ®» ® W
[Musculoskeletal system]
muscle arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oCcoConn (000 oo 0o (oo Con o0
{Body cavities]
peri toneun leukemic cell infiltration 0 0 0 0 0 0 1 0 0 1 2 0 0 0 1 0
' (G B GIEY) BE QI B G 0)] oo s (o0 (o386 (0 (o Cola 0
adipose granulation 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(D000 (G I Q) B G 1) I Q)] (00 oo
Stgnificant difference ; ¥ 1 P = 0.05 *x 1 P = 0,01 Test of Chi Sauare <1>:Slight <2>:Noderate <3>:Marked <4>:Severe

(HPT150) BAIS2



APPENDIX M 7

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS

(TWO—-YEAR STUDIES: SUMMARY)

MOUSE : MALE:SACRIFICED ANIMALS




STUDY NO.  : 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Contral 10 ppm 30 ppm 90  ppm
Na. of Animals 39 35 ) 37
> <2 B> Wb > 2> K3 Wb > @ B W 1> <> & WD
Organ Findings ® ® & O ® W & o @ & ® o @ W &
[Intesumentary system/appandags]
skin/app thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coCo 0o (0 (on ool (3000
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(a0 CoCo oo COCoOCo o (300 o0
[Respiratory system]
nasal cauit inflammation 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
oo 0o (Do (3HC 00 o000
rhinitis 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
oo 0o (O o300 oo
eosinaphitic change:olfactory epithelium 26 1 0 0 15 1 0 0 8 0 0 0 ®x 6 0 0 0 #x
(e ( 3 C 0 (0 (an) ¢ 3y C 0 (0 (28 (0 C 0 ( 0 (18 C 0 (0
eosinophilic change:respiratory epithelium 17 2 0 0 10 2 0 0 17 2 0 0 11 2 0 0
(44) ( B) C 0) ( O) (s (8 0y (48) ( 8 C O) ( O (30) ( 8 C 0O (0
disarrangement:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 CoCo oo (300 (oo ln(n
degeneration:olfactory epithelium 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo oo o300 O RGN ) B G ) B Q)] coco(nCn
respiratory metaplasia:olfactory epithelium 20 1 0 0 18 0 0 0 17 4 0 0 14 0 0 0
(sDCHCY (0 (58) ( 0 C 0) (O (49) (1) C 0 ( 0 (300 (0
respiratory metaplasiatgland 13 12 1 0 11 7 1 0 17 8 1 0 11 11 0 0
(3) (31 ( 3 (O (34) (22) 3 (0 (49) (23 ( 3) (O (30) (300 ( O) C 0)
nasopharynx inflanmation 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
oo 0o (0o (G B G) BEG) BE Q)] (o8 (0o
Significant difference ; ¥ P S 0.05 *»* 1 P = 0,01 Test of Chi Square <1>:Stight <2>:Moderate <3>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO. ¢ 0068

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Controt 10 ppm 30  ppm 80  ppm
No. of Animals 39 32 35 37
> 2D & b > 2> & b > K2 3B W A> 2> B> &L
Organ Findings W ® & W @ o W W @ o @& O @ & ® W
[Respiratory system]
nasopharynx eosinophilic change:respiratory epithelium 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o3 0o 0 Co 00 (RO G I G I Q)] 0H oo
Lung/branch inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 0000 (G R G B G B Q)] 0o
granulation 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo CHCO 0 (0o 0Col0ln
leukemic cell infiltration 2 1 0 0 0 0 0 0 0 0 0 0 2 1 0 0
(8 30 o0 0 Co o (o0 O I QI ) B G ) I Q)] 5 (3 (00
metastasis: Liver tumor 1 0 1 0 2 0 1 0 5 1 1 0 1 1 0 0
(3030 6) (0 (30 (14) ¢ 3 ( 3 ( 0 00
metastasisiurinary bladder tumor 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
coco ooy 0o 0o (oo lon D00
branchiolar-aluealar cell hyperplasia 2 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(0o O (000 o
[Hematopoietic system]
bone marrow leukemic cell infiltration 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00 y OCo o0 Q) I Q) B Q) B Q) OCo 00
Lymph node Leukenic cell infiltration 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0
(oo 0 000 (o0 o300 (NG GO B G|
metastasis: Liver tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo oo OO (oo 00
Lymphadenitis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo OCH oo (oo oo ) NG B G 1) I Q)]
Significant difference ¥ 1 P = 0.05 ¥ ! P S 0,01 Test of Chi Saquare <1>:Slight <2>:Moderate <(3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  + 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : A1
SEX ¢ MALE PAGE : 3
Group Name Contral 10 ppm 30 ppm 90  ppm
No. of Animals 39 32 35 37
> 2> 3 b 1> 2> <3 &b K> 2> B WD 1> <2 B WD
Organ_____ Findines ® o & W @ & ® O @ & @ O ® & ® O
[Hematopaietic system]
thymus cystic change 1 0 0 0 3 2 0 0 2 0 0 0 0 0 0 0
(o {on (0800 (8 o0 (oo
spleen atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
ool oo oo (3ol coCoCo o
depcsit of melanin 3 0 0 0 4 0 0 0 4 0 0 0 3 0 0 0
8 ool (1B o000 (i co oo (o0
leukemic cell infiltration 2 0 2 0 2 0 1 1 2 1 0 0 4 0 1 0
(8 (05 {0 (833 (8300 (I o300
extramedullary hematopoiesis 10 0 1 0 4 1 0 0 3 3 0 0 2 3 0 0 *
(28) ( 0) ( 3 (0 (13 30 (0 (1 9 oo (00
megakaryocyts: increased 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (o0 (oo (oo o0
follicular hyperplasia 4 0 0 0 7 0 0 0 4 0 0 0 8 0 0 0
(100 C 0y C 00 (22 C ) C OO (O (1 C o000 (22) C 0 C O (O
[Circlulatory system)
heart thrombus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
ooy CocoCo (o0 (3o o0 (o000
leukemic cell infiltration 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o300 (o (ococon o0 o Co oo
myocardial fibrosis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 (ocoCon o (00 oy (oo

[Digestive system)

‘tongue arteritis

1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HC0 09 (o000 o Colo0o (ool
Significant difference x 1 P = 0.0b *x 1 P = 0,01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Marked {4>:Severe
(HPT150)

BAIS2



STUDY NO. & 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Control 10 ppm 30 ppm 80 ppm
No. of Animals 39 32 35 37
A> 2> B3 WD 1> 42> <3 b I> K2> <3 D I> 2> B> Wb
Organ Findings @ o ® @ ® & @ O @ & W ® ® ® W
[Digestive system]
salivary gl ossecus metaplasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(N0 (oo o0 (300 (o0 lo0
stomach ulcer: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 C0 (o0 (o0 (oco{o o0 (00
hyperplasia: forestaomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o n oo oo ) B QI B QI ) B Q)] (oo o0
erosionsglandular stomach 0 0 0 0 1 1 0 0 1 0 0 0 0 0 0 0
(o0 (0 (300 (oo o0
hyperplasiatglandular stomach 11 18 0 0 8 22 0 0 g 17 0 0 7 25 0 0
(28) (49 ( 0) ( 0) (25) (69) ( 0 ( O (26) (49 ( 0) ( O (19) (88 ( 0 ( 0)
eosinaphilic change:glandular stomach 8 0 0 0 11 0 0 0 4 1 0 0 2 1 0 0
(zy C 0} C ) C O (3) (o) (00 (i 3 (00 (300
heterotopic gland 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o oy (oCoConCon (oco oo (ool
duadenum spidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oy oo (oo o0 (3000
small intes leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
oo oo (o000 oo (330 o0
Liver angiectasis 3 0 0 0 2 0 0 0 1 0 0 0 ! 1 0 0
(8o (8 (oCoon (300 (0o
peliosis-like lesion 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(3 CoCo0 o (G RO I G I G (3000 (oo o0
necrosis: facal 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo ooy oo (oo (300
Significant difference ; x 1 P = 0.05 *x 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <8>:Marked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0068
ANIHAL + MOUSE BDF1
REPORT TYPE : Al

SEX © MALE

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (104W)

Organ Findings

No. of Animals

<A
®

10

32

2>
®

pem

pPm
35

<@
8

[Digestive system]

Liver fatty changs

cystic change

granulation

hyperplasia

fibrosis

leukemic cell infiltration

clear cell focus

basophilic cell focus

mixed cell focus

gall bladd cyst

pancreas atrophy

metastasis: Liver tumor

0 (

0
0) (

0
0) (

—~

(

0
(GON

o

Significant difference ; * 1 P = 0.05

x 1 P S 0.01 Test of Chi Square

<2>:Noderate

<4>:Severe

(HPT150)



STUDY NO. ¢ 0088

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (104W)

ANINAL : MOUSE BDF1
REPORT TYPE : Al

SEX ¢ HALE

Organ Findings

No. of Animals

<P
®

10

<>
it

ppPm

35

@ @D
® O

[Urinary system]

kidney infarct

deposit of hemosiderin

teukemic cell infiltration

vacuglization of proximal tubule

mineralization:cortex

di latation: tubular lumen

urin bladd hyperplasia

leukemic cell infiltration

{Endocrine system]

pituitary hyperplasia

Rathke pouch

thyroid cyst

0 (

0
o (

0

oo

00
(oo

Significant difference ; *x 1 P = 0.00

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

<2>:Noderate

<4>:Severe

(HPT150)



STUDY NO. ¢ 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Group Name Control 10 ppm 30 ppm 90  pem
No. of Animals 38 32 35 37
I> 2> 3> Wb 1> <2> 3> <& 1> 2> <3 <& <I> K20 3> &
Organ___ Findings ® @& W ® & @® o @ M W W @ & ® W
{Endacrine system]
adrenal spindle-cell hyperplasia 4 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(o (0lo (ocoCnlon (B Cn (oo o0
hyperplasiacortical cell 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(ocoConn () B G () I G ) B )] (0o 0 (3000

[Reproductive system)

testis atrophy 21 0 0 0 13 0 0 0 13 2 ¢ 0 16 3 0 0
(58 (0 (O (0 (4D C 00 C 0 C O (30 (8 ( 0 (0 (a3 (8 (0w

mineralization 18 1 0 0 19 6 0 [ 18 10 1 0 xx 18 15 0 0 *x
(4 (3 C 0 (0 (59) (18 C 0 ( O (81) (29 ( 3 ( 0 (49) (41 (. O) C O
epididymis leukemic cell infiltration 2 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
() BN G B Q) B Q)] O ) B G ) IR Q) B G (30l (3o
spermatogenic granuloma 1 2 0 0 3 1 0 0 0 2 0 0 2 1 0 0
(3 0y (900 o (e (00 (8 (00
xanthogranuloma 0 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o330 (oo oo o000 (ool
semin ues mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o oo (o0 (oo (300 oo
degeneration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o (oo cocoon o oo
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oo Q) I G ) I Q) B ) (0 Cn (oo oo
granulation 0 0 0 0 0 0 0 1 0 0 0 0 0 0

0 0
oo Co o oo oo (33000 (00 (0

Significant difference *x 1 P = 0.05 ¥ 1 P = 0,01 Test of Chi Saquare <1>:Slight <2>:Moderate <3>:Harked <4>:Severe .
(HPT150)

BAISZ



STUDY NO. & 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX © MALE PAGE : 8
Group Name Control 10 ppm 30  ppm S0 ppm
No. of Animals 39 32 35 37
A> 2> B3> D A> 2> B & > 2> K3 & I> K2> B Wb
Organ Findings @ o ® O ® & ® @ & ® o w ® ® o
{Reproductive system]
semin uss xanthogranuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
ool (G RO ) B Q) B )| (G ) I Q) B Q) B Q)] (o300
prostate leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o on ooy CoCo oo (OO0 o0
metastasis: Liver tumor 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0 o oo o0 (o300 (oo
prep/cli gt duct ectasia 0 0 0 0 2 0 0 0 2 0 0 0 4 0 0 0
oo (800 (6000 (m o0
cyst 10 0 4] 0 7 0 0 0 3 0 0 0 1 0 0 0 *
(28) C 0) C O) (O (22) C ) C O ( O (000 (00
[Nervous system]
brain deposit of calcium 24 0 0 0 17 0 0 0 23 0 0 0 26 0 0 0
(62 C 0 C 0 C O (83 ( 0) C 0) ( 0O (66) C 0) C 0) C O (700 C (00
hyaline body 34 0 0 0 25 0 0 0 32 0 0 0 35 0 0 0
(/I G B Q) I G )] (78 (00 (C0O(CO (s (0 OO0 () (000
metastasisipituitary tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo 0 ooy (G EEG) BEGI ) B G (o000
{Special sense organs/appandage)
5% cataract 1 0 0 0 3 0 0 0 0 0 0 0 © 3 0 0 0
(3 oo (oo oo (oo (8 oo o

retinal atrophy 0 0 0 0 0 0 0 0
(ool (oo (o300 (a0 o

Significant difference ¥ 1 P = 0.05 ¥ ¢ P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate <3>:Harked <4>:Severe
(HPT150)

BAIS2



STUDY NO.  : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 9
Graup Name Control 10 ppm 30 ppm 90 pem
No. of Animals 39 32 35 37
1> 2> 3 b A> 2> B> & 1> 2> 3> <» <I> <2> B> <D
Organ Findings M ® ® W ® ® @& o @ M W W @ & ®

[Special sense organs/appandage}

eye keratitis 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (o0 (oo o o (300
Harder gl hyperplasia 0 0 0 1 0 0 0 0 0 0 0 0 0 0

0 0
oo oo (a3 (000 (00 (ool

[Body cavitises]

per-itoneum peritonitis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo Cn (o3 0w CoCoCo0 o oo
adiposs granutation 2 0 0 0 2 0 0 0 5 0 0 0 7 0 0 0
(GG B G ) B Q)] (8000 (o0 o (o000
Significant difference 3 ¥ P = 0.0 x» 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate {3>:Harked <4>:Sguere

(HPT150) BAIS2



APPENDIX M 38

HISTOLOGICAL FINDINGS :NON—NEOPLASTIC LESIONS

(TWO—YEAR STUDIES:SUMMARY)

MOUSE: FEMALE: SACRIFICED ANIMALS



STUDY NO. : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX . FEMALE PAGE ¢ 10
Group Name Control 10 ppm 30 ppm 90  ppm
No. of Animals 34 28 18 26
A> 2> B3> WD > 2> 3 b > 2> 3> b > 2> B3> 4D
Orean Findinss @ ® ® ® ® ® ® ® @ ® ® ® ® ® ® ®
[Intesumentary system/appandage)
skin/app mastcell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oy oo (o0 (ococon o (ool
‘leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
o0 oo Con (oo oo Cao
subcutis leukemic cell infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(G ) I G B Q) B )] cocoConCon (RO G ) B Q) B Q)] (a0 o
{[Respiratory system]
nasal cavit inflammation 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3o (o0 (00 CoCo oo
rhinitis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (oo 0 (GG B G ) B ) (oo oo
sosinophilic change:olfactory epithelium 7 0 0 0 7 0 0 0 3 0 0 0 9 0 0 0
(2 C o) C 0 (0 (28) C O C ) C O (18 C 00 C 0 C O (%) (000
eosinophilic changeirespiratory epithelium 18 8 1 0 19 5 0 0 10 6 0 0 13 7 0 0
(41 (28 ( 3 ( 0 (88) (18) ( 0) ( O (83) (32) ( 0) ( O (50) (27) C O ( 0
respiratory metaplasia:olfactory epithelium 10 0 0 0 8 0 0 0 8 0 0 0 11 0 0 0
(2 (00 (289) C 00 C O (O (32 (3 C 0 C O (42) C (0 (0O
respiratory metaplasia:gland 10 4 0 0 g 1 0 0 5 1 0 0 g 4 0 0
(e (12 C 0 (0 (a3 (o0 (26) ( 8 (OO (36) (18) € 0) € 0)
nasopharynx eosinophilic changs:respiratory epithelium 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (oo (oo lon (oo (o0
lung/bironch inflammatory infiltration 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o 0 (ool (GO GE) B G B G (o000 o
Significant difference ; ¥ 1 P = 0,06 x P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate {(3>:Marked <4>:Severe
(HPT150)

BAISZ



STUDY NO. : 0088 HISTOLOGICAL FINDINGS = NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX  FEMALE PAGE ¢ 11
Group Name Control 10 ppm 30  ppm 90  ppm
No. of Animals 34 28 19
A> K2 <3 Wb D> 2> B3 (1> 42> K3 b (SO AR ) B
Organ, Findings ® ® & o ® ® & o @ & & ® W & W
[Respiratory system)
lung/branch lymphaeytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (ool (o0l (oo oo
leukemic cell infiltration 1 1 0 0 0 3 0 0 4 0 0 0 1 1 0 0
(D0 o)y oo (z1) C 0 € 0) ( 0) (00
metastasistuterus tumor 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oCco oo (oo Cn o CcooCo o0 (0o
branchinlar-alueolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(RO G ) QRN I Q)] (Co0 (o0 o Co 0o (8000
[Hematopoistic system]
bone marrow leukemic cell infiltration 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
Cocodonn (a0 n (I ool (oo o0
myelofibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(RO GR ) GE) B Q)] oo (o0 o000 (0o
Lymph node leukemic cell infiltration 1 0 0 0 1 0 0 0 0 0 0 0 1 0 1 0
(000 e oo o oo o (a0
metastasis: Liver tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (o000 (oo (o0
spleen depasit of melanin 19 0 0 0 10 0 0 0 g 0 0 0 6 0 0 0 *
(56) ( 0 C 0 (0 (3 ( (0 (O (any C 0y C 0) ( O (23 C 0) C 03 ( O
leukemic cell infiltration 0 0 0 0 5 1 0 0 % 3 1 0 0 % 3 0 1 0
(oo Con o (18 ¢ 00 (18 ( 8 C 0 (0 (12 C o) ( 4 (0
extramedullary hematopoiesis 0 0 0 0 1 3 0 0 0 1 0 0 4 0 0 0
(o0 o (oo 08 0o (18 0 o0 (o0
Significant difference ; *x 1 P S 0.05 *x 1 P S 0.01 Test of Chi Square <1>:Slight <2>:Yaderate <3>:¥arked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ HOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 12

Group Name Control 10 ppm 30  ppm 80  ppm

No. of Animals 34 28 19 26

A> <@ 38> &L 1> 2> B3> &b A> @ 3> D <I> 0 K2 <3 &L

Organ Findings @ ® ® ® ® & ® W ® W ® o ® W ®
[Hematopoietic system]
splesn fatlicular hyperplasia 12 3 0 0 g 0 0 0 1 1 0 0 % 2 1 0 0 x

(|00 (s) (o o0 (8 (5000 (& (9o

[Circlulatory system]

heart leukemic cell infiltration 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3 (000 (o000 oo oo (o000

metastasisiuterus tumor 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

(oo n (oo on (5 Co 0o (oo o0

[Digestive system]

salivary gl leukemic cetl infiltration 3 1 0 0 1 2 0 0 0 1

1 0 1 0 1 0
(930l Do o8 {5 (0 QYR G B G I Q1))
stomach lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
({0 oo oo oo 0o (OCoCcon o
leukemic cell infiltration 2 0 0 0 0 0 0 0 1 1 0 0 0 1 0 0
(o0 cocoCo (88 00 COCaH 0o
metastasis:uterus tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
O RO ) I Q) B Q) (8o o0 (ool (0 (o0 o0
hyperplasia: forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
ooy (a0 (0 (oo 0 (oo (0
srosion:glandular stomach 2 0 0 0 1 1 0 0 1 0 0 0 2 0 0 0
(800 (0o (8000 (8 0o
hyperplasiatglandular stomach 10 22 0 0 12 14 0 0 1 18 0 0 - 13 11 0 0
(29) (85) ( 0) ( O (43) (50) ( 0 ( O (8 (80 ( 0) ¢ 0O (50) (42) ( 0} ( O
Significant difference : * 1 P = 0.0 ** 1 P 5 0.01 Test of Chi Square <1>:Slight <2>:¥oderate <3>: Harked <4>:Severe
(HPT150)

BAIS2



STUDY NO. : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 13
Group Name Controt 10 ppm 30  ppm 80  ppm
Na. of Animals 34 28 19
A> 2> B3> Wb I K20 B3 Wb A> 2> B3 b > K2 B> W
Organ, Findings M ®m & o ® & & W M ® W @ & ®
[Digestive system)
stomach dysplasiarglandular stomach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo (oco 0o (G B G B G O B Q) (oo
eosinophilic change:glandular stomach 6 0 0 0 3 0 0 0 2 0 0 0 1 0 0 0
(oo o0 iy o oo (1) C 0 0 ¢ 0 (o900
small intes deposit of amyloid 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (n Co 0o (o0 (G R G B Q) B G 1)
leukemic cell infiltration 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(N0 (oo o0 oo o (oo o0
metastasisiuterus tumor 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (0o CoCcoloCo (O Co 0o
Liver angiectasis 0 0 0 0 4 0 0 0 4 0 0 0 * 1 0 0 0
(oo o0 (19 ooy (23 C 0y C O (O (800 o
thrombus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
ooy S I G 1) I Q) B ) o800 (oo o0
peliosis~like lesion 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) B Q) B Q) B )] (ocololon (000 (0ol
fatty change 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e oo 0 (oo (o0 (oo (o0
cystic change 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o o (OCOC0Con (0o o CoCo oo
eosinophilic change 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (G B Q) B G ) I Q)] Q) I G ) B G 1) B Q)| (oo
granulation 12 1 0 0 g 2 0 0 5 2 0 0 7 2 i 0
(3B (D00 (32) (Do (28) (1D ( 0) ( 0) (2n (8 (4 (0
Significant difference : * 1 P = 0.05 % 1 P = 0.01 Test of Chi Square <1>:Stlight <2>:Moderate <(3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 14
Graup Name Cantrol 10 ppm 30 ppm 90  ppm
No. of Animals 34 28 19 26
> 2> 3> b KI> 42> <& <& 1> £2> K& b <I> 2> K3 Wb
Organ Findings ® % ® o ® | & o @ o @& o M ® & W
[Digestive system]
Liver hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 3 1 0 0
(OCon (0 CoCo oo (iy o C o) (0 (12 00
leukemic cell infiltration 5 0 0 0 4 2 0 0 5 0 0 0 3 1 0 0
(18 (0 C 0 (0 (19 (1 o0 (26) C 0 ( 0) ( 0) (12 (89 (00
metastasis:uterus tumor 0 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0
(GO IGE) BN I Q)] CoCoCaco (oo s o0 (oo
clear cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (nlon (ool (UG B Q) B )] (oo
basophilic cell focus 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
oo n (000 (o5 (00 oo o
mixed cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o Colnlon (a0 coco oo (oCon o
bile ductular proliferation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o o (oo o0 (o coo0 0 oo (o0
gall bladd cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 ly (o0 (oo (0 (oo 0o
pancreas leukemic cell infiltration 1 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0

[Urimary system]

kidney

hyatine droplet

leukemic cstl infiltration

0 0 0 0 00 0 0 6o 1 0 0 0 06 0 0
(oo ool e 0o O cn o

4 1 0 0
(90 (0000 (o004

Significant differsnce ;

¥ P = 0.05

% P S 0.01

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

(HPT150)

BAIS2



STUDY NO. : 0088 ‘ HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Cantrol 10 pem 30 ppm 80  pem
No. of Animals 34 28 18
D> 2> B > 2> B Wb > @ B W K> KD B <D
Organ Findings w W & o @ & @® o @ o W W @ & &
[Urinary system]
kidney hydronephrosis 0 0 1 0 0 0 1 0 0 0 1 0 0 0 0 0
Q) B G B Q) B Q)] 0o 4o (s (0 (o000
mineralization:cortex 1 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(HCn oy OCo oo (oo o ool
glomerulosclerosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CocoCn o 0OCoC0n (8 oo cocoCon 0
urin bladd leukemic cell infiltratian 2 0 0 0 2 1 0 0 1 0 1 0 0 0 1 0
(8 (000 (GG B G )] (o050 (o0
[Endacrine system)
pituitary angiectasis 2 1 0 0 1 0 0 0 1 0 0 0 2 1 0 0
(30 Cn HC0 00 (8 o000 (8400
cyst 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 0O Co o0 co oo (H 000
hyperplasia 4 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(200 000 (18 0000 (0o
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo 000 (s 0o o0 (oo
thvroid cyst 0 0 0 0 1 0 0 0 1 0 0 0 3 0 0 0
(o000 4 0o (5 000 (12) C 00
diffuse follicular csll hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
C0Co 0o 9000 o0 (0 Con o 000
adrenal fatty change 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo 3y O 00 (800 o G I Q) B G 1) I Q1)
Significant difference ; * 1 P = 0.05 ¥ 1 P = 0.01 Test of Chi Square <1>:Stight <2>:Noderate <3>:Harked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 18
Group Name Contral 10 ppm 30 ppm 90  ppm
No. of Animals 34 . 28 19 26
D> <2 B3 W D> 2> B3> b D> 2D B WD D 2> B> D
Organ Findings @ o @ o @ & ® O @ o ® O @ & ® W
{Endacrine system]
adrenal deposit of amyloid 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o o0 oo oy (85000 CoCo oo
metastasis:uterus tumor 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (ool o000 (oo oo
spindle-cell hyperplasia 2 0 0 0 2 1 0 0 1 1 0 0 3 0 0 0
(oo oy (DCH 00 (5 (8 {00 (12 C 0 C 0 ¢ 0
{Repraductive system]
ouary cyst 12 0 0 0 8 0 0 0 8 0 0 0 12 0 1 0
(3) (00 (290 C o) (O (O (42 (o) (. 0) C O (48 C 00 ( & (0
deposit of amyloid ¢ 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ocoolo oo (ocololn (8000 (oo
teukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 1 0 0 1 0 0
Coco oo co oo (5 C 0y (5 (0 Co a0
uterus dilatation 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo Cn (o0 (oo ln (oo oo
decidual change 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0
(o0 () B G 1) B G ) B V)| (ool (o8
leukemic cell infiltration 1 0 0 0 1 0 0 0 1 1 0 0 0 0 0 0
(000 (00w (8B 00 (oco o0
cystic endometrial hyperplasia 10 2 0 0 7 5 0 0 5 3 0 0 10 4 1 0
: (200 ( 8 ( ) ( O (25) (18) C 0) ( 0 (26) (18) ( 0 C O (38) (18) ( 4 (0
mammary gl hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(300 (o0 (o (G I G B Q) B Q) (000
Significant difference ; ¥ P = 0.05 *x : P = 0,01 Test of Chi Square <1>:Slight <2>:Noderate <3>:¥arked <4>:Severe

(HPT150)

BAIS2



STUDY NO.  : 0088

HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 17
Group Name Control 10 pom 30  ppm 80  ppm
Na. of Animals 34 28 19 26
1> 2> 3> W K> 2> B3> b A> 2> 3> <L 1> 2> B> b
Organ Findings, M ® ® O o @ ® W ® ® W W @ W & o
{Neruous system]
brain deposit of calcium 15 0 0 0 8 0 0 0 8 0 0 0 14 0 0 0
(4 C 0 (0 (0 (28 C o) C 0) (O (42 C o) C 0) (0 (54) C ) C0)( 0
hyaline body 33 0 0 0 28 0 0 0 18 0 0 0 25 0 0 0
(s C ) Co(C0 (o) ( 0y C O (0 (@) (000 (9 ( 0 (00
lymphooytic infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(30l (oo (o0 (oo (oo
metastasis:ipituitary tumor 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(GO B Q) B Q) B Q)| (0o CoCo oo (a0 o0
spinal cord hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 Co oo o000 (oo oo
lymphoeytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(a (0o o0 (oo con o0 (oconcon o0 o Ca oo
[Special sense organs/appandage]
eye leukemic cell infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo o (oo (8 (000 (ool
cataract 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(3000 (ool (i oo (o0
keratitis 0 0 0 0 0 0 0 0 0 O 0 0 0 2 0 0
(ool (0o (0 (OB G B Q) B Q)] (o 0o
Harder gl infLlammation 5 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(13 000 (00 CnCn (oo (oo
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(0o o0 (oo o (oo 0 (0o
Significant difference ; ¥t P = 0.0 *x 1 P = 0.01 Test of Chi Square <1>:Slight <2>:Hoderate <3>:Marked <4>:Severe

(HPT150)

BAIS2



STUDY NO. : 0068 HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (104W)
REPORT TYPE : A1
SEX : FEMALE PAGE : 18
Group Name Control 10 ppm 30  ppm 90 ppn
No. of Animals 34 28 19 26
1> <2> 3> Wb KI> 2> & D 1> 2> K3 b S KD K2 KB D
Organ Findings, ® M W O @ W ® W @ o % O @ B W &

[Musculoskeletal system)

muscle Leukemic cell infiltration 0 0 0 0 0

0 0 610 0 ¢ 0 0 0
(oo

0
(00l (s 00 oo Cn o0

{Body cavities]

adiposs granulation

1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(3000 (ool (800 (o0
Significant difference ; ¥ ¢ P = 0,05 *x { P = 0.01 Test of Chi Square <1>:Slight <2>:Moderate {3>:Harked <4>:Severe

(HPT150) BAISZ






APPENDIX N 1

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

RAT:MALE



STUDY NO. & 0067 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTHAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Time-related Items Group Name Control 10 pom a0 jsie i 160 ppm
Weeks
0- 52 NO. OF EXAMINED ANIMALS 0 0 1 1
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 2 2 3 2
NO. OF ANIMALS WITH TUMORS 2 2 3 2
NO. OF ANIMALS WITH SINGLE TUMORS 0 2 2 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 0 1 1
NO. OF BENIGN TUMORS 1 1 3 2
NO. OF MALIGNANT TUMORS 3 1 1 1
NO. OF TOTAL TUMORS 4 2 4 3
79 - 104 NO. OF EXAMINED ANIMALS 11 13 14 10
NO. OF ANIMALS WITH TUMORS 11 12 14 10
NO. OF ANIMALS WITH SINGLE TUMORS 2 3 3 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 9 9 11 ]
NO. OF BENIGN TUMORS 14 19 25 16
NO. OF MALIGNANT TUMORS 8 6 8 9
NO. OF TOTAL TUMORS 22 25 33 25
105 - 105 NO. OF EXAMINED ANIMALS 37 35 32 37
NO. OF ANIMALS WITH TUMORS 37 35 32 37
NO. OF ANIMALS WITH SINGLE TUMORS 8 g 6 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 29 26 26 35
NO. OF BENIGN TUMORS 72 71 83 87
NO. OF MALIGNANT TUMORS 13 11 12 14
NO. OF TOTAL TUMCRS 85 82 35 101
(HPTO70)

BAISZ



STUDY NO.  : 0067 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ RAT [F344
REPORT TYPE : Al
SEX : HALE PAGE : 2
Time-related [tems Group Name Control 10 ppm 40 ppm 160 ppm
Weeks
0~ 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 49 50 49
NO. OF ANINALS WITH SINGLE TUMORS 10 14 12 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 40 35 38 45
NO. OF BENIGN TUMORS 87 g1 111 105
NO. OF MALIGNANT TUMORS 24 18 22 24
NO. OF TOTAL TUMORS 111 109 133 128
(HPTO70)

BALIS2



APPENDIX N 2

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

RAT: FEMALE



STUDY NO.  : 0067 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 Cantrol 10 ppm 40 ppm 160 ppm
Weeks,
0 - 52 NO. OF EXAMINED ANIMALS 0 0 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. QF ANIMALS WITH SINGLE TUMORS 0 0 0 Q0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 - 78 NO. OF EXAMINED ANIMALS 2 2 2 2
NO. OF ANIMALS WITH TUMORS 2 2 2 2
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 2 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 2 0 0
NO. OF BENIGN TUMORS 4 2 1 1
NO. OF MALIGNANT TUMORS 1 2 1 1
NO. OF TOTAL TUMORS 5 4 2 2
79 - 104 NO. OF EXAMINED ANIMALS 13 7 11 10
NO. OF ANIMALS WITH TUMORS 12 7 11 10
NO. OF ANIMALS WITH SINGLE TUMORS 7 3 4 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 5 4 7 5
NO. OF BENIGN TUMNORS 11 7 10 10
NO. OF MALIGNANT TUMORS 9 5 10 7
NO. OF TOTAL TUMORS 20 12 20 17
105 - 105 NO. OF EXAMINED ANIMALS 35 41 37 38
NO. OF ANIMALS WITH TUMORS 26 28 21 32
NO. OF ANIMALS WITH SINGLE TUMORS 13 10 g g
NO. OF ANIMALS WITH MULTIPLE TUMORS 13 18 12 23
NO. OF BENIGN TUMORS 33 46 31 54
NO. OF MALIGNANT TUMORS 10 13 4 9
NO. OF TOTAL TUMORS 43 59 35 63
(HPT070)

BALS2



STUBY NO. © 0067 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 10 ppm 40 ppm 160 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 40 37 34 44
NO. OF ANIMALS WITH SINGLE TUMORS 20 13 5 16
NO. OF ANIMALS WITH MULTIPLE TUMORS 20 24 19 28
NO. OF BENIGN TUMORS 48 55 42 65
NO. OF MALIGNANT TUMORS 20 20 15 17
NO. OF TOTAL TUMORS 68 75 57 82
(1PT070)

BAIS2



APPENDIX N 3

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

MOUSE:MALE



STUDY NO.  : 0068

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

ANTHAL : MOUSE BDF1
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Time-related Items Group Name Contral 10 ppm 30  ppm 90  ppm
Weeks,
0- 52 NO. OF EXAMINED ANIMALS 1 1 3 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 TUYORS 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 2 2 4 2
NO. OF ANIMALS WITH TUMORS 1 0 3 1
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 2 1
NO. OF BENIGN TUMORS 0 0 2 0
NO. OF MALIGNANT TUMORS 1 0 3 3
NO. OF TOTAL TUMORS 1 0 5 3
79 - 104 NO. OF EXAMINED ANIMALS 8 14 8 11
NO. OF ANINALS WITH TUMORS 8 12 6 9
NO. OF ANIMALS WITH SINGLE TUMORS 6 5 3 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 7 3 4
NO. OF BENIGN TUMORS 2 5 3 1
NO. OF MALIGNANT TUMORS g 18 7 14
NO. OF TOTAL TUMORS 11 23 10 i5
105 - 105 NO. OF EXAMINED ANIMALS 38 32 35 37
NO, OF ANIMALS WITH TUMORS 31 21 28 27
NO. OF ANIMALS WITH SINGLE TUMORS 20 10 14 15
NO. OF ANIMALS WITH MULTIPLE TUMORS 11 11 14 12
NO. OF BENIGN TUMORS 22 14 12 16
NO. OF MALIGNANT TUMORS 25 21 35 27
NO. OF TOTAL TUMORS 47 35 47 43

(HPT(70)

BAIS2



STUDY NO. & 0088 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIXE RELATED
ANTHAL : MOUSE BDF1
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Time-related Items, Group Name Contrral 10 ppm 30  ppm 90  ppm
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 49 50 50
NO. OF ANIMALS WITH TUMORS 40 33 38 37
NO. OF ANIMALS WITH SINGLE TUMORS 27 15 18 20
NO. OF ANIMALS WITH MULTIPLE TUMORS 13 18 19 17
NO. OF BENIGN TUMORS 24 18 17 17
NO. OF MALIGNANT TUMORS 35 39 46 44
NO. OF TOTAL TUMORS 59 58 63 61
(HPT070)

BAISZ



APPENDIX N 4

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

MOUSE: FEMALE



STUDY NO. + 0068 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANINAL . MOUSE BDF1
REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Time—related Ttems, Group Name Cantrol 10 ppm 30 ppm 90  ppm
Weeks
0~ 52 NO. OF EXAMINED ANIMALS 0 1 0 2
NO. OF ANIMALS WITH TUMORS 0 0 0 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 1
NO. OF TOTAL TUMORS 0 0 0 1
53 - 78 NO. OF EXAMINED ANIMALS 3 5 5 7
NO. OF ANIMALS WITH TUMORS 3 4 5 7
NO, OF ANIMALS WITH SINGLE TUMORS 3 3 4 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 1 2
NO. OF BENIGN TUMCORS 1 1 1 2
NO. OF MALIGNANT TUMORS 2 4 5 7
NO. OF TOTAL TUMORS 3 5 8 9
79 - 104 NO, OF EXAMINED ANIMALS 12 16 26 15
NO. OF ANIMALS WITH TUMORS 11 16 24 13
NO. OF ANIMALS WITH SINGLE TUMORS 4 12 14 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 7 4 10 7
NO. OF BENIGN TUMORS 6 5 10 5
NO. OF MALIGNANT TUMORS 15 15 28 17
NO. OF TOTAL TUMORS 21 20 38 22
105 - 105 NO. OF EXAMINED ANIMALS 34 28 19 26
NO. OF ANIMALS WITH TUMORS 22 21 13 22
NO. OF ANIMALS WITH SINGLE TUMORS 14 7 8 8
NO. OF ANIMALS WITH MULTIPLE TUMORS 8 14 5 14
NO. OF BENIGN TUMORS 23 19 g 26
NO. OF MALIGNANT TUMORS 10 21 9 21
NO. OF TOTAL TUMORS 33 40 18 47
(HPTO70)

BAIS2



STUDY NO.  : 0068

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

ANIMAL + HOUSE BDF1
REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Time-related [tems Group Name Control 10 ppm 30 ppm 90  ppm
Weeks :
0 - 105 NO. OF EXAMINED ANIMALS 48 50 50 50
NO. OF ANIMALS WITH TUMORS 36 41 42 43
NO. OF ANIMALS WITH SINGLE TUMORS 21 22 28 20
NO. OF ANIMALS WITH MULTIPLE TUMORS 15 18 16 23
NO. OF BENIGN TUMORS 30 25 20 33
NO. OF MALIGNANT TUMORS 27 40 42 48
NO. OF TOTAL TUMORS 57 65 62 79
(HPTO70)

BAIS2






APPENDIX O 1

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

RAT :MALE



STUDY NO. ¢ 0087

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANINAL ¢ RAT F344

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1
Group Name Control 10 ppm 40  ppm 160  ppm

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

(Initial - Final)

(Initial - Final)

(Initial - Final) (Initial - Final)

{Integumentary system/appandage]

skin/app papiLloma

basal cell epithelioma
keratoacanthoma

sebaceaus adencma

squamous csll carcinoma
trichospitheliomaimalignant
basal cell carcinoma

calcifying epithelioma:malignant
subcutis fibroma
Lipoma

schwannoma

hemangioma

0 1

0 0

1 (2 1
(105W)

0 1

0 1

1 (2 0
(105W)

0 1

0 1

6 (12) g
( 90 - 105W)

0 0

0 1

0 0

(2
(105W)

( 2
(100%)

(2
(105W)

(2
(105W)

{ 2
(1058)

( 2)
( 94w

(18)
( 88 - 105W)

(2
(105W)

0 0
0 1 (2
(105W)
6 (12) 3 ( 8)
( 81 - 105W) (105W)
0 0
1 (2 0
( 93W)
0 0
0 0
0 0
12 (24) 15 ( 30)
( 88 - 105W) (105W)
2 (8 0
(105W)
0 0
1 (2 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. ¢ 0067 NEOPLASTIC LESIONS - INCIDENCE AND TIKE OF TUMOR QCCURRENCE

ANTHAL ¢ RAT F344

REPORT TYPE : Al

SEX 7 HALE PAGE ¢+ 2
Group Name Control 10 ppm 40 ppn 160 ppm

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

(Initial - Final) (Initial - Final)

(Initial - Final)

(Initial - Final)

[Integumentary system/appandage]

subcutis fibrosarcoma
Leicmyosarcama
schwannoma :mal ignant
histiocytic sarcoma
sarcoma: NOS

{Respiratory system]

Lung/bronch bronchiolar-alueclar adenoma

bronchiolar-alveolar carcinoma

[Hematopoietic system]

spleen hemang i oma

ostensarcama

histiocytic sarcoma

0 0
1 (2) 0
(105W)
0 0
0 0
0 1 (2
(105W)
1 (2 0
(105W)
0 1 (2
(105W)
0 0
0 0
1 (2 2 (4
( 94%) (91 - 101W)

(2
(105W)

(2
(105W)

( 8
(105H)

(2
(105W)

(2
{ 63W)

(2
(105W)

( 2)
(105W)

( 2
(105%)

(2
(105W)

(2
(105W)

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

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

(HPT110)

BAIS2



STUDY NO. & 0087 NEOPLASTIC LESIONS - INCIDENGE AND TIME OF TUMOR OCCURRENCE
ANTHAL ¢ RAT F344
REPORT TYPE : Al
SEX : MALE PAGE ¢ 3
Group Name Control 10 pom 40  ppm 160 ppm
Organ Findings NO. (%) NO. (B . % NO. (D)
(Initial - Final) (Initial - Final) (Initial - Final) (Initial -~ Final)
{Hematopoietic system]
spleen mononuctear cell leukemia 7 (14) 3 ( 8) 10 ( 20) 5 (10)
( 93 - 105W) 100 - 105W) ( 85 - 105W) (97 - 105W)
[Digestive system]
oral cavity papiLloma 0 1 (2 0 0
(105W)
tongue papilloma 0 1 (2 1 (2 0
(105W) (105%)
salivary gt cystadenoma 0 1 (2 1 (2 0
(105W) (105W)
smatl intes adenocarcinoma 0 1 (2 0 0
(88W)
Liver hepatocellular adenoma 2 ( 4) 1 (2 3 ( 8) 2 (4
(105W) (105W) (105W) (105%) 4
{Urinary system]
kidney Lipama 0 0 1 (2 0
(105W)
urin bladd papi Lloma 0 2 (4 0 0
(105W)
{Endacrine system]
pituitary adenoma 13 ( 26) 16 ( 32) 25 (50) 15 (30)
( 80 - 105W) (77 - 1050) ( 69 - 105W) (78 - 105W)

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

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

(HPT110)

BAIS2



STUDY NO.  : 0087 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANTMAL ¢ RAT F344
REPORT TYPE : Al
SEX s MALE PAGE ¢ 4
Group Name Canvtrol 10 pem 40  ppm 180  ppm
Organ Findings NO. (B . % NO. (%) NO. ()
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Endocrine system]
pituitary adenacarcinama 5 (10) 1 (2 0 2 4)
(78 - 105W) *(105W) (101 - 105W)
thyroid C-cell adenoma 2 (4 5 (10) 6 (12) 8 (16)
(105W) (105W) ( 90 - 105¥) ( 97 - 105W)
follicular adencma 1 (2 0 0 1 (2
(105W) (105W)
follicular adenocarcinoma 3 (8 2 (4 3 ( 8) 2 (49
(78 - 105W) ( 99 - 105W) ( 87 - 105W) (103 - 105W)
panc islet islet cell adenoma 3 ( 8) 4 (8 2 (4 0
( 98 ~ 105W) (105W) (103 - 105W)
istet cell adenocarcinoma 0 0 1 ( 2) 0
(105W)
adrenal pheachromacytona 6 (12) 2 (4 3 ( 6) 5 (10
( 98 ~ 105W) (105W) (103 - 105W) (103 - 105W)
pheachromocytomasmalignant 0 2 (4 1 (2 1 (2
(1054) (105W) (105W)
neurcblastama 1 (2 0 0 1 (2
(105W) (105W)
[Reproductive system]
testis interstitial cell tumar 47 ( 94) 42 ( 84) 38 (78) 46 ( 92)
( 60 - 105W) ( 88 ~ 105W) ( 63 - 106W) (78 - 105%)
mammary gt adenoma 1 (2 2 (9 0 2 (4
(105W) (105W) (105%)

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

(% of Examined Animals)

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

(HPT110)

BAIS2



STUDY NO. & 0067 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANTHAL ¢ RAT F344
REPORT TYPE : Al
SEX v MALE PAGE ¢ 5
Group Name Control 10 ppm 40 ppm 160 ppm
Organ Findings ¥o. & NO. (B NO. (%) ¥o. (%)
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
{Reproductive system]
mammary gl fibroadenoma 0 0 1 (2 5 (10)
(105W) (105W)
prep/cli gl adenoma 2 (4 1 ( 2) 3 (8 1 (2
(105¥H) ( 88W) (103 ~ 105W) (105%)
{Neruous system]
brain malisnant reticulosis i (2 1 (2 0 0
( 60W) ( 85%)
glioma 0 0 1 (2 0
{ 34W)
{Special sense organs/appandage}
Zymbat gl adenoma 1 ( 2) 0 1 (2 0
(105W) (105%)
carcinoma:NOS 0 0 0 1 (2
( 74W)
[Musculoskeletal system]
muscle rhabdomyosarcoma 0 0 0 1 (2
( 90W)
bone osteosarcoma 1 (2 0 1 (2 1 (2
(100W) ( 84W) ( 88W)
vertebra chordoma:malignant 1 (2 0 0 0
( 92w)

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

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

(HPT110)

BALS2



STUDY NO. : 0087 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIHMAL ¢ RAT F344

REPORT TYPE : Al

SEX v MALE PACE ¢ 8
Group Name Control 10 pem 40 ppm 160 pom

Organ____ Findings % NO. (B NO. B NO. (%)

(Initial - Final)

(Initial - Final)

(Initial - Final)

(Initial - Final)

[Body cavities]

peritoneun

retroperit

mesenterium

Lipoma

mesotheliona

histiocytic sarcoma

Lipoma

fibrosarcoma

0
(2 1
(105W)

(2 0
( 91W)
(2 0
(105W)

0

1
(2 1
(105W)
0
0
0

(2
(105W)

(2
(105W)

5 (10
{ 85 - 105W)

1 (2
(105W)

NO. (%) :Number of Tumor ~ 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



STUDY NO.  : 0067 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTMAL ¢ RAT F344
REPORT TYPE : Al
SEX : FEMALE PAGE : 7
Group Name Control 10 ppm 40  ppm 160 ppm
Organ Findings No. (B NO. () NO. (%) NO. (%)
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
{Integumentary system/appandags]
skin/app papi Lloma 0 0 0 1 (2
(105W)
keratoacanthoma 0 0 1 (2 0
(105%)
subcutis fibroma 0 0 1 (2 5 (10)
( 88W) ( 97 - 105W)
Lipoma 1 (2 1 (2 0 1 ( 2)
(105W) (105W) (105%)
schwannama 1 (2 0 0 0
(105W)
fibrosarcoma 0 1 (2 0 0
(105H)
[Respiratary system]
(ung/branch bronchiolar-atuealar adencma 1 (2 3 ( 6) 0 1 (2
(105W) ( 93 - 105W) (105W)
[Hematopoietic system]
thymus thymoma:benion 1 (2 0 1 (2 0
( 77%) ( 93W)
spleen mononuclear cell leukemia 9 (18) 11 ( 22) 8 (16) g (18
(60 - 105W) (76 - 105W) ( 85 - 105W) ( 94 - 105H)
[Digestive systenm]
‘tangue papitloma 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



STUDY NO. & 0087 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢ RAT F344

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 8
Group Name Control 10 ppm 40  ppem 160  ppm

Organ Findings NO. (%) NO. (%) NO. (%) NO. (%)

(Initial - Final)

(Injitial - Final)

(Initial - Final) (Initial - Final)

[Digestive system]

smatl intes

Liver

bile duct

pancreas

Ffibroma

adenocarcinoma

hepatocellular adencma

adenoma

islet cell adencma

{Urinary system]

kidney

urin bladd

Leiomycsarcoma

papiLloma

[Endocrine system]

pituitary

thyroid

adenoma

adenccarcinoma

C-cell adenoma

0 0

1 (2 0
(105W)

1 (2 1
(105W)

0 1

0 0

0 0

1 (2 0
(105W)

15 (30 11
( 60 - 105W)

1 (2 1
(103W)

4 ( 8 5
(102 - 105W)

(2
(105W)

(2
(105W)

(22)
( 88 - 105W)

(2
(105W)

(10)
(105H)

0 1 (2
(105%)
0 0
0 0
0 0
0 1 (2
(105W)
1 (2 0
( 81W)
0 0
10 (20) 17 ( 34)
( 87 - 105W) ( 85 - 105W)
0 0
5 (10) 2 (4
(105H) (105H)

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

(% of Examined Animals)

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

(HPT110)

BAIS2



STUDY NO. : 0087 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE
ANTMAL + RAT F344
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 9
Group Name Control 10 ppm 40 pem 160  ppm
Organ Findings NO. (B NO. (%) No. & NO. (B
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Endacrine system]
thyraoid C-cell carcinoma 1 (2 0 0 0
(105W)
fallicular adenocarcinoma 0 2 (4 0 0
(105%)
panc islet islet cell adenoma 1 (2 0 1 (2 0
(105W) (1058)
adrenal pheochromocytoma 2 (9 4 ( 8) 0 3 ( 8)
(105W) (105W) ( 97 - 105W)
pheochromocytomasmalignant 1 (2 0 1 (2 0
(1020) (105W)
{Reproductive system)
guary cystadenoma 0 1 (2 0 0
( 76W)
granulosa—theca cell tumor:malignant 1 ( 2) 1 (2 0 0
(105%) (105%)
uterus adenama 1 (2 0 0 2 (4
(105W) (104 - 105W)
hemangioma 0 1 (2 0 0
(1054)
endometrial stromat polyp 10 {20) 12 (28) g (18) 5 (10)
( 60 — 105W) {77 - 105W) (75 - 105W) (105W)
adenocarcinoma 0 1 (2 1 (2 0
{ 89W) ( 99W)

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

(% of Examined Animals)

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

(HPT110)

BAIS2



STUDY NO.  + 0087 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANINAL + RAT F344
REPORT TYPE : Al
SEX ¢ FEMALE PAGE = 10
Group Name Control 10 ppm 40  ppm 160 ppm
Organ Findings NO. ) NO. (%) NO. () NO. (%)
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Reproductive system]
uterus Lleiomyosarcoma 0 1 (2 0 1 (2
77 (105%)
sarcoma: NOS 1 (2 0 0 1 (2
( 93W) (101W)
endometrial stromal sarcoma 0 0 1 (2 0
( 70W)
vagina papiLloma 0 12 0 0
( 91W)
mammary gl adenoma 3 ( 6) 5 (10) 5 (10) 11 ( 22)
(104 - 105W) (105W) (105W) ( 97 - 105W)
fibroadenoma 4 ( 8 1 (2 6 (12) 13 ( 26)
(77 - 105W) (105W) ( 97 - 105W) ( 81 ~ 105W)
adenccarcinoma 1 (2 2 (4 0 5 (10)
(105W) (87 - 105W) ( 60 — 105W)
prep/cli gl papi L Loma 1 (2 1 {2 0 0
(105W) (105W)
adencoma 0 6 (12) 3 (8 2 (4
( 95 - 105W) ( 87 - 105W) (105%)
carcinama: NOS 1 (2 0 1 (2 0
(104W) (102)

[Neruous system]

brain meningioma:benion 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)

BALS2



STUDY NO.  : 0087

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢ RAT F344

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 11
Group Name Control 10 ppm 40  ppm 1860  ppm

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

(Initial - Final)

(Initial - Final)

(Initial - Final)

(Initial - Final)

[Neruvous system]

brain malignant reticulosis

(Special sense organs/appandags]

Zymbal gl carcinomasNOS

[Musculoskeletal system]

muscle hemangiosarcoma

bone osteosarcoma

[Body cavities]

retroperit schwannoma:malignant

1 (2 0
(105W)

0 0

1 (2 0
(105W)

1 (2 0
(105W)

0 0

1

1

(2
(105W)

(2
( 856)

1 (2
(102w)

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

(% of Examined Animals)

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

(HPT110)

BAIS2



APPENDIX O 3

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

MOUSE :MALE



STUDY NO.  : 0068 NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL : HOUSE BDF1

REPORT TYPE : Al

SEX s MALE PAGE ¢ 1
Graup Name Control 10 pem 30 ppm 80  ppm

Organ Findings NO. B N, &%) No. %) NO.

(Injtial - Final) (Initial - Final)

(Initial - Final)

%)
(Initial - Final)

[Integumentary system/appandags]

subeutis schwannoma
hemangioma
hemangiosarcoma

[Respiratory system]

nasal cavit schwannoma

Lung/bronch

bronchiolar-alveolar adenoma

bronchiolar-alveclar carcinoma

[Hematopoietic system]

bone marrow hemangioma

hemangiosarcoma
Lymph node malighant Lymphoma
spleen hemangioma

0 0
0 0
0 0
1 (2 0

(105W)
4 (8 7 (14)

(105W) (101 - 105%)
4 (8 10 {20)

(105W) (79 - 105W)
0 1 ( 2)

(104W)

0 0
6 (12) 6 (12)

( 98 - 105W) ( 98 - 105W)
0 0

(2 0
(100W)

1

0
( 4 6
( 70 - 105W)
( 24) 10
(77 - 105W)
( 2) 0
(105W)

1
( 10) 9
(102 ~ 105%)
(2 0
(105W)

(2
(105W)

(2
( 84W)

( 12)
(1058)

(20)
( 84 - 105W)

( 2
( 78%)

( 18)
( 95 ~ 105H)

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

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

(HPT110)

BAIS2



STUDY NO.  : 0068

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL + MOUSE BDF1
REPORT TYPE : Al
SEX o MALE PAGE :© 2
Group Name Cantrol 10 ppm 30 ppm 90  ppm
Organ Findings : NO. %) NO. (B No. B NO. B
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Hematopoietic system)
spleen malishant Lymphoma 2 (9 1 (2 2 4) 3 ( 8)
( 89 - 105W) ( 84W) (103 - 105W) (105%)
hemangiosarcoma 2 (4 5 (10) 1 (2 3 (8
(105%) (79 - 105W) (105W) (78 - 8™W)
[Digestive system]
small intes histiocytic sarcoma 1 (2 1 (2 0 0
(105W) (105W)
Liver hemangioma 0 0 1 (2 0
(770)
hepatocetiular adsnoma 15 ( 30) g (18) 6 (12) 6 (12)
(99 - 105W) (98 - 105W) (103 - 105W) (103 - 105W)
histiocytic sarcoma 3 (86 2 (0 2 (0 1 (2
( 73 - 105W) (91 - 1028) ( 89 - 103W) ( 93w)
hemangiosarcoma 0 4 ( 8) 8 (12) 5 (10)
( 84 - 105W) (105HW) ( 78 - 105W)
hepatocellular carcinoma 17 ( 34) 8 (16) 15 ( 30) g (18)
( 88 - 105W) { 90 — 105W) ( 61 — 105W) ( 84 - 105W)
hepatablastoma 0 2 (4 1 (2 1 (2
(105W) (105W) (105%)
[Urinary system]
kidney schwannoma 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



STUDY NO.  : 0068 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL : MOUSE BDF1
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 10 ppm 30  pem 90  ppm
Organ Findings NO. (%) NO. (%) NO. (%) NO. (B
(Initial - Final) (Initial - Final) (Initial - Firal) (Initial - Final)

[Urinary system]

kidney renal adenoma 0 1 (2 0

0
(105%)
urin bladd schwannomasmalignant 0 0 0 1 (2
(105W)
[Endacrine system]
pituitary adsnoma 0 0 0 1 (2
(105W)
adrenal cortical adenoma 0 0 0 1 (2
(105W)
[Special sense organs/appandage]
Harder gl adencma 3 ( 8) 1 (2 2 (9 2 (4
( 98 - 105) (105W) (105W) (105W)
[Musculoskeletal system]
bane osteosarcoma 0 0 2 (4 ‘ 0
(15 - 105W)
[Body cavities]
adipose hemangioma ) 0 0 1 (2 0
( 99W)
[ALL other systems]
other neural crest neoplasmibenion : 0 0 2 (4 0
(105W)
NO. (%) :Number of Tumor - Bearing Animals (% of Examined Animals) (Initial - Final):Dead ar Sacrificed Week of Tumor Bearing Animals
(HPT110)

BAIS2



APPENDIX O 4

NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

MOUSE: FEMALE



STUDY NO. & 0068 NEOPLASTIC LESIONS — INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL © MOUSE BDF1

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 4
Group Name Control 10 ppm 30  ppm 90  ppm

Organ____ Findings NO. (%) NO. (W) NO. (W) NO. (%)

(Initial - Final) (Initial - Final)

(Initial - Final)

(initial - Final)

{Intesumentary system/appandags]

subcutis hemangioma
schwannoma*mal ignant
hemangiasarcoma

[Respiratory system]

Llung/bronch bronchiolar-alusolar adenoma

bronchialar-alueolar carcinoma

[Hematopoietic system]

bane marrow hemangioma
hemangi osarcoma
lymeh node malighant Lymehoma
mastoytoma:malignant
thymus malighant Lymphoma

0 0 1

0 0 1

1 (2 1 (2 1
(101W) (105W)

4 (8 1 (2 3
(105%) (105W)

1 (2 0 1
(105W)

0 0 1

0 1 (2 0

(105W)

6 (12) 17 (34) 22
( 87 - 105W) ( 58 - 105W)

0 0 1

0 0 0

(2 0
( 77%)
(2 0
(104W)
(2 0
(102W)
( 8) 8
( 97 - 105W)
(2 3
(105W)
(2 0
{ 98W)

0
( 44) 12
( 66 - 105W)
(2 0
( 93W)

1

( 18)
( 71 - 105W)

(8
(104 ~ 105W)

( 24)
{ 39 - 105W)

(2
)

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

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

(HPT110)

BAIS2



STUDY NO.  : 0068
ANIXAL ¢ MOUSE BDF1
REPORT TYPE : Al

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

SEX s FEMALE PAGE: b
Group Name Cantrol 10 ppm 30 pem 90  ppm
Organ Findings No. B NO. (%) No. (B NO. (B
(Initial - Fipal) (Initiat - Final) (Initial - Final) (Initial - Final)
[Hematopoietic system]
spleen hemangioma 1 (2 1 ( 2) 0 0
(101W) (105W)
malighant Llymphoma 4 ( 8) 2 (4 1 (2 3 (8
(55 - 105W) ( 85 - 105W) ( 96W) (77 - 105W)
hemangiosarcoma 0 0 1 (2 2 (4
(102W) (100 - 104W)
[Digestive system]
Liver hemangioma 0 0 0 1 (2
(105W)
hepatocet lular adenoma 1 (2 1 (2 1 ( 2) 6 (12)
(105W) { 99w) (102%) (100 - 105W)
histiccytic sarcoma 1 (2 0 0 1 (2
(102w) (102W)
hemangiosarcona 0 3.( 8) 2 (4 2 (4
(105W) (104 - 105W) (100 - 105W)
hepatocel lular carcinoma 1 (2 0 1 {2 0
: (101%) (102%)
[Endocrine system]
pituitary adenoma 17 ( 85) 15 { 30) 11 ( 22) 8 (18)
(77 - 105W) ( 69 - 105W) (87 - 105W) ( 97 - 105W)
adenocarcinoma 0 1 (2 0 1 ( 2)
( 99w) (105%)

NO.  {(%):Number of Tumor ~ Bearing Animals

(% of Examined Animals)

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

(HPT110)

BAIS2



STUDY NO. & 0068

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANTMAL + MOUSE BDF1
REPORT TYPE : Al
SEX © FEMALE PAGE: 6
Group Name Control 10 ppm 30 ppm 80  ppm
Organ Findings NO. (%) NO. (D) NO. (%) NO. (%)
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Endocrine system]
adrenal pheochromocy toma 1 ( 2) 0 0 0
(105W)
[Reproductive system]
ovary cystadenoma 0 5 (10) 0 1 (2
( 93 - 105W) (105W)
cystadenacarcinoma 0 0 0 1 (2
{ 93W)
uterus adenoma 0 1 (2 0 0
(105%)
Leiomyoma 1 (2 0 0 0
(1020)
endometrial stromal polyp 2 (4 0 1 (2 6 (12)
(105W) (104%) (105W)
histioeytic sarcoma 11 (22) 12 ( 24) 10 (20 12 ( 24)
(73 - 105W) ( 59 - 108%W) ( 84 - 105W) ( 58 - 105W)
hemangicsarcoma 0 1 (2 0 1 (2
{105%) ( 87%)
vagina basal cell carcinoma 0 0 0 1 (2
(105W)
mammary gt adenocarcinoma 1 (2 2 (4 1 (2 6 (12)
(105W) (105%) (104W) (104 - 105W)
[Special sense organs/appandage]
Harder gl adenoma 3 (8 1 (2 2 (8 3 ( 8)
( 88 - 105W) ( 85W) ( 83 - 105W) (105W)

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

(% of Examined Animals)

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

(HPT110)

BAIS2



STUDY NO. : 0088

NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

ANIMAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 7
Group Name Control 10 ppm 30 ppm 80  pem
Organ Findings NO. (B No. B NO. (B NO. B
(Initial - Final) (Initial - Final) (Initial - Final) (Initial - Final)
[Musculoskeletal system]
bone osteosarcoma 1 ( 2) 0 0 0
( 98W)
NO. (%) :Number of Tumor - Bearing Animals (¥ of Examined Animals) (Initial - Final):Dead or Sacrificed Week of Tumor Bearing Animals
(HPT110) BAlS2






APPENDIX P 1

NEOPLASTIC LESIONS -~ INCIDENCE AND STATISTICAL ANALYSTIS

RAT:MALE



STUDY No. : 0067
ANINAL + RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX + MALE PAGE ¢ 1
Group Name Control 10 pem 40  ppm 160 ppm
SITE : skin/appendage
TUMOUR ¢ keratoacanthoma
Querall Rates(a) 1/50( 2.0) 1/50( 2.0) 6/50( 12.0) 3/50( 6.0)
Adjusted Rates(b) 2.70 2.56 15.38 8.11
Terminal Rates(c) 1/37( 2.7) 0/35( 0.0) 4/32( 12.5) 3/37( 8.1)
Standard Rates(d) P
Prevalence Rates(d) P = 0.2236
Combind analysis(d) P=——
Cachran-Armitage Test(e) P = 0.4584
Fisher Exact Test(e) P = 0.2475 P = 0.0724 P = 0.3235
SITE ¢ subcutis
TUMOUR ¢ fibroma
Ouerall Rates(a) 6/50( 12.0) 9/50( 18.0) 12/50( 24.0) 15/50( 30.0)
Adjusted Rates(b) 13.51 18.92 27.78 40.54
Terminal Rates(c) 5/37( 13.5) 8/35( 17.1) 8/32( 25.0) 15/37( 40.5)
Standard Rates(d) P = 0.8188
Prevalence Rates(d) P = 0.0107%
Combind anatysis(d) P = 0.0278%
Cochran-Armitage Test(e) P = 0.0373%
Fisher Exact Test(s) = 0.3281 P =0.1474 P = (.0592
SITE : lung/bronchus
TUMOUR ¢ bronchiolar-alueclar adenoma
Querall Rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0)
Adjusted Rates(b) 2.70 0.0 . 9.38 2.70
Terminal Rates(c) 1/37¢ 2.7) 0/35( 0.0) 3/82( 8.4) 1/37(¢ 2.7)
Standard Rates(d) P=——
Prevalence Rates(d) P = 0.4374
Cambind analysis(d) P= -
Cochran—Armitage Test(e) P = 0.9011
Fisher Exact Test(s) P = 0.4850 P = 0.3235 P = 0.2475

(HPT3604)

BAIS2



STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ RAT F344
SEX ¢ MALE PAGE 2
Group Name Control 10 ppm 40  ppm 160 ppm
SITE : spleen
TUMOUR : mononuclear cell leukemia
Queratl Rates(a) 7/50( 14.0) 3/50{ 6.0) 10/50( 20.0) 5/50( 10.0)
Adjusted Rates(b) 10.81 5.71 18.75 7.89
Terminal Rates{(c) 4/37( 10.8) 2/35( 5.7) 6/32( 18.8) 2/37( 5.4)
Standard Rates(d) P = 0.5698
Prevalence Rates(d) P = 0.6175
Combind analysis(d) P = 0.6471
Cochran-Armitage Test(e) P = 0.7821
Fisher Exact Test(e) P =0.1917 P = 0.3417 P = 0.4062
SITE ¢ Liver
TUMOUR : hepatocellular adencma
Querall Rates(a) 2/50( 4.9) 1/50( 2.0) 3/50( 6.0) 2/50( 4.0)
Adjusted Rates(b) 5.41 2.86 9.38 5.41
Terminal Rates(c) 2/37( 5.4) 1/35( 2.9) 3/32( 9.4) 2/87( 5.4)
Standard Rates{d) P= -
Prevalence Rates{d) P = 0.4321
Combind analysis(d) P =
Cochran-Armitage Test(e) P = 0.8652
Fisher [Exact Test(e) P = (0.4926 P = 0.4909 P = 0.3088
SITE : pituitary gland
TUMOUR : adenoma
Ouerall Rates(a) 13/50( 26.0) 16/50( 32.0) 25/50( 50.0) 15/48( 30.8)
Adjusted Rates(b) 32.43 31.58 50.00 34.21
Terminal Rates(c) 12/37( 32.4) 10/35( 28.6) 16/32( 50.0) 11/36¢ 30.8)
Standard Rates(d) P = 0.4431
Prevalence Rates{(d) P = 0.5914
Combind analysis(d) P = 0.5628
Cochran-Armitage Test(e) P = 0.9528
Fisher Exact Test(e) P = 0.3904 P = 0.0698 P = 0.4340

(HPT3604)

BAIS2



STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX ¢ MALE PAGE 3
Group Name Control 10 ppm 40  ppm 160 ppm

SITE @ pituitary gland
TUMOUR :  adenocarcinoma

Ouerall Rates(a) 5/50( 10.0) 1/50( 2.0) 0/50( 0.0) 2/49( 4.1)

Adjusted Rates(b) 8.11 2.86 0.0 2.78

Terminal Rates(c) 3/37( 8.1) 1/35( 2.9) 0/32( 0.0) 1/36( 2.8)

Standard Rates(d) P = 0.4563

Prevalence Rates(d) P = 0.7188

Combind anatysis(d) P = 0.6782

Cachran-Armitage Test(e) P = 0.6263

Fisher Exact Test(s) P = 0.1210 P = 0.0360% P = 0.2510
SITE & pituitary gland

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

TUMOUR :  adenoma,adenccarcinoma

P
P
P
P

18/50( 36.0)
40.54
15/37( 40.5)
= 0.4519
0.6702
0.6318
0.7993

Hon o

17/50( 34.0)
34.21
11/35( 31.4)

25/80( 50.0)
50.00
16/32( 50.0)

17/49( 34.7)
36.84
12/36( 33.3)

P = 0.4796 P = 0.2388 P = 0.4580

SITE @ thyroid

TUMOUR : C-cell adenoma
Querall Rates{a) 2/48( 4.1) 5/47( 10.8) 6/49( 12.2) 8/47( 17.0)
Adjusted Rates(b) 5.41 14.29 15.38 18.80
Terminal Rates(c) 2/37( 5.4) 5/35( 14.3) 4/32( 12.5) 5/37( 13.5)
Standard Rates(d) P=—
Prevalence Rates(d) P = 0.0512
Combind analysis(d) P = -
Cochran-Armitage Test(e) P = 0.0787
Fisher Exact Test(e) P = 0.2264 P = 0.1808 P = 0.0598

(HPT3604)

BAIS2



STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

\ ANTHMAL T RAT F344
SEX ¢ MALE PAGE : 4
Group Name Control 10 pom 40 ppm 160 ppm
SITE  : thyroid
TUMOUR : follicular adenocarcinoma
Querall Rates(a) 3/49( 6.1) 2/47( 4.3) 3/49( 6.1) 2/47( 4.3)
Adjusted Rates(b) 6.25 2.86 7.32 2.70
Terminal Rates(c) 2/37( 5.4) 1/35( 2.9) 1/32( 3.1 1/37¢ 2.7)
Standard Rates(d) P = 0.2594
Prevalence Rates(d) P = 0.7323
Combind analysis(d) P = 0.5924
Cochran-Armitage Test(s) P = 0.7653
Fisher Exact Test(se) P = 0.4718 P = 0.3391 P =0.4716
SITE ¢ pancreas islet
TUMOUR : islet cell adenoma
Querall Rates(a) 3/50( 6.0) 4/50( 8.0) 2/50( 4.0) 0/50( 0.0)
Adjusted Rates(b) 7.14 11.43 5.88 0.0
Terminal Rates(c) 2/37( 5.4) 4/35( 11.4) 1/32( 3.1) 0/37( 0.0)
Standard Rates(d) P =~
Prevalence Rates(d) P = 0.9832
Cambind analysis(d) P= -
Cochran-Armitage Test(e) P = 0.0594
Fisher Exact Test(e) P = 0.4895 P = 0.48089 P = 0.1320
SITE  : adrenal gland
TUKOUR :  pheochromocytoma
Ouerall Rates(a) 6/50( 12.0) 2/50( 4.0) 3/50( 86.0) 5/50( 10.0)
Adjusted Rates(b) 14.83 5.71 9.09 12.20
Terminal Rates(c) 4/37( 10.8) 2/35( 5.7) 2/32( 6.3) 4/37( 10.8)
Standard Rates(d) P =~
Prevalence Rates(d) P = 0.3617
Combind analysis(d) P=——
Cochran-Armitage Test(e) P = 0.6828
Fisher Exact Test(e) P = 0.1606 P =0.2728 P = 0.4872

(HPT3604)

BAIS2



STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ HALE PAGE 5
Group Name Control 10 ppem 40 ppm 160 ppm
SITE ¢ adrenal gland
TUMOUR : pheochromocytoma,phecchromocytoma:mal ignant
Querall Rates(a) 6/50( 12.0) 4/50( 8.0) 4/50( 8.0) 5/50( 10.0)
Adjusted Rates(b) 14.63 11.43 12.12 12.20
Terminal Rates(c) 4/37( 10.8) 4/35( 11.4) 3/32( 8.4) 4/37( 10.8)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.5165
Cambind analysis(d) P = -
Cochran-Armitagse Test(e) P = 0.9925
Fisher Exact Test(e) P = (.3944 P = 0.3944 P = 0.4872
SITE ¢ testis
TUMOUR @ interstitial cell tumor
Ouerall Rates(a) 47/50( 94.0) 42/50( 84.0) 38/50( 76.0) 46/50( 92.0)
Adjusted Rates(b) 100.00 94.44 94,12 97.78
Terminal Rates(c) 37/37(100.0) 33/35( 94.3) 30/32( 93.8) 36/37( 97.3)
Standard Rates(d) Pz
Prevalence Rates{d) P = 0.2105
Combind analysis{d) P= -
Cachran-frmitage Test(e) P = 0.4805
Fisher Exact Test(e) P = 0.4053 P =0.2842 P = 0.4723
SITE ' mammary gland
TUMOUR *  fibroadenoma
Ouerall Rates(a) 0/50( 0.0) 0/50( 0.0) 1/50( 2.0) 5/50( 10.0)
Adjusted Rates(b) 0.0 0.0 3.13 13.51
Terminal Rates(c) 0/37¢ 0.0) 0/35( 0.0) 1/32( 3.1) 5/37( 13.5)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.0008%x
Combind analysis{d) P =
Cachran-Armitage Test(e) P = 0.0006%x
Fisher Exact Test(e) P = 0.5000 P = 0.4950 P = 0.0360%

(HPT3604)

BAIS2



STUDY No. & Q087

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ RAT F344
SEX i NMALE PAGE : 6
Group Nams Control 10 ppm 40  pem 160 ppm
SITE ¢ mammary gland
TUMOUR :  adenaoma, fibroadenoma
Ouerall Rates(a) 1/50( 2.0) 2/50( 4.0) 1/50( 2.0) 7/50( 14.0)
Adjusted Rates(b) 2.70 5.71 3.13 18.92
Terminal Rates(c) 1/37( 2.7) 2/35( 5.7) 1/32( 3.1) 7/37( 18.9)
Standard Rates(d) P=-—-
Prevalence Rates(d) P = 0.0037%x
Combind analysis(d) P= -
Cachran-Armitage Test(e) P = 0.0034%x
Fisher Exact Test(e) P = 0.4926 P = 0.2475 P = 0.0430%
SITE ¢ mammary gland
TUMOUR : adenoma,fibroadenoma,adenocarcinoma
Ouerall Rates(a) 1/50( 2.0) 2/50( 4.0) 1/50( 2.0) 7/50( 14.0)
Adjusted Rates(b) 2.70 5.71 3.13 18.92
Terminal Rates{(c) 1/37(¢ 2.7) 2/35( 5.7) 1/32( 3.1) 7/37( 18.9)
Standard Rates{(d) Pz ——eee
Prevalence Rates(d) P = 0.0037*x
Combind anatysis(d) P= -
Cochran-Armitage Test(e) P = 0.0034x%x
Fisher Exact Test(e) P = (.4926 P = 0,2475 P = 0.0430%
SITE : preputial/clitoral gland
TUMOUR :  adenoma
Overall Rates(a) 2/60( 4.0) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0)
Adjusted Rates(b) 5.41 0.0 5.25 2.70
Terminal Rates(c) 2/37( 5.4) 0/35( 0.0) "2/32( 6.3 1/37¢ 2.7)
Standard Rates(d) P = 0.6588
Prevalence Rates(d) P = 0.5423
Combind analysis(d) P = 0.6669
Cachran-Armitage Test(e) P = 0.6402
Fisher Exact Test(e) P = 0.4926 P = 0.4808 P = 0.4926

(HPT3604)

BAIS2



STUDY No. : 0067 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALY

SIS
ANINAL RAT F344
SEX MALE PAGE : 7
Group Name Control 10 ppm 40 ppm 160 ppm

SITE ¢ peritoneum

TUMOUR : mesothelioma
Ouerall Rates(a) 1/50( 2.0) 1/50( 2.0) 1/50( 2.0) 5/50( 10.0)
Adjusted Rates(b) 2.70 2.86 3.13 8.11
Terminal Rates(c) 1/37( 2.7) 1/35( 2.9) 1/32( 3.1) 3/37( 8.1)
Standard Rates(d) P = 0.0183% ?
Prevalence Rates(d) P = 0.1030
Combind analysis(d) P = 0.0153%
Cochran-Armitage Test(e) P = 0.0150%
Fisher Exact Test(e) P = 0.2475 P = 0.2475 P =0.1210
(HPT3604) BAIS2

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

(b):
(c):
(dy:

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

Observed tumor incidence at terminal kitl.

Beneath the control incidence are the Pualues associated with the trend test.
Standard method : Death analysis

Prevalence method : Incidental tumor test

Combind analysis : Death analysis + Incidenta Ltumor test

: The Cochran-Armitage and Fisher's exact test campare directly the sverall incidence rates.
¢ The conditicnal probabities of the largest and smallest possible out comes can not estimated o this P-value is beyond the estimated P-value

—- 1 There is no date which should be statistic analysis

Significant difference : * 1 P = 0.05 *» 1 P £ 0.01
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STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX ¢ FEMALE PAGE 8
Group Nams Control 10 pem 40 ppm 160  ppm
SITE ¢ subcutis
TUMOUR ¢ fibroma
Ouerall Rates(a) 0/50( 0.0) 0/50( 0.0) 1/50( 2.0) 5/50( 10.0)
Adjusted Rates(b) 0.0 0.0 2.33 11.36
Terminal Rates(c) 0/35( 0.0) 0/41( 0.0) 0/37¢ 0.0) 3/38( 7.9)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.0007%x
Combind analysis(d) P= o
Cochran-Armitage Test{e) P = 0.0008%x
Fisher Exact Test(e) P = 0.5000 P = 0.4950 P = 0.0360%
SITE : lung/bronchus
TUMOUR ¢  bronchiolar-aluenlar adenama
Ouerall Rates(a) 1/50( 2.0) 3/50( 6.0) 0/50( 0.0) 1/50( 2.0)
Adjusted Rates(b) 2.78 6.67 0.0 2.63
Terminal Rates(c) 1/35( 2.9) 2/41( 4.9) 0/37( 0.0) 1/38( 2.8)
Standard Rates(d) P = e
Prevalence Rates(d) P = 0.6738
Combind analysis(d) P= -
Cochran-Armitage Test(e) P = 0.6067
Fisher Exact Test(se) P = 0.3235 P = 0.4950 P = 0.2475
SITE @ spleen
TUMOUR ¢ mononuclear cell leukemia
Querall Rates{a) 9/50( 18.0) 11/50( 22.0) 8/50( 16.0) 9/50( 18.0)
Adjusted Rates(b) 10.87 17.07 7.14 14.29
Terminal Rates(c) 3/35( 8.8) 7/41( 17.1) 2/37( 5.4) 5/38( 13.2)
Standard Rates(d) P = 0.8776
Prevalence Rates(d) P = 0.4367
Combind analysis(d) P = 0.5864
Cochran-Armitage Test(e) P = 0.8360
Fisher Exact Test(e) P = 0.4357 P = 0.4846 P = 0.3983

(HPT3604)

BAIS2



STUDY No. @ 0087

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ RAT F344
SEX . FEMALE PAGE : g
Group Name Control 10 ppm 40 ppm 160 ppm
SITE @ pituitary gland

TUMOUR : adenoma

Querall Rates{a) 15/50( 30.0) 11/50( 22.0) 10/50( 20.0) 17/50( 34.0)
Adjusted Rates(b) 26.83 21,95 19,05 36.84
Terminal Rates(c) 9/35( 25.7) 9/41( 22.0) 6/37( 16.2) 14/38( 36.8)
Standard Rates(d) P = 0.6809

Prevalence Rates(d) P = 0.0983

Combind  analysis{d) P =0.1854

Cachran-Armitage Test(e) P = 0.2610

Fisher Exact Test(e) P = 0.3167 P = 0.2516 P = 0.4586

SITE ¢ pituitary gland

Querall Rates(a)

TUMOUR : adencma,adenccarcinoma

16/50( 32.0) 12/50( 24.0) 10/50( 20.0) 17/50( 34.0)

Adjusted Rates(b) 27.50 24.39 19.05 36.84
Terminal Rates(c) 9/35( 25.7) 10/41( 24.4) 6/37( 16.2) 14/38( 36.8)
Standard Rates(d) P = 0.7617
Prevalence Rates(d) P = 0.1284
Cambind analysis(d) P = 0.2647
Cachran-Armitage Test(e) P = 0.3815
Fisher Exact Test(e) P = 0.3253 P = 0.2039 P = 0.4801

SITE ¢ thyroid

TUMOUR : C-cell adencma
Querall Rates(a) 4/48( 8.3) 5/43( 10.2) 5/48( 10.4) 2/48( 4.2)
Adjusted Rates(b) 10.00 12.20 13.89 5,56
Terminal Rates(c) 3/35( 8.8) 5/41( 12.2) 5/36( 13.9) 2/36( 5.6)
Standard Rates(d) P= -
Prevalence Rates(d) P = (.8457
Combind analysis(d) P = -
Cochran-Armitage Test({e) P =0.2748
Fisher Exact Test(e) P = 0.4759 P =0.4878 P = 0.3579

(HPT360A)

BAIS2



STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ RAT F344
SEX + FEMALE PAGE 10
Group Name Controt 10 ppm 40  ppm 160  ppm
SITE : adrenal gland
TUMOUR ¢ pheochromocytoma
Overall Rates(a) 2/80( 4.0) 4/50( 8.0) 0/50( 0.0) 3/50( 6.0)
Adjusted Rates(b) 5.56 9.76 0.0 6.82
Terminal Rates(c) 2/35( 5.7) 4/41( 9.8) 0/37( 0.0) 2/38( 5.3)
Standard Rates(d) P= -
Prevalence Rates(d) P = 0.4061
Combind analysis(d) P=—
Cachran-Armitage Test(e) P = 0.79%
Fisher Exact Test(e) P = 0.3574 P = 0.2574 P = 0.4909
SITE : adrenal gland
TUMOUR : pheochromocytoma,pheochramocytoma:malignant
Overall Rates(a) 3/50( 6.0) 4/50( 8.0) 1/50( 2.0) 3/50( 6.0)
Adjusted Rates(b) 5.56 9.76 2.70 6.82
Terminal Rates(c) 2/35( 5.7) 4/41( 9.8) 1/37( 2.7) 2/38( 5.3)
Standard Rates(d) P =1.0000 ?
Prevalence Rates(d) P = 0.4427
Combind analysis(d) P = 0.5434
Cochran-Armitage Test(e) P = 0.9322
Fisher Exact Test(e) P = 0.48% P = 0.3235 P = 0.3382
SITE : uterus
TUMOUR : endometrial stromal polyp
Ouerall Rates(a) 10/50( 20.0) 12/50( 24.0) 9/50( 18.0) 5/50( 10.0)
Adjusted Rates(b) 21.43 24.49 18.37 13.16
Terminal Rates(c) 6/35( 17.1) 8/41( 22.0) 6/37( 16.2) 5/38( 13.2)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.96842
Combind analysis(d) P=
Cochran-Armitage Test(e) P = 0.0784
Fisher Exact Test(e) P = 0.4406 P = 0.4838 P =0.1771

(HPT3604)

BAIS2



STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ FEMALE PAGE 11
Group Name Control 10 ppm 40 ppm 160 ppm
SITE ¢ mammary gland
TUMOUR ¢ adenaoma
Overall Rates{a) 3/50( 6.0) 5/50( 10.0) 5/50( 10.0) 11/50( 22.0)
Adjusted Rates(b) 8.11 12.20 13.51 25.00
Terminal Rates(c) 2/35( 5.7) 5/41( 12.2) 5/37( 13.5) 9/38( 23.7)
Standard Rates(d) Pz e
Prevalence Rates(d) P = 0.0091%x
Corbind analysis(d) P =~
Cochran-Armitage Test(e) P = 0.0105%
Fisher Exact Test(e) P = 0.3790 P = 0.3790 P = 0.0402%
SITE mammary gland
TUMOUR :  fibroadenoma
Querall Rates(a) 4/50( 8.0) 1/50( 2.0) 8/50( 12.0) 13/50( 26.0)
Adjusted Rates(b) 7.69 2.44 15.00 28.95
Terminal Rates(c) 2/35( 5.7) 1/41( 2.4) 5/37( 13.5) 11/38( 28.9)
Standard Rates(d) P = 0.2669
Prevalence Rates(d) P = 0.0003%x
Combind analysis(d) P = 0.0003%x
Cochran-Armitage Test(e) P = 0.0003%x
Fisher Exact Test(e) P =0.1998 P = 0.3844 P = 0.0371x
SITE mammary gland
TUMOUR :  adenocarcinoma
OQuerall Rates(a) 1/50( 2.0) 2/50( 4.0) 0/50( 0.0) 5/50( 10.0)
Adjusted Rates(b) 2.78 4.78 0.0 7.89
Terminal Rates(c) 1/35( 2.9} 1/41( 2.4) 0/37¢ 0.0) 3/38( 7.9)
Standard Rates(d) P=0.0174x% ?
Prevalence Rates(d) P = 0.1376
Combind analysis(d) P = 0.0222%
Cochran-Armitage Test(e) P = 0.0236%
Fisher Exact Test(e) P = 0.4926 P = 0.4950 P = 0.1210

(HPT3604)

BAIS2



STUDY No. : 0067

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX ¢ FEMALE PAGE 12
Group Name Control 10 ppm 40  ppm 160  ppm
SITE  : mammary gland
TUMOUR : adencma,fibroadenona
Ouerall Rates(a) 7/60( 14.0) 6/50( 12.0) 11/50( 22.0) 22/50( 44.0)
Adjusted Rates(b) 15.38 14.63 27.50 47.37
Terminal Rates(c) 4/35( 11.4) 68/41( 14.8) 10/37( 27.0) 18/38( 47.4)
Standard Rates{d) P = 0.2669
Prevalence Rates(d) P < 0.0001%x
Combind  analysis(d) P < 0.0001%x
Cachran-Armitage Test(s) P < 0.0001%x
Fisher Exact Test(e) P = 0.4863 P = 0.2711 P = 0.0109%
SITE mammary gland
TUMOUR :  adenama,fibroadenoma,adenccarcinoma
Ouerall Rates(a) 8/50( 16.0) 8/50( 18.0) 11/50( 22.0) 25/50( 50.0)
Adjusted Rates(b) 17.95 18.05 27.50 50,00
Terminal Rates(c) 5/35( 14.3) 7/41( 17.1) 10/37( 27.0) 19/38( 50.0)
Standard Rates(d) P = 0.0302%
Prevalence Rates{(d) P = 0.0001xx
Combind analysis(d) P < 0.0001%x
Cochran-Armitage Test(e) P < 0.0001%x
Fisher Exact Test(e) P =0.3943 P = 0.3526 P = 0.0076%x
SITE preputial/clitoral gland
TUMOUR : adencma
Ouerall Rates(a) 0/50( 0.0) 6/50( 12.0) 3/50( 6.0) 2/50( 4.0)
Mijusted Rates(b) 0.0 13.95 5.41 5.26
Terminal Rates(c) 0/35( 0.0) 5/41( 12.2) 2/37( 5.4) 2/38( 5.3)
Standard Rates(d) P = 0.3403
Prevalence Rates(d) P = 0.6308
Combind analysis(d) P = 0.6474
Cochran-Armitage Test(e) P = 0.7063
Fisher Exact Test(e) P = 0.0190% P =0.1325 P = 0.2574
(HPT3604) BAISZ

(a): Number of fumor-bearing animals/number of animals examined at the site.
(b): Kaplan-leire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminat 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

(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

——-- ! There is no date which should be statistic analysis



APPENDIX P 3

NEOPLASTIC LESIONS — INCIDENCE AND STATISTICAL ANALYSIS

MOUSE:MALE



STUDY Nao. : 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTNAL ¢ MNOUSE BDF1
SEX 3 MALE PAGE 1
Group Name Control 10 ppm 30  pem 90 ppm
SITE  : Llung/bronchus
TUMOUR ¢ bronchiolar-alveolar adenoma
Ouerall Rates(a) 4/50( 8.0) 7/49( 14.3) 2/50( 4.0) 6/50( 12.0)
Adjusted Rates{b) 10.28 19.44 4.44 16.22
Terminal Rates{c) 4/38( 10.3) 6/32( 18.8) 1/35( 2.9) 6/37( 16.2)
Standard Rates(d) Pz
Prevalence Rates(d) P = 0.3778
Combind analysis(d) P=
Cochran-Armitage Test({e) P =0.7283
Fisher Exact Test(e) P = 0.2850 P = 0.3574 P = 0.3944
SITZ ¢ lung/bronchus
TUMOR :  bronchiolar-alueolar carcinoma
Ouerall Rates(a) 4/50( 8.0) 10/48( 20.4) 12/50( 24.0) 10/50( 20.0)
Adjusted Rates(b) 10.26 21.05 28.57 21.62
Terminal Rates(c) 4/33( 10.3) 5/32( 15.8) 10/35( 28.8) 8/37( 21.8)
Standard Rates(d) P = 0.1507
Prevalence Rates(d) P = 0.2836
Combind analysis(d) P = 0.1714
Cochran-Armitage Test(e) P = 0.3274
Fisher Exact Test(e) P = 0.1045 P = 0.0539 P =0.1108
SITE : lung/bronchus
TUNJUR ¢ bronchialar-alueolar adenama,bronchiolar-aluealar carcinoma
Overall Rates(a) 8/50( 16.0) 17/48( 34.7) 14/50( 28.0) 16/50( 32.0)
Adjusted Rates(b) 20.51 39.47 31.43 37.84
Terminal Rates{c) 8/39( 20.5) 11/32( 34.4) 11/35( 31.4) 14/37( 37.8)
Standard Rates(d) P = 0.1507
Prevalence Rates(d) P = 0.2361
Combind analysis(d) P = 0.1480
Cochran-Armitage Test(e) P = 0,2840

Fisher Exact Test(e)

P =0.0781

P =0.1781

P = 0.1066

(HPT3604)

BAIS2



STUDY No. : 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ MOUSE BDF1
SEX ¢ MALE PAGE 2
Group Name Contral 10 pem 30 ppm 90 ppm
SITE Lymph node
TUMOUR : malishant Lymphama
Queratl Rates(a) 6/50( 12.0) 6/49( 12.2) 5/50( 10.0) g/50( 18.0)
Adjusted Rates(b) 12.82 12.50 11.43 18.92
Terminal Rates(c) 5/39( 12.8) 4/32( 12.5) 4/35( 11.4) 7/37( 18.9)
Standard Rates(d) P =0.3345
Prevalence Rates(d) P = 0.1850
Combind analysis(d) P = 0.1664
Cochran-Armitage Test(e) P = 0.3006
Fisher Exact Test(e) P = 0.3834 P = 0.4872 P = 0.3201
SITE spleen
TUMOUR : malighant Lymphoma
Overall Rates(a) 2/50( 4.0) 1/49( 2.0) 2/50( 4.0) 3/50( 6.0)
Adjusted Rates(b) 2.56 0.0 2.86 8.11
Terminal Rates(c) 1/33( 2.8) 0/32( 0.0) 1/35( 2.9) 3/37( 8.1)
Standard Rates(d) P = 0.8199
Prevalence Rates(d) P = 0.0527
Corbind analysis(d) P = 0.2228
Cachran-Armitage Test(e) P = 0.4142
Fisher Exact Test(s) P = 0.4851 P = 0.3088 P = 0.4908
SITE spleen
TUMOUR : hemangiosarcoma
Ouerall Rates(a) 2/50( 4.0) 5/49( 10.2) 1/56( 2.0) 3/50( 6.0)
Adjusted Rates(b) 5.13 10.87 2.86 6.12
Terminal Rates(c) 2/38( 5.1) 1/32( 3.1) 1/35( 2.9) 0/37( 0.0)
Standard Rates(d) [
Prevalence Rates(d) P = 0.5399
Combind analysis{d) P = meeee
Cochran-Armitage Test{e) P = 0.9382
Fisher Exact Test(e) P =0.2345 P = 0.4926 P = 0.4909

(HPT3604)

BAIS2



STUDY No. : 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ HALE PAGE 3
Group Name Control 10 ppm 30 ppm 90  ppm
SITE : Lliver
TUMOUR : hepatocellular adencma
Ouerat! Rates(a) 15/50( 30.0) 9/49( 18.4) 6/50( 12.0) 6/50( 12.0)
Adjusted Rates(b) 36.59 23.68 16.67 15.79
Terminal Rates(c) 14/39( 35.9) 6/32( 18.8) 5/35( 14.3) 5/37( 13.5)
Standard Rates(d) P=——
Prevalence Rates{(d) P = 0.9760
Combind analysis(d) Pz
Cochran-Armitage Test(e) P = 0.0552
Fisher Exact Test(e) P = 0.2042 P = 0.0592 P = (0.0592
SITE : Lliver
TUMOUR : histiocytic sarcoma
Querall Rates(a) 3/50( 8.0) 2/48( 4.1) 2/50( 4.0) 1/50( 2.0)
Adjusted Rates(b) 2.58 0.0 2.78 2.33
Terminal Rates(c) 1/38( 2.6) 0/32( 0.0) 0/35( 0.0) 0/37( 0.0)
Standard Rates(d) P = 0,9417
Prevalence Rates(d) P = 0.3508
Combind analysis(d) P = 0.8262
Cochran-Armitage Test(e) P = 0.3481
Fisher Exact Test(e) P = 0.4816 P = 0.4909 P = 0.3235
SITE & \Lliver
TUMOUR :  hemangiosarcoma
Ouerall Rates(a) 0/50( 0.0) 4/48( 8.2) 6/50( 12.0) 5/50( 10.0)
Adjusted Rates(b) 0.0 6.25 17.14 5.41
Terminal Rates(c) 0/33( 0.0} 2/32( 6.3) 6/35( 17.1) 2/37( 5.4)
Standard Rates(d) P = 0.0713
Prevalence Rates(d) P = 0.3106
Combind analysis(d) P = 0.1009
Cochran-Armitage Test(e) P = 0.1648
Fisher Exact Test(se) P = 0.0662 P = 0.0190% P = 0.0360%

(HPT3604)

BAIS2



STUDY No. : 0068

NEOPLASTIC LESIONS—INCIDENCE AND STATISTICAL ANALYSIS

ANINAL MOUSE BDF1
SEX MALE PAGE : 4
Group Name Control 10 ppm 30 ppm 80 ppm
SITE : Lliver
TUMOUR : hepatocellular carcinoma
Ouerall Rates(a) 17/50( 34.0) 8/49( 16.3) 15/50( 30.0) g/50( 18.0)
Adjusted Rates(b) 29.27 18.75 31.43 15.22
Terminal Rates{c) 11/38( 28.2) 6/32( 18.8) 11/35( 31.4) 5/37( 13.5)
Standard Rates(d) P = 0.7960
Prevalence Rates(d) P = 0.8219
Conbind  analysis{(d) P = 0.8945
Caochran-Armitage Test(e) P = 0.2246
Fisher Exact Test(e) P = 0.0887 P = 0.4586 P = 0.1186
SITE  : Lliver
TUMOUR + hepatocellular adenoma,hepatocellular carcinoma
Ouerall Rates(a) 28/50( 56.0) 14/49( 28.86) 20/50( 40.0) 14/50( 28.0)
Adjusted Rates(b) 56.41 32.43 44.44 27.50
Terminal Rates{(c) 22/39( 56.4) 9/32( 28.1) 15/35( 42.9) 10/37( 27.0)
Standard Rates(d) P = 0.7980
Prevalence Rates(d) P = 0.9663
Combind analysis(d) P = 0.9786
Cochran-Armitage Test(e) P = 0.0458%
Fisher Exact Test(s) P = 0.0563 P = 0.2185 P = 0.0501
SITE : Harderian gland
TUMOUR : adencma
Ouerall Rates(a) 3/50( 6.0) 1/49( 2.0) 2/50( 4.0) 2/50( 4.0)
Adjusted Rates(b) 6.98 3.13 5.71 5.41
Terminal Rates(c) 2/39( 5.1) 1/32( 3.1) 2/35( 5.7) 2/37( 5.4)
Standard Rates(d) P = =
Prevalence Rates(d) P = 0.5082
Cambind analysis(d) P =
Cachran-Armitage Test(e) P =0.9104
Fisher Exact Test(e) P = 0.3312 P = 0.4808 P = 0.4908
(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

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

: The conditional probabities of the largest and smallest possible out comes can not estimated or this P-ualue is beyond the estimated P-ualue
—— ! Thers is no date which should be statistic analysis



STUDY No. : 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDFI
SEX ¢ MALE PAGE : 1
Group Name Control 10 pom 30 ppm 90  pem
SITE : ALL SITE
TUMOUR ¢ hemangioma
Querall Rates(a) 0/50( 0.0) 1/49( 2.0) 4/50( 8.0) 0/50( 0.0)
Adjusted Rates(b) 0.0 3.03 9.08 . 0.0
Terminal Rates{c) 0/39( 0.0) 0/32( 0.0) 1/35( 2.9) 0/37( 0.0)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.6505
Combind analysis(d) P =
Cachran-Armitage Test{e) P = 0.6684
Fisher Exact Test(e) P = 0.5000 P = 0.0688 P = 0.5000
SITE 3+ ALL SITE
TUMOUR ¢ malighant Llymphoma
OUGFaUL Rates(a) 8/50( 16.0) 7/49( 14.3) 7/50( 14.0) 12/50( 24.0)
Adjusted Rates(b) 15.38 12.50 14.29 27.03
Terminal Rates(c) 6/39( 15.4) 4/32( 12.5) 5/35( 14.3) 10/37( 27.0)
Standard Rates(d) P = 0.5780
Prevalence Rates{(d) P = 0.0520
Cambind analysis(d) P = 0.1079
Cochran-Armitage Test(e) P = 0,1761
Fisher Exact Test(e) P = 0.4708 P = 0.4854 P = 0.2846
SITE ¢ ALL SITE
TUMOUR : hemangicsarcoma
Querall Rates(a) 2/50( 4.0) 9/49( 18.4) 7/50{ 14.0) 6/50( 12.0)
Adjusted Rates(b) 5.13 16.22 20.00 6.52
Terminal Rates{c) 2/39( 5.1) 3/32( 9.4) 7/35( 20.0) 2/37( 5.4)
Standard Rates(d) P =0.0713
Prevalence Rates(d) P = 0.6761
Combind analysis(d) P = 0.3658
Cochran-Armitage Test(e) P =0.7213
Fisher Exact Test(e) P = 0.0400% P = 0.1045 P = 0.1608

(HPT3604)

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

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

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

Opserved tumor incidence at terminal kill.

Beneath the control incidence are the Pualues associated with the trend test.
Standard method @ Death analysis

Prevalence method @ Incidental tumor test

Combind analysis : Death analysis + Incidenta ltumor test

: The Cochran-Armitage and Fisher's exact test compare directly the ouerall incidence rates.
¢ The conditional probabities of the Largest and smallest possible out comes can not estimated or this P-ualue is beyond the estimated P-value

—- ! There is no date which should be statistic analysis

BAISZ
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STUDY No. : 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : HOUSE BDF1
SEX ¢ FEMALE PAGE : 5
Group Name Control 10 pem 3¢ pom 30  pem
SITE : (ung/bronchus
TUMOUR : bronchiclar-aluealar adencma
Ouerall Rates(a) 4/49( 8.2) 1/50( 2.0) 3/50( 6.0) 8/50( 16.0)
Adjusted Rates(b) 11.76 3.57 10.00 18.18
Terminal Rates(c) 4/34( 11.8) 1/28( 3.8) 2/19( 10.5) 4/26( 15.4)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.0132%
Combind analysis(d) P=——
Cachran-Armitage Test(e) P = 0.0264%
Fisher Exact Test(s) P =0.1936 P = 0.5000 P = 0.2271
SITE ¢ lung/bronchus
TUMOUR : bronchiclar-alusolar carcinoma
Ouerall Rates(a) 1/48( 2.0) 0/50( 0.0) 1/50( 2.0) 3/50( 6.0)
Adjusted Rates(b) 2.94 0.0 5.00 11.11
Terminal Rates{c) 1/34( 2.9) 0/28( 0.0) 1/18( 5.3) 2/26( 17.7)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.0369%
Combind analysis(d) P = cmme
Caochran-Armitage Test(e) P = 0.0763
Fisher Exact Test(e) P = 0.5000 P = 0.2426 P = 0.3312
SITE : Llung/bronchus
TUMOUR : bronchiolar-alveolar adenoma,bronchiclar—alueclar carcinoma
OQuerall Rates(a) 5/49( 10.2) 1/50( 2.0) 4/50( 8.0) 11/50( 22.0)
Adjusted Rates(b) 14.71 3.57 15.00 27.27
Terminal Rates(c) 5/34( 14.7) 1/28( 3.8) 3/18( 15.8) 6/26( 23.1)
Standard Rates(d) P = memee
Prevalence Rates(d) P = 0.0020%x
Combind analysis(d) P=—
Cachran-Armitage Test(e) P = 0.0041%x
Fisher Exact Test(s) P =0.1163 P = 0.5000 P = 0.1383

(HPT3604)

BAISZ



STUDY Nao. + 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + MOUSE BDF1
SEX ¢ FEMALE PAGE ¢ 8
Group Name Control 10 ppm 30 ppm 90 ppm
SITE :  Llymph node

TUMOUR : malighant Lymphoma

Querall Rates(a) 6/49( 12.2) 17/50{ 34.0) 22/50( 44.0) 12/50( 24.0)
Adjusted Rates(b) 2.94 21.43 26.32 19.23
Terminal Rates(c) 1/34( 2.9) 6/28( 21.4) 5/19( 26.3) 5/26( 19.2)
Standard Rates(d) P = 0.4721
Prevalence Rates(d) P =0.1320
Combind analysis(d) P = 0.2610
Cochran-Armitage Test(s) P = (.8287
Fisher Exact Test(se) P = 0.0343x P = 0.0065%x P = 0.1570
SITE spleen
TUNOUR : malighant Lymphoma
Ouerall Rates(a) 4/48( 8.2) 2/48( 4.1) 1/50( 2.0) 3/50( 6.0)
Adjusted Rates(b) 8.82 3.57 0.0 7.69
Terminal Rates{c) 3/34( 8.8) 1/28( 3.6) 0/19( 0.90) 2/26( 7.7)
Standard Rates(d) P = 0.4451
Prevalence Rates(d) P = 0.4238
Combind anatysis{(d) P = 0.4285
Cochran-Armitage Test(e) P =0.9425
Fisher Exact Test(e) P = 0.3576 P = (.1936 P = 0.5000
SITE Liver
TUMOUR :  hepatocellular adenoma
Ouerall Rates(a) 1/49( 2.0) 1/50( 2.0} 1/50( 2.0) 6/50( 12.0)
Adjusted Rates(b) 2.94 3.13 4,00 19.23
Terminal Rates(c) 1/34( 2.9) 0/28( 0.0) 0/18( 0.0) 5/26( 19.2)
Standard Rates(d) P = -
Prevalence Rates(d) P = 0.0036%x
Combind analysis{d) P=
Cochran-Armitage Test(e) P = 0.0052%x
Fisher Exact Test(e) P = 0.2426 P = 0.2426 P = 0.0761

(HPT3604)

BAISZ



STUDY No. : 0068

— i

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTNAL ¢ MOUSE BDF1
SEX ¢ FEMALE PAGE : 7
Group Name Control 10 ppm 30 ppm 80  ppm
SITE ¢ ljver
TUMOUR :  hemangiosarcoma
Querall Rates(a) 0/49( 0.0) 3/50( 6.0) 2/50( 4.0) 2/50( 4.0)
Adjusted Rates(b) 0.0 10.71 5.00 6.25
Terminal Rates(c) 0/34( 0.0) 3/28( 10.7) 1/18( 5.3) 1/26( 3.8)
Standard Rates(d) P = 0.3340
Prevalence Rates(d) P = 0.2667
Combind analysis(d) P = 0.2784
Cochran-Armitage Test(e) P = 0.6486
Fisher Exact Test(e) P = 0.1364 P = 0.2626 P = 0.2626
SITE  : Lliver
TUMOUR : hepatocellular adenoma,hepatocellular carcinoma
Querall Rates(a) 2/49( 4.1) 1/50( 2.0) 2/50( 4.0) 8/50( 12.0)
Adjusted Rates(b) 2.94 3.13 8.00 19.23
Terminal Rates{c) 1/34( 2.9) 0/28( 0.0 0/19( 0.0) 5/26( 18.2)
Standard Rates(d) P = 1.0000 ?
Prevalence Rates{d) P = 0.0057%x
Combind analysis(d) P = 0.0155%
Cochran-Armitage Test(e) P = 0.0259x%
Fisher Exact Test(e) P = 0.5000 P = 0.3015 P = 0.1877
SITE @ pituitary gland
TUMOUR : adencma
Querall Rates(a) 17/48( 34.7) 14/50( 28.0) 11/48( 22.4) 8/48( 16.7)
Adjusted Rates(b) 38.02 38.29 30.43 25.00
Terminal Rates(c) 13/34( 38.2) 11/28( 39.3) 6/19( 31.6) 6/24( 25.0)
Standard Rates(d) P = 0.5223
Prevalence Rates(d) P = 0.9356
Conbind analysis(d) P =0.9284
Cachran-Armitage Test(e) P = 0.0503
Fisher Exact Test(e) P =0.3773 P = 0.2162 P = 0.083%4

(HPT3604)

BAIS2



STUDY No. : 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDF1
SEX : FENALE PAGE : 8
Group Name Control 10 ppm 30 ppm 80  ppm
SITE : ovary
TUMOUR : cystadencma
Overall Rates(a) 0/49( 0.0) 5/50( 10.0) 0/50( 0.0) 1/50( 2.0)
Adjusted Rates(b) 0.0 14.29 0.0 3.85
Terminal Rates(c) 0/34( 0.0) 4/28( 14.3) 0/18( 0.0) 1/26( 3.8)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.6683
Combind analysis(d) P=
Cochran-Armitage Test(e) P = 0.5064
Fisher Exact Test(e) P = 0.0378% P = 0.5000 P = 0.4900
SITE ¢ uterus
TUMOUR : endometrial stramal polyp
Ouerall Rates(a) 2/49( 4.1) 0/50( 0.0) 1/50( 2.0) 6/48( 12.5)
Adjusted Rates(b) 5.88 0.0 5.00 23.08
Terminal Rates(c) 2/34( 5.9) 0/28( 0.0) 0/18( 0.0) 6/26( 23.1)
Standard Rates(d) P=
Prevalence Rates(d) P = 0.0028%x
Combind analysis(d) P = -
Cochran-Armitage Test(e) P = 0.0056%x
Fisher Exact Test(e) P = 0.2525 P = 0.5000 P = 0.1542
SITE & uterus
TUMOUR : histiocytic sarcoma
Overall Rates(a) 11/49( 22.4) 12/50( 24.0) 10/50( 20.0) 12/48( 25.0)
Adjusted Rates(b) 16.22 21.43 13.64 19.23
Terminal Rates(c) 4/34( 11.8) 6/28( 21.4) 2/198( 10.5) 5/26{ 18.2)
Standard Rates{d) P = (.2868
Prevalence Rates(d) P = 0.4065
Combind analysis(d) P = 0.2882
Cachran-frmitage Test(e) P =0.7824
Fisher Exact Test(e) P = 0.4650 P = 0.5000 P = 0.5000

(HPT3604)

BAIS2



STUDY No. : 0068

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINMAL ¢ MOUSE BDF1
SEX ¢ FEMALE PAGE : 9
Group Name Control 10 ppm 30  ppm 90  pem
SITE  : mammary gland
TUMOUR : adenacarcinama
Querall Rates(a) 1/49( 2.0) 2/50( 4.0) 1/50( 2.0) 6/50( 12.0)
Adjusted Rates(b) . 2.94 7.14 4.76 18.52
Terminal Rates(c) 1/34( 2.9) 2/28( 7.1) 0/18( 0.0) 4/26( 15.4)
Standard Rates(d) P =0.1359
Prevalence Rates(d) P = 0,0168%
Combind analysis(d) P = 0.0058%x
Cochran-Armitage Test(e) P = 0.0144x%
Fisher Exact Test(e) P = 0.4851 P = 0.2426 P = 0,0761
SITE ¢ Harderian gland
TUMOUR ¢ adencma
Ouerall Rates(a) 3/49( 6.1) 1/48( 2.0) 2/50( 4.0) 3/50( 6.0)
Adjusted Rates(b) .98 2.38 5.56 11.54
Terminal Rates(c) 2/34( 5.9) 0/27( 0.0) 1/19( 5.3) 3/26( 11.5)
Standard Rates(d) P =
Prevalence Rates(d) P = 0.2641
Combind analysis(d) P = -
Cachran-Armitage Test(s) P = 0.8607
Fisher Exact Test(e) P = 0.3237 P = 0.5000 P = 0.3300
(HPT3604) BAISZ

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

b):
(c):
(d):

(8):
7

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

Observed tumor incidence at terminal kill.

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

Standard method @ Death analysis-

Prevalence method ¢ Incidental tumor test

Combind analysis : Death analysis + Incidenta ltumor test

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

-———— ! There is no date which should be statistic analysis
Significant difference : * 1 P = 0.0b w P =< 0.01

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



STUDY No. : 0068 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIHAL ¢ NOUSE BDF1

SEX + FEMALE PAGE : 2
Group Name Control 10 ppm 30 ppm 90  ppm
SITE ¢ ALL SITE
TUMOUR : malighant lymphoma
Querall Rates(a) 10/48( 20.4) 19/50( 38.0) 23/50( 46.0) 168/50( 32.0)
Adjusted Rates(b) 11.76 25.00 26.32 26.92
Terminal Rates(c) 4/34( 11.8) 7/28( 25.0) 5/19( 26.3) 7/26( 26.9)
Standard Rates{d) P = 0.3718
Prevalence Rates{d) P =0.1418
Combind analysis{d) P = 0.1976
Cochran-Armitage Test(e) P = 0.6721
Fisher Exact Test(e) P =0.1118 P = 0.0418% P =0.2176
SITE @ ALL SITE
TUMOUR : hemangiosarcoma
Querall Rates(a) 1/49( 2.0) 5/50( 10.0) 3/50( 6.0) 4/50( 8.0)
Adjusted Rates(b) 2.70 17.86 5,00 9.38
Terminal Rates(c) 0/34( 0.0) 5/28( 17.9) 1/18( 5.3) 1/26( 3.8)
Standard Rates(d) P = 0.1798
Prevalence Rates{(d) P = 0.3566
Cambind analysis(d) P = 0.2218
Cochran-Armitage Test(e) P = 0.5358
Fisher Exact Test(e) P = 0.1261 P = 0.3312 P = 0.2083
(HPT360A) BAISZ

(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 ¢ 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 auerall incidence rates. )
: The conditional probabities of the largest and smallest possible aut comes can not estimated or this P-ualue is beyond the estimated P-ualue
————— : There is no date uhich should be statistic analysis
Significant difference : * 1P S 0.05 ** 1 P £ 0.01
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IDENTITY AND PURITY OF 1, 2-DICHLOROETHANE PERFORMED

AT THE JAPAN BIOASSAY LABOLATORY

(TWO—YEAR STUDIES)



IDENTITY AND PURITY OF 1,2-DICHLOROETHANE PERFORMED AT THE JAPAN BIOASSAY
LABORATORY (TWO-YEAR STUDIES)

A. Lot no. STP5367

1. Physical properties Determined Literature Values
Appearance: Clear,colorless liquid Clear, colorless liquid
Boiling point: 84°C 84°C

(ENCYCLOPAEDIA
Published by Kyooritsu
2.Spectral data CO..LTD.)
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell (NaCl)
Slit: Medium
Results: Wave Number
(CM™ 1)
660 650
680 680
710 710
780
880 880
940 940
1020 1010
1230 1230
1290 1290
1310 1310
1430 1430
1450 1450
2960 2950

(Sadtler handbook
by Sadtler Researc
Laboratories, Inc. )

3.Gas Chromatography

Instrument: Shimazu GC-94A

Column: SBS-1

Column Temperature: 80°C

Flow Rate: 20ml/min

Detector: Hydrogen flame ionization(FID)

Injection Volume: 1pl



Results: Only one major peak

Retention Time Area
Retention Relative to (percent of
Peak No. Time (min) Major Peak Major peak)
1 5.213 1.00 100

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



B.

Lot no. STK4635
1.Physical properties
Appearance:

Boiling point:

2.Spectral data
Infrared
Instrument:
Cell:

Slit:

Results:

3. Gas Chromatography
Instrument:

Column:

Column Temperature:
Flow Rate:
Detector:

Injection Voluame:

Determined
Clear,colorless liquid

84°C

Hitachi 270-30
Fixed thickness Cell (NaCl)

Medium

Wave Number
(cy 1)

660
680
710
780
880
940
1020
1230
1290
1310
1430
1450
2960

Shimazu GC-9A
SBS-1
80°C

20ml/min

Literature Values

Clear, colorless liquid

84°C
(ENCYCLOPAEDIA
Published by Kyooritsu
CO..LTD.)

650
680
710

880
940
1010
1230
1290
1310
1430
1450
2950
(Sadtler handbook
by Sadtler Researc
Laboratories, Inc.)

Hydrogen flame ionization(FID)

1l



Results: Only one major peak

Retention Time Area
Retention Relative to (percent of
Peak No. Time (min) Major Peak Major peak)
1 5.207 1.00 100

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



C.

Lot no. STE4618
1. Physical properties
Appearance:

Boiling point:

2.Spectral data
Infrared
Instrument:
Cell:

Slit:

Results:

3. Gas Chromatography
Instrument:

Column:

Column Temperature:
Flow Rate:
Detector:

Injection Volume:

Determined Literature Values
Clear,colorless liquid Clear, colorless liquid
84°C 84°C
(ENCYCLOPAEDIA
Published by Kyooritsu
C0..LTD.)

Hitachi 270-30
Fixed thickness Cell (NaCl)

Medium

Wave Number

(cH 1)
660 650
680 680
710 710
780
880 880
940 940
1020 1010
1230 1230
1290 1280
1310 1310
1430 1430
1450 1450
2960 2950

(Sadtler handbook
by Sadtler Researc
Laboratories, Inc.)

Shimazu GC-9A

SBS-1

80°C

20ml/min

Hydrogen flame ionization (FID)

1xpl



Results: Only one major peak

Retention Time Area
Retention Relative to (percent of
Peak No. Time (min) Major Peak Major peak)
1 5.075 1.00 100

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



D. Lot no.LAF4587

1.Physical properties Determined Literature Values
Appearance: Clear,colorless liquid Clear, colorless liquid
Boiling point: 84°C 84°C
(ENCYCLOPAEDIA
Published by Kyooritsu
2.Spectral data C0..LTD.)
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell (NaCl)
S1it: Medium
Results: Wave Number
(cHt)
660 650
6890 . 680
710 710
780
880 880
940 940
1020 1010
1230 1230
1290 1290
1310 1310
1430 1430
1450 1450
2960 2950

(Sadtler handbook
by Sadtler Researc
Laboratories, Inc.)

3. Gas Chromatography

Instrument: Shimazu GC-9A

Column: SBS-1

Column Temperature: 80°C

Flow Rate: 20ml/min

Detector: Hydrogen flame ionization(FID)

Injection Volume: 1ul



Results: Only one major peak

Retention Time Area
Retention Relative to (percent of
Peak No. Time (win) Major Peak Major peak)
1 5.262 1.00 100

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



APPENDIX Q@ 2

STABILITY OF 1, 2—-DICHLOROETHANE AT THE JAPAN BIOASSAY LABORATORY

(TWO—YEAR STUDIES)



STABILITY OF 1,2-DICHLOROETHANE AT THE JAPAN BIOASSAY LABORATORY
(TWO-YEAR STUDIES)

A. Lot no. STP5367
1.Sample storage: 1,2-Dichloroethane were stored for about 7 month at 5°C.

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

{04/08/85) (10/22/85)
Appearance: Clear,colorless liquid Clear, colorless liquid
Boiling point: 84°C 84°C
3. Spectral data
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell (NaCl)
Slit: Medium
Results: Wave Number
(cM 1)
660 660
680~900 680~900
710~1140 710~1140
780 780
880 880
940 940
1020 1020
1230~1740 1230~1740
1290~3000 1290~3000
1310 1310
1430 1430
1450 1450
2960 2960
4. Gas Chromatography
Instruament: Shimazu GC-9A
Column: SBS-1
Column Temperature: 80°C
Flow Rate: 20ml/min
Detector: Hydrogen flame ionization(FID)

Injection Volume: Tul



Results: Only one major peak

Retention Time

Area

Retention Relative to {percent of
Date Time (min) Major Peak Major peak)
04/08/85 5.213 1.00 100
10/22/85 5.202 1.00 100

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

Values.

Consequently, 1, 2-dichloroethane was stable as the chemical when stored for

about 7 month at temperatures to 5°C.



B. Lot no. STK4635
1.Sample storage: 1,2-Dichloroethane were stored for about 8 month at 5°C.

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

(10/18/85) (05/28/86)
Appearance: Clear,colorless liquid Clear,colorless liquid
Boiling point: 84°C 84°C
3. Spectral data
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell (NaCl)
S1lit: Medium
Results: Wave Number
(cut)
660 660
680~900 680~900
710~1140 710~1140
780 780
880 880
940 940
1020 1020
1230~1740 1230~1740
1290~3000 1280~3000
1310 1310
1430 1430
1450 1450
2960 2960
4. Gas Chromatography
Instrument: Shimazu GC-9A
Column: SBS-1
Column Temperature: 80°C
Flow Rate: 20ml/min
Detector: . Hydrogen flame ionization{(FID)

Injection Volume: 1ul



Results: Only one major peak

Retention Time Area
Retention Relative to (percent of
Date Time (min) Major Peak Major peak)
10/18/85 5.207 1.00 100
05/28/86 5.192 1.00 100

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

Values.

Consequently, 1, 2-dichloroethane was stable as the chemical when stored for

| about 8 month at temperatures to 5°C.



C. Lot no.STE4618
1. Sample storage: 1,2-Dichloroethane were stored for about 6 month at 5°C.

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

(05/25/86) (11/28/86)
Appearance: Clear,colorless liquid onmw“ooHOﬂHmmm liquid
Boiling point: 84°C 84°C
3. Spectral data
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell (NaCl)
Slit: Medium
Results: Wave Number
(cH 1)
660 660
680~900 680~900
710~1140 710~1140
780 780
880 8810
940 949
1020 1020
1230~1740 1230~1740
1280~3000 1290~3000
1310 1310
1430 1430
1450 1450
2960 2960
4. Gas Chromatography ‘
Instrument: Shimazu GC-94A
Column: SBS-1
Column Temperature: 80°C
Flow Rate: 20ml/min
Detector: Hydrogen flame ionization(FID)

Injection Volume: 1upl



Results: Only one major peak

Retention Time

Area

Retention Relative to (percent of
Date Time (min) Major Peak Major peak)
05/25/86 5.075 1.00 100
11/28/86 5.062 1. 00 100

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

Values.

Consequently, 1, 2-dichloroethane was stable as the chemical when stored for

about 6 month at temperatures to 5°C.



D. Lot no.LAF4597

1. Sample storage: 1,2-Dichloroethane were stored for about 7 month at 5°C.

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

(11/25/86) (05/08/87)
Appearance: Clear,colorless liquid Clear, colorless liquid
Boiling point: 84°C 84°C
3. Spectral data
Infrared
Instrument: Hitachi 270-30
Cell: Fixed thickness Cell (NaCl)
Slit: Mediunm
Results: Wave Number
(cM 1)
660 660
680~900 680~900
710~1140 710~1140
780 780
880 880
940 940
1020 1020
1230~1740 1230~1740
1290~3000 1290~3000
1310 1310
1430 14390
1450 1450
2960 2960
4, Gas Chromatography
Instrument: Shimazu GC-9A
Column: SBS-1
Column Temperature: 80°C
Flow Rate: 20ml/min
Detector: Hydrogen flame ionization (FID)

Injection Volume: 1pl



Results: Only one major peak

Retention Time Area
Retention Relative to (percent of
Date Time (min) Major Peak Major peak)
11/25/86 5.262 1.00 100
05/08/87 5.055 1.00 100

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

Values.

Consequently, 1, 2-dichloroethane was stable as the chemical when stored for

about 7 month at temperatures to 5°C.
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CONCENTRATION OF 1, 2-DICHLOROETHANE IN INHLATION CHAMBER

(TWO—-YEAR STUDIES)



CONCENTRATION OF 1,2-DICHLOROETHANE IN INHALATION CHAMBER
(RAT : TWO-YEAR STUDIES)

Concentration{(ppm)

Group Name Mean + S.D.
Control 0.0 =+ 0.0
10ppnm 10.0 =+ 0.1
40ppn 39.8 + 0.6
160ppn 159.7 + 2.1

CONCENTRATION OF 1,2-DICHLOROETHANE IN INHALATION CHAMBER
(MOUSE : TWO-YEAR STUDIES)

oo:om:ﬁwmﬁwo:AncaY

Group Name Mean + S.D.
Control 0.0 x 0.0
10ppnm 10.0 + 0.2
30ppn 30.0 + 0.4

H
-
8o

90ppnm 89.8




CONC. (ppm)

1, 2-DICHLORQETHANE CONCENTRATION IN RAT-CHAMBER (10ppm)
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CONC. (ppm)

1, 2-DICHLOROETHANE CONCENTRATION IN MOUSE-CHAMBER (10ppm)
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ENVIRONMENT OF INHALATION CHAMBER
(RAT : TWO-YEAR STUDIES)

o,

TEMPERATURE (C) HUMIDITY (%) VENTILATION RATE( 2 /min) ROOM AIR CHANGE (time/h)
Group Name MEAN £ S.D. MEAX £ S.D. MEAN £ S.D. MEAN
Control 23.8 £+ 0.3 57.6 = 2.0 1890.7 £+ 22.3 14.9
10ppm 23,7 £ 0.2 56.6 + 2.1 1877.2 £ 21.4 14.8
40ppm 23,7 £ 0.2 54.8 + 1.5 1898.1 £ 19.9 15.0
160ppm 23.9 £+ 0.2 55.6 £ 1.2 1898.7 £ 20.8 15.0

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

TEMPERATURE (TC) HUMIDITY (%) VENTILATION RATE( £ /min) ROOM AIR CHANGE (time/h)
Group Name MEAN £+  S.D. MEAN £ S.D. MEAN £  S.D. MEAN
Control 23.7T £ 0.2 53.8 + 1.2 833.3 = 11.5 14.5
10ppm 23.7 £ 0.2 53.9 = 2.0 893.2 £ 11.0 14.5
30ppn 23.7 £ 0.1 53.8 £ 1.5 895.8 = 11.1 14.5
90ppm 23.7T X 0.2 52.8 = 2.3 898.2 + 11.2 14.6
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NUTRIENTS IN RAT FEEDUV

Lot No. of Feed Analyzed for Nutrients. 2’

Nutrients 600256 600356 600557 600753 600954 601152 610159 610353 610552 610751 610955 611157 620155
Moisture level (%) 8.6 8.8 8.2 8.1 7.7 7.0 8.9 8.5 5.8 7.3 8.4 7.9 7.8
Crude protein (%) 22.7 22.17 23.2-  23.1 22.8 23.1 23.0 22.6 22.8 22.5 23.5 22.3 23.4
Crude fat (%) 5.9 6.1 6.0 5.9 5.8 6.0 5.7 5.7 6.1 5.9 5.5 6.1 6.1
Crude ash (%) 6.7 6.5 6.8 6.7 6.7 6.5 6.3 6.4 7.0 6.7 6.6 6.6 6.5
Crude fiber (%) 2.9 3.3 3.0 3.8 3.0 3.1 3.5 2.7 3.0 3.7 3.9 3.7 3.3
Nitrogen-free 53.2 52.6 52.8 52.4 54.0 54.3 52.6 54.1 54.3 53.9 52.1 53.4 52.9
extract (%)

-1) FEED : CRF-1 ( ORIENTAL YEAST CO.,LTD )
-2) ALl lots (13 lots ) of feed used in rats study were analyzed for nutrients.



CONTAMINANTS IN RAT FEEDD

Maximum Lot No. of Feed Analyzed for Contaminants. 3’

Tolerable
Contaminants Levels 2’ 600256 600356 600557 600753 600954 601152 610159 610353 610552 610751 610955 611157 620155
Total mercury (ppb) 100ppb ND-4? ND ND ND ND ND ND 10 10 ND ND ND ND
Cadmium (ppb) 160ppb 60 70 90 90 80 90 80 90 100 80 90 T0 60
Lead (ppnm) 1. 5ppm 0.11 0.15 0.14 0.17 1.36 0.21 0.12 0.21 0.22 0.16 0.22 0.13 0.15
Arsenic=As20s3 (ppm) 1. Oppm 0.4 0.4 0.4 0.4 0.3 0.4 0.3 0.3 0.4 0.5 0.4 0.5 0.4
DDT (ppb) 100ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
Dieldrin (ppb) 20ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
Heptachlor (ppb) 20ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
Malathion (ppm) 2. 5ppn 0.38 0.66 0.49 0.52 0.54 0.31 0.33 0.34 0. 47 0.41 0.32 0.13 0.15
AflatoxinBi,2,G1,2 (ppb) 5ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
PCB {ppb) 50ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
Selenium {ppm) 0. 6ppm 0.39 0.39 0.45 0.47 0.38 0.36 0.42 0.45 0. 47 0.41 0.48 0.42 0.42
Estradiol (ppb) 1ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
N-Nitoroso
-dimethylamine (ppb) 10ppb XD ND ND ND ND ND ND ND ND ND ND ND ND
N-Nitoroso
—-diethylamine (ppb) 10ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
y —BHC {ppb) 20ppb ND ND ND ND ND 6 NT ND ND ND ND ND ND

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

-1)
-2)
-3} All lots ( 13 lots ) of feed used in rats study were analyzed for contaminants.
-4) ND : Not detected



APPENDIX S 2

NUTRIENTS IN MOUSE FEED

CONTAMINANTS IN MOUSE FEED



NUTRIENTS IN MOUSE FEED™Y

Lot No. of Feed Analyzed for Nutrients. 2’

Nutrients 600256 600356 600557 600753 600954 601152 610159 610353 610552 610751 610955 611157 620155
Moisture level (%) 8.6 8.8 8.2 8.1 7.7 7.0 8.9 8.5 6.8 7.3 8.4 7.8 7.8
Crude protein (%) 22.7 22.7 23.2 23.1 22.8 23.1 23.0 22.6 22.8 22.5 23.5 22.3 23. 4
Crude fat (%) 5.9 6.1 6.0 5.9 5.8 6.0 5.7 5.7 6.1 5.9 5.5 6.1 6.1
Crude ash (%) 6.7 6.5 6.8 6.7 6.7 6.5 6.3 6.4 7.0 6.7 6.6 6.6 6.5
Crude fiber (%) 2.9 3.3 3.0 3.8 3.0 3.1 3.5 2.7 3.0 3.7 3.9 3.7 3.3
Nitrogen-free 53.2 52.6 52.8 52.4 54.0 54.3 52.6 54.1 54.3 53.9 52.1 53.4 52.9
extract (%)

-1) FEED : CRF-1 { ORIENTAL YEAST CO.,LTD )
-2) All lots ( 13 lots ) of feed used in mice study were analyzed for nutrients.



CONTAMINANTS IN MOUSE FEED-1)

Maximum Lot No. of Feed Analyzed for Contaminants. -3)

Tolerable
Contaminants Levels-2) 600256 600356 600557 600753 600954 601152 610159 610353 610552 610751 610055 611157 620155
Total mercury (ppb) 100ppb ND-4) XD ND ND ND ND ND 10 10 ND ND ND ND
Cadmium (ppb) 160ppb 60 70 90 90 80 90 80 90 100 80 30 T0 60
Lead (ppm) 1. 5ppm 0.11 0.15 0.14 0.17 1.36 0.21 0.12 0.21 0.22 0.16 0.22 0.13 0.15
Arsenic=As203 (ppm) 1. Oppn 0.4 0.4 0.4 0.4 0.3 0.4 0.3 0.3 0.4 0.5 0.4 0.5 0.4
DDT (ppb) 100ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
Dieldrin (ppb) 20ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
Heptachlor (ppb) 20ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
Malathion (ppm) 2. 5ppm 0.38 0.66 0. 49 0.52 0.54 0.31 0.33 0.34 0.47 0. 41 0.32 0.13 0.15
AflatoxinBi, 2, G1,2 (ppb) 5ppb ND ND ND ND ND XD ND ND ND ND ND ND ND
PCB {ppb) 50ppb ND ND ND ND ND ND ND ND ND ND ND ND iND
Seleniunm (ppm) 0. 6ppm 0.39 0.39 0.45 0.47 0.39 0.36 0.42 0.45 0.47 0.41 0.48 0.42 0.42
Estradiol (ppb) ippb ND ND ND ND ND ND ND ND ND ND ND ND ND
N-Nitoroso ,
~dimethylamine (ppb) 10ppb ND ND ND ND ND ND ND ND ND ND ND ND ND
N-Nitoroso
-diethylamine (ppb) 10ppb ND ND ND ND ND ND ND ND ND ND ND ND
¥ ~BHC (ppb) 20ppb ND ND ND ND ND 6 ND ND ND ND ND ND ND

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

-1)
-2)
-3) All lots ( 13 lots ) of feed used in mice study were analyzed for contaminants.
-4) ND : Not detected
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METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

I'tem Method Unit
Hematology
Red blood ceil (RBC) Aperture impedance method *’ X108/ ul
Hemoglobin Cyanmethemoglobin method *’ g/ dl
Hematocrit Calculated as RBCXMCV./10 *° %
Mean corpuscular volume (MCV) Aperture impedance method *’ fl
Platelet Aperture impedance method *’ X108/ 1l
White blood cell (WBC) Aperture impedance method X103/ u!
Differential ¥BC Pattern recognition method 2 %
Biochemistry

Total protein (TP) Biuret method = g/ dl
Albumin (Alb) BCG method = g/ dl
A/G ratio Calculated as Alb/ (TP—Alb)
T-bilirubin Michaelson method 3’ mg,/ dl
Glucose Enzymatic method (HK-G-6-PDH) mg./dl
T-cholesterol Enzymatic method (CEH-COD-P0OD) = mg./ dl
Triglyceride Enzymatic method (GK-GPO-POD) = mg./dl
Phospholipid Enzymatic method (PLD-COD-POD) = wg./ dl
Glutamic oxaloacetic transaminase (GOT) Karmen method -’ /1
Glutamic pyruvic transaminase (GPT) Karmen method = /1
Lactate dehydrogenase (LDH) Wroblewski-LaDue method = W/t
Alkaline phosphatase (ALP) GSCC method = /1
Leucine aminopeptidase (LAP) L-Leucyl-p-nitroanilide w:vm&mwwmoa - 1
7 -Glutamyl transpeptidase (G-GTP) L-7 ~Glutamyl-p-nitroanilide wmwmwmmwm U1
Creatine phosphokinase (CPK) GSCC method = W/l
Urea nitrogen Enzymatic method (Urease-GLDH) & mg./dl
Creatinine jaffe method = wg./ dl
Sodium Flame photometry %’ mkg. /1
Potassium Flame photometry mEg./ |
Chloride Coulometric titration # mEg./ |
Calcium 0CPC method = mg./dl
Inorganic phosphorus Fiske-Subbarow method =’ mg./ dl

Urinalysis

pH, Protein, Glucose, Ketone body, Urinalysis reagent paper method i

8ilirubin, Occult blood, Urobilinogen

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

2) Automatic blood cell differential analyzer
Thirteen-Week Studies (Hematrak 580 : Geometric Data a Smithkline Company)
Two-Year Studies (Hitachi 8200 : Hitachi,Ltd.)

3) Automatic analyzer (Hitachi 705 : Hitachi,Ltd.)

4) Flame photometer (Hitachi 750 : Hitachi,Ltd.)

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

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY Red blood cell 2 X 10% /ul
Hemoglobin 1 g/dl
Hematocrit 1 %
MCV 1 £l
Platelet 0 X 10 /ul
White blood cell 2 X102 /ul
Differntial WBC 0 %
BIOCHEMISTRY Total protein 1 g/dl
Albumin 1 g/dl
A/G ratio 1
T-bilirubin 2 mg/dl
Glucose 0 mg/dl
T-cholesterol 0 mg/dl
Triglyceride 0 mg/dl
Phospholipid 0 mg/dl
GOT 0 10/1
GPT 0 10/1
¥ ~GTP 0 10/1
LDH 0 10/1
ALP 0 10/1
CPK 0 19/1
Urea nitrogen 1 mg/dl
Creatinine 1 mg/dl
Sodium 0 nEq/1
Potassium 1 mEq/1
Chloride 0 mEq/1
Calcium 1 mg/dl
Inorganic phosphorus 1 mg/dl




