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STUDY NO.  : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 18 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings | m ® W @ ® & O @ ® ® W @ o0 & o
[Respiratory system]
nasal cavit <12> 1D 16> <20>
ulcer 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(ool oo o0 (o0 (o8 oo oo oo
‘thrombus 0 0 1 0 1 0 0 0 0 4 1 0 0 4 4 0
coCo(s8(o0 (oo (o0 (0 (25 ( 6) ( 0) 0y (20) (20 ( 0)
mineralization 5 0 0 0 9 0 0 0 4 0 0 0 11 0 0 0
(423 C o) C 0) C 0) (8)y (o000 (25) C 0y C 0y (0O (85 ( 0) C 0)(C 0
eosinophilic changetalfactory epithelium 7 1 0 0 8 0 0 0 7 0 0 0 4 0 0 0 %
(58) ( 8 C 0)( 0 (73 (000 (40 C 00 C 0) (0 (200 C 0) C o) (0
ensinophi lic change:respiratary epithelium 2 0 0 0 2 0 0 0 5 0 0 0 2 0 0 0
(1M 000 (1 oo o0 (81 C o) C 0y (o (w0
inflammation: foreisn body 4 2 0 0 1 0 0 0 3 0 0 0 3 0 1 0
(33) (1) ( 0) ( 0) (9000 (19 (00 (1B (0 (85 (0
inflammation:respiratary epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ococon o (o0 (o0 (0o (8000
respiratory metaplasia:olfactory epithelium 2 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(i o oo coco oo (13 0o (o (000
Grade 1t Slight 2 * Noderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*l00

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

(HPT150)

BAIS3



STUDY NO. & 0224 HISTOLOGICAL FINDINGS :NON-NECPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W) :
REPORT TYPE : Al
SEX T MALE PAGE : 2
Group Name Cantrol 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 18 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ o o o @ ® 0 o M & ® O ® W ® W
{Respiratory system]
nasal cavit 12> <AL <16> <20>
respiratory metaplasia:gland 9 0 0 0 8 0 0 0 15 0 0 0 14 0 0 0
(75) C 0 C 0) C 0 (718) C 0 C 0) ( 0) (sy C OO C O (0 (700 C 0) C 0) ( O
nasopharynx <12> <11> {16> <20>
inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 (o0 oo o0 (oo o0 oo
Larynx 12> 11> <16> <20
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
oo o0 CoOCo oo e oo (s 0o
trachea <12> 11> <16> <200
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 oo oo oo o oo o (oo o0 o0
lung 12> A <16> <200
hemorrhage 0 0 0 0 0 0 1 0 1 0 0 0 0 1 0 0
(oCoC0Cn (o9 (el n ({00
edema 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
COCoCco o0 (OO0 o0 e oo (OCo oo
thrombus 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(0Co 0l (0o 0o (oo Cs (0 (o0
Grade 1 : Slight 2 ¢ Hoderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference ; *: P = 0.05 *x : P 5 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Contral 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & o ® & @& O ® o ® O @ & ®
[Respiratory system]
lung <12> A {18> <20>
inflammation 0 0 0 0 2 0 1 0 0 1 0 0 0 0 0 0
(oo oo (1) (09 (0 0ol 0CoColo
accumulation of foamy cells 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 (o0 (o0 00 (oo 0Co oo
bronchiolar~alueolar cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(o ool (o0 (o0 OCo oo 05 00
[Hematopoistic system]
bone marrow 12> D 16> <20
necrosis:focal 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo lon coco oo 0 (8 (00 0O CoC0lo0
increased hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoconColon oo 00 0o 5 C 0 (00
erythropoiesis: increased 2 0 0 0 0 4 0 0 * 1 3 0 0 1 3 0 0
(oo (o (0 (38 (0 (0 8) (19 ( 0) C 0 5 (15) ( 0) ( 0)
granulopoiesist increased 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
oo o0 (oo (o0 0 o (86 (0 0 C0Co0 (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 3 Severe
<a> a * Number of animals examined at the site
b b : Number af animals with lesion
(c) cib/ax100

Significant difference ; *x 1 P = 0,05

*x 1 P = 0.01 Test of Chi Sauare

(PT150)

BAIS3



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ W ® o @ & o W @ W & o ® ® ®» B
[Hematopoietic system]
Lymph node <12> 1D <16> <20>
granulation 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1 o oo oo oo 0o oo 0000 (o0
lymphadenitis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(o coCo o coco o (o0 0 C 08 (0 O (o0
spleen <12> <1 <16> <20>
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
oo oo (oo (o 6) ( 0) ( 0)( O 05 (0o
deposit of hemosiderin 0 2 0 0 0 2 0 0 0 3 0 0 0 8 0 0
(o (m oo (o (1’0o 0 (1) (0 (0 0 (400 C 0) ( 0)
fibrosis 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo o0 (0o (o0 0000 5y ( 0 C 0 (C 0
scar 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo (oo (o0 008 (0 0 Co o0l
extramedullary hematopoiesis 0 0 0 0 0 2 1 0 1 1 3 0 0 1 1 0
(o0 (0 9o 6) ( 6) (19 ( 0) 08 (5 (0
[Circulatory system]
heart <12> <11> <16> <20>
‘thrombus 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
cococoe o coCco o (o0 086 (00 5 (0 (0 (0
Grade 1t Slight 2 : Moderatse 3 ¢ Marked 4 : Severe
a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax100

Significant difference ; *: P = 0.05 ** : P £ 0,01 Test of Chi Saquare



STUDY NO. ¢ 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 5
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ o & & @ ® ® o @ o» o’ O ® ® & B
{Circulatory system]
heart 42> A 16> <20

mineralization 1 1 0 0 0 0 0 0 1 0 0 0 3 6 2 0
(oo coCco o (o0 (8 0Co o0 (18) (30) (10) ( O

myocardial fibrosis 5 8 0 0 4 7 0 0 1 12 1 0 2 16 1 0
(42) {(50) ( 0} ( O (36) (64) ( 0) ( 0) ( 8 (7) ( 6) (0 {10y (80) ( 5) ( 0)

[Digestive system]

esophagus <12> <11> <16> 20>
necrosis 0 0 0 0 0 1 0 0

0 00 00
(o000 (o9 o (o000 oo

stomach <12> <1 <16> <20>
edema 0 0 0 0 0 0 0 0 0 1 0 0

0
(o0 cotoCo o ({0l () B GO B G B )]

<

mineralization 0 1 1 0 0 0 0 0 0 0 0 0 3 2
(088 n (oo (oCcocn o0 (13 (100 C 0y ( O

erosion: forestomach 0 0 1 0 0 0 0

1 0 0 0 0 0
({00 (ool (o0 (o000 (0000

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

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

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

(HPT150) BAIS3



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX : MALE PAGE: 6
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 18 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ B ® W @ & & W @ o & ® @ ® ® o
[Digestive system]
stomach 12> 1D <16> <205
ulcer:forestomach 0 0 3 0 0 1 0 0 1 0 0 1 1 0 0 0
oo (28 (0 (o0 (8 o0 s 5 (00 (o0
hyperplasia: forestomach 0 0 0 0 1 0 1 0 1 0 0 0 0 0 0 0
oo o (o090 (00l n 0o o (o
erosion:glandular stomach 3 1 0 0 1 1 0 0 2 0 0 0 1 0 0 0
(28 ( 8 (0 (O (o0 (13 oo 5 (00 (o0
utcer:glandular stomach 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(o0 oo o (1 (0 0o 0 CoCo o
Liver 12> <A1 <16> <20>
herniation 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(O CoCo (o0 (ool (13 (0 C 0 (o0 5) ( 0 0)(C 0
congestion 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 oo (oo (oo 0Co 0o
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o0 (o0 o0 (0CoCnCon 5) ( 0 ( 0) ( 0
peliosis-like lesion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o000 (oo Co o0 5 (0 C 0 (0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Harked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference * 1P = 0.05 *x ! P < 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Group Name Control 7500 ppm 15000 ppm 30000 prm
No. of Animals on Study 12 11 16 20
) Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & o @ & o W ® ® & & @ ® & o
[Digestive system]
Liver <12> 1> 18> <20
necrosis:central 1 0 0 0 0 0 0 0 0 2 0 0 1 2 0 0
8 oo (o0 (OCoH 0o 0 (13 ( 0) ( 0 5) (10) ( 0) ( 0
necrosis:focal 1 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo o0 co oo (o 00 (8 (0 OO0
Tatty change:central 0 0 0 1 0 0 0 0 0 0 0 0 1 1 1 0
(oo Co0(s8 oo oo 0o o (o0 5 ( 8) ( 5 ( 0)
fatty change:peripheral 1 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(a0l (oo (o0 086 (0o (o0 0o (00
deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (oo oo 0 C0 o0 (o0 0000
degeneration:central 0 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0
(o8 oo (0 e OCOCn (0
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G BEG) B Q) B Q) oo 0 8 (000 0o (0o
clear csll focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo o0 (oo (o0 00 (0o 000
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference ; x ! P = 0.05 *x 1 P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE : 8
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o ® o % ® ® & ® & ® O M & ® ®
[Digestive system]
Liver <12> 1D 16> 20>
acidophilic cell focus 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(1m0 C oo (o000 (oco o (o0 (8 (00 (0
basophilic cell focus 1 1 0 0 1 0 0 0 2 0 0 0 2 0 0 0
(88 Co0lon oo o0 (13 0 Co0(on 10y ¢ 0) C0) (O
vacuolated cell focus 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo oo oo oo (e oo o (8000
spongiosis hepatis 0 0 0 0 0 0 0 0 1 0 0 0 2 1 0 0
(00 oo oo (800l (100 ( 8 C 0) C O
bite duct hyperplasia 9 3 0 0 7 2 0 0 6 8 0 0 14 4 1 0
(78) (25) C 0) ( © (64) (18 ( 0} ( 0) (38 (50) ( 0) ( 0) (70) €20) ( B ( O
bile ductular proliferation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 oo (o0 (o0 oo oo (ocoCon(on
biliary cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o oo oo (oco oo (8 000
pancreas 12> a1 16> 2m
atrophy 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(GO IR G ) I G I Q) (18 ( 0 C 0 ( 0) oo oo (o0
Grade 1 : Stight 2t Noderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with Llesion
(c) c:b/ax*100

Sienificant difference :

*: P = 0.05

*=* : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. = 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 9
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 18 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & o ® ® ® W @ ® ® o ® & ® W
[Digestive system]
pancreas 12> A4 16> <20>
hyperplasiasacinar cell 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8ol (OCHCnCo Co oo (o0 (OO0 CoCn
[Urinary system]
kidney 12> 11> <16> 20>
congsstion 0 0 0 0 1 0 [} 0 0 0 0 0 0 0 0 0
oo oo (o000 coCo oo o0
hyvaline droplet 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (00 co e oo CoCo o (o
deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 oo (o oo oo (oo CoCco o (o0
chronic nephropathy 7 0 1 2 5 3 2 0 5 3 3 1 3 9 6 0 sk
(38) ( 0) ( 8 (17 (45) (27) (18) 0) (3D (19) (19 ( 8 (15) (45) (30) ( 0
papiLlary necrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 oo o0 (OCoCnCo (00 COCo 0o
mineralization:cortico-medullary junction 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (oo o (000 (00
Grads 1 ¢ Slisht 2 : Moderate 3 ¢ Marked 4 3 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax*100

Significant differencs ; ¥ 1 P = 0,05 ** 1 P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. & 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 ) DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 10
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & o @ & W o @ ®m ® o ® % ® ®

[Urinary system]

kidney <12> An <16> <20>
mineralization:papilla 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

0
(8000 (000 oo o toco oo

mineralization:cortex

L 1 8 3 0
(a0 (oo oo (Balo o (40) (18) C ) C 0

urothelial hyperplasiaipslivis 0 0 0 0 0 0 0 0 0 1 0 0 1 A 0 0
(o C0Cn o0 (ool o8 oo (8 (10000
urin bladd <12> 11> <16> <20>
simple hyperplasiaitransitional epithetium 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
o8 oo (oo o0 cocs oo 0o
nodular hyperplasiattransitional epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0

0 0 0
(ococo (o (o900 (ot Coon (o0

{Endocrine system]

pituitary <12> <1 <16> <20>
hyperplasia

0 0 1 0
(oo o0 ({9000 (oo (s 0Co (o0

Grade 1 @ Stight 2 ¢ Moderate 3 ¢ Marked 4 : Severse
<a> a : Number of animals examined at the site

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

Significant difference *: P = 0.05 *x 1 P 5 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS {0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 11
Group Name Cantrol 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 18 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings o & & o ® ® W ® @ W ® ® @ & B ®
[Endocrine system]
pituitary <12> 1D <16> <20>
Rathke pouch 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0

0
(o0 (0O (0o (ool

thyroid A <1 <16> <20>
uttimibranchial body remanet 0

0 0 2 0 0
(o000 (oo (o0 (oo (10 C 0o (0

C-cell hyperplasia 0 0 0 0 0 1 1 0 0
COCo o0 (18 C 0o (B oo (8B (o0

adrenal 12> 11> <16> <20>
hyperplasia:cortical cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o ool CoCo oo (8000 Co oo
hyperplasia:medulla 0 0 0 0 1 0 0 0 0 0 0 1 0 0

0 0
(oo (000 (oo (o0l

focal fatty change:cortex 1 0 0 0 1 0 3 1
8 o0 o (9Co0 0o (19 o oo (5 (5800

{Reproductive system]

testis 12> <A <16> <20>
atrophy 1 1 5 0 0 1 8 0 1 2 8 0 11 11 0
88 (420 09 (58 (0 (8 (1) (50 ( 0 (8 (5 (5 (0

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

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

Significant difference *: P = 0.0 *x : P < 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.  : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-~105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 12
Group Name Controt 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings w & ® ® M ® ® W ® ® ® o @ & ® W

[Reproductive system]

testis <12> <1 <16> <20
mineralization 0 0 0 0 0 0 0 2 0 0 0 8 0 0 0

0
(000 (a0l (B (oo (s o CoCo0

arteritis 0o 0o 0o 0 1 0 0 0 o 0 0 0 0 0o 0 0
ool (a0 o0 oo o0

interstitial cell hyperplasia 5 0 0 0 3 0 0 0 7 0 0 0 1 0 0 0 *
(42 C 00 C ) (0 (2 C 0 C 0 (0 (40 C ) C 0) ( O (8 00
prostate <i2> <1 16> <20
inflammation 1 0 0 0 2 1 0 0 1 2 0 0 2 2 0 0
(oo o (18 (900 ¢ 6 (13) C 0) (0 (10) (10) € 0 ( 0)
hyperplasia 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(8000 (0Co 0o (e o000 (s (000
mammary gl <12> <11> <16> <200
duct ectasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (o0 (o0 (o oo (8 o000
galactocele 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo o0 (G IO B Q) B V)| (8 Co0Co o
Grade 1t Slight 2 : Moderate 3 ¢ Harked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Sienificant difference * 1 P = 0.0 ** § P = 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 13
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings M ®w ® W @ m W W @ o & o @ & ® W
[Reproductive system)]
prep/cli sl 12> <AL 18> 20
duct sctasia 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
CocoC8 (o0 (oo 0 C0 0o 0o (o0
[Neruous system]
brain <12> AL <16> <20>
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o0 (oo (o 6) ( 0 ( 0 ( 0 0000
gliosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o (o0 oo (o0 6) ( 0) C 0 ( 0 OO0
spinal cord 12> A <16> <20>
hemorrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0CC0(on G B G ) B Q) B G )] 0O C8 (0o 0 C 0 (0 ( 0
[Special sense organs/appandags]
eye <12> AL <16> <20>
hemorrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(G BEGEE:) I G ) B (oo 0 Co (00 0 C 0o (0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Seuere
<a> a : Number of animals examined at the site
b b+ Number of animals with lesion
(c) c:b/ax100
Significant difference : x: P = 0.0 ¥ : P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 14
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ®m & O ® ® ® ® o o W @ B &

[Special sense organs/appandage]

eye 12> 1D 16> <20>
cataract 0 1 0 0 0 0 0 0

0 1 0
(o0l (o000 (a0 ln (8 0o

retinal atrophy 3 6 2 0 4 5 2 90 0 12 4 0 5 7 8 0
(25) (50) (17) ( 0) (36) (45) (18) ( 0 0 (m (25 (0 (25) (35 (40) ( 0
keratitis [ 000 0 00 0 00

0 0 2
oo oo ool (GO GRON QRO RGN 0ol

iritis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo oo oo oo oo (05 (0 (0

Harder gl <12> [¢B4 <168> <20>
inflammatory infiltration 0 0 0 0 0 0 0 0 0

0 0 0 1 0 0 0
(OO0 (00D ool ool

<

tymphocytic infiltration 0 0 0 0 0 1 0 0 0 0

2 0 0 1
(Mmoo (0000 (00 lon o5 0o

<

[Musculoskeletal system]

muscle 12> <1 <18> 20
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
80 Con o oo oo oo (on coCo oo
Grade 1 ¢ Slisht 2 : Noderate 3 & Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:tb/ax*100

Significant differencs ¥ : P = 0.05 % : P < 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. ¢ 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX 1 MALE PAGE : 15
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® ® & @ @& & W @ o o’ o ® ®
[Musculoskeletal system]
muscle A2 AL 16> <200
mineralization 0 1 0 0 2 0 0 0 0 0 0 0 0 0 0 0
o8 0o (18 (0o (o0 (oo oo oo (o0
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

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

(HPT150)

BAIS3



APPENDIX L 2
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

RAT @ FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0224 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ o ® o @ o o o @ o wm ® @ o\ o’ o
[Integumentary system/appandage)
skin/app <3 <11 15> 36>
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
oo oo CoCcocon (o0 o0 (oo
[Respiratory system]
nasal cavit <3 AD <15> <36>
‘thrombus 0 0 0 0 0 0 0 0 1 0 1 0 2 4 0 0
(oo oo oo (DD 0 (8 (1 oo
mineralization 1 0 0 0 5 0 0 0 1 0 0 0 7 0 0 0
(33) (o (o0 (4 (000 (oo o (18 C 0 (o (0
eosinophi lic change:olfactory epithelium 1 0 1 0 4 0 0 0 7 3 0 0 4 4 0 0 *x
(33 ( 0) (33) ( 0) (3) (000 (47) (20) C 0) ( O (1) (11 ¢ 0y C 0)
eosinophitic change:respiratary epithelium 1 0 0 0 2 0 0 0 2 0 0 0 3 0 0 0
(33 (0 (0 (0 (18 0y (0 ( 0 (1300 (8 oo o0
inflammation:respiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo oo oo (o0 (3 oo (o0
respiratory metaplasiatolfactary epithelium 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oco oo (oo (oo (o0 (3o (o0
Grade 1 ¢ Slight 2 ¢ Moderats 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax100

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

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean Findings ® @ B ® ®m ® B ® ® ® ® ® ® ® W ®
[Respiratory system]
nasal cavit <3 1D <15> <36>
respiratory metaplasia:gland 1 0 0 0 7 0 0 0 13 0 0 0 31 0 0 0
(33 (0 (o0 (0 () ( ) C 0) (O (8D (0 (0 (0 (8)y (00 (o0
erythropoiesis: increased 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o (o0 (oo (o (oo oo oo o (o0
tung <3 <11 15> 36>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coco oo oo oo oo (n o0 (oo o0
edema 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0l (GEY RGN G I Q) (oo (o0 oo oo
thrombus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo oo (0o (o (non (o oo oo
osseous metaplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo 0o (D00 oo
accumulation of foamy cells 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo o0 (000 CoCcoCon o (300
bronchiolar-alusolar cell hyperplasia 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
o0 o (18 (0 o0 (oo o0 coco oo
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b * Number of animals with lesion
(c) c:b/ax100

Significant difference ; ¥ 1P = 0.05

** : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. = 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 18
Group Name Contral 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o ® W @ & & o @ ® & o @ M ® O
{Hematopoietic system]
bone marrow <3 <11 <15 36>
necrosis:focal 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
0 (33) (0 (0 cococon o (oo o OCo oo
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0 0
(0000 (O Q) B Q) B Q) (oco (o 6) ( 3) (0 (0
granulation 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
coco o (0 (000 oo o 03O
increased hematopoiesis 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
oo oo oo oo (13 o0l oo
erythropoiesis: increased 0 0 0 0 2 3 0 0 2 2 0 0 1 0 0 0
oo (o0 (o0 (18 (21 C 0 ( 0 (13) (13) C 0 ( 0 oo
granulopoiesis: increased 0 0 0 0 0 0 0 0 0 1 0 Q 0 0 0 0
(o0 lon (o0 CoCn oo 00 (00
spleen <3 11> <15> <36>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo (oo (oo (oo 03 0o
hyaline droplet 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo COCCn o0 o oo {0 0 (3o (0
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference x: P = 0,05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 19
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ w ®» O @ & ® W @ & ® & @ o ! »
[Hematopoistic system]
spleen < <A <15> <36>
deposit of hemosiderin 0 1 0 0 0 1 0 0 0 3 0 0 1 26 0 0
(3300 (OCo (00 o200 (0 (3 (oo
extramedul lary hematopoiesis 0 0 0 0 0 1 2 0 0 4 3 0 0 0 0 0
(o0 o (9 (1’0 0 (2n (20 ( O cocoCo (o0
capsule hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
oo o0 (o0 (0o (oCn oo (3 oo (o0
[Circulatory system]
heart < 11> <15> <36>
mineralization 1 0 0 0 0 0 0 0 0 0 2 0 2 .12 4 0
(3 oy (o) (o (oo oo (1) o0 (8 (3 (1) (0
myocardial fibrosis 0 1 0 0 3 2 0 0 8 4 0 0 27 5 1 0 %
033 (0o (21 (18) C 0) ( 0 (83 (21 C 0) ( O (75) (14 ( 3 ( 0
[Digestive system]
tooth <3 <1 <18> <36>
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 oo oo oo oo coco oo
Grads 1 Slight 2 * Moderate 3 ¢ Marked 4 : Severe
Cad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; x P = 0.05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-~105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 20
Graup Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & ® ® ® W @ & @® o ® & | O
[Digestive system]
stomach < an <15 {36>
edema 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Co oo (o0 (oo o (onco o Cococo (o0
mineralization 0 1 0 0 0 0 0 0 2 0 0 0 2 0 0 0 %%
(003 (00 COCoLo0Co (0N (8000
erosion: forestomach 0 0 0 0 0 0 0 0 4} 1 0 0 0 1 0 0
oo o0 (ool coCn oo CoC3 oo
ulcer:farestomach 0 1 0 0 0 1 1 0 1 1 0 0 2 0 0 0 xx
({3 (00 (o0 (nCn 00 (8000
hyperplasia: forestomach 0 1 1 0 0 3 0 0 2 0 0 0 x 1 1 0 0 *x
(0) (33 (33) (0 Coc2n o0 (13 0y C 00 (a0
erosion:glandular stomach 1 1 0 0 2 0 0 0 2 1 0 0 4 0 0 0 xx
(83) (33 () (0 (18 0ol (D00 (1 C 0 C 0 (0
ulcer:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 (o (0o (ool (o000 (oo
large intes <D <A <15> <36>
epidermal cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo o (o (OCo 0o (D00 (OO0
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 @ Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100
Significant difference ; * 1P = 0.05 ** 1 P S 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 21
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings & & @ o @ W ® W ® ® & W @ & ® W
{Digestive system]
Liver <» 1D <15> <36>
herniation 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0

0
(say (o000 (ool (0o Co (o0 (a0

hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
necrosis:centrat 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
necrosis:focal 1 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
fatty change 0 0 0 0 2 0 0 0 0 1 0 0 1 0 0 0
fatty changs:central 0 0 0 0 0 0 0 0 0 1 0 0 3 0 1 0
fatty change:peripheral 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0

deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

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

b b : Number of animals with lesion
(c) c:b/ax*x100
Significant difference : *¥:P = 0.05 ** 3 P = 0.01 Test of Chi Sauare
(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 22
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o @ o & o ® & & O @ w ® W
[Digestive system]
Liver < 1D 15> <36>
degeneration:central 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo Co (o0 coco oo (oo lon (a0l
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 (0o (0 (ool (OO0 (OO0
granulation 1 0 0 0 2 1 0 0 1 0 0 0 5 0 0 0
(33 (0 (0 (o0 (18 (9 0o (D00 (14 C 0 0 (o
extramedullary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0ol (OCo 0o (Do (OO0
clear cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o Cnlon (o0l (oo oo
basophilic cell focus 2 0 0 0 0 1 0 0 * 4 0 0 0 6 2 0 0
(67 ( 0) ( 0) ( 0) (oo (o0 (20 C 0) C 0 ( O (1 . 6) C 0) C 0)
vacuolated csll focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo o0 (oo o0 (D00 (oo
mixed cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o oo (o coco oo (D00 (OO0
Grade 1 @ Slight 2 : Moderate 3 ¢ Marked 4 : Ssuers
<a?> a * Number of animals examined at the site
b b : Number of animals with lesian
(c) c:ib/ax*100
Significant difference ¥ P =0.05 ** ¢ P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS {(SUMMARY)
ANTMAL s RAT F344 DEAD AND MORIBUND ANIMALS (0-~105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 23
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® o ® W & W ® & ® o & & & W
[Digestive system]
Liver < A <15> <36>
bile duct hyperplasia 0 0 0 0 4 0 0 0 0 0 0 0 4 0 0 0
oo oo (36) (00 C0C0 (oco oo (i 0 o (o0
pancreas <D <11 <15> <36>
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo (o0 (oo (o0 (oo (ool on
[Urinary system]
kidney <3 11> <15> <36>
deposit of hemosiderin 0 0 0 0 0 1 0 0 1 1 0 0 2 0 0 0
oo o o0 (oo (D oo (6 0o
chronic nephropathy 1 0 1 1 2 2 1 1 4 2 2 1 7 4 4 0 %
(33 ( 0y (33) (393) (18) (18) ( 9 ( 9 (271 (13) (13 ( 7 (19) (11 (11) C O
hydronephrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(0CoC0ln (oo (o0 oo (n o (O
tubular necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
toco oo (oo (oo o0 o3 o0
Grade 1 : Stight 2 ¢ Noderate 3 : Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b * Number of animals with lesion
(¢c) ctb/ax*x100

Significant difference ;

*x P = 0.0 *x : P £ 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE
Group Name Contral 7500 ppm
No. of Animals on Study 3 11
Grade 1 2 3 4 1 2 3 4
Organ Findings ® 6 ® & @ ® o’

[Urinary system]

kidney <D AL
mineralization:cortico-medullary junction 1 0 0 0 7 0 0 0

(33 (OO0 (6 C ) (O (0

mineralization:papilla

0 0 0
(oo (B

mineralization:cortex

1 0
(s oo 0 (oo

urathelial hyperplasiapelivis

0
o0l (SRR ORI QRO I G

win bladd <3 (S0
simple hyperplasiattransitional epithelium 0 0 0 0 0

0
(Ol (a0

nodutar hyperplasiattransitional epithelium 0 0 0 0 0

0
(000 ool

[Endocrine system]

=

g

=

Nasd

pituitary <3» <1
angiectasis 0 0 0 0 0 0 0 0 0
oo oo (RO RE QIO R Q) B Q) 0)
Grade 1 : Slight 2 : Noderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100

Significant difference x: P = 0,05 *% ¢ P = 0,01 Test of Chi Sauare

(HPT150)



STUDY NO.  : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 25
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings & & B W @ W & o ® & & ® & & ® o

[Endocrine systen)

pituitary <D AL 15> 36>
cyst 1 0 0 0 3 0 0 0 5 1 0 0 2 1 0 0
(33 (0 (oo (zn oo (s (D00 (8300
hyperplasia 0 1 0 0 0 0 0 1 0 2 3 0 0

0 10
(ool (0ol (n(nconlo (880l

Rathke pouch 0 0 0 0 o 0o 0 0o 1 0 0 0 2 0 0 0
oo oo (oo (00 (et o0

thyroid <P (@31 <15> <36>
C-cell hyperplasia 1 0 0 0 2

0
(s (o0 (20 C O C 0 (0 (D000 (a0l

0 0 0 0 0 0 0 0 o 0 0o o 1 0 0 0
tocoo o oo oo (oo (o0 (00

focal follicular cell hyperplasia

adrenal < <11 <15> <36>
peliosis-like lesion 0 0 0

1 2 1 1 0 6
(s C 000 (900 (B (DN Cow (800

necrosis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo (3o (oo (oo Cn oy oo oo
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b * Number of animals with lesion
(c) cib/ax100

Significant difference ; *: P = 0.05 xk ! P = 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. & 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 28
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals an Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & W @ ® ® W @ WO ® O @ 5 ® o
{Endocrine system]
adrenal < <11> <15> <36>
extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo coco oo (D00 OO0
hyperplasia:cortical cell 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(0o CoOCoCn o0 (o000 8) ( 0 (0 (0
hyperplasia:medulla 0 ¢ 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(ocooco o (D00 (oo ol 0o
focal fatty change:cortex 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(o oo o tococo o (oo o0 Lo
increased lipid:cortex 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo oo (00 (oo o0 000
[Reproductive system]
ovary <D an <15 <36>
cyst 0 0 0 0 0 0 0 0 2 0 0 0 0 1 0 0
oo oo oo o (13 C 0 (0 ( 0 0300
uterus <3» 1D 15> <365
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo o0 oo o0 oo ooy 03 Cnln
Grade 1 : Stight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:b/ax*l00

Significant difference ; *: P =0.05

xx 1 P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 27
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ® W @ & & o @ ® ® W @ 5 ® &
{Reproductive system]
uterus <3 A 15 36>
cystic endometrial hyperplasia 0 0 0 0 1 0 0 0 0 1 0 0 2 0 0 0
oo (oo Doy 0CnD o (0 6 (0 (0 (0
mammary gl <D <11> <15> <36>
hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3000 A o0 0 0o o0 oo (o
[Neruous system]
brain < 11> <15> BTN
vacuolic change 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a3 (oo (o o0 (o0 0o oo oo (o0
mineratization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo coCon 0o 000 OO0
[Special sense organs/appandage]
oye < <AL <15> <36>
hemorrhage 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo (o0 0 C0 (o0 (o0 0O CoCn (o0 0000
Grade 1 : Stight 2 ¢ Moderate 3+ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference ; x: P s 0,05 % 1 P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 28
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & o @ ® B M @ ® o’ o @ W & o
[Special sense organs/appandage]
eye < <11 <15> <36>
cataract 0 0 0 0 0 1 0 0 0 0 1 0 1 0 1 0
(o0 lo (o9 oo (oo Cn o (D30
retinal atrophy 0 2 1 0 0 6 3 1 4 4 6 1 8 7 16 1
(0 (867 (33 (0 (0 (585 (271) ( 9 (2n (2n) (40 ( 7 (22) (19) (44) ( 3
keratitis 0 0 1 0 0 0 0 0 0 1 0 0 1 1 1 0
C0Co (3o COCo 0o toCn oo (HCHCH”
iritis 0 0 0 0 0 0 0 0 0 0 0 0 2 1 1 0
oo oo (OCco 0o (oconcodn (633
Harder gl <D AaAn <15> <36>
degeneration 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
co oo o CoCo o0 (o0 (o Cn oo (0300
inflammatary infittration 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
o0 (3o oo o (o0 (oo (o0 (OO0
Lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo oo (o0 (oo o0 (30 oo
[Musculoskeletal system]
bone <3 <11> <15> <36>
osteosclerosis 1 0 0 0 0 2 0 0 3 1 0 0 4 2 2 0
(3 (oo (o (00w’ (0o (20 (D0 (e (86 (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(e¢) c:b/ax*100
Significant difference ¥ ¢ P = 0.05 ¥ 1 P S 0,01 Test of Chi Square



APPENDIX L 3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

RAT @ MALE : SACRIFICED ANIMALS



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 1
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 39 34 30
Grade 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® W W @ W & o @ ® & W ® o @& o
[Integumentary system/appandage]
skin/app B <34> <30
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0
0 (0 o oo (o0 (o3 CoCo o0 (o0
epidermal cyst 0 0 0 1 0 0 0 0 0 0 0 1 0 0
0 (0 (o300 (oCco o (0 (o300
[Respiratory system]
nasal cavit <39 <34> <30
thrombus 0 0 0 0 0 0 0 0 0 0 0 1 0 0
00 (OCC0n (o0 coco ooy (oo o0
mineralization 0 0 32 0 0 0 xx g 0 0 0 11 0 0 0
0) (0 (82) ( 00 ( 00 ( 0 (28) (0 C0)(C O (3 C 0 C 00
eosinophi lic change:olfactory epithelium 0 0 26 2 0 0 18 7 0 0 13 7 0 0 *
0) ( 0 (67 ( 8 C 0) (C 0) (83) (21) C 0 ( 0 (43) (23) ( 0 ( O
eosinophi lic change:respiratary epithelium 0 0 12 0 0 0 8 0 0 0 6 0 0 0
0 (0 (s1) C ) C 0) C Q) (20 C 00 C 0 (0 (200 C ) C 0) C 0
inflammation: forsign body 0 0 11 4 0 0 7 0 0 0 7 1 0 0
0 (0 (28) (100 ( 0) ( 0) (21 C o) C 0) ( O (23 ( 3 (0 (0
Grade 1 @ Slight 2 : Moderate 3 Marked
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(c) c:b/ax*100
Significant difference ; *: P = 0.05 % 1 P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE: 2
Group Name Control 7500 ppm 15000 pem 30000 ppm
No. of Animals on Study 38 33 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & @& o @ o B W @ o ® O ® & & W
[Respiratory system]
nasal cavit <38> <8 384> <30
inflammationirespiratory epithelium 3 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(oo oo (o0 (e oo (o (o0
respiratory metaplasia:olfactary epithelium 7 0 0 0 3 0 0 0 5 0 0 0 4 0 0 0
(1 (oo (000 (15 (. 0) C 0 ( O (3o on
respiratory metaplasiaigland 35 0 0 0 34 0 0 0 29 0 0 0 29 0 0 0
(s (0o (8D 000 (8) (000 (en oy C ) C 0
larynx <38 <3 34> <30>
inflammation 1 0 0 0 0 1 0 0 2 0 0 0 1 0 0 0
(0o (o300 (8o (oo
trachea <38> <8 <34> <30
inflammation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo (o o oo (o0 cocoC3 {0 coCco oo (o0
tung <38> <3P <34> <30>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oy (o (oo oo o (o0 (3 oo oo (oo
osseous metaplasia 1 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(a0 (o0 (o0 (o0 (8o lon (3o oo
Grade 1 : Slight 2 : Moderate 3 ¢ Marked ¢ Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion

(c) cib/ax100

Significant difference * P = 0.05 % 1 P < 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 3
Group Name Control 7500 pem 15000 ppm 30000 ppm
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o ® W ® W ® & @® o ® & ® W
[Respiratory system]
lung <38> <39> £34> <30>
accumutation of foamy cells 1 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(3 oo (o (000 0o D000
branchopneumonia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo o (o0 (oo (o0 0 (30 (o0 0o oo
bronchiolar-alueolar cell hyperplasia 2 0 0 0 7 0 0 0 2 2 0 0 1 2 0 0
(5 00 (o0 (18 C 0 (o0 8) (6 (0 (0 DL 0
{Hematopoietic system]
bone marrow 38> <39 <84> 30>
atrophy 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo oo o300 0Co oo 000 (o0
necrosis:focal 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oCCon o (o0 0 o0 (o0 0300
granulation 1 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(3300 cocoCn o ) B G I Q)] o000
fibrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo toco oo ey oo OCOCn 0
Crade 1 : Stight 2 ¢ Moderate 3 : Marked 4 : Severe
<a?> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference *: P = 0.05 *x : P £ 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL > RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Graup Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 33 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o o’ O ® & & & m & ® o ® B & W
{Hematopoietic system]
bone marrow 38> <38 <34> <30>
increased hematopoiesis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (a0 0 Co0 (0o (o000
erythropoiesis: increased 2 1 0 0 1 1 0 0 0 1 0 0 1 1 0 0
(00 (33 (0o O3 0o (L
Lymph node 38> 39 <34> <80>
dilatation 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o3 oo (a0 0OCo oo CoCco oo
granulation 1 0 0 0 0 3 0 0 3 0 0 0 3 2 0 0
(o0 o o800 9000 (1) (Do
spleen <38> <33 <34> <80>
ectopic tissue 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00 COCo 0o 0000 (3300
deposit of hemosiderin 2 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(B 0o CoCo oo 00 o0 (o3 oo
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo oo o (o0 00 (OO0
Grade 1 @ Slight 2 * Moderate 3 ¢ Marked 4 1 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with tesion
(c¢) cib/ax*x100
Significant difference ; *x: P = 0,05 ** 1 P 5 0,01 Test of Chi Square

(HPT150)

BAIS3




STUDY NO. = 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE :
Group Name Control 7500 ppm 15000 ppm 30000 pem
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines @ W & o @ & & W W & ® W & H & »
[Hematopoietic system]
spleen <38> 3P 34> <3
fibrosis 1 0 0 0 5 0 0 0 2 1 0 0 1 0 0 0
(oo o0 (1B ol 6) ( 300 (000
extramedul lary hematopoiesis 2 0 1 0 0 1 0 0 1 0 0 0 0 0 1 0
(5030 o300 H (o0 (oo 3o
capsule hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
coCo oo (a0 o0 0o oo (O COCo0
[Circulatory system]
heart 38> <3P 34> 30>
mineralization 0 0 0 0 4 0 0 0 0 0 0 0 2 0 0 0
oo oo coCo oo 0o oo (oo o
myocardial fibrosis 8 29 1 0 8§ 31 0 0 3 3 1 0 5 24 1 0
(21 (78) ( 3) ( 0) (21 (79 C 0) ( 0 9 (8) (3 (0 (17) (80) ( 3) ( 0
artery/aort <38> <39> <34> <30>
: arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
oo o0 (GO R G O B Q) I QI ) 00 oo COCnDCo (o0
Grade 1 Slight 2 * Moderate 3t Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
{(c) c:ib/ax100

Significant difference

* 3

P < 0.05

*x 1 P = 0,01

Test of Chi Sauare

(HPT150)



STUDY NO.  : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL * RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 6
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & ® ® @ & ®w W ® ®» ® ® ® & o’ O
{Digestive system]
tooth 38> <39 (&7 <30>
dysplasia 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0

(ool (o Cco(3 (o0 oo oo (SN GO GO RG]

stomach 38> <39 30> <30>
atrophy R 0 0 0 0 00 0
030 (oo 0. (ool oo o

ulcer: forestomach 1 0 1 0 0 0 0 0 0 0
(330 (ocondon (oo (0 (a0

erosion:glandular stomach 2 0 0 0 1 0 0 0 1 0 0 0 3 0
(oo o0 (3o oo (o0 (1) ¢ 0 0o

Liver <38> <39 <34> <30>
herniation 0 0 0 0 1 0 0 0 1 0 0 0 1

0
(oo (o0 (a0 (3000 (0o

peliosis-Llike lesion 1 0 0 0 1 0 0 0 0 0
(3o oo (3o 0o (G B G ) I G I G cocoCon (o0

necrosis:zonal 0 0 0 0 0

0 0 1
(oo o oo oo (o a0 (00l

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

b b ¢ Number of animals with lesion
(¢) c:ib/ax*x100

Significant difference * P = 0,05 *x 1 P = 0.01 Test of Chi Sauare

(HPT150) BAIS3




STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 7
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® @ ® W @ & o’ W @ W & & @ B ® O
[Digestive system)
Liver {38> 3% <34> <380
necrasis:central 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (DO oo oo coco oo
necrosis:focal 5 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(13 (000 (oo o coco oo cococo o
fatty changs:peripheral 0 1 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(O30 (L (o0 (00
granulation 15 0 0 0 18 1 0 0 14 0 0 0 10 0 0 0
(39 (0 C 0) (0 (46) ( 3y C O (O (4 C 0 C 0 (0 (s (o (oo
clear cell focus 14 4 0 0 8 4 0 0 10 4 0 0 4 0 0 0 **
(30 (1 C O (0 (a21y (100 C 0y ( 0 (29) (12) C 0 ( 0O (B o000
acidophilic cell focus 6 1 0 0 g 2 0 0 g 0 0 0 2 0 0 0
(183 ( 3 C 0) C 0 (23 (5 (0 (0 (28) ( 00 C 0 ( 0 (D00
basophilic cell focus 15 1 0 0 9 5 1 0 8 2 0 0 4 1 0 0
(39 ( 3y (0 (0 (23) (1 ( 3 (0 (20) ( 8 C O) (O (13 (3 0 (o0
vacuolated cell focus 3 1 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(8o (oo o0 o (00
Grade 1 : Slight 2 : Moderate 3 : Marked 4 @ Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100

Significant difference

*: P = 0,00 ¥ : P = 0,01

Test of Chi Sauare

(PT150)

BAISS



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® o ® @ o & O @ ® & o @ & & ®
[Digestive system]
Liver <38> &t 34> <30
mixed cell focus 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo (o000 (ococo o QO I G ) I G ) B Q)|
spongiosis hepatis 3 1 0 0 5 0 0 0 7 0 0 0 4 0 0 0
(300 (13 oo (2 C 0y C o) C 0 (13 C (00
bile duct hyperplasia 23 15 0 0 23 16 0 0 17 17 0 0 16 14 0 0
(61) (39 ( 0) ( O (59) (41) ( 0 ( O (50) (50) ( 0) ( 0 (83) (47) ( 0 ( O
pancreas <38> 3P <34> 30>
atrophy 6 0 0 0 5 1 0 0 10 0 0 0 3 0 0 0
(18 € 0 C 0)C 0 (13 (300 (2 0y C 0 (O (100 C 0 C 0) C O
basophi lic changs 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o (o0 (O B G )  G) BE G )) (oo o0 (3o
[Urinary system)
kidney <38> 3P B4 30>
deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(3o oo (oo oo (oo o0 (o3l
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference ; ¥ 1P =0.05 ** ! P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE: @
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 38 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® o W W @ o ® W ® & ® W @ & w O
[Urinary system]
kidney <38> BD 34> <30>
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
0 C 0ol 0y C o (0o 0o (oo
chronic nephropathy 1 16 17 4 0 14 22 3 2 12 20 0 4 17 9 0
3) (42) (45) (11 0) (36) (56) 8) 6) (35) (59 0) (13) (57) (30) ( 0)
mineralization:papilla 1 0 0 0 0 0 1 0 0 0 0 0 2 0 0 0
oo o 0030 0 C0C0 (o0 (Do o0
mineralization:cortex 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
0 Co o0 0Co oo 000 ¢ o o0
urgthelial hyperplasiaipslivis 1 2 0 0 0 1 0 0 0 2 0 0 1 3 0 0
3 (5 (00 e300 0 (8 (0 (0 (3100
urin bladd <38> <39> <34> 30>
simple hyperplasiastransitional epithelium 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
0 CoCo (0 0300 0O CoCnCon oo o0
{Endocrine system]
pituitary 38> 39 34> 30>
angiectasis 0 0 0 0 1 0 1 0 0 0 0 0 1 0 0 0
000 (0 030 000 o0 (300 Con
Grade 1 : Slight 2 : Noderate 3 Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference

¥ P = 0.05 *x P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY MO, : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 10
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 38 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & O @ w & O ® ® & o @ & o O
{Endacrine system]
pituitary <38> <39 <34> <30
cyst 1 1 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(3300 (00 (o0 (OCo 00 COCoCnon
hyperplasia 4 5 0 Q 10 3 0 0 2 2 0 0 11 2 0 0 *
(1) (13) C 0) ( 0) (26) ( 8 (0 (0 (8 (800 (s (Do
Rathke pouch 0 ] 0 0 2 1 0 0 1 1 0 0 0 0 0 0
(oo (5 300 (A0 oo oo
thyroid <38> <3P <34> <30>
ultimibranchial body remanet 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o (000 CoCcon o0 (o0 Coco oo
C-cell hyperplasia 8 1 0 0 7 0 0 0 6 2 0 0 4 0 0 0
(21 ( 3y (0 ( 0 (18 0 (o0 (18) ( 8) C 0 ( O (13) C 0) C 0) ( 0
Tocal follicular cell hyperplasia 0 0 0 0 1 1 0 0 0 1 0 0 0 0 0 0
oo oo (33 0o O3y o0 COCcCoCo (o0
adrenal <38> <3 (&5 <30>
hemorrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3y oo (OC 0o (ool cococo o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) ctb/ax100
Significant difference ; ¥ : P = 0,05 %% : P £ 0.01 Test of Chi Saquare

(BPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 11
Group Name Controt 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W W o W & ® ® @ ®m & O ® M W O
{Endocrine system]
adrenal {38> <3P 34> 30>
cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
toconCcoCon CoCoCnon (GO NG Q) I G| oo oo
hyperplasiatcortical cell 1 0 0 0 3 0 0 0 1 1 0 0 2 0 0 0
(3o o (0o (300 (oo o
hyperplasiasmedul la 3 1 0 0 3 4 0 0 1 2 0 0 3 0 0 0
(8 3y oo 8 (100 (0 (0 (3800 (1) C 0 o0
focal fatty change:cortex 7 0 0 0 5 0 0 0 8 0 0 0 3 0 0 0
(180 (0o (oo (o (26 C o) C O (O (100 C 0) C 0) C 0
{Reproductive system]
testis <38> <39 <34> <30
atrophy 2 3 30 0 3 3 3 0 2 3 28 0 3 1 22 0
(5 (8 (79 (0 (8 (8 (79 (0 (6 (9 (8) (0w (100 ( 3) (73) ( 0)
mineralization 3 1 0 0 2 0 4} 0 3 0 0 0 3 0 0 0
(83 0o (800 (900 10y C 0y C 0y (0
arteritis 1 0 0 0 2 2 0 0 0 0 0 0 0 0 0 0
(3 oo o (500 oo oo CoCo oo
Grade 1 : Slight 2 ¢ Moderate 3t Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference ¥ P = 0.05

¥ 1 P = 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 12
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, @ o ® o ® & o’ W @ o % W @ ® ® o
[Reproductive system)
testis <38> 3D [&:7:53 <B»
interstitial cell hyperplasia 3 0 0 0 2 0 0 0 4 1 0 0 3 0 0 0
(8 oo (8000 (12 ( 3y 0w (100 C 0y C o) C 0
epididymis <38> <39 34> <30>
inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo (3o oo oo (oo oo oo oo
prostate <38> <33 <34> <30>
inflammation g 3 0 0 8 2 0 0 8 3 0 0 8 2 0 0.
(2 (& C 00 (a2 ¢ 5 C 0 (0 (2) ( 2 C 0 (O (20 (D0
hyperplasia 4 0 0 0 38 0 0 0 4 0 0 0 1 0 0 0
(I oo (o (23 C 0 (0(n (12) C 0 C 0) ( 0) (3o
mammary gl <38> <39> <34> <30>
duct ectasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo (OO0 (o000 (oo o0
hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o (3000 coco oo coconCconon
galactacels 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3 oo CoCo o (o0 o000 ool
Grade 1+ Slight 2 : Moderate 3 : Marked 4 : Severe
<a» a : Number of animals examined at the site
b bt Number of animals with lesion
(c) cib/ax100

Significant difference

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

(HPT150)

BAIS3



STUDY NO. @ 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 18
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 39 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & W W ® W ® W ® o @® @ ® ® W
{Reproductive system]
prep/cli gl <38 3% <34 <30
duct ectasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 CoCo o OCo 0 (o0 00 (oo 0 Co o0
[Neruous systen]
brain 38> L3P 34> <30>
necrosis: focal 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo 000 0 (3 (00 0o o0
[Special sense organs/appandage]
oys <38> <39 <34> <30>
cataract 1 2 0 0 0 3 1 0 0 5 0 0 0 0 0 0
(3500 0830 0 (15 ( 0 (0 0 C 0 (0o
retinal atrophy 7 14 15 1 2 14 23 0 0 13 20 1 2 12 16 0
(18) (37) (39 ( 3) 5) (36) (59 ( 0 0) (38 (59 ( 3) 7) (40) (53) ( 0)
keratitis 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(5000 0 C0 0 (o0 0Co0Co o 0 €0 0o
Grade 1 : Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference ; * 1 P = 0.05 ¥ ¢ P = 0.01 Test of Chi Square

(HPT150)

BAIS3




STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 14
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 33 34 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® & & O @ & & O @ & ® o @ o ® O
[Special sense organs/appandags]
eye <38> <39 <84> <300
iritis 1 2 0 0 0 0 0 0 0 0 0 ¢ 0

1 0 0
(0o (a0 oo (oo Ca o

Harder gl <38 <8P <34> <30>
degeneration 0 1 0 0

0 0 0 0
(o300 (o000 oo (oo lnlo0

inflammatory infiltration 0 1 0 0

0 0 0 0 0 0 0 0 0 0 0 0
o3 0o (oo Co (o0 oo oo CoCcoCcoo o
lymphooytic infiltration 2 1 0 0 1 1 0 0 1 0 0 0 1 0 0 0
({3000 (30 (3o oo (3000
[Husculoskeletal system]
muscle <38> (&) 34> <380
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o0 (O C0Co o CoCo oo (000
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c¢) c:b/ax*100
Significant difference ; * 1 P = 0.05 ¥ 2 P = 0,01 Test of Chi Sauare
(HPT150)

BAIS3



APPENDIX L 4
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

RAT @ FEMALE : SACRIFICED ANIMALS



STUDY NO. = 0224

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Contral 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 - 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ B o’ ® ® ® ® @ W ® ® @ ® & ®
[Integumentary system/appandage]
skin/app A 3P <35> 14>
ulcer 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o200 o0 oo oo CoCoCo o oo
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 CoCoCon o (o300 (oo on
scab 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(22000 (3ol (oo (ocolo oy
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo 0o (ool oo oo (oD on
[Respiratory system]
nasal cavit An <39 <35> <14>
mineralization 6 0 0 0 15 0 0 0 * 2 0 0 0 0 0 0 0
(13 0o (o0 (38 ( 0 C 0 (0 QY G ) B Q) B G Co 0000
eosinophilic change:olfactory epithelium 18 16 3 0 20 10 1 0 12 15 3 0 2 6 4 0
(38) (30 (6 (O (51) (28) ( 3 ( 0O (3 (4 (9 (0 (14) (43) (29 ( 0
ensinophi lic changeirespiratory epithelium 15 0 0 0 16 0 0 0 14 0 0 0 4 0 0 0
(32 (0 C 0 (o0 (41 C 0y C 0) C 0) (49 ¢ 0 C 0 ( O (28) C 0) C 0 C O
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesiaon
(c) c:b/ax100
Significant difference ; ¥ 1P = 0.05 ** 1 P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 16
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ & W W ® & ® W ® ® ®» ® o W ®
[Respiratory system]
nasal cavit <47 38> <35> <14>
inflammation:foreisn body 5 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(1) C o 0o (00 (oo o (o C0o0
respiratory metaplasiatolfactory epithelium 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(22000 o0 (o0 (D0 (oo oo
respiratory metaplasiaigland 43 0 0 0 35 4 0 0 34 0 0 0 14 0 0 0
(sny C 0y C o) (o (80y ( 0 C 0} ( O (e C o) C o0 (100) C 0 C O C 0
larynx A7 <3 <35> 14>
inflanmation 3 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo oo oo (oo (ococo o
lung 47> <39 <35> <14>
accumulation of foamy cells 3 0 0 0 3 0 0 0 4 0 0 0 1 0 0 0
(8 (oo (o0 (8ol (oo o (oo
bronchialar-alueolar cell hyperplasia 1 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0
220000 (a0 (03000 ({00
{Hematopoietic system]
bone marrow <47 <39 <35> <14>
deposit of hemosiderin 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
oo oo (oo o (o0 (8 ool (OO0
Grade 1 : Slight 2 * Noderate 3 ¢ Marked 4 : Severe
<Ca> a * Number of animals examined at the site
b b : Number of animals with lesion

(c) c:b/ax*l00

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

(HPT150)

BAIS3



STUDY NO. ¢ 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 38 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o @® o @ & o’ W ® o & O ® & @ O
[Hematopoietic system]
bone marrow 47> <39 <35> <14>
granulatian 2 1 0 0 3 2 0 0 1 2 0 0 1 0 0 0
(2000 (& (s (0l 3 (600 D000
histiocytosis 1 0 0 0 1 0 0 0 3 1 0 0 0 0 0 0
(22000 (a0 Cco o0 9 (3 Co0lo0 000 o0
increased hematopoiesis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (ool 0o 0o 0o
erythropoiesis: increased 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(2009 (oo 000 O 00
lymph node 47> <38> <35> 14>
granulation 0 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(o C2C00 (o0 (ool OO0 7000
thymus 47> 3P <35> 14>
glandular metaplasia 0 0 0 0 0 1 0 0 0 0 0 0 0 0 ¢ 0
(CcColo0 o030 lo 0000 OCo oo
spleen 47> <39 <35> <14>
hyaline droplet 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (0 (oo (o0 0 C o0 (o0 0o (0o
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference * 1 P = 0.05 *% : P £ 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ o @ o @ & @ o @ o & o @& M ® W
[Hematopoistic system]
spleen <A <39 35 <14>
deposit of hemosiderin 0 22 0 0 1 16 0 0 1 11 0 0 0 8 0 0
(0 (4an (0 (0 (34 o (0 (30 (0 (4 0 (o0
extramedullary hematopoiesis 0 2 1 0 0 0 0 0 0 2 0 0 0 0 0 0
(o200 oo (e 00 (ocon oo
capsule hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (OO0l (oo (0 () G B G I )]
[Circulatary system]
heart 4D 3% <35> <14
mineralization 0 0 0 0 0 0 0 [4 0 0 1 0 0 0 0 0
(o000 (oo Q) B ) B (<) B Q)] (oo o
myocardial fibrosis 24 12 0 0 23 7 0 0 22 4 0 0 13 0 0 0 *
(51) (26) ( 0) ( O (59 (18 ( 0) ( 0) (83) (11 C 0) C 0 () (000
artery/aort <A47> <39 <35> <14>
arteritis 0 0 0 0 1 0 0 0 1 1 0 0 0 0 0 0
coco oo 3y oo o0 (Y oo o0
Grade 1@ Slight 2 : Moderate 3 ¢ Marked 4 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c¢) c:ib/ax100

Significant difference ;

* 1P = 0.05 * ¢ P < 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 4
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® o ® o @ ® ® W @ w & @ o ® W
[Digestive system]
stomach A 39> <35 <14>
ulcer: forestomach 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 CoCo oo (oo Coco ooy
hyperplasia: forestomach 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o200 (oo (o (o000 (oo o
Liver Un <39 35> <14>
herniation 4 0 0 4} 3 0 0 0 1 0 0 0 0 0 0 0
(a9l on (00l n (3000 (oo co (o0
necrosis: focal 1 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(00 Co o0 (5 (000 (00 n (D0
fatty change:central 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
coco 20 oo o0 oo oo Q) B Q) B Q) B Q)]
fatty change:peripheral 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 oo (oo (G RGN ) B GV IR Q)] cocoConCon
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
C2y o0 Co (o (OO0 o oo oo coCco oo
granulation 30 3 1 0 18 0 0 Q0 % 25 0 0 ¢ 6 2 0 0
(e ( 6 (20 (0 (48) C 00 C 00 ( 0O (70 C 0y C 0 (0 (43) (149 C 0 ( O
Grade 1 : Slight 2 : Moderate 3 & Marked 4 : Severs
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference ; x: P = 0.05 xx 1 P S 0.01 Test of Chi Sauare
(HPT150)

BAIS3



STUDY NO. = 0224

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 20
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® o ® o @ ®m ® o ® o @® ® @ & W o
{Digestive system]
Liver 47> <39> <35> <14>
clear cell focus 2 1 0 0 4 0 0 0 3 0 0 0 0 0 0 0
Ca 2000 (1) C 0y C 0 C 0 (oo o (0Ol
acidophilic cell focus 2 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(0o o3 oo (00 n (oo
basophilic cell focus 20 0 0 0 21 0 0 0 19 1 0 0 6 1 0 0
(43) C 0) C 0) (0 (54) C 0) C 0) C0) (54) ( 3 C 0) C 0 () (D000
vacuolated cell focus 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (oo oo oo (G B Q) I G ) I Q)
mixed cell focus 1 0 0 0 1 0 0 0 0 0 0 0 0 0 ¢ 0
20000 (oo (oo cocoCo o
bile duct hyperplasia 12 0 0 0 14 0 0 0 13 0 0 0 5 0 0 0
(26 ( 0) C 0) (0 (38 (0 (0 (0 (s Ccoco (0 (3) (0 (0o
cholangiofibrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (0o oo o000
pancreas 47> [&ichd <35> <14>
atrophy 4 0 0 0 5 0 0 0 2 0 0 0 2 0 0 0
(0000 (13 0y (00 (8o lon (1) (0o
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 1 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e¢) c:b/ax*100

Significant difference :

* ! P = 0.0 xx 1 P = 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 21
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® & o ® & % o @ % o’ O ®m & ®
[Urinary system]
kidney 4D <38 <35> <14>
necrosisizonal 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (o (o0 (o0 oo oo COCnDC0 o0
cyst 0 1 0 0 0 0 0 0 0 0 0 0 0

0 0 0
(o200 (000 o0 (oo (oo o0

deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
22000 (oo oo oo Co (o0
chronic nephropathy 12 20 8 2 9 17 7 2 4 22 9 0 % 4 8 0 0
(28) (43) (17) ( 4 (23) (44) (18) ( 5) (11) (83) (28) ( O (29) (57) ( 0) ( ®
mineralization:cartico-medutlary junction 16 1 0 0 24 0 1 0 x 22 0 0 0 % 13 0 0 0 xx
(s) (22 C 0 (0 (62) C 0 C 3)( 0) (63 ( 0) C 0 (O (g (0o
mineralization:papilla 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oo (30 o0 oo (o (oo o0
mineralization:cortex 0 0 0 0 0 0 0 1 0 0 0 0 0

00 0
oo oo oo (a0 o0 oo oo

[Endocrine system]

pituitary <46> 39> <35> <14>
angiectasis

1 1
209000 (00 (o000 (D00

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

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

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

ey e

noTeA



STUDY NO. @ 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 22
Group Name Controt 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ ® & O @ @& & W @ | o’ W & & ® o
[Endocrine system]
pituitary <46> <39 <35> <14>

oyst 8 2 0 0 g 2 71 0 0 3 1 0 0
(1) a0 (28) ( 5 ( 3 (0 (20 €3 C 0 (O (2D (D00

hyperplasia 9 8 0 0 2 5 0 0 6 8 0 0 3 2 0 0
(20) (18) C 0 ( 0 (58 (13 (00 (1) (23 ( 0) ( O (z1) (14 C 0 C 0
Rathke pouch 1 0 0 0 2 0 0 0 0 0

0 1 0 1 1 0
(a0 ({000 (a9l (D (o

o

thyroid <47 <39 <35> <14>
ultimibranchial body remanet 1 0 0 0 0 0 0 0 0
C20 o0 (o0 (

0 0
Yoo (o oo oo ooy o0

=]

C-coll hyperplasia 0 0 4 0 0 0

4 0 0 1 0
(a0 (o0 (10 C O o (0 (MO0 (0o

focal follicular cell hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (ool oo COCo oo
adrenal <47 3P <35> 148>
peliosis-like lesion 23 6 1 0 18 8 0 0 18 6 0 0 6 1 0 0
(49) (13) ( 2) ( 0) (46) (21 ( 0) ( 0 (51 (1) C 0 ( O (43 (D 00
Grade 1 @ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100
Significant difference ; * 1 P = 0.05 ** 1 P = 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. ¢ 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 "
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ | ® o @ & o o @ ® ® W @ W ® M
[Endocrine system]
adrenal A7 B <35> 14>
hyperplasiatcortical cell 4 2 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(o a0 (o0 (3300 co oo o 0 C0 0o
hyperplasiatmedul la 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
CoCo oo COC3 00 (000 0COCn (0
focal fatty change:cortex 7 0 0 0 5 0 0 0 0 1 0 0 x 1 0 0 0
(18 € 03 C 0) C 0 (1o o3y oo o0
[Reproductive system]
ovary 47> <38> <35> <14>
cyst 1 1 0 0 0 0 0 0 0 1 0 0 0 0 ¢ 0
(2202000 o0 o (o300 0 Co 0o
uterus (vps 3P <35> 14>
cystic endometrial hyperplasia 1 1 2 0 2 1 0 0 6 1 0 0 1 0 0 0
(2220490 (83 0o (1 (3 0o OO0
mammary gl [<Cyp <3P <85> <14>
hyperplasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(200000 oo (oo o0 0 Co 6o
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference *x 1P =0.05

®»* 1 P S 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. & 0224 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 24
Group Name Cantrol 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ | ®m W @ ® & o @ w ® ® @ o ® W
{Neruous system]
brain A7 3D <35> A4
vacuolic changs 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (oo oo (oo o CoCo oo
[Special sense organs/appandags]
eye 47> <3 <35> <14>
cataract 0 0 0 0 1 0 0 0 0 1 1 0 0 0 0 0
(oo (D00 (o330 Coco{non
retinal atrophy 3 ] 38 0 0 g 29 0 0 7 25 2 0 6 8 0 *
( 6) (13) (81) ( 0 (0 (23) (79 ( 0 (0 (20 (71) ( &) (0 (43) (57 ( 0)
keratitis 1 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0
(2000 o0 oo (o0 (o0 (3330 (o000
Harder gl <A 89 <35> 14>
degeneration 3 0 0 0 1 1 0 0 0 0 0 0 0 1 Y 0
(8000 (A0 CoCoConon CoCn oo
inflammatory infiltration 0 0 0 0 0 0 1 0 0 0 0 0 1 0 0 0
coco oo oo (3 (o0 (OCo o0 (D00
Grade 1@ Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference *x: P =X 0.05 *% 1 P S 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0224

HISTOLCGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE :
Group Name Control 7500 ppm 15000 ppm 30000 ppm
Na. of Animals on Study 47 39 35 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® o O @ ® o’ o ® ® & o @ & » O
{Special sense oreans/appandags]
Harder gl <47 <3P 35> <14>
lymphocytic infiltration 4 0 0 0 0 0 0 0 4 0 0 0 0 0 0 0
(o oo (o0 (o000 (I o oo Co o0 o0
granutation 2 0 0 0 6 0 0 0 1 1 0 0 0 0 0 0
Ca oo (o0 (1B 0o (a0 (O
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ] 0
oo (oo o CCn o Co o000
[Musculoskeletal system)
bone [</yp2 39> <35> <14>
osteosclerosis 3 3 2 0 7 3 0 0 4 3 3 0 2 2 1 0
(6 (8 (40 (18 (8 (00 (I 99 o0 (1) (19 (D (.
Grade 1t Slisht 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢c:b/ax100

Significant difference ; *x i P = 0.05 *x 1 P S 0.01 Test af Chi Square

(HPT150)



APPENDIX L 5
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

MOSUE : MALE : DEAD AND MORIBUND ANIMALS



STUDY NO. : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ & & W @ W ® W ® W W o @ & ® W
[Integumentary system/appandage]
skin/app 16> <15> 20> <25>
inflammation 0 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0
(ool (o (ol (oo oo (ool
subcutis <16> <15 <20 <25>
xanthogranuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
co oo (o oo o0 (oo oo (a0l
[Respiratory system]
nasal cavit <16> <15> <20> <25>
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo o (o0 CoCn o0 (OO0 oo oo
eosinophilic changs:olfactory epithelium 2 0 0 0 4 0 0 0 5 0 0 0 4 0 0 0
(1B oo (20 C 0y C 0 (0 (25) C ) C O) (O (18 C 0 C 0 (0
eosinophi lic change:respiratory epithelium 5 1 0 0 3 2 0 0 2 1 0 0 4 2 0 0
(31 ( 8) C 0) ( 0) (200 (13 C 03 ( 0 (10) ( By C 0) (O (18) ( 8 ( O (0
respiratory metaplasiatolfactory epithelium 2 0 0 0 1 0 0 0 8 0 0 0 12 2 0 [
(13 o) (oo (oo o (40) C 0) C 0 C O (48) ( & (0 ( 0)
Grade 1 ¢ Slisht 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ; ¥ P =0.05 ** ¢ P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUXMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Group Name Cantrol 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & W @ ® o ® ® ® o @ W o o
[Respiratary system]
nasal cavit <16> 15> <20> <25>
respiratory metaplasiaigland 3 1 0 0 4 0 0 0 7 1 0 0 14 2 0 [
(1 (8 (00 (20 C ) C 0 ( 0 (3) (5 00 (56) ( 8 (0 (o0
duct ectasiatolfactory gland 0 0 0 0 0 0 0 0 1 0 0 0 18 0 0 0 *xx
oo (o (oo (o0 (0o 0 (72) C 0) C 0) C 0
nasopharynx <16> <15> <20> 25>
eosinophilic change 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (oo o0 (o000 (0o
tung <16> <15 20> <25>
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo CoCcon o0 cocoColon (O
[Hematopoietic system]
bone marrow <16> <15> <20> 25>
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o (oCo0Co (000 oo
erythropoiesist increased 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
ey 0o (o0 (0o (0CoC0Con (oo
Grade 1 : Slight 2 ¢ Moderats 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) c:b/ax*100

Significant difference ; *: P = 0.05 % 1 P £ 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. ¢ 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0~105W)
REPORT TYPE : Al
SEX © MALE ‘ PAGE: 3
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® ® W @ B m o @ & % ® ® o W W
[Hematopoietic system]
bone marrow <16> <15 <20> <25>
hyperplasiatvascular 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
COCo (0o (0000 0 (10) 0 (0 (o0
spleen <16> <15> <20> <257
thrombus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
008 0o (OCo oo (ococon (0 (OO0
deposit of melanin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo ooy oo oo (0000
extramedullary hematopoiesis 2 2 2 0 1 4 3 0 0 3 4 0 1 1 2 0
(13) (13) (13 ( 0) (7 (21 (20) ( 0) (0 (18) (20 ( O) (8w
hyperplasiatvascular 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 CoCo oo (500 o0 oo

[Circulatory system]

heart <16> <15> 20> <25>
necrosis 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
o8 (00 oo (O 00 COCo oo
Grads 1 : Slight 2 : Moderate 3t Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*x100

Significant difference x ¢ P < 0.0 ** 1 P 5 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® W @ ® o o ® ® & o ® ® ® O
[Circulatory system)
heart 16> 15 <20 25>
mineralization 0 1 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(o 00 Coco 0o (1 oo (0 (a0 Cn
[Digestive system)
tooth <16> 15> <20 <255
dysplasia 5 1 0 0 6 0 0 0 7 3 0 0 8 1 0 0
(31 C 8 C 0) (0 (40) C 0) C 0) C 0) (38) (158 C 0) ( O (32) (90
tongue <16> <15 <20> {25>
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo oo (O C0 o0 Q) B GIE1) N Q) B Q) [QE YRR ) B QRO B Q)
salivary gl <16> <15> Q20 <25>
mineralization 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o8 0o (o000 cocoCo oo CoCco oo
stomach 16> <15> <20> <25>
mineralization 1 0 0 0 1 0 0 0 0 ¢ 0 0 0 0 0 0
(e o0l (oo o0 (oo oo (OO0
erosion: forestomach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(ool (o0 o0 (OB 000 CoCo oo
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e¢) ¢c:b/ax100

Significant difference

x P = 0.0

x% : P = 0,01

Test of Chi Square

(HPT150)

BAISS



STUDY NO. & 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 5
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o ® ® & W ® & ® o @ W & W

[Digestive system]

stomach <16> <15> <200 <25>
erosion:glandular stomach 1

0 0 0
(o0 (D000 (oo (o0 (a0

ulcer:glandular stomach 1

0 0 0
(oo (000 (ool (oo

hyperplasiatglandular stomach 1

2 0 0
(6 (13 00 (D0l (200 ( 8 C OO (O (000

Liver 16> <15> <20> <25>
angiectasis 0

0 0
(oo o0 (000 (oo oo (0o (o0

necrosis:central 0

0 1 1
(a0 ln (ool s 0o (oo Con

necrosis: focal 0

1 0
o6 (o0l (D000 coCoCs (o0 (ot

fatty change 0 0 0
oo oo (oo CoCo (s (o0 cocoCon (o0

fatty changs:central 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCoCn o (oo (5 oo oo oo
Grade 1 Slight 2 ¢ Noderate 3 : Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(c) ctb/ax*100
Significant difference : *: P = 0,00 *x ¢ P = 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. = 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 8
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals an Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® ® & B ® @ ® & O ® W ® o
[Digestive system]
Liver 16> 15 <20> <25>
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0

0 0
(oo (oftacalon (oo (a0

granulation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCo o0 (oo (o0 oo o (o0 (oo oy

basophilic cell focus 0 0 0 0 0

0 0 0 0
(oo (o0 (oo (s (000 (oo 0o

pancreas <16> <15> <20> 25>
necrosis 0 1 0 0 0 0 0 0 0 0 0 0 0
(o8 oo (oo (o (OO0 coCo o0

islet cell hyperplasia 0 1 0 0 0

0 0 0 0 0
(o0 (o0l (000 (o900

{Urinary system]

kidney <16> <15 <20> <255
oyst o 0 0 0 o0 0 00 100
oo oo oo ool COCHn 0

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

(c) c:b/ax100
Significant difference *: P = 0.05 x : P = 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 7
Group Namse Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® W ® o @ & W o @ o & O ® B @& W
[Urinary systenm]
kidney 18> 15> <20> <25>
hyaline droplet 0 0 0 0 2 0 0 0 1 0 0 0 1 1 0 0
oo (3 (oo (o0 (00 (oo
basophilic change 0 0 0 0 0 1 0 0 0 1 2 0 0 0 0 0
oo oo (O 0o (0 (5 (1000 oo oo
deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(e oo o0 oo oo (oo (oo (o
inflammatory infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo oo (oo o (s 0l COCoHCnCon
hydronephrosis 0 1 1 0 0 0 0 0 0 0 0 0 0 0 1 0
(o (8 (0 coco o (o0 (00 (ocoCdy o0
tubular necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo o0 (000 oo oo ooy n
papi ltary necrosis 0 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0
oo oo COCoH0Co (0o s (0 a0 lon
mineratization:cortico-medullary junction 6 0 0 0 8 0 0 0 8 0 0 0 13 0 0 0
(88) (O 00 (83 ( 0 C 0) (0 (¢ C o (0 (52) ( 0) C 0) (0
Grade 1 : Slight 2 1 Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax1l00

Significant difference :

¥ P = 0.05 *x : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. @ 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 8
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & o @ @® ® o ® & @ o @ ® @ W
[Urinary systenm]
kidney <16> <155 20> 25>
mineralization:papilla 0 0 0 0 1 0 6 0 0 0 0 0 0 0 0 0
oo oo (oo o 0000 coco oo
mineralization:cortex 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
oo (oo oo o OO0l (oo CaCon
glomerulosclerosis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo e (o0 (ool 0 00 0o coColnlon
uethra 16> <15> <20 25>
inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(oo oo (0D o0 0 Co oo CocoCn o
[Endocrine systenm]
pituitary <16> <18> <20> <24>
angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo o0 (o0 oo oo (oo
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
S G ) B G ) B )] (oo 5 (0 C0 (0 (oo
Grade 1 Stight 2 * Moderats 3 : Marked 4 : Severe
Ca> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/axl100

Significant difference :

¥ P = 0.05 * 1 P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 9
Group Name Contral 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o W o ® ® ® W @ W & o @ & ® W
[Endocrine system]
adrenal 16> 15> 20> <25>
spindle—cell hyperplasia 3 0 0 0 5 0 0 0 8 0 0 0 9 0 0 0
(1 C 0 0o (33 (00 ( 40) 000 (36) 0 C 0 (0
{Reproductive system]
testis <16> <15> <20 25>
atrophy 2 1 0 0 1 0 0 0 2 0 0 0 3 0 0 0
(1 (8 (00 (D00 (10) 0 Co o (12) 00 (o0
mineralization 7 0 0 0 11 1 0 0 13 1 0 0 17 2 0 0
(4 (ol (13 (7o (85) ( 5 ( 0) ( 0) (68) ( 8 0 ( 0
epididymis 16> 15> <20 25>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ey oo (o0 (O 0o ooy CoCco oo
spermatogenic granuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo coCn oo CoCcoCcon o0 (o0l
semin ves <16> <15> <20> 25>
mineralization 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
coco oo oo oo o8 0o coCcolnlon
Grade 1 : Slight 2 : Moderate 3 1 Marked 4 : Severs
<ad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference : * P S 0.05 xx 1 P

< 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. ¢ 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 . DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX i MALE PAGE ¢ 10
Group Name Contrrol 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & ® W @ ® W O @ o’ O @ W & O

[Reproductive system]

prostate <18> <15> 20> 25>
inflammation . 0 0 0 0 2 0 1 0 .0 0 1 0 0 0 0 0
CoCo oo (B D0 (005 (0 coCco oo
prep/cli gl <16> <15> <20> <25>
duct ectasia 0 0 0 0 0 2 0 0 0 3 1 0 0 2 0 0
CoCco oo (0 (1 (00 (0 (18 ( 5) (0 o8 oo
[Neruous system]
brain <16> <15> <20 <25>

hemarrhage 1 0 0 0

1 0 0 0
(e (a0l oo (o0 (s 0o (oo

mineratization 0 0 0 8 0 0 11 0 0 0 11

7 0 0 0
(0ol (83) C O C0 (0 (85) O C 0 (O (4 (0 C oo

spinal cord 16> <15> <205 24>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0

0 0 1
(ool oo oo (o oo tococo o

[Special sense organs/appandage]

Harder gl 16> <15> <20> <25>

hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
s oo oo o CoCoCnCon COC 0o
Grade 1 : Slight 2 * Noderate 3 : Marked 4 : Severs
<ad a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference x: P = 0.05 ** ¢ P = 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. & 0225
ANINAL : MOUSE BDF1
REPORT TYPE : Al

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

SEX s MALE PAGE : 11
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® ® W @ & & W @ & ® O W & & ®
[Musculoskeletal system]
muscle as> <15> <20> <25>
mineralization 2 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(0o (13000 oo oo Ca o0 (o0
[Body cavities]
peritoneun <16> <15 <200 <25>
inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
oo oo (D (o0 o Co oo CoCoCn o
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:ib/ax100
Sionificant difference : x: P = 0.05 ** ! P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



APPENDIX L 6
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

MOSUE : FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE @ 12
Group Nams Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & W @ m ® W @ & ® O ®m W % ®
[Intesumentary system/appandage]
subcutis Q1 <26> B 22>

inflammation 0

0 0
(oo (a0 (oo (ool

[Respiratory system]
nasal cavit [¢Abd 26> <3 <22>

bacteria

0 0
(O GO B G B )] (oo o (0o o0 o

embolus

0 0 0 1
(oo (oo (ool (s oo

mineralization

0 0 0 ¢ 0 0 0 0 0 0 0 0 1 0 0 0
(oo o (O o 0o o0 Q) I Q) B G ) B G
eosinaphi lic change:olfactory epithelium 0 0 1 0 0 0 0 2 0 0 3 1 0 0

1 1
(oo o0 (oo (e300l (19 (5 0 (0

eosinophilic change:respiratory epithelium 1 0 0 7

4 1 2
() (8 (0o (2 () (90 (28y ( 8 C 0) (0 (4 (0o

respiratary metaplasiatolfactory epithelium

1 0 0
(0 co o0 (o0l (1) 000 (B0

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

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

Significant difference ¥ P = 0,05 ¥ 1 P < 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. = 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 28 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® & ® o [GERCOEEOEE) ® & & o @ o & W

[Respiratory system]

nasal cauit Q2 26> <BL 22>
respiratory metaplasiasgland 1

0 0 0
(000 (800 (e (0o (oo

atrophy:olfactory epithelium 0

1 0 0
o5 0o (000 (3000 a0

duct ectasiatolfactory gland 0 0 0 xx

0 0 0 0
oy o000 (000 (00 ({0

nasopharynx Q1 <26> 31> 22>
eosinophilic change 1 1 0 0 3 1 0 0 1 0 0 0 1 0 0 0
(5 (5 (00 (12 (. & (0 (0 (3o on (5 000

lung Qe 26> <3 <22>
inflammatory infiltration 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(s 0l CoCcocn o oo (3000
lymphocytic infiltration 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0

0
(GO N GRO RGN R GN0)] (00 (a0 (oo lon

[Hematopoietic system]

bone marrow Q1 26> <31 Q2>
myelofibrosis

1 1 0 0
(8 o0 oyl (3000 o co 0o

Grade 1 : Slieht 2 ¢ Moderate 3 ¢ Marked 4 : Seuvere
<a> a : Number of animals examined at the site
b b * Number of animals with lesion

(c) c:tb/ax100
Significant difference ; ¥ I P = 0.05 *x 1 P 5 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. ¢ 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W @ ® ® W W ® ® ® ® W W W ®m ® ®
{Hematopoietic system]
bone marrow QD <26> [€)b2 22>
erythropoiesis: increased 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o5 00 (OCoC0Co OCo 0o 0OCOCoon
hyperplasiatvascular 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
coCoCoo o (00 (o0 0000 O o0l
spleen QL <26> <31> 22>
thrombus 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
coco oo CococsHon (RGN I G ) I Q)] 00000
deposit of hemosiderin 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
058 (00 oo oo 0 CoC0 o0 0 C oo (o
deposit of melanin 0 0 0 0 0 0 4} 0 1 0 0 0 0 0 0 0
CoOCo 0o (oo (o0 OO0 OCo oo
extramedul lary hematopoiesis 1 4 7 0 1 3 2 0 0 6 5 0 0 5 5 0
(8 (19 (33) ( O (4 (12) ( 8 ( 0 0) (19) (18) ( 0) 0) (23) (23) ( 0)
follicular hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(Cncnln (o0Co oo H 0N 5 (000
[Circulatory system)
heart Q@ <26> 31> 22>
thrombus 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
oo oo Cocaco o 03y 0o 0 C 0 (0o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Seuvere
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:tb/ax*100
Significant difference ; *x ! P = 0.05 *x : P S 0,01 Test of Chi Sauare



STUDY NO. = 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 15
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ® ® W @ & & o @ W & O @ ® ® O
[Circulatary system]
heart QL <26> 3> <22>
necrosis 1 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(8 (5 0o (a0 o000 () I G ) B Q) B Q)]

mineralization

3 0 0 0
(wocao (oo 0 (a0l (900 co o0

arteritis

0 0 0 0 00 0 0 0 1 1 0 0 0 0 0
(ool (oo (0330 (000

artery/aort @ <26> a0 <22>
arteritis 00 0 o0 0 0 0 10 [

0 0
(ool (a0 Cn (o030 (oo o

[Digestive system]

tooth 21 <26> (€192 22>
dysplasia

1 0
(B 000 (000 oo oo (oo o

tongus Q2 26> <BL <22>
arteritis

0 2
todoco (o (oo (a0l a0l

Grade 1 @ Slight 2 ¢ Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference * 1 P = 0.05 *x ! P = 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0225
ANINAL ¢ MOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE

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

PAGE : 16
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o o’ o ® & ® W ® & & @ & ® W
{Digestive system]
salivary gl QD <26> 31 22>
lymphocytic infiltration 2 0 0 ¢ 0 0 0 0 2 0 0 0 2 0 0 0
(1) ¢ 0 C 00 (ool (000 9 (000
stomach QL <26> 31 22>
mineralization 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(oo o oo o0 (0o 5 (000
ulcer: forestomach 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo oo COCaco o (ocoCon o 0 Co 0o
erosion:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo o oo oo (3 oo o0 55000
hyperplasiatglandular stomach 2 0 0 0 2 1 0 0 5 0 0 0 2 0 0 0
(10 C 0 C 0y ( 0) (8 a0 (18) C 00 C 0) ( 0) ool
Liver QD <26> <8 22>
angiectasis 2 0 0 0 1 0 1 0 0 1 0 0 2 2 0 0
(1o C0(n (a0 Ca o o3 CconCon 9o
necrosis:focal 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0
COCo (s (o0 (oo (o0 (a0 0CoOCon o0
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<ad a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference * 1 P = 0.05 *»* : P 5 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o @ o & ® ® O @ ® & O @ 5 W W
[Digestive system]
Liver QL {26> <31 <22>
necrosis:single cell 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0)(5)(0)(0} (O 0o OCo 00 0 Co o0 o0
fatty change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (oo oo OCo o0
deposit of hemosiderin 1 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(38 C0Co0 o0 (oo (o0 ) ( 0 CO)C o 5 (0 (00
inflammatory infiltration 0 0 0 0 1 1 0 0 1 0 0 0 0 0 0 0
CoCco oo (oo (OO0 0 C0 0o
tymphoeytic infiltration 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(5 (000 (a0 o0 0 C0Con (o0 5 (000
granulation 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
Coco oo oo o COCO 5 C 000
clear cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oo (0 OO0 0Co oo
acidaophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo o0 (o0 0COCon 0 5 (0 (000
Grade 1 : Stisht 2 : Noderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e¢) cib/ax100
Sionificant difference ; x P = 0.05 ** ! P S 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Contral 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & ® W | o ® ® ® & & O @ & & O

{Digestive system]

Liver Q21 <26> (192 22>
basophi lic cell focus 0 0 0 0 0 1 0 0 1 1 0 0 0 0 0 0
(oo o oo oo (O oo oo
pancreas 21> <26> (&) 22>
lymphocytic infiliration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
coCco oo (OCcoCco o0 o3y oo (G RGO R G ) B Q)]
[Urinary system]
kidney <2 <26> (392 22>
necrosis:central 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
CoC0Cn o (oo (0 o3y 0o (oo o
hyaline droplet 6 4 0 0 8 2 0 0 3 6 1 0 0 5 1 0 *
(29) (19 C 0) C 0) (23 ( & (0} ( 0 (100 (18 ( 3 ( O (0 (23 (5 (0
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
cocoCo o (0o coco oo 08 o0
hyaline cast 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o5 (o (OCoCn o (oo (0 (o0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ HMarked 4 : Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/a=*100
Significant difference *: P = 0.0 ** 1 P = 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. = 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 19
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o @ ® & O ® @ @ O @ ® O o
[Urinary system]
kidney 21 <26> 3> <22>
lymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oo 4 (0 (00 (o ooy 5) C 0 C 0o
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (n 0OCoOCo o0 (ococoon OCO (o0
inflanmatary polyp 1 1 0 0 0 0o 0 0 6 1 0 o0 0o 1 0 0
(B L0 0o oo (0300 08 o0
hydronephrosis 0 1 2 0 0 0 0 0 0 0 1 0 0 0 1 0
o5 (10 O COC0 (oo 0 C 0 (5 (0
tubular necrosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
05 (00 0000 CoCcoCo (o 0o o0
mineralization:cortico-medullary junction 0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
oo oo 0000 (8000 5) ( 0) ( 0 ( 0
urin bladd QD <26> BD <22>
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o0 H 0000 (o000 0O
[Endocrine system]
pituitary 20> 6> <31 [}
angiectasis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
CoCo oo 0o (oo 0 CoO (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax*100

Significant difference

¥ P = 0,05 *x ! P = 0,01 Test of Chi Square



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 20
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 ’ 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & o & o’ o W @ W o o ® ® ® o

[Endocrine system]

pituitary <20> 28> 31> 21
hyperplasia 01 0 0 1 0 0o 0 1 1 0 0 10 0 0
(o nlo a0 (0000 (8 C0lalo0

adrenal <20> <26> 31> <22>
fatty change 0 0 0 0 0 1 0 0 0 0 0 0 00 00
oo o0 (a0l (oo o oo

extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo CoOCCn o ool (5 00 (on

spindle-csll hyperplasia 15 5 0 0 21 4 0 0 22 5 0 0 18 2 0
(75) (25) ( 0) ( 0) (81) (15) ( 0) ( 0) (71 (18) C 0) ( O) (8) (9 (00

[Reproductive system]

auary 20> <26> 31> 2
angiectasis 0 0 0 0 0 0 0 0 0 1 1 0 0 1 0 0
oo oo oo 0o (O30 (O 00
hemorrhags 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(o0 Coco oo (o0 (OCHCnlon
Grade 1 : Slight 2 : Moderate 3 : Harked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; * 1P = 0.05 ¥ 1 P = 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. = 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 21
Group Name Contral 10000 ppm 20000 pom 40000 ppm
No. of Animals on Study 21 26 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & W @ ® & W @ 8 W W @ & ® W
{Reproductive system]
ovary <20> 26> (€102 21>
thrombus 0 0 0 0 0 0 0 0 0 1 0 0 i} 0 L 0
oo oo o (o on oo s (0
cyst 0 1 0 0 0 4 0 0 1 1 0 0 0 0 1 0
05 (00 C0C1B oo (30 cocods 0
uterus <D <26> 3B 22>
‘thrombus 0 0 0 0 0 0 1 0 4} 0 0 0 0 0 0

0
(o0 (ool (o (o0 o (Y RGO B G R Q)

cystic endometrial hyperplasia 3 1 0 0 7 1 0 0 8 1 1
(19 (5 (00 (en (00 (19 (3 (00 (14) ¢ 8) ( 0) ( 0)

mammary gl 21> 26> <S8D Q22>
hyperplasia 1

0 1
({000 (00 (3 (9

galactocele 1 0 0 0 0 0 0 0 0 0
(000 (oo (OCO0n (8 CoCoon

prep/cli gl <21 <26> <31> <22>
duct ectasia

0 0 0
cocoCoCo (oo (000 (0090

Grade 1 : Slight 2 : Moderate 3 ¢ Narked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion

(c) c:b/ax100
Significant difference ; * 1 P = 0,05 #x 1 P = 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. @ 0225

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

ANTMAL ¢ MOUSE BDF1
REPORT TYPE : Al

SEX : FEMALE
Organ Findings

[Neruous system]

brain

hemorrhage

mineralization

[Special sense organs/appandage]

Harder gl

tymphocytic infiltration

[Musculosksletal system]

muscle

mineralization

[Body cavities]

Group Name Control 10000 ppm
No. of Animals on Study 21 26
Grade 1 2 3 4 1 2 3 4
@ & & O @ ® o’ W
Qe 26>

1 0 0 0 0 0
(0o totoconCo

<
Qewrg

6 0 0 0 B 0 0
(29) C 0 C O (O (82) ( 0 C (o0

<
R

2L <26>

0 0 0
(0o (oo

Rl

21> <26>
10 20 0 0
(0l (800l

Q21 <26>

Q
(oo (ocaco o

pleura
inflammation
Grade 1@ Slioht
<a> a
b b
(c) c:b/ax100

Significant difference ;

3 ¢ Marked 4 : Severe
: Number of animals examined at the site
* Number of animals with lesion

** P = 0.01 Test of Chi Sauare

(HPT150)

1 2 3 4
@ ® ® O

<

Nard

<

=



STUDY NO. : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 23
Group Name Controt 10000 ppm 20000 pem 40000 ppm
No. of Animals on Study 21 28 31 22
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, @ o @ o @ w ®» W @ ® & W ® W % W

[Body cavities]

peritoneum Q2 <26> <BD <22>
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o5 (00 (oo (o0 oo oo (OO Cy{on
adipose 21 26> <81> <22>
granulation 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(oo COCaH 0o (3300 o (OO0
Grade 1 : Slight 3 ¢ Marked 4 1 Severe
<Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax*100

Significant difference ;

*: P 5 0.05

** ! P = 0,01 Test of Chi Saquare

(HPT150)

BAIS3



APPENDIX L 7
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

MOSUE : MALE : SACRIFICED ANIMALS



STUDY NO. & 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

b
(c) ctb/ax*l100
Significant difference ; ¥ ! P = 0.05 *x ¢ P = 0,01

Test of Chi Saquare

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 1
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ ® @ O ® o ® o @ ® & o @ | ®m W
~[Integumentary system/appandage]
skin/app <34> <35> <30> <25>
erosion 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3 0o oo oo (oo (o CoCo oo
inflammation 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
COC3 0o Co oo o0 (O30 (o0
hyperplasiatepidernis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (O3 0o oo oo oo
epidermal cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo oo (30 o0 (OCo (00 oo
[Respiratory system]
nasal cavit 34> <35> <30> <25>
eosinophi Llic change:olfactory epithelium 13 0 0 0 8 0 0 0 15 0 0 0 6 0 0 0
(38) 0y (o0 (23 C 0 C 0y (0 (80) C 0) C 0) (O (28 C O Co (o0
sosinophilic change:respiratary epithelium 11 2 0 0 6 3 1 0 14 1 0 0 7 0 0 0
(82 ( 8 (0 ( 0 (1 9 (3 (0 (4ny ( 3y (0 ( 0 (28) ( O (0 (0
respiratory metaplasiatolfactory epithelium 11 0 0 0 10 0 0 0 17 0 0 0 18 0 0 0 %
(32 (o oo (2 C 0 C 0) C 0 (s C 0y (0o (72) C0) (0 (0
Grade 1 : Slight 2 ¢ Moderate 3 * Marked 4 : Severe
<a?> a : Number of animals examined at the site
b : Number of animals with Lesion

(HPT150)

BAIS3



STUDY NO. @ 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Controt 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® ® ® W @ & o’ o ® ® ® @ o & o
[Respiratary system]
nasal cavit <34> <35> <30> <25>
respiratory metaplasiaigland 5 5 0 0 15 7 0 0 * 10 3 0 0 17 4 0 0 *x
(15) (15) ( 0) ( 0) (43) (200 ( 0) ( 0) (33) (10) ( 0) ( 0 (68) (18) ( 0 ( O)
duct ectasiatolfactory gland 0 0 0 0 0 0 0 0 9 0 0 0 *x 21 0 0 0 *x
oo oo COCo 0o (3o oo (8) C O (O ( O
nasopharynx <34> <35> <30 <25>
essinophilic change 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
CoCo oo (0030 (Ocon o0 OO0
lung <34 <35> <300 <25>
bronchiolar-alvenlar cell hyperplasia 0 0 0 0 1 2 0 0 0 0 0 0 0 0 0 0
oo oo (3600 (OCcocnCn 0C0O o0
{Hematopoietic system]
bone marrow <34> <35> <30 25>
myslofibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o (o0 (oo (oo coCon H Lo
spleen <34> <35> <30> <25>
thrombus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3 0o ()N G I RO RGNV CoCo oo OCOCoon
Grade 1 & Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b . b : Number of animals with lesion

(c) ¢c:b/ax*100
Significant difference *: P = 0.05

*x : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX i MALE PAGE :
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & W @ o o’ ® @ W & o ® % & W
[Hematopoietic system)
spleen <34> <35> (&1 25>
deposit of melanin 1 0 0 0 4 0 0 0 2 0 0 0 1 0 0 0
(0o (1 C o oo (DCo o0 Ca o oo
extramedullary hematopoiesis 3 1 0 0 1 0 0 0 2 1 0 0 1 2 0 0
(0 (oo (D0 (D (no
hyperplasiaivascular 1 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(3 CoCoCon CoCocn o (oo n (0o
follicular hyperplasia 2 2 1 0 2 1 1 0 4 3 0 0 1 1 0 0
(8830 ({330 (13 (100 C ) (O (H oy
[Circutatory system]
heart 34> <35> <30> <25>
necrosis 0 0 0 0 0 0 0 0 1 [ 0 0 0 0 0 0
(O B B G B Q) (0o (0w COCoCncon
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCo oo (0o (OCH 0 ooy o0
[Digestive system]
tooth <34> <35> <30> <25>
dysplasia 22 3 2 1 21 6 0 0 ] 6 2 0 * 15 2 1 0
(65 ( 9 ( 6) (3 (60) (17) ( 0) ( 0) (30) (200 ¢ 7) C 0) (60) ( & ( & (0
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference ; * 1 P = 0,05

* @ P = 0,01

Test of Chi Sauare

Fateea = an



STUDY NO. & 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + MALE PAGE :
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings ® ® ® W @ & o0 o @ ® B O ® w ® o
[Digestive system]
‘tongue 34> <35> <30> <255
arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o coCco oo oo (0o CoCo oo
salivary gl <34> <35> 30> 25>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
COCo oo COCoL0 o0 (OO0 oo
stomach <34> <35> 30> <25>
hyperplasia:forestomach 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
oo oo oo oo (3300 Co o oo
erosion:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
CoCo o0 (o0 (O (300w oo
hyperplasiaiglandular stomach 14 5 0 0 14 4 0 0 9 3 0 0 7 1 0 0
(41 (15 C 0 ( 0 (40) (1) C 0) C 0 (30) (100 C O (C O (28) C 9 (0o
small intes <34 <85> 30> <25>
thrombus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
oo (oco 0o coco(n (o (oo
Liver <34> <35> <80> 25>
angiectasis 0 1 0 0 0 1 0 0 0 1 1 0 0 0 0 0
o0 (O (330 (ococyCon
Grade 1 @ Slight 2 : Moderats 3 : Marked 4 : Severe
Cad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100

Significant difference * 1 P = 0.05 xx ¢ P = 0,01 Test of Chi Square

(HPT150)



STUDY NO. & 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Graup Name Contral 10000 ppm 20000 ppm 40000 ppm
Nao. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® W @ | ® W @ ® ® O ® W » ®
[Digestive system]
Liver <34> <35> <300 <255
necrosis:central 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo (OCC0 o0 (o300 oo oo
necrosis:focal 2 0 2 0 3 1 0 0 3 1 0 0 1 0 0 0
(s (o0 (300 (w00 (OO0
fatty change:central 0 0 0 0 1 0 0 0 0 0 0 0 0- 0 0 0
Co oo (o0 (33000 CoCCo o oo 0o
lymphocytic infiltration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o oo oo (300 (oo o
granulation 11 1 0 0 21 0 1 0 15 1 0 0 16 0 0 0 x
(s (300 (60) ( 0 (. 3 ( 0O (50) ( 3y C 0y (0 (64 ( 0) C 0) ( 0
clear cell focus 3 1 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(oo ey oo o0 (00 (OCoHC(on
acidophilic cell faocus 1 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(oo o0 (e (oo o (oo CoCco oo
basophilic cell focus 2 1 0 0 1 0 0 0 3 1 0 0 2 0 1 0
(6300 (a0 o0 (1300 (8 (0HCon
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference ;

¥ 1P = 0.0

xx 1 P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITHAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE: 8
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ®» W @ & ® W @ W & & @ ® @® &
[Digestive system]
Liver <34> <35> <30> <25>
biliary cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 o OO0 0Co oo 000 (o0
pancreas 34> <35> 30> 25>
islet cell hyperplasia 1 1 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(oo OCo oo OC3H o 900
fUrinary system]
kidney 34> <35> <30 <255
infarct 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(0o HCO 0o OCoCo o 8 (00 (o0
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coco oo OCo o0 OCo oo 0o
basophi Lic change 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(oo 0 Co 00 L0 0 0 C 4000
hvaline cast 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 oo o0 0o o0 oo o0 0CoCo o0
Grade 1 Slight 2 * Noderate 3 ¢ Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *x 1 P = 0.05 * P = 0,01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. & 0225
ANIMAL + MOUSE BDF1

REPORT TYPE : Al
SEX ¢ MALE

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

PAGE: 7
Group Name Control 10000 ppm 20000 pom 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ o W W ® & & o @ | ® O ® & & o
[Urinary system]
Kidney <34> <35> <30> <25>
lymphooytic infiltration 2 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(8o oo ool (100 C 0) C 0) (0 (oo
inflammatory polyp 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
COCo 3o cococo o Coco oo (o0l
hydronephrosis 0 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0
(0030 Co 0o (ool (oo
papillary necrosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo oo oo (000 (OO0
mineralization:cortico-medullary junction 23 0 0 0 27 0 0 0 22 0 0 0 22 0 0 0
(68) ( 0 C 0) C 0 (y C 000 (73 C 000 (8 (00
mineralization:papilla 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (3000 (o0 Coco oo
urin bladd 34> <35> <30> <25
ulcer 0 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o300 oo o oo oo a0 o0
xanthogranuloma 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo coco oo (oo o Ca o0 o0
Grade 1 ¢ Slight 2 : Hoderate 3 ¢ Marked 4 : Severs
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c¢c) ¢:b/ax100

Significant difference ; * 1 P = 0.0 xx 1 P < 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0225
ANIMAL : MOUSE BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 8
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ m & W @ o ® W @ o & ® @ ® W W
[Endocrine system]
pituitary <34> <35> <30> 25>
hyperplasia 0 0 0 0 1 [ 0 0 0 0 0 0 1 0 0 0
coco oo (00 oo oo Ca oo o0
Rathke pouch 6 0 0 0 4 0 0 0 8 0 0 0 2 0 0 0
(18 (0 C 0) (0 (i oo (200 C ) C O (O ({00
adrenal 34> <35> 30> <255
spindle-csll hyperplasia 20 0 0 0 16 0 0 0 11 1 0 0 12 0 0 0
(59) ( 0 C 0) (0 (46) C ) C 0) € O (an 3 00 (48) C 0 C 0 C 0
hyperplasiatcortical cell 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(8 00 (o (oo o0 (a3 n Coco oo
[Reproductive system]
testis <34> <35> <30 <25>
atrophy 15 4 0 0 12 5 0 0 g 3 0 0 11 0 0 0
(49 (120 C 0) C 0 (34) (14 C 0) ( 0) (30 (10) C O ( O (4 C O C O (O
mineralization 31 0 0 0 32 1 0 0 26 4 0 0 * 23 0 1 0
(o) C 03 C o) (0 (o (3 (00 (87) (13 C 0 ( O (92) ( 0 C (0
Grade 1+ Slight 2 ' Noderate 3 : Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*x100

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

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0225

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

ANTHAL ¢ MOUSE BDF1
REPORT TYPE : Al

SEX © MALE
Organ Findings

[Reproductive system]

epididymis
inflammation
spermatogenic granuloma
semin ves
mineralization
inflammation
prep/cli gl

duct ectasia

[Neruous system]

Group Name Controt 10000 ppm
No. of Animals on Study 34 35
Grade 1 2 3 4 1 2 3 4 4
@ W ® W @ | W o €3]
34> 35>
1 1 0 0 0 0 1 0 0
(300 (oo 30 0 (0
0 1 0 0 0 3 0 0 0 0
(o3 Cnlo oo 0o 000
<34> <35>
0 1 0 0 0 0 0 0 0
(300 CoCoCon o 0 (0
0 0 0 ¢ 1 0 0 0 0
oo o (oo 0 ( 0
<84> <35>
0 1 0 0 0 0 0 0 0
o3 oo COCoCo (o0 0) ( 0
<34> <35>
24 0 0 0 20 0 0 0 0
(70 C 0 C 0o (s (000 0)

3 ¢ Marked 4 : Severe

brain
mineralization
Grads 1 : Slight 2 : Moderate
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference ¥ P = 0.05

xx 1 P S 0.01 Test of Chi Square

(HPT150)

Rl



STUDY NO. & 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 10
Group Name Controt 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® O @ @ ® W @ ® & o ® @ & W
[Special sense organs/appandage]
eye <34> <35 <30> <257
cataract 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0

(a0 (a0 (000 (0o

keratitis 0 0 0 0 1 0 1
oo oo (a0 oo oo (O0CHCon

Harder gl <34> <35> 30> <25>
Lymphocytic infiltration 0 0
(ool (300 o0 (00 cocoan o

hyperplasia

1 0
(a0 (3300 C0 (ool ool

[Body cavities]

mesenterium <34> 35> 30> {25>
inflammation

0 1 0 0 0 0
(0300 (OO0 (o (00 (o Cacnlo

adipose <34> <35> <30> 25>
granulation 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o300 oo (0 ln oo o0
Grade 1@ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100

Significant difference ; x: P = 0.06 x : P 5 0,01 Test of Chi Square

(HPT150) BAIS3



APPENDIX L 8
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

MOSUE : FEMALE : SACRIFICED ANIMALS



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 11
Group Name Cantrol 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 19 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o ® ® W @ ® & o @ ® & o @ @& & o
[Integumentary system/appandage]
skin/app <29 24> <19 <28>
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o3 Cnlon o000 o oo o (o0 oo
scab 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo o (o0 (o0 (OCOnCn (HCOCHC0
[Respiratory system]
nasal cavit P 24> <18> 28>
embolus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
CoCoCnlo CoCo oo CoCo oo cocoolnCo
eosinophi lic change:olfactory epithslium 1 0 1 0 1 1 0 0 0 0 0 0 11 0 0 0 *x
(30 (0o oo oo (3 (000
eosinophilic changeirespiratory epithelium 16 3 0 0 14 4 1 0 12 2 0 0 18 5 0 0
(85) (10) ( 0) ( 0) (58) (17) ( 4 ( 0 (83) (1) C 0) C O (64) (18 ( 0) ( O
inflammation:respiratary epithelium 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
coCco oo (0o (8000 (oo
disarrangement:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Co 0o o (oo oo o COCnCn oo
Grade 1 @ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100

Significant difference ; ¥ P = 0.05 %% 1 P = 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 12
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 28 24 19 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ® o @ & & o ® ® @ W @ & ® W
[Respiratory system]
nasal cavit Q29 <24> A 28>
respiratory metaplasia:olfactory epithelium 1 1 0 0 0 0 0 0 7 0 0 0 *x 4 0 0 0
(D0 o0 o (s 0o (0 (1 o oo
respiratory metaplasiaigland 0 0 0 0 4 0 0 0 7 0 0 0 *x g 1 0 0 *x
(oo ln (1000 (s oo (0 (3) (0
duct ectasiatolfactory gland 0 0 0 0 0 0 0 0 3 0 0 0 24 0 0 0 *x
coCco oo oo o (o0 (18 C o) ( 0 ( O (8) (00
nasopharynx 2 <24 <19 28>
eosinophilic change 1 2 4} 0 1 2 0 0 2 1 0 0 1 1 0 0
(D00 (0o (1) ¢35 C 0 (0 (O CH o
lung <29 24> AP 28>
hemorrhage 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oo (0o lon 0o (5 (0 oo oo
Lymphocytic infiltration 5 1 0 0 3 0 0 0 5 0 0 0 4 2 0 0
(im0 o0 (B 0o (26) C ) C0) ( O (W (Do
bronchiolar-alusolar cell hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(D0 (0o (oo o coCoCn o
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) cib/ax100
Significant difference *: P = 0.06 x 1 P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Controt 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 19 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ m o’ O m o & W @ o & O @ & ® W
[Hematopoietic system)
bone marrow 29 24> AP <28>
myelofibrosis 1 0 0 0 2 0 0 0 0 0 0 0 1 0

0 0
(a0 CnCo0 (oo Co (oo CoCo (oo

lymph nods 29> 24> <A 28>
deposit of melanin 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0

(OO0 (oo Co (ool a0

lymphadenitis 0 0 0 0 0 2 0 1 0 0 0 1 0 0
COCo 0o CoCcs8 00 (o 00 (0o

spleen 2P <24> <19 28>
deposit of melanin 1 0 0 0 2 0 0 0 0 0 0 0 0

0
(a0 o (oo (O RGO B Q) B )] (0000

extramedul lary hematopoiesis 0 0 0 0 0 0 0 0 1 1 0 0 0 2
coCco oo cCoCo oo 5 (58 00 CoCn oo

follicular hyperplasia 1 1 0 0 2 2 0 0 3 1
(Lo (8800 (18 ( 8 ( 8 ( O (a0

capsule hyperplasia 0 0 0 0 0

0 0 0
(a0l totoCo o (oo a0

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

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

Significant difference ; ¥ P = 0,05 *x 1 P = 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. ¢ 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 18 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findinss W ® W ® W ® ® ® W ® ® ® W ® @ ®
[Circulatory system]
heart 29 <24> AP 28>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
cocoCo o (oo (000 cococonon
[Digestive system]
tooth <29 {24> AP <28>
dysplasia 5 0 0 0 2 0 0 0 0 0 0 0 4 0 0 0
(I o 0o (0o oo lon (1 oo o
‘tongue Q299 <24> A% Q28>
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (oo (5 o0 (o0 (ocoCcn o
salivary gl <29 24> 49 28>
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0300 Co oo (o0 (oo (oo ln{on
lymphocytic infiltration 9 0 0 0 8 0 0 0 4 0 0 0 8 1 0 0
(3o (3 oo (o (2np C O Co( 0 (21) C & C0) (0
stomach {29 24> a9 28>
mineralization 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 O 0o (OCOCnCn (000
Grade 1 : Slight 2 : Noderate 3 * Marked 4 : Severe
<a?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100

Significant difference ;

*x P < 0.05

¥ ! P 5 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 19 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings, @ w ®m W @ o & o @ & ® W @ o @®
[Digestive system]
stomach 29> <24> <1 28>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o CoCo oo (o0 oo oo
erosion: forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o (0ol oo oo CocooCnCo
erosion:glandular stomach 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
o0 o (oo (800 (on GV B Q) B Q) I Q)]
hyperplasia:glandular stomach 11 4 0 0 6 2 0 0 6 3 0 0 8 1 0 0
(38) (14) ( 0) ( 0 (25) ( 8 (0 (0 (32) (18) ( 0 ( O (29) ( & C 0 (0
Liver 29 <24> 19 28>
angiectasis 0 2 0 0 0 0 0 0 0 1 0 0 4 2 0 0
o Cn oo coco oo (o8 00 CoCnCo o
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
COCCon o0 (O C0Con o0 (ocoCcn o COCa (o0
deposit of hemosiderin 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OCoH 0o (oo o oo oo Co oo (o
inflammatory infiltration 0 0 0 0 2 0 0 0 0 0 0 0 1 1 2 0
COCoC0Co (oo (oCco o0 (Do
Grade 1 ¢ Stight 2 : Noderate 3 * NMarked 4t Severe
<ad a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100
Significant difference ¥ P S 0.05 ** 1 P S 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 19 28
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings ® & ® o @ o O o @ o o’ ® ® | ® W
[Digestivs system]
Liver 28> <24> A 28>
lymphoeytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o0 (ool Co oo (on (oo o
granulation 22 0 0 0 17 2 0 0 11 0 0 0 17 2 0 0
(76) ( 0) C 0)y (0 (71 C 8 C 0 (0 (58 (o) C ) (O () (. 7Y C O (0
clear cell focus 1 0 0 0 2 0 0 0 2 0 0 0 2 0 1 0
(300 Co0 (o 0Co (i) C oy C 0y (0 (70 Cy o
acidophilic cell focus 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
coco oo coCcoCn o (5 00 oo
basophi lic cell focus 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(3000 (oo (800 QY I Q) B Q) IR Q)
biliary cyst 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(3o oo (a0 (o0 (s 0oy oo oo
[Urinary system]
kidney <29 24> 19> <28>
hyaline droplet 0 1 0 0 0 0 0 0 3 0 0 0 0 1 0 0
(o300 (Ol (1) C 0y C 0) C O (00w
Grade 1 @ Slight 2 : Moderate 3t Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax*100
Significant difference ; ¥ P = 0.0 ** : P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Group Name Control 10000 ppm 20000 pem 40000 pom
No. of Animals on Study 29 24 19 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® o @ & o o @ o ®m W M ® ®m W
[Urinary system]
kidney <29 24> <19 <28>
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o (o0 (GRORE QIO B GO RGN ) oo oo Ca o000
hyaline cast 0 0 0 0 0 0 0 0 1 0 0 0 0 0 9 0
(o0 (GO RGN I ER) NG (800 (OO0
lymphocytic infiltration 3 1 0 0 5 0 0 0 3 0 0 0 6 0 0 0
(1 (3 oo (2 C 0 0 ( 0 (16} ‘0)(0) 0 (21) C 0) C 0) ( 0
granutation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (oo o oo (ool
inflammatory polyp 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
CoOCCn o (oo oo oo CoCoCn o
hydronephrosis 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 1 0
(0CoC0lo (0o (Ol (00
urin bladd 29> <24> <19 <28>
inflammation 1 0 0 0 1 0 0 0 1 0 0 0 0 1 1 0
(300 Co0Con (0o (3000 (o Hon
{Endocrine system]
pituitary <29 <24> 18> 28>
angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3 oo o0 oo (o0 CoCo oo Ca oo o0
Grade 1 : Slight 2 Noderate 3 : Marked 4 : Severs
{a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax100
Significant difference ; * 1P = 0.05 ¥ 1 P S 0,01 Test of Chi Sauare



STUDY NO. = 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Nams Control 10000 ppm 20000 ppm 40000 pem
No. of Animals on Study 29 24 19 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® W ® @ ®m W W @ o & O @® & W »
[Endacrine system]
pituitary <29> <24> <18> 28>
hyperplasia 3 2 0 0 3 1 0 0 2 1 0 0 2 3 0 0
(100 ¢ 7 C 0) (0 (13 4900 (1) 8 C 0 ( (D 0oy
adrenal <29 <24> 19> {28>
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0

0 0 0 0
(oo o (oo (o0 (ool

=3

gaiter 00 0 0 L L S
Cocon oo oo oo (5 0o (

<

0
YO0 (0o

spindle-cell hyperplasia 18 11 0 0 10 14 0 0 11

6 0 0 13 14 1 0
(62) (3) ( ) (O (42) (88) ( 0 ( 0) (58) (32) ( 0) ( O) (46) (80) ( 9 ( 0O
hyperplasiatcortical cell 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3 0o ) RGO B Q) B QI 1) CoCco oo oo oo
[Reproductive system]
ovary 29> 24> <19 <28>
angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
oo oo o Coon 0 ooy o Co o
Grade 1 Slight 2 ¢ Moderats 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) cib/ax100
Significant difference ; *: P £ 0.05 *x 1 P = 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 19 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & ® o @ @ ® W @ % & W & B ®» W
[Reproductive system]
ouary <29 <24> A 28>
cyst 3 6 0 0 4 5 0 0 1 3 0 0 3 2 ¢ 0
(10 (21) C 0) C O (a2 0 (0 (5 (18 (0 (0 (I 0o
uterus Q29 24> AP (28>
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo CoCoCn o0 oo cocoCacon
decidual change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
cococo (o0 (o Co 0o (ocConc o0 (OCOCnln
cystic endometrial hyperplasia 8 6 0 0 5 12 0 0 4 8 0 0 8 7 0 0
(28) (21) C O) ( O (2D (50 ¢ 0 ( 0) (21y (42) ( 0) ( 0 (29) (25) C 0 ( O
mammary gl 29> <24> <18> <28>
lymphocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo Con (oo 0o (000 (00
hyperplasia 3 1 0 0 5 0 0 0 1 0 0 0 2 0 0 0
(100 ¢ 3 C 0) (0 (21 C 0y C 0y (O () Y B G Q0] (Do oo
atypical hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OCO 0o oo oo (GO RGN B Q) I Q1) (ol
Grade 1 ¢ Slisht 2 @ Hoderate 3t Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c¢c) ctb/ax100
Significant difference ¥ 1 P = 0,05 *x : P S 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. ¢ 0225 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX < FEMALE PAGE :
Group Name 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 24 18 28
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M ® ® W @ ®m o’ W w ® ® W @ ® & o
{Nervous system]
brain 24> 19> 28>
mineralization 14 0 14 0 0 0 10 0 0 0 17 0 0 0
(48) ( 0) (88) . 0 (0} (0 (83) ( 0) C 0) (O (61) C 0) C 0) C O
[Special sense organs/appandags)
Harder sl <24> 4P <28
degeneration 0 0 0 0 0 0 0 1 0 0 0 0 0 0
0 0) oo o0 (GO NG B GO B Q)] (OO0
lymphooytic infiltration 0 0 1 0 0 0 1 0 0 0 2 0 0 0
o 0) (0o (5000 (Do o0
hyperplasia 0 0 0 0 0 0 0 1 0 0 0 0 0 0
{0 ( 0) oo oo o8 o (n (0000
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
{c) cib/a*l100

Significant difference ;

* 3

P = 0.05

*»* ! P £ 0,01

Test of Chi Sauare

(BPT150)



APPENDIX M 1

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

RAT : MALE



STUDY NO. @ 0224 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIHAL : RAT F344
REPORT TYPE : Al
SEX T MALE PAGE : 1
Time—related Items Group Name Control 7500 ppm 15000 ppm 30000 ppm
Weeks,
0- 52 NO. OF EXAMINED ANIMALS 0 0 0 0
NO. OF ANINALS WITH TUMORS 0 0 0 0
NO. OF ANINMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 -~ 178 NO. OF EXAMINED ANIMALS 2 3 4 0
NO. OF ANIMALS WITH TUMORS 2 3 2 0
NO. OF ANIMALS WITH SINGLE TUMORS 2 2 2 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 0 0
NO. OF BENIGN TUMORS 1 2 1 0
NO. OF MALIGNANT TUMORS 1 2 1 0
NO. OF TOTAL TUMORS 2 4 2 0
79 - 104 NO. OF EXAMINED ANIMALS 10 8 12 20
NO. OF ANIMALS WITH TUMORS 10 8 12 20
NO. OF ANIMALS WITH SINGLE TUMORS 4 2 0 6
NO. OF ANIMALS WITH MULTIPLE TUMORS 6 8 12 14
NO. OF BENIGN TUMORS 15 11 20 36
NO. OF MALIGNANT TUMORS 5 6 11 11
NO. OF TOTAL TUMORS 21 17 31 47
105 - 105 NO. OF EXAMINED ANIMALS 38 39 34 30
NO. OF ANINALS WITH TUMORS 38 39 34 30
NO. OF ANIMALS WITH SINGLE TUMORS 12 8 13 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 28 31 21 25
NO. OF BENIGN TUMORS 76 80 62 65
NO. OF MALIGNANT TUMORS 9 12 5 7
NO. OF TOTAL TUMORS 85 92 67 72
(HPT070) BAIS3



STUDY NO. : 0224 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Time-related [tems Group Name Control 7500 ppm 15000 ppm 30000 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 50 48 50
NO., OF ANIMALS WITH SINGLE TUMORS 18 12 15 11
NO. OF ANIMALS WITH MULTIPLE TUMORS 32 38 33 39
NG. OF BENIGN TUXORS 92 93 83 101
NO. OF MALIGNANT TUMORS 18 20 17 18
NO. OF TOTAL TUMORS 108 113 100 118
(HPT070)

BAIS3



APPENDIX M 2

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

RAT @ FEMALE



STUDY NO. = 0224

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

ANTMAL : RAT F344
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 3
Time-related Items Group Name Controt 7500 ppm 15000 ppm 30000 ppm
Weeks,
0- 52 NO. OF EXAMINED ANIMALS 0 1 0 1
NO. OF ANIMALS WITH TUMORS 0 1 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 1 0 0
NO. OF TOTAL TUMORS 0 1 0 0
583 - 178 NO. OF EXAMINED ANIMALS 0 2 0 13
NO. OF ANIMALS WITH TUMORS 0 2 0 7
NO. OF ANIMALS WITH SINGLE TUMORS 0 2 0 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 1 0 8
NO. OF MALIGNANT TUMORS 0 1 0 1
NO. OF TOTAL TUMORS 0 2 0 7
79 - 104 NO. OF EXAMINED ANIMALS 3 8 15 22
NO. OF ANIMALS WITH TUMORS 3 8 13 10
NO. OF ANIMALS WITH SINGLE TUMORS 1 4 6 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 4 7 5
NO. OF BENIGN TUMORS 5 8 13 11
NO. OF MALIGNANT TUMORS 1 5 10 5
NO. OF TOTAL TUMORS 6 13 23 16
105 - 105 NO. OF EXAMINED ANIMALS 47 38 35 14
NO. OF ANIMALS WITH TUMORS 33 26 20 g
NO. OF ANIMALS WITH SINGLE TUMORS 18 13 13 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 15 13 7 4
NO. OF BENIGN TUMORS 43 39 23 11
NO. OF MALIGNANT TUMORS 3 5 7 2
NO. OF TOTAL TUMORS 52 44 30 13

(HPTO70)

BAIS3



STUDY NO. & 0224 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 7500 ppm 15000 ppm 30000 ppm
Weeks
0 - 105 NO. OF EXANINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 36 37 33 26
NO. OF ANIMALS WITH SINGLE TUMORS 18 20 18 17
NO. OF ANIMALS WITH MULTIPLE TUMORS 17 17 14 9
NO. OF BENIGN TUMORS 54 48 36 28
NO. OF MALIGNANT TUMORS 4 12 17 8
NO. OF TOTAL TUMORS 58 60 53 36
(HPT070)

BAIS3



APPENDIX M 3

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

MOUSE : MALE



STUDY NO. : 0225 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL + MOUSE BDF1
REPORT TYPE : Al
SEX : MALE PAGE : 1
Time-related Items Group Name Cantrol 10000 ppm 20000 ppm 40000 ppm
__ Weeks
0~ 52 NO. OF EXAMINED ANIMALS 1 0 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53- 78 NO. OF EXAMINED ANIMALS 3 2 4 8
NO. OF ANTMALS WITH TUMORS 1 1 2 2
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 2 1
NO. OF BENIGN TUMORS 1 2 3 2
NO., OF MALIGNANT TUMORS 0 3 3 1
NO. OF TOTAL TUMORS 1 5 8 3
79 - 104 NO. OF EXAMINED ANIMALS 12 13 18 17
NO. OF ANIMALS WITH TUMORS 11 12 12 13
NO. OF ANIMALS WITH SINGLE TUMORS 8 9 8 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 3 3 6 8
NO. OF BENIGN TUMORS 4 5 7 7
NO. OF MALIGNANT TUMORS 11 13 14 16
NO. OF TOTAL TUMORS 15 18 21 23
105 - 108 NO. OF EXAMINED ANIMALS 34 35 30 25
NO. OF ANIMALS WITH TUMORS 26 24 24 21
NO. OF ANIMALS WITH SINGLE TUMORS 14 12 9 13
NO. OF ANIMALS WITH MULTIPLE TUMORS 12 12 15 8
NO. OF BENIGN TUMORS 20 25 24 17
NO. OF MALIGNANT TUMORS 25 17 19 17
NO. OF TOTAL TUMORS 45 42 43 34
(HPT070) BAIS3



STUDY NO. : 0225

ANIMAL © MOUSE BDF1

REPORT TYPE : Al
SEX ¢ MALE

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

PAGE ¢ 2

Time-related Items

Group Name Control 10000 ppm 20000 ppm 40000 ppm
__ Wesks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 38 37 38 36
NO. OF ANIMALS WITH SINGLE TUMORS 23 21 15 19
NO. OF ANIMALS WITH MULTIPLE TUMORS 15 18 23 17
NO. OF BENIGN TUMORS 25 32 34 26
NO. OF MALIGNANT TUMORS 36 33 36 34
NO. OF TOTAL TUMORS 61 65 70 60
(HPT070)

BAIS3



APPENDIX M 4

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

MOUSE: FEMALE



STUDY NO.  : 0225

ANIMAL : MOUSE BDF1

REPORT TYPE : Al

SEX + FEMALE

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

PAGE : 3

Time-related Items Group Name Control 10000 ppm 20000 ppm 40000 ppm
Weeks

0~ 52 NO. OF EXAHMINED ANIMALS 3 1 3 0
NO. OF ANIMALS WITH TUMORS 3 0 1 0

NO. OF ANIMALS WITH SINGLE TUMORS 3 0 1 0

NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0

NO. OF BENIGN TUMORS 0 0 ¢ 0

NO. OF MALIGNANT TUMORS 3 0 1 0

NO. OF TOTAL TUMORS 3 0 1 0

53 - 78 NO. OF EXAMINED ANIMALS 4 5 5 4
NO. OF ANIMALS WITH TUMORS 3 5 4 3

NO. OF ANIMALS WITH SINGLE TUMORS 2 5 4 3

NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 0 0

NO. OF BENIGN TUMORS 0 0 0 0

NO. OF MALIGNANT TUMORS 4 5 4 3

NO. OF TOTAL TUMORS 4 5 4 3

78 - 104 NO. OF EXAMINED ANINALS 14 20 23 18
NO. OF ANIMALS WITH TUMORS 12 18 21 17

NO. OF ANIMALS WITH SINGLE TUMORS 9 13 14 10

NO. OF ANIMALS WITH MULFIPLE TUMORS 3 6 7 7

NO. OF BENIGN TUMORS 4 6 10 7

NO. OF MALIGNANT TUMORS 13 19 20 17

NO. OF TOTAL TUMORS 17 - 25 30 24

105 - 105 NO. OF EXAMINED ANIMALS 29 24 19 28
NO. OF ANIMALS WITH TUMORS 22 18 15 24

NO. OF ANIMALS WITH SINGLE TUMORS 14 8 8 11

NO. OF ANIMALS WITH MULTIPLE TUMORS 8 10 7 13

NO. OF BENIGN TUMORS 22 24 12 28

NO. OF MALIGNANT TUMORS 9 8 11 17

NO. OF TOTAL TUMORS 31 32 23 45

(HPTO70)

BAIS3



STUDY NO.  : 0225 NUMBER OF ANIMALS WITH TUMORS AND NUXBER OF TUMORS - TINE RELATED

ANIMAL : HOUSE BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Time-related Items Group Name Control 10000 ppm 20000 ppm 40000 ppm
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 40 42 41 44
NO. OF ANIMALS WITH SINGLE TUMORS 28 26 27 24
NO. OF ANIMALS WITH MULTIPLE TUMORS 12 16 14 20
NO. OF BENIGN TUMORS 26 30 22 35
NO. OF MALIGNANT TUMORS 29 32 36 37
NO. OF TOTAL TUMORS 55 62 58 72
(HPT070)

BAIS3



APPENDIX N 1
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

RAT : MALE



STUDY NO. : 0224 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 1

Group Name Control 7500 ppm 15000 ppm 30000 ppm

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

[Integumentary system/appandage]

skin/app <50> 50> <50> <50>
squamous cell papitloma 0 ( 0% 0 ( 0% 0 ( 0B 2 ( 4n
trichospitheliona 0 (0% 1 (20 0 ( o% 2 (40
keratoacanthoma 1 (2% 3 ( 8% 1 (2 4 ( 8%
sebaceous adenoma 0 ( o% 0 (0B 0 (0% 3 ( 8%
squamous cell carcinoma 0 ( op 1 (21 0 (0% 0 (0

subcutis <50> <50> <50> <50>
Fibroma 4 ( 8% 4 ( 8p 4 ( 8y 6 (12§)
Lipoma 0 ( on 1 (20 0 (0% 0 ( 0%
schwannoma 0 ( o 0 ( 0% 1 (21 0 ( 0%
chordoma 0 (o 1 (2% 0 ( 0% 0 ( op
hemangioma 0 ( 0% 1 (2 1 (2% o ( 0m
fibrosarcoma 1 (2% 0 ( 0% 0 (0% 0 ( 0B
schwannoma:mal ignant 0 ( 0% 1 (28 0 ( op 0 ( oR
malignant fibrous histiocytoma 0 ( 0B 1 (2% 0 ( 0%) 1 (21

<a> a ! Number of animals examined at the site
b (¢) b : Number of animals with neaplasm c:b/a*100
(HPT085) BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 2

Group Name Cantrol 7500 ppm 15000 ppm 30000 ppm

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

[Respiratory system]

nasal cavit <50> <50> <500 <50>
adenoma 0 ( o 1 (2p 0 (0 0 ( o%

lung <50> <50> <B0> <50
bronchiolar-alueolar adenoma 3 ( 8% 3 ( 8% 3 (8% 5 ( 10%)
bronchiolar-alueolar carcinoma 0 ( o% ¢ ( op ¢ (0% 2 (4%

[Hematopoietic system)

lymph node <50> <50 <50> <50
malignant Llymphama 0 ( 0% 0 ( om 1 (21 0 (0%

thymus <500 <B0> <50 <50>
‘thymoma:maLignant 0 ( op 1 (2% 0 ( 0% 1 (2

spleen <B0> <50> <50 <50>
hemangioma 0 ( 0% 0 ( o 1 (2% 0 ( 0P
mononuclear cell leukemia 6 (12%) 2 (4% 2 (49 4 ( 8h

[Digestive system]

stomach <50> <50 <BK <50
sauamous cell papilloma 0 ( op 0 ( 0% 1 (2% 0 ( 0%

small intes <& <49 <50> <50>
fibroma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%

large intes <B0> <49 <50> <50>
adenocarcinoma 0 ( 0%) 1 (2p 0 (0% o (0%

Liver <500 <50> <50> <50>
hepatocsllular adenoma 1 ( 2% 0 ( 0B 0 ¢ om 1 ( 2p

<a> a @ Number of animals examined at the site
b (c) b : Number of animals with neoplasm ctb/ax100
(HPT085) BAIS3



STUDY NO, : 0224

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344 ALL ANIMALS (0-105%)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 3

Group Name Control 7500 ppm 15000 ppm 30000 ppm

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

[Digestive system]

Liver <500 <B0> <50 <50
histiocytic sarcona 0 ( 0% 0 ( op) 1 (2% 1 (20
hepatocetlular carcinoma 0 ( 0% 2 (49 0 (0% 1 (2%

pancreas <50> <50> <50> <50>
islet cell adenoma 4 { 8% 3 ( 8% 4 ( 8% 3 ( &%)
islet cell adenocarcinoma 1 (2% 0 ( 0% 0 (0B 0 ( 0

[Urinary system]

kidney <500 <0 <50> <50>
nephrablastoma 1 (2% 0 ( 0% 0 ( %) 0 ( 0%

urin bladd <50> <50> <50> <50
transitional csll papillona 0 ( 0%) 1 ( 2p 1 (¢ 2 ¢ ( 0%

[Endacrine system]

pituitary (G <500 <50> <50>
adenoma 14 ( 28%) 14 ( 28%) 11 ( 22%) 18 ( 368%)
adenccarcinoma 3 ( 6% 1 (2% 3 ( 8% 1 (2%

thyroid <50 <50 <50> <50>
C-cell adenoma 12 ( 24%) 5 (109 5 ( 10%) 4 ( 8%
follicular adenocarcinoma 1 (2% 1 (2% 2 (4% 1 ( 2p

adrenal <50> <50> <50 <50>
pheochromocytoma 4 ( 8% 7 (14%) 5 ( 10%) 7 ( 14%)

<a»> a : Number of animals examined at the site
b (¢) b ¢ Number of animals with neoplasm c:b/ax100
(HPTO085)

BAIS3



STUDY NO. = 0224

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX i HALE PAGE : 4

Group Name Control 7500 ppm 15000 ppm 30000 ppm

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

[Endocrine systenm]

adrenal <50> <50> <50> <50>
ganglioneuroma 0 (o 1 ( 2p 0 ( o) 1 (29
cortical adenoma 0 ( 0% 1 (2% 1 (28 0 (0%
pheochromocytoma:mal isnant ¢ (0P 0 ( 0 1 (29 1 (2n

[Reproductive system)

testis <560 <B0> <50> <50
interstitial csll tumor 44 ( 88%) 43 { 86%) 42 ( 84%) 44 ( 88%)
rete testis adenoma 1 (2% 0 ( o%) 0 ( o) o (0%

mammary gl <50> <50> <50> <50
adsnoma 1 (2% 0 ( 0% 0 ( 0% 0 ( 0%
fibroadenoma 2 ( 4% 1 (2% 0 ( 0 0 ( 0%
adenocarcinoma 0 ( 0% 1 (2% 0 ( op 0 ( 0p

prep/cli gl <60> <50> <50> <50
adenoma 1 (2% 1 ( 2% 1 (2% 0 ( o%
adenocarcinoma 1 (2% 0 ( op 0 ( op) 0 ( 0%

[Neruous system]

brain <50> <50> <500 <50>
malisnant reticulosis 0 (0B 0 ( op 1 (2D 1 (2

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

(HPTO085) BAIS3



STUDY NO. = 0224

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE :

Group Name Cantrol 7500 ppm 15000 ppm 30000 ppm

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

[Neruous systen]

brain <50> <50> <50> <50>
glioma 1 (2% 1 (2% 1 (29 0 ( 0%

spinal cord <B0> <50> <B0> <B0>
glioma 0 ( o 0 ( o% (2% 0 ( o%

[Special sense organs/appandage]

Zymbal gl <50> <50> <B0> <50>
adenoma 0 ( 0% 0 ( 0B 0 ( 0% 1 (2p

[Musculosksletal system)

bone <50> <50> <50> <50>
osteasarcoma 0 ( 0% 0 ( o% 0 ( o% 1 (2%

[Body cavities]

peritoneum <50> <50 <50> <50>
mesothelioma 1 (2% 6 (129 4 ( 8% 3 ( 6%
malisnant fibrous histiocytoma 0 ( 0% 1 ( 2p 0 (0% 0 (0%

retroperit <50> <50> <50> <50>
paragangliomatbenign 0 ( 0% 1 (21 ¢ (o 0 ( 0%

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

BAIS3



APPENDIX N 2
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

RAT @ FEMALE :



STUDY NO. : 0224

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 6

Group Name Control 7500 ppm 15000 ppm 30000 ppm

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

{Integumentary system/appandags]

skin/app <50> <50> <50> <50>
squamous cell papilloma 1 (2% 1 (2 1 (2% 1 (2%

subcutis <50> <50> <50> <B0>
fibroma 2 (4% 1 (2% 0 (0 1 ( 2%
schwannoma 1 (2% 0 ( 0% 0 ( 0 0 ( o%
hemangioma 0 ( o% 0 ( op 0 ( o% 1 (2%
histiocytic sarcoma 0 ( op 0 (0B I (2% 0 ( 0%

[Respiratory system]

lung <50> <50 <50 <50>
bronchiotar-alueolar adenoma 0 ( 0% 3 ( 8% 1 (28 0 (0%

[Hematopoietic system]

thymus <50> <50> <50> <50>
thymoma:benion 0 ( o% o ( 0B 0 ( 0% 1 (2w
thymoma:malignant 0 ( 0%) 1 (2% 1 (29 0 (0%

spleen <50> <B0> <50> <50>
hemangiona 1 (2% 1 (2n 0 ( on 0 ( 0%
mononuclear cell leukemia 1 (2% 7 (14%) 3 ( 8% 4 ( 8p

[Digestive system]

oral cavity <GB0 <50> <B0> <50>
squamous cell carcinoma 1 (2% 0 0n 0 ( 0B 0 (0B

<a> a : Nuwber of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax100
(HPTO085)

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL T RAT F344 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 7

Group Name Control 7500 ppm 15000 ppm 30000 ppm

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

[Digestive systen]

tooth <50> <50> <50> <500
amsloblastoma:malignant 0 ( 0% 1 (21 0 ( o% 0 (0%

small intes <50> <50 <50 <50
fibroma 0 (0% 1 (2% 0 ( 0B 0 ( 0%

large intes <50> <500 <B0> <GB0
leiomyosarcoma 0 (0B ¢ (0B 1 (21 0 ( 0%

Liver <500 <50> <50 <50>
hepatocel lular adenoma 1 (2% 0 ( o% 0 ( om 0 ( 0%
histioeytic sarcoma 0 ( o%) 0 ( 0%) 1 (2% 0 ( 0%

pancreas <B60> <50> <560> <50>
islet cell adenocarcinoma 1 (2% 0 ( o ¢ ( 0% 0 (0

[Urinary system]

urin bladd <50> <50> <50> <500
transitional cell papilloma 0 ( 0% 1 (29 1 (2% 0 ( 0%
transitional cell carcinoma 0 ( o 1 (2% 0 (0% 0 ( 0%

[Endocrine system]

pituitary <49> <50> <50 <50
adenoma 18 ( 37%) 14 ( 28%) 12 ( 24%) 6 ( 12%)
adenacarcinoma 1 (2% 0 (0B 2 (4% 1 (2%

thyroid <B0> <49> <50> <B0>
C-cell adenoma 6 (12%) 4 ( 8% 5 ( 10%) 4 ( 8

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

BAIS3



STUDY NO. : 0224 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX © FEMALE PAGE: 8
Group Name Control 7500 ppm 15000 ppm 30000 ppm

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

[Endocrine system]

thyroid <50> <49> <50 <50
C-cell carcinoma 0 ( o 0 ( 0% 1 (2% 0 ( o%

adrenal <50> <50> <50 <50
pheochromocytona 1 (2% 5 ( 10%) 2 (4% 0 ( OB
cortical adenoma 0 ( op 0 (0B o ( on 1 (28

[Reproductive system]

ovary <50> <4 <B0> <500
hemangioma 0 ( o% 0 ( o) 1 (2% o (0%
Luteoma 0 ( 0% 0 (0B 1 (2 0 (0B
granulosa—theca cell tumor 1 (2% 2 (4% 0 ( 0n 0 oW

uterus <50> <50> <50> <50>
adenona 1 (2% 0 ( 0% 1 (2n 0 ( o%
endometrial stromal polyp 14 (28%) 5 (10%) 7 (14%) 7 (14%)
adenocarcinoma 0 ( o 0 ( o 2 (4% 1 ¢ 2p
endometrial stromal sarcoma 0 ( o%) 0 (0% 2 (4% 1 (29

mammary gt <60> <50> <50> <500
adenona 2 (4% 1 (2% o ( o) 1 ( 2p
fibroadenona 3 ( &%) 5 ( 10%) 3 ( 6B 2 (4%

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

BAIS3



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX s FEMALE PAGE :

Group Name Control 7500 ppm 15000 ppm 30000 ppm

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

[Reproductive system]

mammary gl <50> <50 <50 <50>
adenacarcinama 0 ( op 1 (2n 1 (2n 0 (0

prep/cli gl <50> 50> <50> 50>
sauamous csll papitloma 0 (0D 1 (2% 0 op 0 ( 0%
adenoma 1 (2% 3 ( &%) 1 (2 3 ( 8%

{Neruous systenm]

brain <50> <60 <B0> <50
malignant reticulosis 0 ( om 1 (2% 1 (2n 0 (0

[Special sense organs/appandage)

Zymbal gl <50> <50> <50> <BO>
adenoma 1 (2% 0 ( o% 0 ( 0% 0 ( o
saquamous cell carcinoma 0 ( 0% 0 ( o 1 (2% ¢ (0%

[Body cavities]

peritoneum <50> <B0> <60> <50
mesothelioma 0 ( 0% 0 ( o 0 ( 0% 1 (2w

<a> a : Number of animals examined at the site
b (c¢) b : Number of animals with neaplasm c:b/ax*x100
(HPT085)

BAIS3



APPENDIX N 3
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

MOUSE: MALE



STUDY NO. & 0225

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE BDF1 ALL ANINMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 1

Group Name Control 10000 ppm 20000 rem 40000 ppm

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

[Integumentary system/appandage}

subcutis <50> <50> <50> <50>
Lipoma ( 0% 0 0B 1 (20 0 (o
hemangioma (o9 o 0p 1 (2n 0 (0%
fibrosarcoma ( 4% 1 (28 0 (0% 1 (21
histiocytic sarcoma ( 0% 1 (2p 0 ( 0B 1 (2
carcinoma:NOS ( 2% 0 (0 0 ( 0% 0 (0
hemangiosarcona ( 0% 2 (49 0 (0% 0 ( 0%

[Respiratory system]

lung <500 <50 <50> <50
bronchiolar—alueotar adenoma ( 10%) 7 ( 14%) 8 ( 16%) 8 ( 16%)
hemangioma ( 0% 0 ( op 0 ( 0% 1 (21
histiocytic sarcona ( op 0 ( oR 1 (28 0 ( 0%)
bronchiolar-alueclar carcinoma ( 14%) 3 ( 8% 8 (12%) 3 ( 8%

[Hematopgistic system]

bone marrow <50> <50> <60> <50>
hemangioma ( 4% 3 ( &9 0 (0% 0 (0

<a> a * Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm citb/ax100
(HPT085) BAIS3



STUDY NO. & 0225

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUXMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE : 2

Grroup Name Control 10000 ppm 20000 ppm 40000 ppm

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

[Hematopoistic system]

Lymph node <80> <50> <500 <50>
malisnant tymphoma 7 (14%) 3 ( &%) 6 (12%) 6 (128
mastoytoma:malignant ( op 1 (21 0 ( 0% 0 (0%

spleen <50> <50> <50> <50
hemangiona ( 29 o (0 3 ( 8% 1 ( 2p
malisnant Lymphoma ( 2% o (0B 3 ( 8% 3 ( 8%
mastcytomasmalignant ¢ om 0 ( 0% 0 ( 0B 1 (2%
hemangiosarcona ( 2% 3 ( 8% 3 ( &% 1 ( 2n

[Digestive system]

tongue <50> <50> <50> <B0>
saquamous cell papilloma ( 0% o ( 0B 1 (20 o ( 0%

small intes <50> <50> <B0> <50>
adenoma ¢ oM 0 ( o) 1 (21 0 ( on
adenacarcinaoma (% 0 ( oR 1 ( 2n 0 ( 0%

Liver <50> <50 <50> <50>
hemangioma ( 10%) 8 ( 16%) 1 (28 5 { 10%)
hepatocellular adenoma (12%) 13 ( 26%) 13 ( 28%) 7 (14%)
histiocytic sarcoma ( 49 3 ( 6% 1 (20 4 ( 8%

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

b (c¢) b ¢ Number of animals with neoplasm cib/ax1l00

(HPT085)

BAIS3



STUDY NO.  : 0225
ANINAL ¢ MOUSE BDF1
REPORT TYPE : Al

SEX ¢ MALE

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANINALS (0-105%)

PAGE : 3
Group Name Control 10000 ppm 20000 ppm 40000 ppm

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

[Digestive system]

Liver <50> <50 <50> <50>
hemangiosarcoma 0 ( oW 1 (2P 1 (29 2 (4%
hepatocellular carcinoma 14 ( 28%) 11 ( 22%) 13 ( 26%) 9 (18Y%)
hepatablastoma 1 (2% 2 ( 4% 0 ( 0% 0 ( 0%)

[Endocrine system]

adrenal <500 <50> <50> <500
pheochronocytona 1 (2% 0 ( 0% 0 ( 0B 1 (2

[Reproductive system]

testis <B0> <50 <50> <500
xarthoma 1 (2% 0 ( op 0 (0B 0 ( oR

epididymis <50> <50> <50 <560
hemangioma 0 ( of) 0 ( op 1 (2 0 (0%
histioeytic sarcoma 0 ( op 1 (2p ¢ ( 0 1 ( 2p

[Neruous system]

brain <500 <60 <50> B0
glioma 0 ( 0B 0 ( o 1 (2 0 ( 0%

periph nerv <50> <50> <50> <5602
histiooytic sarcoma 0 ( o 0 ( op o ( 0% 1 (2p

[Special sense organs/appandage]

Harder gl <50> <50> <60> <60>
adenoma 3 ( 6% 1 (2% 4 ( 8% 1 ( 2%

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

b (¢) b : Number of animals with neoplasm c:ib/ax100

(1IPT085)

BAIS3



STUDY NO. : 0225 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : HALE PAGE : 4

Graup Name Contrrol 10000 ppm 20000 ppm 40000 ppm

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

{Musculoskeletal system]

bone <50> <50> <50 <50>
osteosarcona o ( 0% 0 ( 0% 0 ( 0B 1 (2%

[Body cauities]

pleura <50 <50> <50> <500
hemangioma 0 ( o 0 ( 0% 0 ( 0% 2 (4%

perifoneum <50> <50> <50> <500
hemangiosarcona ¢ o 1 (29 0 C 0w 0 (0%

mesenterium <50> <50> <50> <50>
hemangioma ( 2% 0 ( 0% 0 ( 0% 0 ( 0%

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

BAIS3



APPENDIX N 4
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (TOW-YEAR STUDY: SUMMARY)

MOUSE: FEMALE



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 5
Group Name Control 10000 ppm 20000 pom 40000 ppm

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

[Integumentary system/appandage]

skin/app <80> <50> <49> <50>
sauamous cell papilloma 1 (20 o (o (UG 0 (o
sebacenus adenoma 0 ( o% 0 (0 o (o 1 {29

subcutis <50> <50 <60> <B0>
hemangiona - 0 (0% 0 o 0 (0 1 (28
fibrosarcoma 2 (40 1 ( 2% 0 ( o% 2 (4%
histiooytic sarcoma 0 ( op 1 (29 0 (o 0 (o
mastcytomatmalignant 0 ( op U Q] 0 ( o) 1 (2%

[Respiratory system]

lung <50> <60> <560> <B0>
bronchiolar-alueolar adencma 2 (4 3 ( 8% 2 (4B 0 (0B
bronchiolar-alueolar carcinoma 1 (28 2 (4B 0 (0B 0 (oD

[Hematopoistic systenm)

Lymph node <50> <50> <560> <60>
hemangicma 0 (0 0 (0 0 (0B 1 (29
histiocytic sarcoma 0 ( op 0 (o 1 (29 o (0B
malisnant Lymphama 8 (18%) 15 ( 30%) 1 (22%) 14 (289

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

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

(HPT085) BAIS3



STUDY NO. & 0225 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ HMOUSE BDF1 ALL ANINMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 8

Group Name Control 10000 ppm 20000 ppm 40000 ppm

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

[Hematopoistic system]

Lymph node <50> <50> <5B0> <B0>
mastcytomasmalionant 0 ( o 0 ( op 2 (4% 0 ( 0%

thymus <500 <B0> <50> <50>
malisnant Lymphoma 2 (4% 0 ( 0B 0 ( op 0 om

spleen <50> <50> <B0> <50>
malisnant Lymphoma 1 (2% 1 (2% 1 (2% 2 (49
hemangiosarcaoma 0 ( 0% 1 (2% 0 ( 0% 1 (2%

[Digestive system]

tongue <50 <50 <50 <50
squamous cell papilloma 0 ( 0% ¢ ( 0% 0 (0% 1 (2%
squamous cell carcinoma 0 ( 0% 0 ( 0% 0 ( op 1 (29

salivary gl <50> <50> <500 <50>
xanthona o (0% 1 (2% 0 ( % 0 ( 0%

stomach <50> <500 <50 <50>
squanous cell papilloma (2% 0 ( 0% 0 ( o% 0 ( o%

small intes <50> (&I <50> <500
adenoma 0 (0 0 ( om 1 (2% 1 (20

Liver <50 <50> <50 <50>
hemangioma 0 ( of) 2 (4% 1 (2p 0 (oD
hepatocel lular adencma ( 10%) 11 ( 22%) 5 (10%) 10 ( 20%)
histiooytic sarcoma ( 2% 2 (49 2 (4% 0 (o

<a> a * Number of animals examined at the site
b (¢) b : Number of animals with neoplasm c:ib/ax*100
(HPTO085)

BAIS3



STUDY NO.
ANTHAL
REPORT TYPE :

: 0225
: HOUSE BDF1

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANIXALS (0-105W)

SEX : FEMALE PAGE : 7
Group Name Controt 10000 ppm 20000 ppm 40000 ppm

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

[Digestive system]

Liver <B0> <B0> <500 <50
hemangiosarcona 0 ( 0% 1 (2% 0 ( 0% o ( o%
hepatacel lular carcinoma 0 ( 0% 2 (49 1 (2R 0 ( 0%

[Endocrine system)

pituitary Us> <50> <49 <49
adenoma g (18%) 7 ( 14%) g (18%) 8 ( 16%)
adenocarcinama 2 (4% 1 ( 2p 2 (49 1 (21

adrenal <49 <B0> <60> <B0>
pheochromocytoma 0 ( 0% o ( o® 0 ( 0B 1 (28

[Reproductive system]

ovary <438 <50 <50 <43
cystadenama 1 (2% 2 (49 3 ( &%) 1 (2%
cystadenocarcinoma 1 (2% 0 ( op 0 ( 0% o ( 0%

uterus <50 <50> <50> <50>
hemangiona 0 ( 0 1 (2% 0 ( o% 0 ( o%)
endometrial stromal polyp 5 ( 10%) 2 (4% 0 (0% 2 (4%
histiocytic sarcoma g (18%) 3 ( 6% 14 ( 28%) 12 ( 24%)

mammary gl <50> <50> <50 <50>
adenoma 0 ( op 0 ( 0% 1 (20 3 ( 8%

<a» a ¢ Number of animals examined at the site
b (¢) b : Number of animals with neoplasm c:b/ax100
(HPT085) BAIS3



STUDY NO. : 0225

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : 8

Group Name Control 10000 ppm 20000 ppm 40000 ppm

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

[Reproductive systenm]

mammary gl <505 <50> <50 <50
adenocarcinoma 1 (2% 1 (2% 2 (40 3 ( 8%

[Neruous systenm]

periph nerv <50> <B0> <B50> <50>
histiocytic sarcoma 0 ( o 1 (2% 0 ( 0% 0 ( 0%

[Special sense organs/appandage]

Harder gl <50> <50 <B0> <50>
adenoma 2 (4% 1 (29 0 ( 0% 4 ( 8%

{Body cavitises]

peritoneum <50> <50> <50> <50>
hemangiomna 0 ( o 0 (0B ¢ ( 0B 1 (2%

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

BAIS3



APPENDIX O 1

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

RAT : MALE



STUDY No. @ 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINMAL t RAT F344
SEX T MALE PAGE : 1
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE : skin/appendage
TUMOR : keratoacanthoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0) 4/50( 8.0)
Adjusted rates(b) 2.27 7.68 2.94 10.81
Terminal rates{c) 0/38( 0.0) 3/39( 7.7) 1/34( 2.9) 3/30( 10.0)
Statistical analysis
Psto test
Standard method(d) P= -
Prevalence method(d) P = 0.1022
Combined analysis(d) Pz
Cochran-Armitage test(e) P = 0.2260
Fisher Exact test(e) P = 0,323 P = 0.2475 P = 0.1998
SITE : skin/appendage
TUMOR : sebaceous adencma
Tumor rate
Querall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0)
Adjusted rates(b) 0.0 0.0 0.0 8.82
Terminal rates(c) 0/38( 0.0) 0/38( 0.0) 0/34( 0.0) 2/30( 6.7)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence method{(d) P = 0.0025%x?
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.0079%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.1325
SITE & subcutis
TUMOR : fibroma
Tumor rate
Overall rates(a) 4/50( 8.0) 4/50( 8.0) 4/50( 8.0) 6/50( 12.0)
Adjusted rates(b) 10.53 7.69 8.89 13.64
Terminal rates(c) 4/38( 10.5) 3/33( 7.7 3/34( 8.8) 3/30( 10.0)
Statistical analysis
Psto test
Standard method(d) P = 0.5801
Prevalence method(d) P = 0.1950
Combined analysis(d) P = 0.2370
Cochran-Armitage test(e) P = 0.4522
Fisher Exact test(e) P = 0.3579 P = 0.3579 P = 0.3944

(HPT360A)

BAIS3



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL t RAT F344
SEX ¢ MALE PAGE : 2
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE subcutis
TUMOR fibroma,fibrosarcoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 4/50( 8.0) 4/50( 8.0) 6/50( 12.0)
Miusted rates(b) 10.53 7.69 8.89 13.64
Terminal rates(c) 4/38( 10.5) 3/38( 7.7) 3/34( 8.8) 3/30( 10.0)
Statistical analysis
Peto test
Standard methad(d) P = 0.8773
Prevalence method(d) P = 0.1950
Combined analysis(d) P = 0.3375
Cochran-Armitage test(e) P = 0.6539
Fisher Exact test(e) P = 0.4883 P = 0.4883 P = 0.4872
SITE lung
TUMOR brronchiolar-alveolar adenoma
Tunor rate
Ouerall rates(a) 3/50( 6.0) 3/50( 6.0) 3/50( 6.0) 5/50( 10.0)
Adjusted rates(b) 7.89 6.52 8.82 16.67
Terminal rates{c) 3/38( 7.9) 2/38( 5.1) 3/34( 8.8) 5/30( 16.7)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P = 0.1328
Combined analysis{d) P=—-
Cochran-Armitage test(s) P = 0.3991
Fisher Exact test{e) P = 0.3392 P = 0.3392 P = 0.3790
SITE tung
TUMOR bronchiolar-alueolar adenoma,bronchiclar-alueslar carcinoma
Tumor rate
Ouverall rates(a) 3/50( 6.0) 3/50( 6.0) 3/50( 6.0) 8/50( 12.0)
Adjusted rates(b) 7.89 6.52 8.82 20.00
Terminal rates(c) 3/38( 7.9 2/38( 5.1) 3/34( 8.8) 6/30( 20.0)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method(d) P = 0.0855
Combined analysis(d) P=
Cochran-Armitage test(e) P = 0.2205
Fisher Exact test(e) P = 0.3392 P = 0.3392 P = 0.2728

(1PT3604)

BAIS3



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344
SEX : MALE PAGE 3
Group Name Control 7500 pom 15000 ppm 30000 ppm
SITE : spleen
TUMOR : mononuclear cell leukemia
Tumor rate
Ouerall rates(a) 6/50( 12.0) 2/50( 4.0) 2/50( 4.0) 4/50( 8.0)
Aijusted rates(b) 2.63 5.13 0.0 6.67
Terminal rates(c) 1/38( 2.8) 2/39( 5.1) 0/34( 0.0) 2/30( 8.7)
Statistical analysis
Peto test
Standard methad{(d) P = 0.7590
Prevalence methad(d) P = 0.2656
Combined analysis(d) P = 0.5809
Cochran-Armitage test(e) P = 0.639%5
Fisher Exact test(e) P = 0.1606 P = 0.1606 P = 0.3944
SITE : pancreas
TUMOR : islet cell adenoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 3/50( 6.0) 4/50( 8.0) 3/50( 6.0)
Adjusted rates{b) 8.00 7.69 8.89 10,00
Terminal rates{(c) 3/38( 7.9) 3/33( 7.7) 1/34( 2.9) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) Pz -
Prevalence method(d) P = 0.6012
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.7787
Fisher Exact test(e) P = 0.4895 P = 0.3579 P = 0.489%
SITE : pancreas
TUMOR : islet cell adenoma,islet cell adsnocarcinoma
Tumor rate
Ouerall rates(a) §/50( 10.0) 3/50( 6.0) 4/50( 8.0) 3/50( 6.0)
Adjusted rates(b) 10.53 7.69 8.83 10.00
Terminal rates(c) 4/38( 10.5) 3/38( 7.7) 1/34( 2.9) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) pP=—
Prevalence method(d) P = 0.7108
Combined analysis{d) P=
Cochran-Armitage test(e) P = 0.5552
Fisher Exact test(e) P = 0.8780 P = 0.4883 P = 0.3790

(HPT3604)

BAIS3



STUDY No. : 0224 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX : HALE PAGE : 4
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE  : pituitary gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 14/50( 28.0) 14/50( 28.0) 11/50( 22.0) 18/50( 36.0)
Adiusted rates(b) 31.58 28.21 25.71 36.96
Terminal rates(c) 12/38( 31.6) 11/39( 28.2) 8/34( 23.5) 7/30( 23.3)
Statistical analysis
Peto test
Standard method(d) P = 0.5341
Prevalence method(d) P =10.188%4
Combired analysis(d) P = 0.2148
Cochran-Armitage test(e) P = 0.3823
Fisher Exact test{e) P = 0.4155 P = 0.3777 = 0.3405
SITE : pituitary gland
TUMOR : adenocarcinoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates(b) 5.26 0.0 2.94 0.0
Terminal rates(c) 2/38( 5.3) 0/38( 0.0) 1/34( 2.9) 0/30( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.4509
Prevalence method(d) P = 0.8728
Cambined analysis(d) P =0.7196
Cochran-Armitage test(e) P = 0.4642
Fisher Exact test{e) P = 0,3235 P = 0.3392 P = 0.3235
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
Tumor rate
Ouerall rates(a) 17/50( 34.0) 15/50( 30.0) 14/50( 28.0) 19/50( 38.0)
Adjusted rates(b) 36.84 28.21 28.57 37.78
Terminal rates(c) 14/38( 36.8) 11/39( 28.2) 9/34( 26.5) 7/30( 23.3)
Statistical analysis
Peto test
Standard method(d) P = 0.5008
Prevalence method(d) P = 0.2855
Combined analysis(d) P = 0,3101
Cochran-Armitage test(e) P = 0.5820
Fisher Exact test(e) P = 0.4586 P = 0,3953 P = 0.4638

(HPT3604) BAIS3



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL * RAT F344
SEX : MALE PAGE : 5
Group Name Contral 7500 ppm 15000 ppm 30000 ppm
SITE : thyroid
TUMOR : C-cell adenoma
Tumor rate
Overall rates(a) 12/50( 24.0) 5/50( 10.0) 5/50( 10.0) 4/50( 8.0)
Adjusted rates(b) 29.27 12.82 14.71 11.76
Terminal rates{(c) 11/38( 28.9) 5/39( 12.8) 5/34( 14.7) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.9671
Cambined analysis{d) P = ——
Cachran-Armitage test(e) P = 0.0393%
Fisher Exact test(e) P = 0.0942 P = 0.0942 P = 0.0539
SITE : thyroid
TUMOR : C-cell adenoma,C-cell carcinoma
Tumor rate
Ouverall rates(a) 12/50( 24.0) 5/50( 10.0) 5/50( 10.0) 4/50( 8.0)
Adjusted rates(b) 29,27 12.82 14,71 11.76
Terminal rates(c) 11/38( 28.9) 5/39( 12.8) 5/34( 14.7) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) P = —
Prevalence method(d) P = 0.9671
Combined analysis{d) P=—
Cochran-Armitage ‘test(e) P = 0.0393%
Fisher Exact test(e) P = 0.0942 P = 0.0942 P = 0.0539
SITE : adrenal gland
TUMOR : pheochromocytoma
Tumor rate
Querall rates(a) 4/50( 8.0) 7/50( 14.0) 5/50( 10.0) 7/50( 14.0)
Adjusted rates(b) 9.30 17.95 13.51 21.88
Terminal rates{(c) 2/38( 5.3) 7/39( 17.9) 4/34( 11.8) 6/30( 20.0)
Statistical analysis
Peto test
Standard method(d) P=—-
Prevalence method(d) P = 0.1540
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0.4766
Fisher Exact test(e) P = 0.2958 P = 0.4883 P = 0.2858

(HPT3604)

BAIS3



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL . RAT F344
SEX t MALE PAGE : 6
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE : adrenal gland
TUMOR : pheochromocytoma,pheachromocytomaimalignant
Tumor rate
Querall rates(a) 4/50( 8.0) 7/50( 14.0) 6/50( 12.0) 8/50( 16.0)
Adjusted rates(b) 9.30 17.95 13.51 21.88
Terminal rates(c) 2/38( 5.3) 7/39( 17.9) 4/34( 11.8) 6/30( 20.0)
Statistical analysis
Peto ‘test
Standard method(d) P =0.1343
Prevalence method(d) P = 0.1540
Combined analysis(d) P = 0.0812
Cochrarn—Armitage test(e) P = 0.2946
Fisher Exact test{e) P = 0.2958 P =0.3944 P = 0.2168
SITE : testis
TUMOR : interstitial cell tumar

Tumor rate
Overall rates(a)
Adjusted rates(b)
Terminal rates{c)
Statistical analysis
Poto test

44/50( 88.0)

92.68

35/38( 92.1)

43/50( 86.0)
97.50
38/39( 97.4)

42/50( 84.0)
93.18
31/34( 91.2)

44/50( 88.0)
97.30
29/30( 96.7)

Standard method{d) P =
Prevalence method(d) P = 0.4513
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.9721
Fisher Exact test(s) = 0.4728 P = 0.4956 P = 0.4418
SITE  : mammary gland
TUMOR : adenoma,fibroadenoma
Tumor rate
Ouerall rates(a) 3/50( 86.0) 1/50( 2.0) 0/50( 0.0) 0/50( 0.0)
Adjusted rates(b) 7.89 2.44 0.0 0.0
Terminal rates(c) 3/38( 7.9 0/39( 0.0) 0/34( 0.0) 0/30( 0.0)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence method(d) P = 0.9858
Corbined analysis{d) P = ——
Cochran-Armitage test(e) P = 0.0405%
Fisher Exact test(e) P = 0.3235 = 0.1325 P =0.1325

(HPT3604)

BAIS3



STUDY No. : 0224
ANIMAL ¢ RAT F344
SEX ¢ MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 7
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE  : peritoneum
TUMOR : mesothelioma
Tumor  rate
Overall rates(a) 1/50( 2.0) 6/50( 12.0) 4/50( 8.0) 3/50( 6.0)
Mjusted rates(b) 2.63 10.42 4,55 3.33
Terminal rates(c) 1/38( 2.6) 3/38( 1.7) 0/34( 0.0) 1/30( 3.3)
Statistical analysis
Peto test
Standard method{d) P = 0.0972
Prevalence method(d) P = 0.7222
Combined analysis(d) P = 0.3710
Cochran—Armitage test(e) P = 0.7787
Fisher Exact test(e) P = 0.0724 P = 0.1898 P =0.3235
(HPT3604) BAIS3

(a): Number of tumor-bearing animals/nunber of animals examined at the site.
(b): Kaplan-lleire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.

(c): Observed tumor incidence at terminal kill.

(d): Beneath the control incidence are the P-ualuss associated with the trend test.

Standard method

¢ Death analysis
Prevalence method : Incidental tumaor test

Combined analysis : Death analysis +

* 3 P = 0.05

Incidental tumor test

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

? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyond the estimated P-value.
——— 2 There is no data which should be statistical analysis.

Significant difference ** : P = 0,01



APPENDIX O 2

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

RAT : FEMALE



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL i RAT F344
SEX :  FEMALE PAGE : 8
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE @ lung
TUMOR : bronchiolar-alveclar adenoma
Tumor rate
Querall rates(a) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0) 0/50( 0.0)
Adjusted rates(b) 0.0 7.69 2.56 0.0
Terminal rates(c) 0/47( 0.0) 3/39( 7.7) 0/35( 0.0) 0/14( 0.0)
Statistical analysis
Peto test
Standard method{(d) P=——
Prevalence method(d) P = 0.5120
Combined analysis(d) P=—-
Cochran-Armitage test{e) P = 0.4948
Fisher Exact test(e) P =0.1325 = 0.4950 P = 0.5000
SITE ¢ tlung
TUMOR : bronchiclar-alueclar adenoma,bronchiolar—alueslar carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0) 0/50( 0.0)
Adjusted rates(b) 0.0 7.69 2.56 0.0
Terminal rates(c) 0/47( 0.0) 3/33( 7.7) 0/35( 0.0) 0/14( 0.0)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence method(d) P = 0.5120
Combined analysis{(d) P=—
Cochran-Armitage test(s) P = 0.4946
Fisher Exact test{e) P =0.1325 P = 0.4950 P = 0.5000
SITE : spleen
TUMOR : mononuclear cell Leukemia
Tumor rate
Querall rates(a) 1/50( 2.0) 7/50( 14.0) 3/50( 6.0) 4/50( 8.0)
Adjusted rates(b) 2.138 7.69 5.71 7.14
Terminal rates(c) 1/47(¢ 2.1) 3/33( 7.7) 2/35( 5.7) 1/14( 7.1)
Statistical analysis
Peto test
Standard method(d) P = 0.0417%
Prevalence method(d) P = 0.2161
Combined analysis{(d) P = 0.0349%
Cochran-Armitage test(e) P = 0.6177
Fisher Exact test(e) P = 0.0430% P = 0.3235 P = 0.1998

(HPT3604)

BAIS3



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ FEMALE PAGE : 9
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE ¢ pituitary gland
TUMOR : adenoma
Tumor rate
OQuerall rates(a) 18/49( 36.7) 14/50( 28.0) 12/50( 24.0) 6/50( 12.0)
Adjusted rates(b) 35.42 25.64 25.71 21.43
Terminal rates(c) 16/46( 34.8) 10/39( 25.6) 9/35( 25.7) 3/14( 21.4)
Statistical analysis
Peto test
Standard method(d) P = 0.4673
Prevalence method(d) P = 0.9411
Combined analysis(d) P =0.9192
Cochran-Armitage test{e) P = 0.0041%x
Fisher Exact test(e) P = 0.3228 P = 0.2121 P = 0.0201%
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
Tumor rate
Querall rates(a) 18/49( 38.8) 14/50( 28.0) 14/50( 28.0) 7/50( 14.0)
Adjusted rates(b) 37.50 25.64 28.57 21.43
Terminal rates{(c) 17/46( 37.0) 10/339( 25.86) 10/35( 28.6) 3/14( 21.4)
Statistical analysis
Peto test
Standard method(d) P = 0.1912
Prevalence method(d) P = 0,9439
Combined analysis(d) P = 0.8365
Cochran-Armitage test(e) P = 0.0070%x
Fisher Exact test(e) P = 0.2736 P = 0.2736 P = 0.0256%
SITE : thyroid
TUMOR : C-cell adenoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 4/49( 8.2) 5/50( 10.0) 4/50{ 8.0)
Adjusted rates(b) 12.00 9.52 12.82 10.71
Terminal rates(c) 5/47( 10.6) 3/33( 7.7) 3/35( 8.6) 1/14( 7.1)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence methad(d) P = 0.4969
Combined analysis{(d) P= -
Cochran-Armitage test(e) P = 0.5887
Fisher Exact test(e) P = 0.4066 P = 0.4872 P = 0.3944

(HPT3604)

BAIS3



STUDY No. : 0224 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX ¢ FEMALE PAGE : 10
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE : thwroid
TUMOR : C-cell adenoma,C-cell carcinoma
Tumor rate
Querall rates(a) 6/50( 12.0) 4/48( 8.2) 6/50( 12.0) 4/50( 8.0)
Adjusted rates(b) 12.00 9.52 15.38 10.71
Terminal rates(c) 5/47( 10.6) 3/38( 7.7) 4/35( 11.4) 1/14( 7.1)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P = 0.4802
Combined analysis(d) P=
Cochran-Armitage test(e) P = 0.6246
Fisher Exact test(e) P = 0.4066 P = 0.3807 = (0.3944
SITE adrenal gland
TUMOR pheochromocytoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 5/50( 10.0) 2/50( 4.0) 0/50( 0.0)
Adjusted rates(b) 2.13 11.36 5.71 0.0
Terminal rates(c) 1/47( 2.1) 4/39( 10.3) 2/35( 5.7) 0/14( 0.0)
Statistical analysis
Peto test
Standard methoad(d) P=—
Prevalence method(d) P = 0.7056
Combined analysis(d) Ps—--
Cochran-Armitage test(e) P = 0.2225
Fisher Exact test(e) P = 0.1210 P = 0.4926 P = 0.4950
adrenal gland
TUMOR : pheochromacytoma,pheachromacytoma:mal ignant
Tumor rate
OQuerall rates(a) 1/50( 2.0) 5/50( 10.0) 2/50( 4.0) 0/50( 0.0)
Adjusted rates(b) 2.13 11.36 5.71 0.0
Terminal rates(c) 1/47( 2.1) 4/39( 10.3) 2/35( 5.7) 0/14( 0.0)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence methad(d) P = 0.7056
Combined analysis(d) P=-—-
Cochran-Armitage test(e) P = 0.2225
Fisher Exact test(e) P = 0.1210 P = 0.4926 P = 0.4950

(HPT360A)



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX :  FEMALE PAGE : 11
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE : uterus
TUMOR endometrial stromal polyp
Tumor rate
Querall rates(a) 14/50( 28.0) 5/50( 10.0) 7/30( 14.0) 7/50( 14.0)
Adjusted rates(b) 28.00 12.82 13.04 28.41
Terminal rates(c) 13/47( 27.7) 5/39( 12.8) 3/35( 8.8) 4/14( 28.6)
Statistical analysis
Peto test
Standard method(d) P = 0.0621
Prevalence methad(d) P = 0.6556
Combined analysis(d) P = 0.4651
Cochran-Armitage test(e) P = 0,1662
Fisher Exact test(e) P = 0.0481% P =0.1246 P = 0.1246
SITE : uterus
TUMOR : adenoma,adenocarcinoma
Tumor  rate
Ouerall rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates(b) 2.13 0.0 4,55 7.14
Terminal rates(c) 1/47( 2.1) 0/33( 0.0) 1/35( 2.9) 1/14( 7.1)
Statistical analysis
Petoc test
Standard method(d) P = 0.2722
Prevalence method(d) P = 0.1998
Combined analysis(d) P = 0.1642
Cochran~Armitage test(s) P = 0.7019
Fisher Exact test{e) P = 0.4950 P = 0.3235 P = 0.2475
SITE uterus
TUMOR endometrial stromal polyp,endometrial stromal sarcoma
Tumor rate
Ouerall rates(a) 14/50( 28.0) 5/50( 10.0) 8/50( 18.0) 8/50( 16.0)
Adjusted rates(b) 28,00 12.82 13.33 29.41
Terminal rates{(c) 13/47( 27.7) 5/39( 12.8) 3/35{ 8.8) 4/14( 28.6)
Statistical analysis
Peic test
Standard method{(d) P = 0,0146%
Prevalence method(d) P = 0.6429
Corbined analysis(d) P =0.2632
Cochran-Armitage test(e) P = 0.3195
Fisher Exact test(e) P = 0.0481% P = 0.2397 P =0.1781

(HPT3604)

BAIS3



STUDY No. : 0224

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344
SEX ¢ FEMALE PAGE : 12
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE ¢ mammary gland
TUMOR : fibroadenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 5/50( 10.0) 3/50( 6.0) 2/50( 4.0)
Adjusted rates(b) 6.38 11.80 8.57 4,26
Terminal rates{c) 3/47( 6.4) 4/33( 10.3) 3/35( 8.8) 0/14( 0.0)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.6398
Combined analysis(d) P=-—
Cochran-Armitage test(e) P = 0.4671
Fisher Exact test(e) P = 0.3790 P = 0.3392 P = 0.4808
SITE ¢ mammary gland
TUMOR : adencma,fibroadenoma
Tumor rate
OQuerall rates(a) 5/50( 10.0) 6/50( 12.0) 3/50( 6.0) 3/50{ 86.0)
Adjusted rates(b) 10.64 11.80 8.57 7.14
Terminal rates{c) 5/47( 10.8) 4/39( 10.8) 3/35( 8.8) 1/14( 7.1)
Statistical analysis
Peto test
Standard method(d) P = 0.5248
Prevalence method(d) P = 0.6074
Combined analysis(d) P = 0.6370
Cochran-Armitage test(e) P = 0.3243
Fisher Exact test(e) P = 0.4872 P = 0.3790 P = 0.3790

(HPT3604)

BAIS3



STUDY No. : 0224
ANIMAL ¢ RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX :  FEMALE PAGE 13
Group Name Control 7500 ppm 15000 ppm 30000 ppm
SITE : preputial/clitoral gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0) 3/50( 6.0)
Adjusted rates(b) 2.13 5.13 0.0 7.14
Terminal rates(c) 1/47( 2.1) 2/39( 5.1) 0/35( 0.0) 1/14( 7.1
Statistical analysis
Peto test
Standard method(d) P = 0.1924
Prevalence methad(d) P =0.1824
Combined analysis(d) P = 0.1066
Cochran-Armitage test(e) P = 0.4642
Fisher Exact test(e) P = 0.3235 P = 0.2475 = (.3235
(HPT3604) BAIS3

(a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Yeire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumar incidence at terminal kill.
(d): Beneath the contral incidence are the P-ualues associated with the trend test.

Standard method

Prevalence method @
Combined analysis :
(e): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.
? ¢ The conditional probsbities of the largest and smallest possible out comes can not estimated or this P-ualue is beyond the estimated P-value.
* There is no data which should be statistical analysis.

.

Significant difference

Death analysis
Incidental tumor test
Death analysis + Incidental tumor test

x: P = 0.05 **x : P = 0,01



APPENDIX O 3

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

MOSUE : MALE



STUDY No. : 0225

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ! MALE PAGE : 1
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE lung
TUMOR bronchiolar-alueolar adenoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 7/50( 14.0) 8/50( 16.0) 8/50( 16.0)
Adjusted rates(b) 12.82 14.29 20.00 18.18
Terminal rates{c) 4/34( 11.8) 4/35( 11.4) 6/30( 20.0) 4/25( 16.0)
Statistical analysis
Peto test
Standard method(d) P=—-
Prevalence method(d) P =0.1435
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.4084
Fisher Exact test(e) P = 0.4062 P = 0.3141 P = 0.3141
SITE lung
TUMOR bronchiolar-alueolar carcinoma
Tumor rate
Ouerall rates(a) 7/50( 14.0) 3/50( 6.0) 6/50( 12.0) 3/50( 6.0)
Adjusted rates(b) 14.71 6.67 13.33 12.00
Terminal rates(c) 5/34( 14.7) 2/35( 5.7) 4/30( 13.8) 3/25( 12.0)
Statistical analysis
Peto test
Standard method(d) P = 0.8753
Prevalence method(d) P = 0,5613
Combined analysis{d) P = 0.7348
Cochran-Armitage test(e) P = 0.3082
Fisher Exact test(e) P = 0.1817 P = 0.48863 P = 0.1817
SITE lung
TUMOR bronchiolar-alueolar adenama,bronchiolar-alueslar carcinoma
Tumor rate
Ouerall rates(a) 12/50( 24.0) 10/50( 20.0) 14/50( 28.0) 11/50( 22.0)
Adjusted rates(b) 26.47 20.41 33.33 28.00
Terminal rates(c) 9/34( 26.5) 6/35( 17.1) 10/30( 33.3) 7/25( 28.0)
Statistical analysis .
Psto test
Standard method(d) P = 0.8753
Prevalence method(d) P = 0.2340
Combined analysis{(d) P = 0.3564
Cochran—Armitage test(e) P = 0.9775
Fisher FExact test(e) P = 0.4406 P = 0.4489 P = 0.4826

(HPT3604)

BAIS3



STUDY No. @ 0225

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX : MALE PAGE : 2
Group Name Cantral 10000 ppm 20000 ppm 40000 ppm
SITE : bone marrow
TUMOR : hemangioma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 3/50( 6.0) 0/50( 0.0) 0/50( 0.0)
Adjusted rates(b) 5.88 6.12 0.0 0.0
Terminal rates{c) 2/34( 5.9) 1/35( 2.9) 0/30( 0.0) 0/25( 0.0)
Statistical analysis
Psto test
Standard method(d) P= -
Prevalence method(d) P = 0.9632
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.0783
Fisher Exact test(e) P = 0.4309 P = 0.2574 P = 0.2574
SITE : Llymph node
TUMOR : malignant lymphoma
Tunor rate
Overall rates(a) 7/50( 14.0) 3/50( 6.0) 6/50( 12.0) 6/50( 12.0)
Adiusted rates(b) 11.76 5,71 10.00 10.00
Terminal rates(c) 4/34( 11.8) 2/35( 5.7) 3/30( 10.0) 2/25( 8.0)
Statistical analysis
Peto test
Standard methad(d) P = 0.2718
Prevalence method(d) P = 0.4187
Combined analysis(d) P = 0.2899
Cochran-Armitage test(e) P = 0.9381
Fisher Exact test(e) P = 0.1917 P = 0.4863 P = (.4863
SITE : spleen
TUMOR : hemangioma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0
Adjusted rates(b) 2.94 0.0 6.52 4.00
Terminal rates(c) 1/34( 2.9) 0/35( 0.0) 1/30( 3.3) 1/25( 4.0)
Statistical analysis
Peto test
Standard method(d) P=
Prevalence method(d) P = 0,3127
Combined analysis(d) P = e
Cochran-Armitage ‘test(e) P = 0.7019
Fisher Exact test(e) P = 0.4950 P = 0.3235 P = 0.2475

(1PT3604)

BAIS3



STUDY No. : 0225

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX : MALE PAGE : 3
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE : spleen
TUMOR : malisnant lymphoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 3/50( 6.0)
Adiusted rates(b) 2.94 0.0 6.87 0.0
Terminal rates(c) 1/34( 2.9) 0/35( 0.0) 2/30( 8.7) 0/25( 0.0)
Statistical analysis
Peto test
Standard methad(d) P = 0.0074xx
Prevalence method(d) P = 0.5831
Combined analysis(d) P = 0.0462%
Cochran-Armitage test(e) P = 0.1347
Fisher Exact test(e) P = 0.4950 P = 0.3235 P = 0.3235
SITE : spleen
TUMOR : hemangiosarcoma
Tunor rate
OQuerall rates(a) 1/50( 2.0) 3/50( 6.0) 3/50( 8.0) 1/50( 2.0)
Adjusted rates(b) 2.94 6.12 6.25 4,00
Terminal rates{c) 1/34( 2.9) 1/35( 2.9) 1/30( 3.3) 1/25( 4.0)
Statistical analysis
Peto test
Standard method(d) P = 0.3515
Prevalence methad(d) P = 0.5632
Combined analysis{d) P = 0.5187
Cochran—Armitage test(e) P = 0.8073
Fisher Exact test(e) P = 0.3235 P = 0.3235 P = 0.2475
SITE : spleen
TUMOR : hemangiocma,hemangiosarcoma
Tumor  rate
Ouverall rates(a) 2/50( 4.0) 3/50( 6.0) 6/50( 12.0) 2/50( 4.0)
Adiusted rates(b) 5.88 6.12 11.11 8.00
Terminal rates(c) 2/34( 5.9) 1/35( 2.9) 2/30( 8.7) 2/25( 8.0)
Statistical analysis
Peto test
Standard methad(d) P = 0.3515
Prevalence method(d) P = 0.4214
Combined analysis{d) P = 0.3930
Cochran-Armitage test(s) P = 0.9613
Fisher Exact test(e) P = 0.4908 P = 0.1606 P = 0.3088

(HPT3604)

BAIS3



STUDY No. : 0225 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL :  MOUSE BDF1
SEX : MALE PAGE 4
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE ¢ Lliver
TUMOR : hemangioma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 8/50( 16.0) 1/50( 2.0) 5/50( 10.0)
Adjusted rates(b) 13.16 18.60 0.0 10.81
Torminal rates(c) 4/34( 11.8) 6/35( 17.1) 0/30( 0.0) 2/25( 8.0)
Statistical analysis
Peto test
Standard method(d) P = 0.1147
Prevalence method(d) P = 0.7526
Combined analysis(d) P = 0.5758
Cochran-Armitage test(e) P = 0.5962
Fisher Exact test(e) P = 0.3141 P = 0.1210 P = 0.3710
SITE : liver
TUMOR : hepatocellular adenoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 13/50( 26.0) 13/50( 26.0) 7/50( 14.0)
Adjusted rates(b) 14.71 37.14 36.67 24,00
Terminal rates(c) 5/34( 14.7) 13/35( 37.1) 11/30( 36.7) 8/25( 24.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0866
Prevalence method(d) P = 0.3780
Combined analysis{d) P = 0.2711
Cochran-Armitage test(e) P = 0.8801
Fisher Exact test(e) P = 0.1089 P = 0.1099 P = 0.4863
SITE : Lliver
TUMOR : histiocytic sarcoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 3/50( 6.0) 1/50( 2.0) 4/50( 8.0)
Adjusted rates(b) 0.0 2.86 0.0 . 4,00
Terminal rates(c) 0/34( 0.0) 1/35( 2.9) 0/30( 0.0) 1/25( 4.0)
Statistical analysis
Peto test
Standard method(d) P = 0.2368
Prevalence method(d) P = 0.1900
Combined analysis(d) P = 0.1505
Cochran-Armitage test(s) P = 0.4426
Fisher Exact test(e) P = 0.4908 P = 0.4926 P = 0.3574

(HPT3604) BAIS3



STUDY No. : 0225
ANTHAL * MOUSE BDF1
SEX * MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 5
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE Liver
TUMOR hepatocellular carcinoma
Tumor rate

Querall rates{a)

14/50( 28.0)

11/50( 22.0)

13/50( 26.0)

9/50( 18.0)

Adjusted rates(b) 32.35 14.29 25.71 25.93
Terminal rates(c) 11/34( 32.4) 5/35( 14.8) 7/30( 23.3) 6/25( 24.0)
Statistical analysis
Peto test
Standard method(d) P = 0.6941
Prevalence methad(d) P = 0.5612
Combined analysis(d) P = 0.6633
Cochran-Armitage ‘test(e) P = 0.2969
Fisher Exact test(e) P = 0.8777 P = 0.4815 P = 0.2397
SITE Liver
TUMOR hemangioma ,hemangiosarcoma
Tumor rate
Ouverall rates(a) 5/50( 10.0) 8/50( 18.0) 2/50( 4.0) 7/50( 14.0)
Adjusted rates(b) 13.18 21.05 0.0 17.24
Terminal rates(c) 4/34( 11.8) 7/35( 20.0) 0/30( 0.0) 4/25( 16.0)
Statistical analysis
Peto test
Standard method{(d) P =0.1284
Prevalence method(d) P =0.4814
Combined analysis(d) P = 0.3112
Cochran-Armitage test(e) P = 0.9105
Fisher Exact test{e) P = 0.2379 P = 0.2425 = 0.4062
SITE Liver
TUMOR hepatocellular adenoma,hepatocsllular carcinoma,hepatoblastona

Tumor rate
Overall rates(a)
Adjusted rates(b)
Terminal rates(c)
Statistical analysis
Peto test
Standard method(d)
Prevalence method(d)
Combined analysis(d)
Cochran-Armitage test(e)
Fisher Exact test(e)

18/50( 38.0)

44.12

15/34( 44.1)

R

23/50( 46.0)
48.57
17/35( 48.6)

P = 0.3695

23/50( 46.0)
53.33
16/30( 53.8)

P = 0.3695

15/50( 30.0)

44.44

11/25( 44.0)

P =0.3472

(HPT3604)

BAIS3



STUDY No. : 0225

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHMAL MOUSE BDF1
SEX MALE PAGE : 6
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE : Harderian gland
TUMOR adenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 1/50( 2.0) 4/50( 8.0) 1/50( 2.0)
Adjusted rates(b) 4,44 2,86 9.09 4,00
Terminal rates{c) 1/34( 2.9) 1/35( 2.9) 2/30( 6.7) 1/25( 4.0)
Statistical analysis
Peto test
Standard  methad(d) P =0.9150 ?
Prevalence method(d) P = 0.5308
Combined analysis{d) P = 0.6801
Cochran-Armitage test(e) P = 0.5259
Fisher Exact ‘test{e) P = 0.3235 = (.48%5 P = 0.323%
(HPT3604) BAIS3
(a): Number of tumor—bearing animals/number of animals examined at the site.
{b): Kaplan-YMeire estimated tumor incidence at the end of the study after adjusting for intercurfent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-values associated with the trend test.
Standard method : Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test
(8): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.
‘7 .

Significant difference

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

: There is no data which should be statistical analysis.
*: P = 0.05 *x ! P £ 0,01

estimated P-value.



APPENDIX O 4

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

MOSUE ‘FEMALE



STUDY No. : 0225

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL :  MOUSE BDF1
SEX . FEMALE PAGE : 7
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE : lung
TUMOR : bronchiolar-alueclar adenoma
Tumor  rate
OQuerall rates(a) 2/50( 4.0) 3/50( 6.0) 2/50( 4.0) 0/50( 0.0)
Adjusted rates(b) 6.90 8.38 9.08 0.0
Terminal rates(c) 2/29( 6.9) 2/24( 8.3) 1/18( 5.8) 0/28( 0.0)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence method(d) P = 0.9246
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.1720
Fisher Exact test(e) P = 0.4809 = 0.3088 P = 0,2574
SITE : lung
TUMOR : bronchiolar-alueclar adenoma,bronchiolar-alueolar carcinama
Tumor rate
Querall rates(a) 3/50( 6.0) 5/50( 10.0) 2/50( 4.0) 0/50( 0.0)
Adjusted rates(b) 6.90 16.67 9.09 0.0
Terminal rates(c) 2/29( 6.9) 4/24( 18.7) 1/19( 5.3) 0/28( 0.0)
Statistical analysis
Peto test
Standard method(d) P=10,8204 ?
Prevalence method(d) P = 0.9507
Combined analysis(d) P = 0,9759
Cochran-Armitage test(e) P = 0.0622
Fisher Exact test(e) P = 0.3790 P = 0.4909 P = 0.1325
SITE : Llymph node
TUMOR : malignant Lymphoma
Tumor rate
Ouerall rates{a) 9/50( 18.0) 15/50( 30.0) 11/50( 22.0) 14/50( 28.0)
Adjusted rates(b) 13.79 16.67 15.78 28,57
Terminal rates(c) 4/29( 13.8) 4/24( 16.7) 3/19( 15.8) 8/28( 28.6)
Statistical analysis
Peto test
Standard method(d) P = 0.6197
Prevalence method(d) P = 0.0761
Combined analysis(d) P = 0,2712
Cachran-Armitage test(e) P = 0.4203
Fisher Exact test(e) P = 0.1915 P = 0.4357 P = 0.2397

(HPT360A)

BAIS3



STUDY Ne. : 0225

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX : FEMALE PAGE : 8
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE : Lliver
TUMOR hepatocellular adenoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 11/50( 22.0) 5/50( 10.0) 10/50( 20.0)
Adjusted rates{b) 17.24 35.48 22.73 32.14
Terminal rates{(c) 5/29( 17.2) 8/24( 33.3) 4/19( 21.1) 9/28( 32.1)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method(d) P = 0.2228
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.3726
Fisher Exact test(e) P = 0.1300 P = 0.3710 P = 0.1771
SITE Liver
TUMOR : hemangioma,hemangiosarcoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 8.0) 1/50( 2.0) 0/50( 0.0)
Adjusted rates(b) 0.0 8.33 5.26 0.0
Terminal rates(c) 0/29( 0.0) 2/24( 8.3) 1/18( 5.3) 0/28( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5708
Prevalence method(d) P = 0.6483
Combined analysis(d) P = 0.7247
Cochran-Armitage test(e) P = 0.4946
Fisher Exact test(e) P =10.1325 P = 0.4950 P = 0.5000
SITE Liver
TUNOR hepatocellular adenoma,hepatocellular carcinoma,hepatoblastoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 13/50( 26.0) 5/50( 10.0) 10/50( 20.0)
Adjusted rates(b) 17.24 41.94 22.73 32.14
Terminal rates(c) 5/29( 17.2) 8/24( 33.3) 4/19( 21.1) 9/28( 32.1)
Statistical analysis
Peto test
Standard method(d) P=—-
Preuvalence method(d) P = 0.3131
Combined analysis(d) P=-———
Cochran-Armitage test(e) P = 0.4989
Fisher Exact ‘test(e) P = 0.0676 P = 0.3710 P = 0.1771

(HPT3604)

BAIS3



STUDY No. @ 0225 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ FEMALE PAGE : g
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE : pituitary gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 9/49( 18.4) 7/50( 14.0) 9/49( 18.4) 8/49( 16.3)
Adjusted rates(b) 27.58 25.00 23.81 26.87
Terminal rates(c) 8/29( 27.6) 6/24( 25.0) 3/18( 16.7) 7/28( 25.0)
Statistical analysis
Peto test
Standard method(d) P = 0.4236
Prevalence method{(d) P = 0.6277
Combined analysis(d) P = 0.6058
Cochran-Armitage test(e) P = 0.9357
Fisher Exact test(e) P = 0.4083 P = 0.3991 P = 0.4843
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
Turor rate
Ouerall rates(a) 11/49( 22.4) 8/50( 16.0) 11/48( 22.4) 9/49( 18.4)
Adiusted rates(b) 31.03 25.00 33.33 26.67
Terminal rates(c) 8/29( 31.0) . 8/24( 25.0) 5/18( 27.8) 7/28( 25.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5036
Prevalence methad(d) P = 0.6911
Combined analysis(d) P = 0.6811
Cochran-Armitage test(e) P = 0.7991
Fisher Exact test(e) P = 0.3379 P = 0.4070 P = 0.4361
SITE : oguary
TUMOR : cystadenoma
Tumor rate
Ouerall rates(a) 1/48( 2.0) 2/50( 4.0) 3/50( 6.0) 1/48( 2.0)
Adjusted rates(b) 3.45 7.68 8.57 3.57
Terminal rates(c) 1/28( 3.4) 1/24( 4.2) 1/19( 5.3) 1/28( 3.8)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence methad(d) P = 0.5488
Combined analysis(d) P=-—-
Cochran-Armitage test(e) P = 0.9518
Fisher Exact test(e) P = 0.4851 P = 0.3312 P =0.2475

(HPT3604) BAIS3



STUDY No. : 0225

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ FEMALE PAGE : 10
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE ovary
TUMOR : cystadenoma,cystadenocarcinoma
Tumor rate
Ouerall rates(a) 2/48( 4.1) 2/50( 4.0) 3/50( 6.0) 1/49( 2.0)
Adjusted rates(b) 5.88 7.69 8.57 3.57
Terminal rates(c) 1/28( 3.4) 1/24( 4.2) 1/18( 5.3) 1/28( 3.6)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence method(d) P = 0.7029
Combined analysis(d) P= -
Cochran-Armitage test{e) P = 0.6275
Fisher Exact test(e) P = 0.3015 P = 0.4816 P = 0.4925
SITE uterus
TUMOR : endometrial stromal polyp
Tumor rate
Ouerall rates(a) 5/50( 10.0) 2/50( 4.0) 0/50( 0.0) 2/50( 4.0)
Adiusted rates(b) 17.24 8.33 0.0 4,76
Terminal rates(c) 5/29( 17.2) 2/24( 8.3) 0/18( 0.0) 1/28( 3.8)
Statistical analysis
Peto test
Standard method(d) P = ——
Prevalence method(d) P = 0.9062
Combined analysis(d) P=—o-
Cachran-Armitage test(e) P = 0.1848
Fisher Exact test{e) P =0.2425 P = 0.0360% P = 0.2425
SITE uterus
TUMOR histiocytic sarcoma
Tumor rate
Ouerall rates(a) 8/50( 18.0) 3/50( 6.0) 14/50( 28.0) 12/50( 24.0)
Adjusted rates(b) 7.50 4,17 16.87 14.29
Terminal rates(c) 2/29( 6.9) 1/24( 4.2) 3/19( 15.8) 4/28( 14.3)
Statistical analysis
Peto test
Standard method{d) P = 0.2545
Prevalence method(d) P = 0.1165
Combined analysis{d) P = 0.1085
Cochran-Armitage test(e) P = 0.1277
Fisher Exact test(e) P = 0.0898 P = 0.2397 P = 0.3620

(HPT3604)

BAIS3



STUDY No. : 0225

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL :  MOUSE BDF1
SEX ¢ FEMALE PAGE : 11
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE : mammary gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 1/50( 2.0) 3/50( 6.0)
Adjusted rates(b) 0.0 0.0 5.26 7.69
Terminal rates{(c) 0/28( 0.0) 0/24( 0.0) 1/19( 5.3) 2/28( 17.1)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P = 0.0146%
Combined analysis(d) Pz
Cochran-Armitage test(e) P = 0.0168%
Fisher Exact test(e) P = 0.5000 P = 0.4850 P = 0.1325
SITE : mammary gland
TUMOR : adenocarcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 1/50( 2.0) 2/50( 4.0) 3/50( 6.0}
Adjusted rates(b) 2.94 0.0 0.0 5.41
Terminal rates(c) 0/28( 0.0) 0/24( 0.0) 0/18( 0.0) 1/28( 3.6)
Statistical analysis
Peto test
Standard methad(d) P = (.2823
Prevalence methad(d) P = 0.1702
Combined analysis{d) P = 0.1418
Cochran-Armitage ‘test(e) P = 0.2166
Fisher Exact test(e) P = 0.2475 P = 0.4928 P = 0.3235
SITE  : nammary gland
TUMOR : adenoma,adenocarcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 1/50( 2.0) 3/50( 6.0) 8/50( 12.0)
Adjusted rates(b) 2.94 0.0 5.26 13.16
Terminal rates(c) 0/29( 0.0) 0/24( 0.0) 1/19( 5.3) 3/28( 10.7)
Statistical analysis
Petc test
Standard method(d) P = 0.2823
Prevalence method(d) P = 0.0098%x
Combined analysis(d) P = 0.0142%
Cochran-Armitage test(e) P = 0.0137« )
Fisher Exact test(e) P = 0.2475 P =0.3235 P = 0.0724

(HPT3604)

BAIS3



STUDY No. : 0225
ANIMAL : MOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX . FEMALE PAGE : 12
Group Name Control 10000 ppm 20000 ppm 40000 ppm
SITE : Harderian gland
TUMOR : adenoma
Tumor rate
Overall rates(a) 2/50( 4.0) 1/50( 2.0) 0/50( 0.0) 4/50( 8.0)
Adjusted rates(b) 4.76 4,17 0.0 14.29
Terminal rates(c) 0/29( 0.0) 1/24( 4.2) 0/18( 0.0) 4/28( 14.3)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method(d) P = 0.1320
Combined analysis(d) P=——-
Cochran—Armitage test{e) P = 0.2166
Fisher Exact test(e) P = 0.4926 P = 0.2574 P =0.3574
(HPT3604) BAIS3

(a): Number of tumor—bearing animals/number of animals examined at the sits.
{b): Kaplan-eire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-values associated with the trend test.
Standard method : Death analysis
Prevalence method : Incidental tumor test

Combined analysis ¢ Death analysis +
(e): The Cochran-Armitage and Fisher 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-value is beyond the estimated P-ualue.
: There is no data which should be statistical snalysis.

Significant difference

Incidental tumor test

* 1 P = 0.05 ** ! P = 0,01



APPENDIX P 1
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY: SUMMARY)

RAT: MALE : DEAD AND MORIBUND ANIMALS



STUDY NO.
ANTMAL

¢ 0224
* RAT F344

REPORT TYPE : Al

SEX

¢ MALE

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

PAGE : 1
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 18 20

Organ, Findings

[Respiratary system]

nasal cavit <12> 11> <16> <20>
leukemic cell infiltration 1 0 0 0

lung a2> A1 18> <20>
leukemic cell infiltration 5 0 2 2
metastasistbone tumor 0 0 0 1

{Hematopoistic system]

bone marrow <12> <11> <16> <20>
leukemic cell infiltration 3 0 2 2
metastasis: Liver tumor 0 0 1 0

Lymph node 12> A 16> 20>
leukemic cell infiltration 3 0 2 1
metastasis: Liver tumor 0 0 1 0

[Digestive system]

salivary gl 12> 1AL <16> <20>
leukenic cell infiltration 1 0 0 0

stomach 12> 11> 16> 20>
Leukemic cell infiltration 2 0 0 0

small intes A2 <10 16> <20>
Leukemic cell infiltration 1 0 0 0

Liver <12> 1D <16> <20
leukemic cell infiltration 5 0 1 1

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX 3 HALE PAGE ¢ 2

Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20

Organ Findings

[Digestive system]

Liver 12> AL <16> 20>
metastasisiperitoneun tumor 0 1 0 0

pancreas <12> <A 16> <20>
leukemic cell infiltration 1 0 0 0
metastasis: Liver tumor 0 0 1 0

[Urinary system]

Kidney 12> A 16> <20>
leukemic cell infiltration 1 0 1 0

[Endocrine system]

thyroid <12> AL <16> <20>
leukemic cell infiltration 2 0 0 0

adrenal <12> A <16> <20>
leukemic cell infiltration 1 0 0 1

[Neruous system]

brain 12> <11> 18> <200
leukemic cell infiltration 2 0 1 0

spinal cord <12> an 16> <20
Leukemic cell infiltration 1 0 1 0

[Special sense oreans/appandage]

eye <12> 11> <16> <20
teukemic cell infiltration 1 0 0 0

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

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



STUDY NO.  : 0224 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105%)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 3
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 12 11 16 20

Organ Findings

[Special sense organs/appandage]

Harder gl 12> 11> 16> <20>

teukemic cell infiltration 2 0 0 0
<a> a * Number of animals examined at the site
b b Number of animals with lesion
(JPT150) BAIS3



APPENDIX P 2
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY: SUMMARY)

RAT: FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE : 4

Group Name Contral 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36

Organ Findings

[Respiratary system]

tung <3 AL 15> 36>
lewkemic cell infiltration 0 3 1 3
metastasis: Liver tumor 0 0 1 0
metastasis:uterus tumor 0 0 1 0

[Hematopoietic system]

bone marrow <D <11> <15> <86>
leukemic cell infiltration 0 1 0 1
metastasis: Liver tumor 0 0 1 0

Lymoh node <3 an <15 <36>
teukemic cell infiltration 0 4 1 0
metastasis: Liver tumor 0 0 1 0
metastasis:uterus tumor 0 0 1 0

{Digestive system]

Liver < <A <15 <36>
Leukemic cell infiltration 0 4 1 3

[Urinary system]

kidney <D AD 15> <36>
leukemic cell infiltration 0 1 0 0

[Nervous system]

brain <3 <A <15 <36>
leukemic cell infiltration 0 2 0 0

Ca> a * Number of animals examined at the site

b b : Number of animals with lesion




STUDY NO. : 0224 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE: 5
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 3 11 15 36
Organ Findings
[Nervous system]
spinal cord <3 A <15> <36>
letkemic cell infiltration 0 1 0 0
[Special sense organs/appandags]
eye <3 AL <15> <36>
leukemic cell infiltration 0 1 0 0
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P 3
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY: SUMMARY)

RAT: MALE : SACRIFICED ANIMALS



STUDY NO. = 0224 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX T MALE PAGE :
Group Name Control ) 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 33 34 30

Organ Findings

{Respiratary system]

lung <38> <39 <34> <30>
leukemic cell infiltration 0 1 0 2
metastasis: Liver tumor 0 0 0 1
metastasis:thyroid tumor 0 0 1 0
metastasis:preputial/clitoral gland tumor 1 0 0 0

{Hematopoietic system]

bone marrow <38> <39 <34> <30>
metastasis: Liver tumor 0 0 0 1

Lymph nods <38> <39 <34> <30>
leukemic cell infiltration 0 0 0 1
metastasis: Liver tumor 0 0 0 1

spleen <38> <39 <34> <30
metastasis: Liver tumor 0 0 0 1

[Digestive system]

stomach <38 <3P <34> <BM
leukemic cell infiltration 0 0 1 0
small intes 38> 8D <34> 80>
leukemic cell infiltration 0 0 1 0
Liver <38> <3 <34> <30>
leukemic cell infiltration 0 0 0 1

[Endocrine system]

pituitary <38> 38D <34> <30>
metastasis: Liver tumor 0 0 0 1

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



STUDY NO. : 0224 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE : 2
Group Name Control 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 38 33 34 30

Organ Findings,

[Endocrine system]

adrenal <38> (&0 <34> <30

Leukemic cell infiltration 0 1 0 0
<a> a ¢ Number of animals examined at the site
b b : Number of animals with tesion
(JPT150)

BAIS3



APPENDIX P 4

HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY: SUMMARY)

RAT: FEMALE : SACRIFICED ANIMALS



STUDY NO.  : 0224

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 3

Group Name Contral 7500 ppm 15000 ppm 30000 ppm
No. of Animals on Study 47 39 35 14

Organ Findings

[Respiratory system]

tung 47> 3P <35> 14>
leukemic cell infiltration 0 3 1 1
metastasis:uterus tumor 0 0 1 0

[Hematopoietic system]

Lymph node <A 3P <35> 14>
leukemic cell infiltration 0 1 0 0

[Digestive system]

Liver <47> <3 <35> <14>
leukemic cell infiltration 0 3 2 1

[Neruous system]

brain <4 {39 <35> <14>
leukemic cell infiltration 0 0 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P 5
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY: SUMMARY)

MOUSE: MALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25

Organ Findings

[Integumentary system/appandage]

subeutis <16> <15> <20> 25>
leukemic cetl infiltration 0 1 0 0

[Respiratory system]

nasal cavit <16> <15> <20 <25>
leukemic cell infiltration 1 0 0 0

lung <16> <15> <20> {25>
lewkenic cell infiltration 1 1 1 4
metastasis: Liver tumor 3 2 1 0

[Hematopgietic system]

bone marrow <16> <15> <20> <26>
leukemic cell infiltration 2 0 1 2
metastasis: Liver tumor 1 0 0 1

Lymph node <18> <15 <20> <25>
leukemic cell infiltration 0 0 0 3
metastasis: Liver tumor 0 0 0 1

spleen <16> <15> 20> <25>
leukemic cell infiltration 1 1 1 3
metastasis: Liver tumor 1 0 0 1

[Circutatory system]

heart 16> <15> <20> <25>
leukemic cell infiltration 0 1 0 1

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

b bt Number of animals with lesion
(JPT150) BAIS3



STUDY NO.  : 0225 . HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Nams Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Organ Findings
[Circulatory system]
heart 16> <15> 20> <25>
metastasis: Liver tumor 0 1 0 0
[Digestive system]
tongue <16> <15> <20> <256>
leukemic cell infiltration 0 1 0 0
salivary gl <16> <15 <20> 25>
leukemic cell infiltration 0 0 1 2
metastasis: Liver tumor 0 0 0 1
stomach <16> <15> <205 <25>
Leukemic cell infiltration 1 0 0 1
Liver <16> <15> <20> <25>
leukemic cell infiltration 1 1 2 B8
pancreas <16> <15> <20> <25>
Leukemic cell infiltration 0 0 0 2
[Urinary system]
kidney <16> <15> <20 <255
’ leukemic cell infiltration 1 1 0 3
metastasis: Liver tumar 1 0 [4 0
[Reproductive system]
epididymis <16> <15> <20> <25>
metastasis: Liver tumor 0 0 1 0
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0225 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)
DEAD AND MORIBUND ANIMALS (0-105W)

ANIMAL * HOUSE BDF1
REPORT TYPE : Al

SEX : MALE PAGE : 3
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 16 15 20 25
Organ Findings
[Reproductive system]
semin ves <16> 15> <20> <25>
leukemic cell infiltration 1 0 0 1
metastasis: Liver tumor 0 0 1 0
prostate 16> <15> <20> <25>
leukemic cell infiltration 0 0 0 1
[Neruous system]
brain <16> <15> <20> 25>
teukemic cell infiltration 0 1 0 0
[Special sense organs/appandage]
Harder gl 46> <15> 20> 25>
leukemic cell infiltration 0 1 0 0
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P 6
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY : SUMMARY)

MOUSE: FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0225 : HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 4

Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22

Organ Findings

[Integumentary system/appandage]

subcutis QL <26> <31 <22>
leukemic cell infiltration 0 1 1 0

[Respiratary system]

nasal cavit <2 <26> <3 <22>
Leukemic cell infiltration 0 1 1 0
motastasis:uterus tumor 1 0 1 1

tung QY <26> <31 22>
leukemic cell infiltration 4 10 8 5
metastasis: Liver tumor 0 3 0 0
metastasis:uterus tumor 4 1 5 3
metastasisisubcutis tumor 1 0 0 1

[Hematopoistic system]

bone marrow QL <26> <31 22>
leukemic cell infiltration 0 2 3 2
metastasis: Liver tumor 0 1 1 0
metastasisiuterus tumor 2 0 1 1

Lymph node <2 <26> 3L <22>
leukemic call infiltration 1 0 0 1
metastasis: Liver tumor 1 0 1 0
metastasis:uterus tumor 2 0 3 1

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

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



STUDY NO. @ 0225

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 5

Group Name Controt 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22

Organ Findings

[Hematopoietic system]

Lymph node 21 <26> [&194 <22>
metastasisisubcutis tumor 1 0 0 0

thymus <2 <26> (&5 22>
leukemic cell infiltration 0 0 1 0

spleen QL <26> <81 <22>
Leukemic cell infiltration 4 7 4 5
metastasis: Liver tumar 1 0 1 0
metastasis:uterus tumor 0 0 1 0

[Circulatory systen)

heart QD <26> <31 <22>
Lletkemic cell infiltration 2 6 5 2
metastasis:uterus tumor 1 0 0 0

[Digestive system]

tongue (¢ 26> <31> 22>
teukemic cell infiltration 1 3 2 2

salivary gl 21 <26> (&35 22>
leukemic cell infiltration 1 4 5 2

stomach 21 <26> <381 <22>
leukemic cell infiltration 0 3 3 0
metastasisiuterus tumor 0 1 1 1

small intes QD <26> <@L 22>
leukemic cell infiltration 1 0 0 0

Ca> a : Number of animals examined at the site

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



STUDY NO.  : 0225

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © FEMALE PAGE: 6

Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22

Organ Findings

[Digestive system)

Liver 21> <26> (&3 <22>
leukemic cell infiltration 5 9 10 8
metastasisiuterus tumor 6 2 7 6

pancreas Q2 26> <31 <22>
leukenmic cell infiltration 1 2 0 3
metastasis: Liver tumor 0 0 1 0
metastasisiuterus tumor 1 0 1 2

[Urinary system]

kidney Q1 <26> (€93 <22>
teukemic cell infiltration 1 9 7 2
metastasis: Liver tumor 1 0 0 0
metastasis:uterus tumor 2 2 0 3

urin bladd <21 <26> 31 <22>
leukemic cell infiltration 0 2 3 2

[Endocrine system]

pituitary <2 <26> <3 <22>
leukemic cell infiltration 1 0 0 0

adrenal <21> <26> <3 <22>
leukemic cell infiltration 0 3 3 0
metastasisiuterus tumor 1 0 0 0

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

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



STUDY NO. ¢ 0225

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 7

Group Name Contral 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 21 26 31 22

Organ Findings

[Reproductive system]

ovary QD <26> (&3 22>
leukemic cell infiltration 3 8 5 3
metastasis:uterus tumor 6 2 6 6

uterus 21> <26> 3B <22>
teukemic cell infiltration 1 2 3 0
metastasis: lung tumor 1 0 0 0

mammary gl QL <26> <@ <22
metastasisiuterus tumor 1 0 0 0

[Neruous system]

brain QD <26> <31 <22>
Leukemic cell infiltration 0 3 2 0

spinal cord QL <26> <8 <22>
leukemic cell infiltration 0 1 1 0

[Special sense argans/appandage]

Harder gl QD 26> (&) 22>
teukemic cell infiltration 1 3 3 1

[Musculoskeletal system)

muscle Q2L {26> <31 22>
leukemic call infiltration 1 1 2 1

[Body cavities]

per-itoneun 21> <26> BD <22>
metastasis:uterus tumor 0 1 2 0

Ca> a * Number of animals examined at the site

b b : Number of animals with lesion




APPENDIX P 7
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY: SUMMARY)

MOUSE: MALE : SACRIFICED ANIMALS



STUDY NO. @ 0225 . HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 1

Group Name Control 10000 pem 20000 ppm 40000 ppm
No. of Animals on Study 34 35 30 25

Organ Findings

[Respiratory system]

lung <34> <35> 30> <25>
leukemic cell infiltration 1 0 2 0
metastasis: Liver tumor 3 0 1 2

[Hematopoietic system]

bone marrow 34 <35> <30> {265
leukemic csll infiltration 0 0 2 0

thymus <34> <35> <30 25>
leukemic cell infiltration 1 0 0 0

spleen 34> <35> 30> 25>
leukemic cell infiltration 2 0 2 0

[Circulatary system]

heart <34> <35> <30 <25>
Leukemic cell infiltration 1 0 1 0

[Digestive system]

‘tongue <34> <35> <30 <25>
leukemic cell infiltration 0 0 1 0

salivary gl <34> <35> <30> 25>
leukemic cell infiltration 1 0 1 0

Liver <34> <35> <30> <25>
Leukemic cell infiltration 1 0 2 0

pancreas <34> <85> <30> <25>
leukemic cell infiltration 0 0 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0225

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

ANTHMAL : MOUSE BDF1
REPORT TYPE : Al

SEX ¢ MALE
Organ Findings

No. of Animals on Study

[Urinary system]

kidney

leukenic cell infiltration

Ca> a : Number of animals examined at the site
b b t Number of animals with lesion

(JPT150)

PAGE @ 2
40000 ppm
25
<25
0
BAIS3



APPENDIX P 8
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YEAR STUDY: SUMMARY)

MOUSE: FEMALE : SACRIFICED ANIMALS



STUDY NO. & 0225 : HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE :
Group Name Contral 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 19 28

Organ Findings

[Respiratory system)

lung <29 24> <19 <28>
leukemic cell infiltration 1 1 2 4

{Hematopoietic system]

bone marrow QP <24> <19 Q8
leukemic cell infiltration 1 2 0 3
Lymph node <29 <24> <1 28>
leukemic cell infiltration 1 0 0 0
spleen 29 <24> <19 28>
leukemic cell infiltration ) 1 2 0 2

[Circulatory system]

heart Q29> <24> <19 <28>
leukemic cell infiltration 0 1 0 0

[Digestive system]

salivary gl <29 24> <19 28>
leukemic cell infiltration 1 1 0 2

stomach <29 24> <18> 28>
leukemic cell infiltration 1 0 0 0

Liver <29 <24> <19 {28>
leukemic cell infiltration 3 3 3 6
metastasis:uterus tumor 0 0 2 1

{Urinary system]

kidney QP 24> <19 <28>
leukemic cell infiltration 2 2 1 3

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



STUDY NO. @ 0225
ANIMAL : MOUSE BDF1
REPORT TYPE : Al

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

SEX : FEMALE PAGE : 4
Group Name Control 10000 ppm 20000 ppm 40000 ppm
No. of Animals on Study 29 24 19 28

Organ Findings

fUrinary system}

urin bladd 29 {24> 1% 28>
leukemic cell infiltration 0 2 1 2

{Reproductive system]

ovary <29 <24> 19 28>
leukemic cell infiltration 0 2 0 1

uterus 29 <24> AP <28>
leukemic cell infiltration 0 1 1 0

[Muscutoskeletal system]

muscle Q29 <24> <19 28>
leukemic cell infiltration 0 2 0 0

[Body cavities]

peritoneum 2 <24 <18> <28>
metastasisisubcutis tumor 1 0 0 0

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

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



APPENDIX Q 1
IDENTITY OF UROTROPIN

(TOW-YEAR STUDY)



(Study No. 0224,0225)

IDENTITY OF 1, 3,5, 7-TETRAAZATRICYCLO[3. 3. 1. 1® " IDECANE(T¥O-YEAR STUDIES)

A. Lot no. TWH2454
1. Spectral data

Mass Spectrometry

Instrument . Hitachi M-80B Mass Spectrometer
Ionization : EI(Electron Ionization)
[onization Voltage : T0eV
100 ] a2
50‘:
~ 140
0 T T T 3 T T !lI ll‘l T xl T T 1 T T T T T
¢} 100 200
/2

¥ass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

Determined Value Literature Value®

Fragment Peak(¥/Z) Fragment Peak(¥/Z)
42(Base Peak) 42(Base Peak)
140 140

(*EPA/NIH Xass Spectral
Data Base (1978) Vol. 1,
p. 348.D



(Study No. 0224,0225)

Infrared Spectrometry

Instrument Hitachi 270-30 I[nfrared Spectrometer
Cell : KBr
Siit : Medium
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Infrared Spectrum of Test Substance

Results: The infrared spectrum-was consistent with literature spectrum.

Literature Value®
Fave Number(cm™')

Determined Value
¥ave Number(cm ')

480~ 530 480~ 530
640~ 700 640~ 700
780~ 830 780~ 830
910~1100 910~1100
1200~1270 1200~1270
1350~ 1420 1350~1420
1420~1490 1420~1490
2800~3000 2800~3000

(Performed by the WAKO
PURE CHEMICAL INDUSTRIES,
LTD.)
9. Conclusions: The result of the mass spectrum and the infrared spectrum agreed
with the literature values.
Consequently, the test substance was identified as
1,3,5 7-Tetraazatricyclo[3. 3. 1. 1% "Jldecane.



(Study No. 0224,0225)

B. Lot no. APR5276
1. Spectral data

Mass Spectrometry

[nstrument : Hitachi X-80B ¥ass Spectrometer
[onization : EI(Electron lonization)
Ionization Voltage : T0eV
1007 42 — !
S0
140
G""""I"JJT"'H'"'?LL["I' Y lll IJ T T )i“l T ] T T T T 7

Vass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

Determined Value Literature Value®

Fragment Peak(¥/Z) Fragment Peak(¥/Z)
42(Base Peak) 42(Base Peak)
140 140

(*EPA/NIH Mass Spectral
Data Base (1978) Vol. 1,
p. 348.)



(Study No. 0224,0225)

Infrared Spectrometry

[nstrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : Medium
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Infrared Spectrum of Test Substance
Results: The infrared spectrum- was consistent with literature spectrum.

Literature Value*
¥ave Number(cm™ ')

Determined VYalue
Fave Number(cm™')

480~ 530 480~ 530
6§40~ 700 640~ 700
780~ 830 780~ 830
910~1100 910~1100
1200~1270 1200~1270
1350~1420 1350~1420
1420~1490 1420~ 1450
2800~3000 2800~3000

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

2. Conclusions: The result of the mass spectrum and the infrared spectrum agreed
with the literature values.
Consequently, the test substance was identified as
1, 3,5 7-Tetraazatricyclo[3.3.1. 1% "Jdecane.



(Study No. 0224,0225)

C.Lot no. APF5582
1. Spectral data

¥ass Spectrometry

Instrument : Hitachi ¥-80B Mass Spectrometer
Ionization : EI(Electron lonization)
lonization Voltage : T0eV
1007 P [
S0
-i 140
3
s} T l T lx f‘ T T lll xl‘ T T T, T 4‘ T T T
0 100 200
¥/Z

Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

Determined Value Literature Value”

Fragment Peak(¥/Z) Fragment Peak(¥/Z)
42(Base Peak) 42(Base Peak)
140 140

(*EPA/NIH ¥ass Spectral
Data Base (1978) Vol. 1,
p. 348.)



2.

(Study No. 0224,0225)

Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Silit : Xedium
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Infrared Spectrum of Test Substance

Results: The infrared spectrum- was consistent with literature spectrum.

Determined Value Literature Value*
¥ave Number(cm™ ') ¥ave Number{cm™')
480~ 530 480~ 530
640~ 700 640~ 700
780~ 830 780~ 830
910~1100 910~1100
1200~ 1270 1200~1270
1350~ 1420 1350~ 1420
1420~ 1490 1420~ 1490
2800~3000 2800~3000

(Performed by the WAKO
PURE CHEMICAL INDUSTRIES,
LTD.)
Conclusions: The result of the mass spectrum and the infrared spectrum agreed
with the literature values.
Consequently, the test substance was identified as
1, 3,5, 7-Tetraazatricyclo[3. 3. 1. 1* "Jdecane.



(Study No. 0224,0225)

D.Lot no. KCR6018
1. Spectral data

Mass Spectrometry

Instrument : Hitachi Y-80B ¥ass Spectrometer
[onization : EI(Electron lonization)
[onization Voltage : 70eV
100 ] e}
3 3
50 1
.5 140
0 1 + 1 ] T J_ll ‘l"' tREAAL] 161'"—"‘[!’ T I“ A1 A_" H I‘Y T I T T T
0 100 200
X/Z

Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with literature spectrum.

Determined Value Literature Value”

Fragment Peak(¥/Z) Fragment Peak(¥/Z)
42(Base Peak) 49(Base Peak)
140 140

(*EPA/NIH ¥ass Spectral
Data Base (1978) Vol. 1,
p. 348.)



(Study No. 0224,0225)

Infrared Spectrometry

Instrument . Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : Medium
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Infrared Spectrum of Test Substance

Results: The infrared spectrum- was consistent with literature spectrum.

Determined Value Literature Value®
Fave Number(cm™') ¥ave Number(cm™')
480~ 530 480~ 530
640~ 700 640~ 700
780~ 830 780~ 830
910~1100 910~1100
1200~1270 1200~1270
1350~1420 1350~1420
1420~ 1490 1420~1490
2800~3000 2800~3000

(Performed by the WAKO
PURE CHEMICAL INDUSTRIES,
LTD.)
9. Conclusions: The result of the mass spectrum and the infrared spectrum agreed
with the literature values.
Consequently, the test substance was identified as
1,3,5 7-Tetraazatricyclo[3.3.1. 1% "]decane.






STABILITY OF 1, 3,5, 7-TETRAAZATRICYCLO[3. 3. 1.1° "IDECANE(TWO-YEAR STUDIES)

A.Lot no. TWH2454

1.Sample storage: This lot was used from 1992.11.9 to 1993.3.29. Test substance
was stored at room temperature.

9. Gas Chromatography

Instrument: Hewlett Packard 5890A Gas Chromatograph
Column: 4% Carbowax 20M / 0.8% KOH(2mm¢ X 2m)
Column Temperature: 215°C

Flow Rate: 35ml/min

Detector: FID(Flame lonization Detector)
[njection Volume: 1 ul

Results: Gas chromatography indicated one major peak(peak No.l) analyzed at
1992. 10.21 and one major peak(peak No.1) analyzed at 1993.4. 2.
No new treace impurity peak in the test substance analyzed at
1993.4.2 was detected.

Retention
Date Peak No. Time(min) Area Count
1992.10. 21 1 5.957 140000
(date analyzed)
1993.04. 02 1 5.962 140000

(date analyzed)

3. Conclusions: The results indicated that the test substance did not change when
stored in the dark at room temperature during this period(for
about 6 months).



B.Lot no. APR52786

1.Sample storage: This lot was used from 1993.3.25 to 1994.1.20. Test substance
was stored at room temperature.

2. Gas Chromatography

Instrument: Hewlett Packard 58904 Gas Chromatograph
Column: 4% Carbowax 20M / 0.8% KOH(Z2mm¢ X Zm)
Column Temperature: 215°C

Flow Rate: 35ml/min

Detector: FID(Flame lonization Detector)
Injection Volume: 1 ul

Results: Gas chromatography indicated one major peak(peak No.l) analyzed at
1993. 3.1 and one major peak(peak No.1) analyzed at 1994.1.23.
No new treace impurity peak in the test substance analyzed at

1994. 1. 23 was detected.

Retention
Date Peak No. Time(min) Area Count
1993. 03. 01 1 5.967 140000
(date analyzed)
1994.01. 23 1 5.973 138000

(date analyzed)

3. Conclusions: The results indicated that the test substance did not change when
stored in the dark at room temperature during this period(for

about 1l months).



C.Lot no. APF5582

1.Sample storage: This lot was used from 1994.1.17 to 1994.3.21. Test substance
was stored at room temperature.

2. Gas Chromatography

Instrument: Hewlett Packard 5830A Gas Chromatograph
Column: 4% Carbowax 20¥ / 0.8% KOH(2mm¢ X Zm)
Column Temperature: 215°C

Flow Rate: 35m1/min

Detector: FID(Flame lIonization Detector)
[njection Volume: 1l «l

} Results: Gas chromatography indicated one major peak(peak No.l) analyzed at
1894.1.10 and one major peak(peak No.l) analyzed at 1994. 3. 24.
No new treace impurity peak in the test substance analyzed at

1994. 3. 24 was detected.

Retention
Date Peak No. Time(min) Area Count
1994. 01. 10 1 5.988 141000
(date analyzed)
1994. 03. 24 1 5.990 140000

(date analyzed)

3. Conclusions: The results indicated that the test substance did not change when
stored in the dark at room temperature during this period(for

about 2 months).



D. Lot no. KCR6018

1.Sample storage: This lot was used from 1994.3.16 to 1994.12.5. Test substance

was stored at room temperature.

2. Gas Chromatography

Instrument: Hewlett Packard 5890A Gas Chromatograph
Column: 4% Carbowax 208 / 0. 8% KOH(2mm¢ X Zm)
Column Temperature: 215°C

Flow Rate: 35ml/min

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

Results: Gas chromatography indicated one major peak(peak No.l) analyzed at
1994. 1. 27 and one major peak(peak No.1) analyzed at 1994.12.7.
No new treace impurity peak in the test substance analyzed at

1994.12.7 was detected.
Retention
Date Peak No. Time(min) Area Count
1994.01. 27 i 5.970 141000
(date analyzed)
1994.12. 07 1 5. 987 141000

(date analyzed)

3. Conclusions: The results indicated that the test substance did not change when
stored in the dark at room temperature during this period(for
about 10 months).



APPENDIX Q 3
CONCENTRATION OF UROTROPIN IN DRINKING WATER

(TOW-YEAR STUDY: RAT)



—

CONCENTRATION OF 1, 3,5, 7-TETRAAZATRICYCLO[3. 3. 1. 1® "IDECANE IN DRINKING WATER(TWO-YEAR STUDY)

(Rat)
Target Concentration(ppm)

Date analyzed 7500 15000 30000
1992.11. 09 T146C 95.3)% 14699C 98.0) 29914C 99.7)
1993.02. 15 6993C 93.2) 14292C 95.3) 28822(C 96. 1)
1993.05.10 7228C 96.4) 14533C 96.9) | 29366C 97.9)
1993.08. 23 7319C 97.6) 14771C 98.5) 29369C 97. 9
1993.11.08 7382C 98.4) 14784C 98.6) 29521C 98.4)
1994.02. 09 7386( 98.5) 14867C 99. 1D 29127C 97. D
1994.05. 16 7415C 98.9) 14775C 98.5) 29879C 99.6)
1994.08. 15 7461C 99.5) 15038(100. 3> 30022(100. 1)
1994. 11. 07 7363C 98.2) 14872C 99. 1) 29873C 99.6)

¥ : % of target concentration

Analytical method: The samples were analyzed by the GC.

Instrument : Hewlett Packard 58904 Flow Rate : 35ml/min
Column : 4% Carbowax 20 / 0.8% KOH Detector : FID(Hydrogen Flame lonization)
/ 60/80 Carbopack B (2mm¢ X 2m) Injection Volume s lul

Column Temperature: 215°C



APPENDIX Q 4
CONCENTRATION OF UROTROPIN IN DRINKING WATER

(TOW-YEAR STUDY: MOUSE)



CONCENTRATION OF 1, 3,5, 7-TETRAAZATRICYCLO[S. 3. 1. 1% "IDECANE IN DRINKING WATER(TWO-YEAR STUDY)

(Mouse)
Target Concentration(ppm)

Date analyzed 10000 20000 40000
1992.11. 30 10170C101. 7)% 20267(101.3) 40405C101.0)
1993.02. 15 9412C 94.1) 19229C §96. 1) 38439C 96. 1D
1993.05. 10 9593C 95.9) 19266C 96.3) 38499C 96.2)
1993.08. 23 §824C 98.2) 19583C 97.9) 39144C 97.9)
1993.11.08 9828C 98.3) 19510C 97.6) 38817C 97.0)
1994.02.09 9606C 96. 1) 19397C 97.0) 38081C 95.2)
1994. 05. 16 9989C 99.9) 19740C 98.7) 39715C 99.3)
1994.08. 15 9917C 99.2) 20025C100. 1D 39692C 99.2)
1994.11. 07 9888C 98.9) 18975C 99.9) 39856C 99.6)

¥ . % of target concentration

Analytical method: The samples were analyzed by the GC.

Instrument : Hewlett Packard 58904 . IFlow Rate : 35ml/min
Column : 4% Carbowax 20M / 0.8% KOH Detector : FID(Hydrogen Flame lonization)
/ 60/80 Carbopack B (Zmm¢ X 9m) Injection Volunme tlul

Column Temperature: 215°C



APPENDIX Q 5
STABILITY OF UROTROPIN IN DRINKING WATER

(TOW-YEAR STUDY)



—

STABILITY OF 1,3, 5, 7-TETRAAZATRICYCLO[3. 3. 1. 1% "IDECANE IN DRINKING WATER(TYO-YEAR STUDIES)

(Rat)

Target Concentration(ppm)

Date analyzed 7500 30000
1992.11.02(a) 7276 28626
1992. 11.13(b) 7312 20463

(Mouse)

Target Concentration(ppm)

Date analyzed 10000 40000
1992.11.02¢a) 9429 37556
1992. 11.13(b) 9697 39154

a : Date of preparation

b : The stability of test substance in drinking water was established for 11 days when stored at room temperature.

Analytical method: The samples were analyzed by the GC.

Instrument
Column

Column Temperature: 215°C

: Hewlett Packard 58904 Flow Rate : 35ml/min
: 4% Carbowax 20¥ / 0. 8% Kol Detector : FID(llydrogen Flame lonization)
/ 60/80 Carbopack B (Zmm¢ X 2m) Injection Volume 7



APPENDIX R 1

METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS



METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

Item Method

Hematology
Red blood cell (RBC) Light scattering method ’
Hemoglobin (Hgb) Cyanmethemoglobin method *’
Hematocrit (Het) Calculated as RBC X MCV/10 "
Mean corpuscular volume (MCV) Light scattering method D
Mean corpuscular hemoglobin (MCH) Calculated as Hgh/RBC x 10 ¥
Mean corpuscular hemoglobin concentration (MCHC) Calculated as Hgb/Het X 100
Platelet Light scattering method
White blood cell (WBC) Light scattering method
Differential WBC Pattern recognition method %’

(May- Grunwald— Giemsa staining)

Biochemistry

Total protein (TP) Biuret method *’

Albumin (Alb) BCG method *’

A/G ratio Calculated as AIb/(TP-Alb) ¥
T-bilirubin Alkaline azobilirubin method *’
Glucose : Enzymatic method (GLK-G-6-PDH) ¥
T- cholesterol Enzymatic method (CE-COD-POD) ¥’
Triglyceride Enzymatic method (LPL-GK-GPO-POD) *’
Phospholipid Enzymatic method (PLD-COD-POD)
Glutamic oxaloacetic transaminase (GOT) UV-Rate method *’

Glutamic pyruvic transaminase (GPT) UV-Rate method *’

Lactate dehydrogenase (LDH) UV-Rate method *

Alkaline phosphatase (ALP) p— Nitrophenylphosphate method ¥’

¥ — Glutamyl transpeptidase ( 7 — GTP) L- ¥ —Glutamyl- p— nitroanilide method *’
Creatine phosphokinase (CPK) UV-Rate method *’

Urea nitrogen Enzymatic method (Urease-GLDH) *’
Creatinine Jaffe method ¥’

Sodium Ion selective electrode method ¥’
Potassium Ion selective electrode method *’
Chloride Ton selective electrode method *’
Calcium OCPC method ¥’

Inorganic phosphorus Enzymatic method (PNP-XOD-POD) ¥
Urinalysis

pH,Protein,Glucose,Ketone body,Bilirubin,Occult Blood, | Urinalysis reagent paper method *’
Urobilinogen

1) Automatic blood cell analyzer (Technicon H-1 : Technicon Instruments Corporation,USA)
2) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi,Ltd.,Japan)

3) Automatic analyzer (Hitachi 7070 : Hitachi,Ltd.,Japan)

4) Ames reagent strips for urinalysis (Multistix,Uro— Labstix : Bayer—Sankyo Co.,Ltd.,Japan)



APPENDIX R 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY



UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

Item Unit Decimal
place
Hematology
Red blood cell (RBC) X 10°/uL 2
Hemoglobin g/dL 1
Hematocrit % 1
Mean corpuscular volume (MCV) L 1
Mean corpuscular hemoglobin (MCH) pg 1
Mean corpuscular hemoglobin concentration (MCHC) g/dL 1
Platelet 4 x 10/ uL 0
White blood cell (WBC) 10°/u L 2
Differential WBC % 0
Biochemistry
Total protein g/dL 1
Albumin g/dL 1
A/G ratio - 1
T- bilirubin mg/dL 2
Glucose mg/dL 0
T- cholesterol mg/dL 0
Triglyceride mg/dL 0
Phospholipid mg/dL 0
Glutamic oxaloacetic transminase (GOT) IU/L 0
Glutamic pyruvic transaminase (GPT) IU/L 0
Lactate dehydrogenase (LDH) IU/L 0
Alkaline phosphatase (ALP) 1IU/L 0
v —Glutamyl! transpeptidase ( v —GTP) IU/L 0
Creatine phosphokinase (CPK) TU/L 0
Urea nitrogen mg/dL 1
Creatinine mg/dL 1
Sodium mEq/L 0
Potassium mEq/L 1
Chloride mEq/L 0
Calcium mg/dL 1
Inorganic phosphorus mg/dL 1




