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STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344 DEAD AND MORIBUND ANINMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings m w ® W ® ® ® B ® o ® @ ® & W
[Respiratory system]
nasal cavit <D <16> Q1 <32>
thrombus 5 0 0 0 7 0 0 0 4 0 0 0 12 0 0 0
(29 C 0) C 0) C 0) (40 C 0 C o (0 (19 0 C 00 (3 ( 0) C ) (O
mineralization 14 0 0 0 11 0 0 0 13 0 0 0 18 0 0 0
(82) C O (00 (89) C O (0 ( 0 (62) ( 00 C 0) C 0 (86) ( 0) ( 0) ( 0)
inflammation 1 0 0 0 2 0 0 0 1 0 0 0 3 0 0 0
(e 00 (Y00 (s oo (o0 (D000
eosinaphilic changeiolfactory epithelium 9 0 0 0 3 0 0 0 4 0 0 0 13 i 0 0
(83) (0 C O)C 0 (19 C 000 (0o (4 ( 3) € o) ( 0
eosinophilic changeirespiratory epithetium 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(800 oo o (o coCo0 oy (6 (0o (o0
inflammation: foreign body 3 0 0 0 7 0 0 0 4 0 1 0 8 0 0 0
(18000 (40) C 0 C 0) C 0) (19) ( 0) ( 5 ( 0) (28 C O (0 (0
respiratory metaplasiatolfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
oo oo (o (oo oo Q) B GO B G B Q)]
respiratory metaplasiatgland 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8ol oo (o0 (oo (oo o
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 1 Severe
Cad a * Number of animals examined at the sits
b b ¢ Number of animals with lesion
(¢) c:b/ax100
Significant difference ; ¥ 1 P S 0.05 xx : P = 0,01 Test of Chi Sauare
(IPT150) BAIS2



STUDY NO. ¢ 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE :
Group Name Control 20 pem 75 ppm 300  ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Oroan Findines ® ® ® ® ® ® ® O W ®» ® ® W ® B O
[Respiratory system]
nasopharynx a7 16> 2 32>
inflammation: foreign body 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
N0l oo (o0 (B 00 o0 O Co oo
lung amn <16> Q20 32>
congestion 0 0 0 0 1 0 0 0 5 0 0 0 2 2 0 0
(oo (8 C0Co o (29 C ) C 0) ( O 6) ( 6) C 0) ( 0)
odema 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
oo o0 (o oo o0 oo oo 0030
accumutation of foamy cells 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (8 oo (o0 (oo o0 OCocoCo
pneumonia: NOS 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o8 (oo (0000 (oo o0 0O C0O oo
interstitial penumonia 2 1 0 0 1 0 0 0 0 0 0 0 3 1 0 0
(12 (8 (00 (6 (000 oo oo QN0
bronchiolar-alueolar cell hyperplasia 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(8000 (VY I G 1) B ) B G ) (5000 3000
[Hematopoistic system]
bone marrow Aan <16> QD <32>
fibrosis 2 0 0 0 0 0 0 0 0 0 0 0 0 0 9 0
(12 C o (oo CoOCo0 o (oo oo 0 C0Cn o0
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
(c) c:b/ax*100

Significant difference 3 * I P = 0.0

*»* P S 0,01

Test of Chi Square



STUDY NO. & 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 3
Graup Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & o W M M ® o @ o ® o @ ® ® O

{llematopoietic system]

bone marrow an <16> QD 32>
increased hematopoiesis 1 1 7 0 3 5 0 2 2 6 0 13 1 6 0

: i
(8 (6 (4a) (0 (19) ( 8 (81) ( 0 (10) (10) (28 ( 0) (4 (. 3 (19 ( »

tymph node <Aan <16> 21> {32>
lymphadenitis 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(o0 (8o ln (B 00 CoCco o0 (o0

spleen <D <16> <21 <32>
atrophy 9 0 0 0 4 0 0 0 4 0 0 0 8 0 0 0
(83) ( 0y (0 ( 0 (25) C 0y ( 0) (0 (19 C 0y C 0) (0 (28) C 0 C 0 (0
hemorrhage 1 0 0 0 0 0 0 0 0 0 0

1 0 0 0 0
(e (8 0o (oo (0 (oo o0 (0000

deposit of hemosiderin 0 6 2 0 4 2 3 0 1 8 0 Q 7 8 0 0 %
(0 (35 (12) ( 0) (25) (13) (19) ( O (8 (38) (00 (22) (25 (0 (0
fibrosis 1 0 0 0 0 0 0 0 1 0 0 0 2 0 0

1
(8000 (000 (8 (0000 (e (300

extramedul lary hematopoiesis 3 2 2 2 4 2 2 0 8 2 3 0 9 9
(18) (12) (12) (12) (25) (13) (13) ( O (38 (10) (14) ( O (28) (28) ( 9 ( 3)

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

b b : Number of animals with lesion
(e¢) c:b/a*100

Significant difference ; ¥ P 50,06 % 1 P £ 0,01 Test of Chi Square

(HPT150) BAIS2



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANINAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE ¢ 4
Group Name Control 20 ppm 75 pem 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ o ® W @ ® o0 W @ W & & ® B @® B
[llematopoistic system]
splesn <17 <18> QD 32>

mobilization of mesothelial cell 0 0 0 0 0 0 0

0 0 0 0
(oo (o0 (ool (3000

[Circulatary system]

heart an <16> @2 32>

thrombus 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0o COCoCo o (oo o0 (0o

necrosis 0 3 0 0 0 0 0 0 0 0 0 0 4 0 0 0 *
(0 (18 (0 (0 (o0 (oo (1B 000

myacasrdial fibrosis 10 2 0 0 8 1 0 0 12 2 0 0 12 2 0 0
(59) (12) C 0) ( O (50) ( 8) ( 0)(C 0 (57) (100 C 0) ( 0) (38) (6 (00

myocarditis 0 0 0 0 0 0 0 0 0 1 0 0

0 0 0 0
(oo (o000 oo (a0 do0

mineralization:artery 2 1 0 0 1 0 0 1

0 0 6 1
(o128 (0 (o (nln (8 oo (W (OO0

artery/aort A7 <16> QD {32>

mineralization 0 2 0 0 0 0 1 0 1 1 0 0 5 4 0 0
(012 (0o oo (s (0 (B8 (5 (0 (o0 (18) (13 ( 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) cib/ax100

Significant difference ; *: P 50,05 ¥ 1 P = 0,01 Test of Chi Sauare

(IPT150)

BAIS2



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL © RAT F344 DEAD AND XORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W W ® W ® ® ® W W ® ® W W m
[Digestive system]
tooth an <16> Qap <32>
dysplasia 6 0 0 0 7 0 0 0 11 0 0 0 16 0 0 0
(3 (0 (00 (4 C O C (0 (52) ( 0) C ) (CO) (50 C 0 C 0 (o0
tongue <17 <16> Qe 32>
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0 0
(ool (oo (o0 (e 3y o0 o
mineralization:artery 0 3 0 0 2 1 0 0 4 1 0 0 9 4 0 0
(GO RESE:) B Q) B Q) (13 (e (00 (19 (8 00 (28) (13) ( ) ( O
salivary gl 17> <16> Q21 <32>
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (on (o0l (oo (30
stamach an <15 QD <32>
hemarrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OCH 0o oo (o0 (oo (3 CoCon o
mineralization 0 0 3 0 0 0 1 0 0 1 0 0 2 1 7 0
00118 (0 (000D 0 ({0 ln (8 (3 (22 (0
ulcer: forestomach 0 3 3 1 1 1 3 0 2 0 4 0 6 2 3 0
( 0y (18) (18) ( 6) (D7 (200 (100 ¢ 0) (19 ( O (19 (8 (9 (0
Grade 1 ¢ Stight 2 1 Noderate 3 ¢ Marked 4 ¢ Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(e) ctb/ax100

Significant difference ;

* PS5 0.0 ¥t P = 0,01

Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO. : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 6
Group Name Control 20 ppm 75 pom 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o W B @ ® & oW ® & W W ® W W »
[Digestive system]
stamach Aan <15> Q@ <32>
hyperplasia: forestomach 1 4 0 0 3 3 0 0 3 3 0 0 2 4 0 0
(6 (20 C 00 (20) (200 ( 0} ( O (1) (19 C 0 (0 (8’0o
erosion:glandular stomach 3 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
(oo (200 C O C 0 ( 0 coCcoCn oy (o0
ulcer:glandular stomach 2 2 0 0 1 1 0 0 4 1 0 0 4 2 2 0
(12) (12 C 0} ( O (N0 (19 ¢ 8 C 0 (C 0) (1) (6 (8 (0
hyperplasiatglandular stamach 2 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(12) ( 8 (0 ( 0 (G B GI1) B Q) B QIR ) (oo (00
smatl intes <A <16> <21 <32>
ulcer 0 1 0 0 1 0 0 0 0 0 0 4] 0 1 0 0
o8 00 (e 0o (oCcncn oy (00
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o o0 (oo (o (oo o (oo
targe intes <A 16> 2 32>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 CoCcoCon o (ocoCcon o0 (000
Grade 1 @ Stight 2 ¢ NHoderate 3 ¢ Marked 4 : Severse
<ad a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:ib/axl00

Significant difference ; ¥ P = 0.05

¥ 1 P S 0,01 Test of Chi Sauare

(HPT150)

BAISZ



STUDY NO.
ANIMAL

¢ 01568
¢ RAT F344

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

REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 7
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ_ Findings @ & B W W o ® W ® W W & ® & & ®
[Digsstive system]
Liver <17 <16> Qe 32>
herniation 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
ey (oo (o (8000 (oo (8o o0
peliosis-Llike lesion 4 1 0 0 1 0 0 0 4 1 0 0 6 0 0 0
(24) C 6) C 0) C 0) (8000 (13) ( 8 C 0) ( O (19 C 0 C 0o
necrosisicentral 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (o oo (0o (GO B GO B G ) B Q)]
fatty changs:peripheral 3 0 2 0 2 1 0 1 1 1 1 0 2 2 0 0
(18 ( 0) (12) ( 0) (13y ¢ 8) ( 0y ( 8 (5 (5 (5 (0 (8 (8 {000
degeneration:central 1 1 0 0 1 0 0 0 1 3 0 0 3 2 0 0
(e (800 (8000 (5 (14 C0 (0 (98 (0 (0
extramedullary hematopoiesis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(8 0o (oo {0 (o0 (3300
acidophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
oo o o0 (o0 o0 (o0 (00
basophilic cell focus 0 0 0 0 0 0 0 0 5 1 0 0 2 2 0 0
(oo oo (000 (24) ( 5) C 0) ( O (a8 o
Grade 1 ¢ Slight 2 Moderate 3 @ Marked 4 : Severe
<a?> a t Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

* 1P = 0.06

** ! P 5 0,01

Test of Chi Sauare

(1PT150)

BAIS2



STUDY NO. & 0158 IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 8
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 18 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ® & & ® ® W A ®m ® W @ 0 W »
[Digestiue system)
Liver A . 16> 21 32>
vacuclated cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0

0
(ool (o0 (o0 (000

bile duct hyperplasia 0 11 1 0 0 18 0 0 27 4 0 0

14 1 1 2
(82) (&) (8 (0 (6 (&) (0 (0 (8) (10 ( 0 ( 0 (80) (13 C 0) (0

hepatacellular hypertrophy:central

0 0 0 5 0
(00 (o0 oo (o0 o

pancreas <17 <16> <21 <32>
atrophy 0 0 6 2 1 0

0 7 1 0 2
(o0l (4 (8 (00 (1) (100 C 0 C O (19 (8 (3 (0

[Urinary system]

kidney <17 16> (3% {32>
oyst 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
coco oo (OCon 0o QR EE) GN) IGN)! (030 (0
ossification 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo oo oo o0 (o (w300
Grade 1t Slight 2t Moderate 3 * Marked 4 : Severe
Ca> a ! Number of animals examined at the site
b b ¢ Number of animals with Llesion
(¢c) c:b/a*100
Significant difference ¥ 1P = 0,05 ¥ : P = 0,01 Test of Chi Square

(IPT150) BAISZ



STUDY NO.  : 0188

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 8
Group Name Control 20 ppm 75 ppm 300 ppm
Na. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 i 2 3 4 1 2 3 4
Organ____ Findings @ W ® W ® ® ® W w ® ® ® ® o W ®
[Urinary system]
kidney <17 <16> QD <32>
chronic nephrapathy 0 5 0 12 Q 5 8 4 x 0 3 8 g * 0 6 7 19
0y (29) (0 (71) (0 (31) (38 (29) ( 0 (14) (38) (43) (0 (19 (22 (59
hydronephrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (ool (o000 (000
mineralization:papilla 0 0 0 0 1 0 0 0 0 0 0 0 26 1 0 0 *x
oo oo (oo cocoCo oy (s (300
urathelial hyperplasiaipelivis 4 0 0 0 . 0 0 0 0 4 0 0 0 17 0 0 0
(200 C 0y C 0) (O oo oo (0w (83 ( (00
[Endocrine system)
pituitary D 18> Q2D {32>
angiectasis 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(12) C 0) C 0) C 0 (oo (o0 (oo oo (oo o0
cyst 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(122 C 0y C 0y (0 oo o (o0 (B8 0o (o0
hyperplasia 2 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(12000 oo oo (1 00 (3o o9
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/ax*100
Significant difference ; * 1 P = 0,05 ** : P S 0,01 Test of Chi Sauare
(IIPT150)

BAIS2



STUDY XO.  : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS {(SUKMARY)

ANIHAL ¢ RAT F344 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 10
Group Name Control 20 ppm 75 ppm 300 pom
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & W ® & &% & ® % & B ® & &
[Endacrine system]
pituitary an 16> en <32>
Rathke pouch 0 0 0 0 1 0 0 0 0 0 0 Q 1 0 0 0
oo (o0 (oo (oo (3o oo
thyroid <17 45> Q@21 <32>

ultimibranchial body remanet 1 0
8 oo CoOCoCon o0 (oo (oo (oo

follicular hyperplasia

0 0
(000 (o0 0 (5 0o (a3 (a0

G-cell hyperplasia 6 1 0 0
(35) ( 8 (0 (0 (an C 0 C 0 ( 0) (s 000 (4an 0 C oo

parathyroid 17D 16> [¢A ] <32>
hyperplasia

1 0 0
(000 (8000 (000 oo oo

panc islet A7 <16> Q2D <32>
istet cell hyperplasia

1 0 0
(ool (oo (0000 (0o

adrenal amn <16> Q1 <32>
peliosis-Like lesion

1 00 0
(e oo (0000 (000 (000

Grade 1 : Stight 2 Moderate 3 ¢ Marked 4t 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 S 0.05 ** 1 P £ 0,01 Test of Chi Sauare

(HPT150) BAIS2



STUDY NO. : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE PAGE = 11
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 2 3 4
Organ Findings @ & W W & ® @ W @ ® & O @ & ®m o
[Endocrine system]
adrenal an <16> <21 <32>
necrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o000 (ool o (5B (o0 (oo {on
hyperplasiaicortical cell 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(e oo o coco o (o0 (0o (3o (o
hyperplasiaimedul la 5 0 0 0 0 0 0 0 5 0 0 0 10 1 0 0
(29 ( 0) C 0) (0 (GEOR GO RGN O RGN (20 C 0) C 0) ( O (snp (3 C0Cn
focal fatty change:cortex 3 1 0 0 3 0 0 0 2 1 0 0 4 0 0 0
(18 ( 8y ( 0) ( 0 (1) 0o (o0 (100 ¢ 8 ( 0) ( O) (Bl lon
[Reproductive system]
testis 1D <16> 21> {32>
atrophy 1 0 5 0 0 0 0 0 % 0 0 5 0 0 0 4 0
(8 (0 (20 ( 0) 0o (00 (200 o0 (1)
arteritis 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(o0 (oo o0 (100 C 0y C 0y C 0 oo o0
interstitial cell hyperplasia 7 0 0 0 1 0 0 0 5 1 0 0 4 0 0 0
(ann (0 (0 (0 (e (oo o0 (24 (8) C 0) (0 (13) C 0) C 0y C 0)
Grade 1 ¢ Slight 2 Moderate 3 : Marked 4 1 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference * 1 P = 0.05 ** 3 P = 0.01 Test of Chi Sguare
(HPT150)

BAIS2



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 12
Group Name Cantrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 16 21 32
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]
semin ves <1 <16> <2 <32>
mineralization ¢ 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(oo lon o000 o000 (DN
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (G B ) I Q) G ) (500 o (ocoConn
prostate AP 16> <21 <32>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(o oo (ool (oo (300
inflammation 5 7 0 0 2 8 1 ¢ 6 8 1 0 4 14 1 0
(29) (41 ( O) C 0) (13) (38 ( 8) ( 0) (29) (38) ( 5 (0 (13) (44) ( 3) ( 0)
mammary gl <A <16> Q1 <32>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (800 (o0 (oo o coconlon
galactocele 1 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(8000 (0o oo (3300
[Neruous system]
brain <17 16> 21> <32>
hemorrhage 0 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
oo (100 (1) o 0w (o0 oy
Grade 1+ Slight 2 ¢ ¥oderate 3 ¢ Harked 4 3 Severe
<a> a * Number of animals examired at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference ; *x 1 P = 0,05 ¥* : P = 0,01 Test of Chi Sauare
(1IPT150)

BAIS2



STUDY NO.  : 0158 NISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 13
Group Name Cantral 20 ppm 75 pom 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ % W W @ B ® & @ ® & & ® 5 ® B
[Neruous system]
brain an <16> 21> <32>

hyaline bady 7 0 0 0 8 0
(41y C 0) C 0) C 0) (30 (0Co (52) C 0y C 0 (0 (an o 0 (0

gliosis 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(122000 oo (o0 (OO0 (0o Cn (0
spinal cord <17 16> <2 <32>
necrosis: focal 1 0 0 0 0 0

00 00 0 00 0 00
(a0 (oo oo oo oo (oo oo

[Special senss organs/appandage)

eye <17 <16> 2D <32>
cataract 0 0 3 0

0 0 0 0 1 0
oo’ (o UEGRONGRO RGN )] (o000 (00

R
—

retinal atrophy 0 0 0 2 0 0 0 0 1 0 0 1
oo o0 (12) oo o0 (s 00 (038 (0

keratitis 0 2 0 0 0 0 0 0 1 0 0 0 3 2 0 0
(o012 oCo oo (oo (8 oo (o0 (800
Grade 1 ¢ Slight 2 : Moderats 3 ¢ Marked 4 : Severse
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) ctbh/ax*l00

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

(1PT150) BAIS2



STUDY NO.  : 0188 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 20 ppm 75 ppm 300 ppm
No. of Animals on Study 17 16 21 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings ® | w® W ® ® & O ® ® ® & ®w w ® W
[Special sense organs/appandags]
eye AaAn 46> 21> <32>

iritis 10 0 0 00 00 0 2 0 0 0
(000 (ot oo oo (0o

<
<
<

Harder gl an <16> 2 <32>
degeneration 0 0 0 0 1 0 0 0 1 0 0 0 1 4 0 0
(oo (o0 (oo (8000 (3 (1) (0o

inflammation

00 10 0 00
(oo (ool (oco o0 oo oo

lymphoeytic infiltration

0 0 1 0 0 2 0
(000 (o0 (o000 (0o

nasolacr d <17 <16> <21 <32>
inflammation 0 1 0 0 0 2 0 4} 0 0 0 0 0
oo oo (8000 (oo oo

[Musculoskeletal system]

muscle <A <16> QL <32>
necrosis

1
(s (00 (o000 (5000 (N0

Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 1 Severe
<a?> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100
Significant difference * 1 P = 0.0 *x ¢ P = 0.01 Test of Chi Saquare

(HPT150) BAIS2



STUDY NO.  : 0158

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

PAGE ¢

15

1

Control

20 ppm
16
1 2 3 4

75 ppm
21
1 2 3 4

)

® ®» W o

® B & o

300 ppm

32
1 2 3 4
® ® ® &

1

(000

0

oo o0

<16>
00 0 0
tocaco o

g

<18>
00 0 0
(ot (o

e

3
0 0 0 0
totoco o

2w
U
(otoCo o

<32>
00 0 0
o0 n(

=)
g

<32>

1 0 0 0
(3o

4 : Severe

ANTMAL + RAT F344
REPORT TYPE : Al
SEX ¢ MALE
Group Name
No. of Animals on Study
Grade
Organ Findings
[Husculoskeletal system]
muscle
mineralization:artery
[Body cavities]
adipose
granulation
Grade 1t Slight 2 @ Moderate 3 ¢ Marked
Ca?> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:b/ax100
Significant difference ; x ! P S 0.05 ¥* P 5 0,01

Test of Chi Sauare

(HPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0188

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE ¢ Al
SEX ¢ FEMALE PAGE ¢ 18
Group Name Control 20 pem 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ ®» ® W @ ® % W ® & W O ® ® ®» o
[Respiratory system}
nasal cauit <12> <16> <12> <14>
thrombus 2 0 0 0 3 0 0 0 5 0 0 0 3 0 0 0
(1 000 (19 C O (0 (0 (42 C 0 C 00 (21D C 0 C o) C 0
mineralization 2 0 0 0 2 0 0 0 0 0 0 0 5 0 0 0
(1m0 oo (1B 00 o000 (3) 0 C0 o0
sosinophi lic change:olfactory epithelium 10 1 0 0 7 5 0 0 3 3 4 0 % 2 g 3 0 *x
(83 (8 (00 (40 (31 ( 03 ( ©® (25) (25) (33) (O (14) (64 (z21) ( O
eosinophilic change:respiratory epithelium 0 0 0 0 0 0 0 0 3 0 0 0 7 0 0 0 *
oo oo (o0 (28) C 0) C O ( O (80) C OO C o) (0O
inflammation: foreign body 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(i o (o0 (0 (8 000 oo (D0 o0
respiratory metaplasiagland 1 0 0 0 0 0 0 0 1 0 0 0 7 0 0 0
(o0 (oo o0 (800 o (80 C0) C 0 ( 0
Laryrx . 12> <16> <12> <14>
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (8o o (o0 oo
lung 12> <16> <12> 14>
congestion 2 0 0 0 4 0 0 0 0 0 0 0 0 0 0 0
(1 0 00 (25) ( 0) C 0) (0 (o coCo o o codn o0
Grade 1+ Slight 2 t Moderate 3 ' Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b t Number of animals with lesion

(c) cib/ax100
Significant difference ; ¥ : P = 0.0 ** 1 P S 0,01 Test of Chi Square

(HPT150)

BAISZ



STUDY NO. : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 DEAD AND MORIBUND ANTMALS (0-105W)
REPORT TYPE : Al
SEX s FEMALE PAGE : 17
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® ® o’ @ W & o @ ®» ®» & ® m W ®
[Respiratory system]
lung <12> 16> 2> <14>
accumulation of foamy cells 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coco oo (00 (oo (OO n
pneumania:NOS 0 0 V] 0 0 0 0 0 0 0 0 0 0 0 1 0
(00l n COCoL0Co oo (oo (nn
interstitial penumonia 0 0 0 0 [V 0 0 1 0 0 0 0 0 0 0
oo o0 (o0 (o0 8 (00 (0 (oo
[lematopoietic system]
bone marrow 12> <16> A2 14>
necrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (o0 o6 (00 OCoCo oo (0o
fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8000 cococo (o 0ol (oo nlon
increased hematopoissis 3 2 2 0 1 1 5 0 1 4 4 0 5 2 0 0
(25) (17 (1) ( 0) (88 (3) (0 8) (33) (33 ( 0) (3) (10 ( 0 ( 0
Lymph node <12> <16> <12> <14>
deposit of hemosiderin 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo o (8000 8 (00 (0 (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 ** 1 P S 0.01 Test of Chi Sauare
(HPT150)

BAISZ



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 18
Group Name Cantrot 20 ppm 75 pem 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & W W @ & & O ® & & W & ® B O
[Hematopoietic system]
spleen 12> <16> 12> <14>
atrophy 1 0 0 0 1 0 0 Q 2 0 0 0 1 0 Q 0
(8000 (8000 (Mmoo (D00
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coco oo (o0 (o0 (a0 CoCo oo
infarct 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O CCo o0 COCC o0 (OO0 (Do Con o0
deposit of hemosiderin 2 4 3 0 1 4 3 0 4 3 0 0 0 2 8 0
(17) (33) (25) ( 0) (6 (25 (19 ( 0) (33) (25) C O) C O) (0 (14 (57 (0
fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (o000 o0 o0 (ocoCn o
extramedutlary hematopoiesis 6 3 2 0 4 3 1 1 3 2 2 0 8 0 3 0
(50) (25) (17) ( 0) (25) (19) ( 6) ( B) (28) (11 (1) ( O} (57 C 0) (21) ( O
[Circulatary system]
heart 12> <16> <12> <14>
necrosis 0 1 Q 0 0 0 0 0 1 0 0 0 0 0 0 0
(o800 (oo (oo Coco o0 (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
(¢) cib/ax100

Significant difference ;

* 3 P < 0.05

¥k 1 P = 0,01

Test of Chi Square

(IIPT150)

BAIS2



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 19
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ | ® W @ ® & W @ W W & m ® ® O
[Circulatory system]
heart <12 <16> 42> <14>
necrosis:focal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCo 0o e oo o COCnco 0 (oo oo
myocardiat fibrosis 4 0 0 0 3 0 0 0 3 0 0 0 4 0 0 0
(30 (0o (19 C 0 (0o (28) C 0) C O) (O (299 C O C o0
mineralizationtartery 0 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0
(OB (0000 0800 (0000
artery/sort <12> <16> 12> <14>
mineralization 1 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(8800 oo oo o800 (ool
[Digsstive system]
tooth 12> <16> <12> 14>
dysplasia 2 0 0 0 2 0 0 0 1 0 0 0 3 0 0 0
(i oo (o0 (13 000 (a0 Cnon (zD COC O (0
‘tongue <12> 16> <12> <14>
mineralization:artery 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o8 0o oo o (o0 (o8 0oy oo oo
Grade 1+ Stight 2 t Hoderate 3 t Marked 4 : Severs
Cad 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 Sauare

(IIPT150)

BAIS2



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ o\ ® W @ O W ® & W W @ ® W O
[Digestive system]
stomach 42> 16> 12> <14>
mineralization 0 0 1 0 0 0 0 0 0 1 0 0 0 1 0 0
(08 CoCon oo o8 oo 0 (N0 (o0
basal cell activation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
cCoco oo (8000 (oo Co o0
ulcer: forestamach 0 0 0 1 1 0 1 0 5 1 0 0 x 0 2 0 1
(o0 (8 (e (o8 (0 (42) ( 8 (0 ( 0 0 (1) oD
hyperplasia: forestomach 1 1 0 0 2 4 0 0 2 2 0 0 1 1 0 0
(OO (13) (250 C O ( 0 (D1 D00
erosiontglandular stomach 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(0o (800 (o0 (80000 0Co oo
ulcer:glandular stomach 0 0 0 0 3 2 0 0 3 1 0 0 1 1 0 0
oo (o (19 (13 (0 (0 (25) C 8 (C 0 (0 N oo
hyperplasiatglandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCo 0o (000 (8o 0 Co0 (o0 (o0
smatl intes <12> <16> 12> <14>
ulcer 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coCco oo (o0 (000 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/ax*100
Significant difference : ¥ 1 P = 0.05 *x ¢ P 5 0,01 Test of Chi Square
(HPT150)

BAISZ



STUDY NO. ¢ 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT 1344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢+ 21
Graup Name Cantrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ__ Findings @ W & @ W®m & o @ M & o ® M ® ®
[Digestiuve system)
Liver <12> <16> <12> 14>
herniation 3 0 0 0 3 0 0 0- 2 0 0 0 1 0 0 0
(28 C ) C 0y (O (1 000 (Mmool (oo o
necrosis:centrat 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
ool (oo QORGSO B G (o C0Cn o0
necrosis: focal 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo (oo (8000 (oo Cco o (ool
fatty change:peripheral 2 0 0 0 1 1 0 0 1 0 0 0 1 0 1 0
(1m0 (o (0 (e (8 (00 (8o oo (DO n o0
degeneration:central 0 0 1 0 0 0 0 0 1 0 0 0 0 2 1 0
CocoCsgy (o0 (ool (8 (0o (0 n o0
granulation 0 2 0 0 3 1 0 0 0 0 V] 0 2 0 0 0
(o (m oo (19 (6 (0 (0 oo oo (o0
clear cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (ool coco oo (0o
basophilic csll focus 1 0 0 0 q 0 0 0 0 1 0 0 0 1 0 0
(8000 (25) C 03 C 0) ( 0 (8o (oCnon 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) cib/axl00

Significant difference

* 1 P = 0.0 = 1 P £ 0,01

Test of Chi Sauare

(1PT150)

BAIS2



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 22
Group Neme Cantrol 20 ppm 75 ppm 300 pom
No. of Animals on Study 12 16 12 14
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 ® o ® % ® &
[Digestiuve system]
Liver <12> <16> A2 <14>
vacuplated celt focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ] 0
(o0 (800 (oo CoCo oo
bile duct hyperplasia 3 0 0 0 3 0 0 0 1 1 0 0 2 0 0 0
(25) (0 C 0) (0 (0o (8o (n (1 (0o
hepatacel lular hypertrophy:central 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
co oo (o0 (o0 (oo (zp C 0 C Q0
pancreas <12> <16> 11> 14>
atrophy 1 0 0 0 3 0 0 0 0 0 0 0 1 0 0 0
(8o o (19 o0 (ool (Do (on
{Urinary system]
kidney 12> <16> 12> <14>
thrombus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o000 (ool (80 (oconon
chronic nephropathy 2 3 2 1 3 7 2 0 3 2 3 0 2 6 1 3
(17) (28) (17) 8) (19) (44) (13) 0) (25) (17) ( 25) 0) (14) (43) ( 7 (21
Grade 1 @ Slight 2 ¢ MNoderate 3 * Marked 4 : Severe
<av> a ¢ Number of animals examined at the site
b b : Number of animals with lesion

(c) c:b/ax100

Significant difference ; ¥ P = 0.0 % 1 P = 0,01 Test of Chi Sauare

(IPT150)

BAISZ



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢ 23
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ o ® o @ & & W @ W % @ % ® W
[Urinary system]
kidney <12> 16> <12> 14>
hydronephrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (e oo (o0 (oo Cn oy (oo
tubular necrosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o8 (oo (oo o (oo oo (oo
mineralization:papilla 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 (o0 (oo (G B G B G ) I Q)]
{Endocrine system)
pituitary 42> 18> 12> - <14>
angiectasis 2 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(Mmoo (13 C 0 00 (oo oo (oo ln 0
cyst 1 0 0 0 ) 0 0 0 6 0 0 0 2 0 0 0
(a0 (sp 0 Co o0 (50 C 0) C 0 ( O (1 ooy
hyperplasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(8 oo o0 (oo (8 (oo o0 (oo ln
thyroid 12> <16> <12> 13>
C-cell hyperplasia 5 0 0 0 8 0 0 0 6 0 0 0 6 0 0 0
(& oo (80) ¢ 00 C o) (0 (500 C 0) C 0 ( O (46 ( O C 0 (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
(c) ctb/ax100
Significant difference ; ¥ P = 0.05 1 P 50,01 Test of Chi Square

(HPT150)

BAISZ



STUDY NO.  : 0158
ANTHAL  RAT F344
REPORT TYPE : A1

SEX ¢ FEMALE

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

PAGE ¢ 24
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 18 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ | o’ W @ @& & o & ® & W ® ® W W
[Endocrine system]
adrenal 12> <16> A2 <14>

peliosis-like Lesion

hyperplasiascortical cell

hyperplasiasmedulta

7 2 0 0 3 1
(88) (1) C O (O (199 C 8 C 03 ( 0

1 0 0 0 2 0
(8000 (3 (0ol

1
(420 (8 (00 (43 C 00 C 0 (0

1 0 0 0 0 1 0 0 3 0 0 0 4 0 0 0
(8 (0o Coce (0 (o0 (28) C O C O) C O) (e 0 C 0 (O
focal fatty change:cortex 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(1 C 0y (0o (8 (o0 (000 (ool
[Reproductive system]
uterus <12 <16> <12> <14>
angiectasis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo (8o (ORI Q) B G ) (0w (oo dn o
hyperplasiatepithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (e 0o (o0 (o0
cystic endometrial hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (oot o0 (8 (0o (o coConon
Grads 1t Slight 2 : Moderate 3 : Narked 4 : Severse
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(e) c:b/ax100
Significant difference ; * ! P = 0.0 *x ! P 5 0.01 Test of Chi Sauare
(NIPT150)

BAlIS2



STUDY NO. = 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL ¢ RAT F344 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 25
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ®» ® o o ® m W @ & W W @ & ® W
[Reproductive system]
mammary gl 12> <16> 12> <14>
hyperplasia 3 0 0 0 2 0 0 0 2 0 0 0. 4 0 0 0
(25) C 0y ( 0) C 0 (13 000 (1 o oo (e (0 C 00
[Nervaus system]
brain 12> 18> 12> <14>
hemorrhage 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
CoCo oo (600 o0 (o0 0o oo
necrosis:focal 1 0 0 0 0 0 0 0 [} 0 0 0 0 0 0 0
(800 (0 CoCo (0w 0 Co oo
deposit of calcium 0 0 » 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (oo 00 (oo oo o0
hyaline body 5 0 0 0 7 0 0 0 9 0 0 0 7 0 0 0
(42) C 0y ( 0} ( 0 (4 (0 00 (7)) C 0y C 0 (0 (80) C 0 C ) C 0
spinal cord 12> 1s> 12> <14>
gliosis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 (oCoCn (o0 QR ) Q) B G () B Q) (oo lnln
Grade 1+ Stight 2 : Moderate 3 ¢ Marked 4 Severs
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Significant difference

* 1P S 0.05 ** 1 P S 0.01

Test of Chi Square

(IIPT150)

BAIS2



STUDY NO.  : 0158 : HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 26
Group Name Canvtrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 i 2 3 1 1 2 3 4
Organ____ Findings @ o o’ o ® W & W M ® ® ® ® ® & W
[Special sense organs/appandage]
eye 2> 18> A 14>
hemarrhage 0 0 0 0 0 1 0 0 0 0 0 0 0 0 ] 0

(0 (0C0 (o0 (ot (0o (oo oo o

cataract

0 0 00
(oo (o (o8 (80 oo (ot

retinal atraphy 0 1 0 0 0 1 1 0

0 0 1 0
(o8 o088 (0o lon o nColo0

keratitis 1 0 0 0 1 1 0 0 0 0 0 4} 0 0 0 0
8 oo (o0 (8 (800 (oo CoCoCon o
Harder gl <12> <16> <12> <14>
degeneration 1 0 0 0 3 0 4} 0 1 0 0 0 1 1 0 0
(8000 (19 (0 (00 (8 oo o (DD o0
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 1 ] 0
Coco o (o0 (800l (o0 (RO N G ) B G B QY]
nasolacr d <12> 16> 12> <14>
inflammation 2 0 0 0 4 0 0 0 1 0 0 0 1 0 0 0
(m oo (o0 (25) C 0 C 0y ( 0) (8 o0 (o0 (o oo
Grade 1+ Slight 2 : Noderate 3 ¢ Marked 4 : Severse
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(e) c:b/ax100

Significant difference ¥ 1P = 0.05 *x ¢ P £ 0,01 Test of Chi Square

(PT150) BAISZ



STUDY NO. @ 0158

IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT 344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢+ FENALE PAGE : 27
Group Name Control 20 ppm 75 pem 300 ppm
No. of Animals on Study 12 16 12 14
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & O ® & W W ® ® ® O ® ®m ® W
[Musculoskeletal system]
muscle a2 <16> 12> <14>
necrasis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 9 0
(0o (oo o OOl QI I G ) B Q) B Q)
bone 12> 16> <12> <14>
increased hematopoiesis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OCo (0o o8 (0o 000 (o0 coCooCnln
osteosclerosis 1 2 0 0 3 1 1 0 1 0 2 0 2 2 0 0
(810l (19 C 8 ( 6) ( 0 (01 (14) (19 C 0 ( O
[Body cavities]
adipose <12> 16> 12> <14>
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
CoCco oo cococo o0 0 C o0l (o(n0lon
Grade 1 ¢ Slight 2 : Moderate 3 Marked 4 Severs
(a> a * Number of animals examined at the site
b b * Number of animals with Llesion
(¢) cib/ax100
Significant difference ; ¥ ! P S (.05 ¥ 1 P 5 0,01 Test of Chi Sauare

(1PT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE ¢ Al
SEX ¢ HALE PAGE ¢+ 1
Group Name Cantrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @& ® W W @ & W W ® B & W ® ®» ®» O
[Integumentary system/appandage]
skin/app {33> 34> 29> 18>
inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0

(000 (oo (oo (O I GO B Q) B Q)]

hyperplasiatepidermis 0

0 0 0 0
(000 oo o0 lo (000 (00

epidermal cyst 0 1 0 0 0 1 0 0 0 0 0
(03 0o (0300 ({30 oo (oo

[Respiratory system]

nasal cauvit <33 34> 29 18>
thrambus 1

0 0 0 0
(0000 (o0 ln (o CoCn o (0000

mineralization 27

0 0 0 7 0
(82) ( 0 (0 (0 (622 (0 (0 C O (52) ( O C 0) (0 (s (000

inflammation 00 0 0 00 0 0 10 0 0 10 0 0
oo oo (oo (00 (e cn{o o0

eosinophilic change:olfactory epithelium 23 1 0 0 17 1 1 0 15 1 1 0 6 6 0 0 *x
(700 (. 3 (0 (0 (50) ( 3 (3 (0 (52) ( 3 ( 3 (0 (3 (33 ( 0 (0
Grade 1t Slight 2 ® Noderate 3 Marked 4 Severe
<ad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax1i00
Significant difference ; * ! P = 0.05 ¥x 1 P £ 0,01 Test of Chi Sauare
(IPT150)

BAISZ



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS :NON-~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE + 2
Group Name Control ' 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
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
[Respiratory system)
nasal cavit 33> 34> 2P <18>
eosinophilic change:respiratary epithelium 3 0 0 0 1 0 0 0 5 0 0 0 2 0 0 0
(oo (o0 (DO (000 (oo o
inflammation: foreign body 12 0 0 0 14 0 0 0 11 0 0 0 1 0 0 0 x
(3 ( 0) (0 (0 (4 C 00 C 0y (0 (38 (0 C 0 (O (0o
respiratory metaplasiagland 2 0 0 0 0 0 0 -0 0 0 0 0 0 0 0 0
(800 o0 (o0 oo (o (oo
nasopharynx 33> <34> 2P <18>
inflammation: foreign bady 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3OO0 oo o (o0 (8 000
lung <33> <34> 2P <18>
thirambus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 ¢ i}
(OCon oo (o0 (o0 (0300 coCco oo
inflammatory infiltration 1 i} 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 o0 oo (o (o CoCco 00
granulation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 oo o (0 (o0 (ool
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/ax*100
Significant difference 3 ¥ 1 P = 0.0 ¥ 1 P S 0,01 Test of Chi Square

(IPT150)

BAIS2



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANTMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Cantrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ % & o m w ® W ® & & W @ w® & o
[Respiratory system]
lung 33 <34> <29 <18>
accunulation of foamy cells 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(LN (300 (3 oo e (ey o000
[llematopoistic system)
bone marrow <33 <34> <29 <18>
hemarrhage 0 0 0 0 0 0 0 0 0 2 0 0 0 0 ] 0
(O (o0 (o0 (Do o0 (oo
granulation 0 0 0 0 1 0 0 0 1 0 0 0 ] 0 ¢ 0
oo o (o0 (D (OO0 oo oo
fibrosis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(3000 (3 o0 (o0 (oco ol
increased hematopoiesis 7 12 8 0 15 7 4 0 ) 10 3 0 11 5 0 0 *
(21) (38 (24) C O (44) (21) (12) ( 0 (21 (380 (100 ( © (61 (28) (. 0O) ( O
tymph node 33> <34> <29> <18>
lymphadenitis 2 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo o (00 (Do (G B G ) B G ) B Q)]
Grade 1 Slight 2 ¢ Noderate 3 ¢ Marked 4 : Severe
<Ca> a * Number of animals examined at the site
b b * Number of animals with tesion
(¢) c:b/ax*100

Significant difference ; ¥t P = 0.05

* 3 P = 0,01

Test of Chi Sauare

(PT150)

BAIS2



STUDY NO. & 0158
ANTHAL * RAT F344
REPORT TYPE : Al

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

SEX + MALE

PAGE ¢ 4
Group Name Cantrol 20 pom 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 1 1 2 3 4 1 2 3 4
Organ____ Findings ® o, ® W ® ® ® W @ ® & ® ® ® W
[llematopoietic system]
spleen 33 <34> QP <18>
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o (o0 (o0 (00 (o0l
infarct 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
GO B Q) B Q) I ) (oo ln (oo CoCon{on
deposit of hemasiderin 11 0 0 0 24 3 0 0 *x% 16 5 0 0 *x 12 1 0 'O *
(3 (o (00 () 90 (o0 (88) (1) C 0) ( O (67 ( 6) ( 0) ( O
fibrosis 2 2 0 0 3 0 0 0 2 0 0 0 2 2 1 0
(88 (00 () B Q) B ) B Q1)) (D0 (1D (1) ¢ 8 (0
extramedullary hematopoiesis 18 11 2 0 18 9 1 1 21 7 0 0 13 3 0 0
(85) (33) ( 6 ( 0) (58) (26) ( 3 ( 3) (72) (28 C 0 C O (72) (17 € O) ( O
[Circulatory system]
heart 33 <34> 29 <18>
necrasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (o0 (a0 coco oo (oo lon
myocardial fibrosis 14 3 0 0 20 4 0 0 15 7 0 0 6 0 0 0
a2y ( 9 (0 ( 0 (59) (12) ( 0} ( 0) (82) (24) ( O ( 0 (a0
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
(¢) cib/a*100

Significant difference ; ¥ P = 0.05 ** P 5 0,01 Test of Chi Sauare

(IIPT150)

BAIS2



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢+ 5
Group Name Convtrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o ® W @ m W W & W ® O w & ® O
[Circulatory system]
heart (&%) <34> R <29 <18>
arteritis 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 000 (o0 (o000 (oo oo
mineralizationiartery 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (a0l (300 (OO0
artery/aort <33 34> <29 <18>
mineralization 0 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
(GRORERO R GONEE) (e (oo o (1) (0 (oo
arteritis 0 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0
coco oo o e o0 (G ) B GO B QD] (oo o
[Digestive system]
tooth <33> <34> <29 <18>
dysplasia 15 0 0 0 14 0 0 0 21 0 0 0 9 0 0 0
(45) C 0y C 0y ( 0 (4 C O C 0 (o (72 (0 0o (s0) C o) C 00 C 0)
tangue 83 34> 29 18>
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (0 oo oo (o0 (8000
Grads 1+ Slight 2 * Moderate 3 : Marked 4 3 Severe
<ad a ¢ Number of animals examined at the site
b b : Number of animals with Llesion
(c) c:b/ax100

Significant difference ¥ P S 0.0 ¥x 1 P £ 0,01 Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO. @ 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE ¢ 6
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®m ® W @ ® & W ® & & W ® ® B o
[Digestive system]
tongue <33 34> Q2 <18>
arteritis 3 0 0 0 8 0 0 0 5 0 0 V] 6 0 0 0
(D00 (26 C 3 C 0 (0 (0o (3000
mineralizationtartery 4 0 0 0 13 0 0 0 * 18 0 0 0 *x 7 0 0 0
(12) C 0y C 0 (0 (3 (000 (62) ( 0) C 0y (0 (39) (0 C 0 (0
salivary gl <3 <34 <29 <18>
atrophy 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo Colo w0 (00 cocoCoon
stomach 33> 34> QD <18>
mineratization 0 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0
oo oo (o3 (0 (030 CoCoCn oy
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o (o0 (oo (o0 (oo oo o0
basal cell activation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCoCo o0 (3ol CoCco oo (GO B G ) I Q) I Q)]
epidermal cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 oo o (oo (o0 (oo oo 0o
Grade 11 Slight 2 * Yoderate 3 : Marked 4 : Severs
<ad 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 S 0,01 Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO.  : 0158
ANINAL : RAT F344
REPORT TYPE : A1

SEX : HALE

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

PAGE : 7
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W W O ® W W W @ B ® W ® ® ® W
[Digestive system]
stomach <33> 34> 29> 18>
ulcer: forestomach 0 0 0 0 0 0 0 0 0 1 0 0 0 1 1 0
coco oo COCCn o 0300 (08 (86 (0
hyperplasiat forestomach 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(O30 Co (a0 o O oo C0Co o0 (o0
erosion:glandular stomach 0 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
co oo o0 (8000 0000 (I o Cco 0
ulcer:glandular stomach 1 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(a0l (o0 H oo (o0l
hyperplasiaiglandular stomach 3 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(D00 oo o0 (o0 o000 (o0
large intes <33> <34> 29> 18>
mineralization 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(3o (e oo o0 0o o0 oo oo
Liver 83 {34> 29 18>
herniation 5 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(1B (o) (0 (0 (e oo o0 oo o (oo oy
Grade 1 : Slight 2 * Moderate 3 ¢ Marked 4 1 Severe
<a>d a ¢ Number of animals examined at the site
b b * Number of animals with lesien
(c) cib/ax100

Significant difference : ¥ ! P = 0.05 ** 1 P = 0.01 Test of Chi Sauare

(HPT150)

BAISZ



STUDY NO.  : 0188

HISTOLOGIGAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE: 8
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o W W @ W ® o @ ® & o ® & W o
[Digestive system]
Liver <33 <34> QP <18
peliosis-like lesion 8 1 0 0 5 0 0 0 3 0 0 0 5 0 9 0
(20 C 3y (00 ( 0 (1B (000 (1 (0 o (o0 (28 C 0y C 0 (C 0
fatty change:peripheral 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(oo (o0 (000 ({300 (oo loo
granulation 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3o o0 COCo oo CoCoCon o0 (G ) RGN B G O B Q)]
clear cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o oo (oo o0 (8o o0
acidophilic cell focus 7 2 0 0 16 0 0 0 x 5 0 0 0 7 2 0 0
(20 ( &) ( 0y ( O (4 C 00 (0} (0 (1 C 0 00 (3 (1) C 0 (0
basophilic cell focus 5 1 0 0 15 1 0 0 * 6 1 0 0 6 2 0 0
(B (300 (40) ( B (0 ( 0 (zD (3 COC0 (33 (1 € 0 (0
vacuolated cell focus 0 0 0 0 3 0 0 0 0 0 0 0 0 1 0 0
(oo (0o (o0 oo (oo (o8 o0
mixed cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO R G B G B G} (0o ool CoCo o0 (o0
Grade 1 ¢ Stight 2 ¢ Moderate 3t 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 ; *: P S 0.05 ** P £ 0.01 Test of Chi Sauare

(HPT150)

BALIS2



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE :
Group Name Controt 20 pem 75 ppm 300 pem
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® B ® O W ® @& o & & W o @ ® & o
[Digestive system]
Liver <33 34> P <18>
bile duct hyperplasia 31 2 0 0 29 3 0 0 26 1 0 0 18 0 0 0
8y ( 6) ( 0) ( 0) (8) (9 (0l (80) ( 3 C 0) ( 0 (100) ( 0 ( 0) (C O
pancreas <33> <34> 29 <18
atrophy 14 1 0 0 11 0 1 0 8 0 0 0 9 0 0 0
(42) ( 3y (C 0 C 0 (s 030 (28 (0 (0o (50) C 0) C'0) ( 0)
inflammation 0 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0
CoCo o0 (o0 (0030 (e300 () B G ) B Q) I Q)]
hyperplasiatacinar cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCo 0o (oo 0 (ol (oo
[Urinary system]
kidney <33> 34> <29 18>
chranic nephropathy 0 3 18 12 0 3 14 17 0 0 18 11 0 0 7 11
(0 ¢ 9 (58 (36) (0 (9 (41 (50 (0 (0 (62 (38 (0 (0 (39 (81
hydronephrosis 0 0 0 0 1 0 0 0 0 0 0 0 1 0 ] 0
Coco oo (3300 Co0 (oo o (8 CoConCon
Grade 1 ¢ Slight 2 * Noderate 3 ¢ Marked 4t Severs
<Ca> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference

¥ P = 0.0 ¥ P < 0,01

Test of Chi Square

(HPT150)



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : HALE PAGE : 10
Group Name Control 20 ppm 75 pem 300 ppm
No. of Animals on Study 33 34 28 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® W ® W m W W W @ o & O o & ®» W
[Urinary system]
kidney <33 <34> <29 <18>
tubular necrosis 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
oo o3 (0000 (o oo o oo oo
mineralizationipapilla 0 0 0 0 0 0 0 0 0 0 0 0 14 0 0 Q *x
oo oo (GRUNGRO R GO B G (o0 (78 0y C0) (0
tubular cell hyperplasiatcystic 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Cocon oo (GO I G O I G B (300 (o0
wothelial hyperplasiaipelivis 3 0 0 0 8 0 0 0 9 0 0 0 15 0 0 0 *x
(OO0 2y C 00 C 0} ( 9 (s C 000 (8)y (000
{Endocrine system)
pituitary <33> <84> 29> <18>
angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o o0 (o CoCn o0 (oo Con o0 (800 o0
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool oo (oo 0o (800 on
cyst 2 0 0 0 0 0 0 0 2 0 0 4 0 0 0 0
(e oo (o0 (o000 (D0 oo Co 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) ctb/ax100
Significant difference ; ¥ 1P = 0.05 *x 1 P S 0,01 Test of Chi Sauare

(liPT150)

BAIS2



STUDY NO.
ANIHAL
REPORT TYPE @

¢ 0158
¢ RAT F344

Al

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

SEX ¢ MALE PAGE : 11
Group Name Control 20 ppm 75 ppm 300 pem
No. of Animals on Study 33 34 29 18
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ | W W @ W & o @ ® B o ® ® ® ®
{Endocrine system]
pituitary 33> 34> <29 18>
hyperplasia 5 1 0 0 6 0 0 0 6 0 0 0 3 0 0 0
(15 ( 3y C 0y ( 0 (18000 (zD(C O CO (oo o
Rathke pouch 0 0 0 0 4 0 0 0 1 0 0 0 1 0 0 0
o oo (o0 (12) C o) C 0) ( 0 (3000 (6000 o0
thyroid <32> <34> Q2% <18>
follicular hyperplasia 1 0 0 0 3 0 0 0 2 0 0 0 2 0 0 0
(oo o0 (000 (N o0 (I 0o
C-cell hyperplasia 23 0 0 0 26 0 0 0 22 0 0 0 13 0 0 0
(72 C 0 C 00 (76 C 0 C 00 C 0) (78) € 0y C 0) C 0 (72 C 0 C o ( 0
panc islet 33D (&7 Q29 <18>
islet coll hyperplasia 0 0 0 0 9 0 0 0 1 0 0 0 0 0 0 0
oo oo (oo (0 (300 (o0
adrenal <33 384> 29> <18>
hyperplasiatcartical cell 3 1 0 0 3 0 0 0 q 0 0 0 3 0 0 0
(a3 0(0 (oo (1 oo (im0 oo
hyperplasiatmedul la 12 2 0 0 11 0 0 0 8 3 0 0 6 0 0 0
(36) (6 (00 (82) C 0 (00 (28 (100 ( 0 ( O) (83 (O n
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/ax*100

Significant difference ; ¥ ! P S 0.0 % ¢ P S 0.01 Test of Chi Sauare

(HPT150)

BAISZ



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + HALE PAGE : 12
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ W ® W m ® & W ® W B W @ @& W W
{Endocrine system]
adrenal 33 <34> 29 <18>
focal fatty change:cortex 6 0 0 0 5 1 0 0 9 1 0 0 3 0 0 0
(18 C 0 (0 (o0 (15) ( 8 (0 (0 (sD(3ACO Y (1 000
[Reproductive system]
testis 33> 34> 29> <18>
atrophy 0 0 2 0 0 0 6 0 0 0 1 0 0 0 4 0
CoCo (6 o0 COCo (1’0 oo 30 (0 (0 (22) (0
arteritis 0 1 0 0 2 2 1 0 0 0 0 0 0 1 0 0
o 3o o0 (8 (0 (oo (o8 oo
interstitial cell hyperplasia 6 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
(1) 000 (8000 (a0 Co (o (i o oo
prostate <33> 34> 2P 18>
inflammation 11 4 0 0 14 6 0 0 7 12 0 0 * 2 4 1 0
(33) (12) C 0) ( 0 (4D (18 ( 0) ( 0 (20) (4)) C O) (O (1) (22 ( 8 ( O
hyperplasia 2 1 0 0 1 0 0 0 3 0 0 0 2 0 0 0
(e300 (0o (100 C 0) C 0) (O (i o oo
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) ctb/ax100

Significant difference ;

¥ P < 0.05

** 1 P S 0,01

Test of Chi Sauare

(IPT150)

BAIS2



STUDY NO. @ 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 13
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® & ® o @ & & W @ o @® & ® o @® o
[Reproductive system]
mammary gl <33 <34> 29 <18>
hyperplasia 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(3o (000 (Do CoCoCn o
galactocele 0 0 0 0 2 0 0 0 2 0 1 0 0 0 0 0
CoCcnCn o0 (8000 (D30 oo o0
[Neruous system]
brain 33> <34> o 48>
hemorrhage 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(3 oo (o oo o0 (000 CoCn oo
deposit of calcium 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
oo o (o0 (0o (0o CoCo oo
hyaline body 18 0 0 0 22 0 0 0 17 0 0 0 g 0 0 0
(88) C ) (0 (O (65) ( 00 C 0 (O (59 ( 0y C ) (O (50 C 0 (0 (0
spinal cord 33> <34> Q29 a8
gliosis 1 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0
(a0 (o0 CoCcoCco o0 oo o0 oo oo
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Nuwber of animals with lesion
(¢) cib/ax100

Significant difference : ¥ ! P = 0.05

x P £ 0,01

Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO.  : 0158 [ISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 14
Graup Name Cantrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 33 34 29 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @& M W W ® ® ® @ & W W @ ® ® W
[Special sense organs/appandage]
8ys <33> <34> 29 18>
cataract 0 0 2 0 0 3 0 0 0 0 0 0 0 0 1 0
oo (s (0 (R GE") B QI ) B GV)] Cocon oo oo (s (0
retinal atrophy 3 0 2 1 0 0 3 0 0 0 0 0 0 0 0 1
(o883 0Co 9o (OO0 (o086
keratitis 1 0 0 0 1 0 0 0 3 1 0 0 0 0 0 0
(300 o0 3y (0o o0 (1 (3 o (o0 oo Co o
Harder gl <33 <34> 2% <18>
degeneration 2 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(e oo o 8) ( 0 ( 0) ( 0) (D00 (80 {on
inflammation 1 0 0 0 0 0 0 0 1 0 0 0 1 1 0 0
(a0 00 (0 (0 (a0 (8800
tymphocytic infiltration 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(oo 3000 (3 CcCoCo (o0 (1 o Co o
nasolacr d <33 34> <29 18>
inflammation 2 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
(8 (o000 6) ( O 00 (100 C 0y C o)y (0 o o0l
Grade 1+ Slight 2 : Moderate 3+ Marked 4 1 Severe
Ca> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
(e) ctb/ax100

Significant difference ;

x: P = 0.05 ** 1 P S 0,01

Test of Chi Sauare

(HPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTNAL T RAT I'344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 15
Graup Name Control 20 ppm 75 ppm 300 pem
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ Wm o W ® ® W o @ ® @& O ® M & ®
[Integumentary system/appandage]
skin/app 38> B <38> 36>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3o oo ) B G ) B Q) B G ) 0Co oo (oo
subcutis : 38> 34 <38> <36>
spidermal cyst 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
oo Con (o (o0 {0 0CoO 30 oo
[Respiratary system]
nasal cavit <38> <34 <38> <36>
hemorrhags 0 0 0 0 0 0 0 0 1 0 4} 0 0 0 0 0
oo oo (oo 0o 0N (oo o0
‘thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (0000 0000 (000
mineraltization 5 0 0 0 1 0 0 0 1 0 0 0 11 0 0 0
(13 oo (0 (3000 0N (313 C 0y C 0y (O
inflammation 8 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0 %
(1) C 0 ( 0 ( 0 (3000 5 (000 oo Co (o
Grade 1+ Slight 2 ¢ Noderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b : Number of animals with lesion

b
(c) cib/ax*100
Significant difference ; ¥ P = 0,05 ** 1 P < 0,01 Test of Chi Sauare

(BPT150)

BAIS2



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT 344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 16
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ M o’ W @ ® ® o @ ® ® W W w ® W
[Respiratory system]
nasal cavit <38 <34> <38> <36>
eosinaphilic change:olfactory epithelium 12 20 6 0 10 22 2 0 4 i3 19 0 *x i 18 17 0 *x
(32) (53) (16) ( 0) (29) (65) ( 6) ( 0) (1D (34) (50) ( O ( 3) (50 (41 ( 0)
eosinophilic changeirespiratary epithelium 11 0 0 0 10 0 0 0 11 0 0 0 31 0 0 0 *x
(29) C oy (o) (0 (290 C 0y C 0) C O (299 C 000 (86) ( 0) C 0) ( 0)
inflammation: foreign bady 3 0 0 0 7 0 0 0 2 0 0 0 2 0 0 0
(8000 (21) C 0 C 0y ( 0) (8000 (8 oo (o0
respiratory metaplasiargland 4 0 0 0 4 0 0 0 3 0 0 0 26 0 ¢ 0 *x
(i co oo (122000 (a0 Con o0 (72) C 0) C 0) C 0
lung <38> <34> {38> <36>
foreign body granuloma 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (000 (3000 ooy
[Hlematopoistic system]
bone marow <38 <34> <38> <36>
granulation 1 1 0 0 0 2 0 0 8 2 0 0 4 0 0 0
(3o s {00 (16) ( B C 0) ( 0) (i ooy
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
(ec) ctb/ax100
Significant difference : ¥ 1P = 0,05 x* {1 P S 0,01 Test of Chi Square
(1PT150)

BAIS2



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE :+ 17
Group Name Control 20 pom 75 pem 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® ® ®» ® ® ® ®» ® ® ® ® ®» ® ®
[Hematopoietic system]
baone marrow 38> <34> 38> <36>
increased hematopoiesis 10 4 1 0 2 1 1 0 x 8 7 1 0 5 9 1 0
(26) (1D ( 3 ( O (8 (330 (18 (18) ( 3 ( O (14) (28) ( 3 ( 0
osteosclerosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (O oo o0 (O ln
Lymph node 38> 34> <38> <36>
deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 oo oo (oo cocoCo o oo oo
spleen <38> <34> <38> <36>
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (0o (oo oo o0
hemorrhage 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
oo oo (00 (o0 ool oo oo
deposit of hemosiderin 13 18 4 0 13 21 0 0 8 26 2 0 8 19 1 0
(30 (4n (1) ( O (38 (82 ( 0 (0 (21) (88) ( 8 (0 (22) (53) (11) ( O
Ffibrosis 0 0 0 0 0 0 0 0 0 V] 0 0 1 1 0 0
coco oo (O C0Co0Co0 cocoCo (o0 (A0
Grade 1 @ Stight 2 ¢ Noderate 3 : Narked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/axl100

Significant difference :

* 1P = 0.05 ** 1 P £ 0,01 Test of Chi Saquare

(1PT150)

BAIS2



STUDY NO, ¢ 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢t FENMALE PAGE : 18
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4 .
Organ Findings @ & & oW @ & & o w & % W @ o ® W
[Hlematopoietic system]
spleen {38> 34> {38> <36>
extramedul Lary hematopoiesis 20 13 3 0 8 20 2 0 18 17 1 0 18 11 1 0
(53) (34) ( 8 ( 0 (24) (59) ( 8 ( 0 (47) (43 (. 3 (O (83) (31) ( 3 (0
[Circulatary system)
heart 38> <34> 38> <36>
myacardial fibrosis 10 1 0 0 10 1 0 0 14 1 0 0 10 0 0 0
(28) ( 3 C 0 ( O (29 ( 3 C 0 (0 (3 (3 oo (z8) (0 (0 (0
[Digestive system]
tooth <38> <34> <38> <36>
dysplasia 4 1 0 0 3 1 0 0 6 1 0 0 5 0 0 0
(I3 0L (a0 (1) ( 3 (0 ( 0 (14 C o) C 00
tongus <38> <34> 38> <36>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (o0 coco oo oo oo (oo (0
arteritis 4 0 0 0 0 0 0 0 0 0 0 0 5 0 0 0
(i o oo (GO RGO B GO G ) (oo oo (19 o oo
Grade 1 ¢ Slisht 2 ¢ Noderate 3 MNarked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference :

* 1P = 0.05

** 3 P = 0,01

Test of Chi Square

(IPT150)

BAISZ



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings ® ® B o @ o o W @ W & W ® w ® W
[Digestive system]
stomach <38> <3 <38> <36>
basal cell activation 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(300 coco oo 0OCo oo L0
hyperplasiat forestomach 0 0 0 0 0 1 0 0 0 0 0 0 1 1 0 0
(oo oo o300 0o 0o D00
ulcer:glandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o0 oo o0 0 CoCo o0 K RGN B Q) I Q)]
large intes <38> <348 38> <36>
dilatation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ¢ 0
oo oo (3000 OCOCOCo 0CoCoCo
Liver <38> 34> <38> <36>
herniation 4 0 0 0 0 0 0 0 2 0 0 0 2 0 0 0
(1 C 0 C 0 (0 (ool 5 (0o o0 8) (0 (0 ( O
peliosis-like lesion 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
Coco oo (o0l ol n OO0
necrosis:focal 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(3o 0o (o0l on 00 00
Grade 1 ¢ Stight 2 t Hoderate 3 : Narked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax100

Significant difference :

* 1P S 0.05

** ! P = 0.01 Test of Chi Square

(1PT150)

BAIS2



STUDY NO. @ 0188

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 20
Group Name Control 20 ppm 75 ppPm 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ % % W ® W ® o @ W ® W @ o ®» W
[Digestive system]
Liver <38> <34> 38> 36>
fatty changs:peripheral 4 0 0 0 3 0 0 0 4 0 0 0 2 0 0 0
(1D C 0 ¢ 0 ¢ 0 (000 (i oo (oo
degeneration:central 0 1 0 0 0 0 0 0 0 0 0 0 0 .0 0 0
(o300 (0o oo oo oo oo
granulation 9 2 0 0 11 3 0 -0 15 4 0 0 10 1 ¢ 0
(29) (8 () (O (a2 (9 (0 (o0 (39 (1) C 0 ( O (28 (3 CCn
clear cell focus 3 0 0 0 7 0 0 0 5 1 0 0 1 1 0 0
(8 Cnlon (e C 0 C 0 (0 (1B 30 Cn (33000
acidophilic cell focus 1 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(0o (00 (oo (o3 o0
basophi lic cell focus 6 0 0 0 12 1 0 0 g 2 0 0 20 3 0 0 *%
(18 C 0y oy (0 (3) (3 (00 (24) ( 8 C 0) ( O (86) ( 8 (0 (0
mixed cell focus 0 0 0 0 ¢ 0 0 0 0 0 0 0 1 0 0 0
oo (o0 oo oo (oo (3 oo (o0
bile duct hyperplasia 5 0 0 0 10 0 0 0 7 2 0 0 11 0 0 0
(13 o (o0 (29 C 00 C 00 ( O (18 (8 C 00 (sp o0y
Grade 1t Slight 2 : Noderate 3 ¢ Harked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100

Significant difference 3 ¥x 1 P = 0.0 x* ! P = 0,01 Test of Chi Sauare

(IPT150)

BAIS2



STUDY NO.  : 0158
ANIMAL ¢ RAT F344
REPORT TYPE : Al

SEX : FEMALE

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

PAGE ¢ 21
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® O ® & & W ® ® W o ® | ®m &
[Digestius system]
pancreas 38> <34> <38> <36>
atrophy 7 0 0 0 7 0 0 0 5 1 0 0 6 1 0 0
(B0 (21) C OO C 0 (0 (1 (300 (1 300
hyperplasiatacinar cell 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
oo o (o0 o3 0 coco oo CoCoCno
[Urinary system]
kidney <38> 34> 38> 36>
chronic nephropathy 6 14 14 1 6 14 14 0 2 22 13 0 7 15 12 2
(18) (37) (31) ( 3 (18) (41) (41 ( 0 (8) (58 (34) (O (19) (42) (33) ( 6
[Endocrine system]
pituitary <38> 34> <38> <36>
angiectasis 5 0 0 0 2 0 0 0 8 0 0 0 7 0 0 0
(B oo (8000 (. oo ({0l
cyst 3 0 0 0 11 0 0 (R 14 0 0 0 *x 10 0 0 0
(8 00 (o0 (ay (o (0o (any C 0y C 0) C 0 (28 (o) (0 (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
(¢) cib/ax*100
Significant difference ; ¥ 1P = 0.05 ¥ 1 P £ 0.01 Test of Chi Saquare

(IIPT150)

BAIS2



STUDY ¥O. & 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 22
Graup Name Cantrol 20 pem 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® B O @ ® ® W @ ® B W M ® ® W
[Endocrine system]
pituitary <38> <34> 38> <36>
hyperplasia 3 0 0 0 1 1 0 0 1 0 0 0 3 0 0 0
(o0 (300 (o0 (0o
Rathke pouch 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(300 (O (oo oo (oo oy
thyroid <35> <34 [€1P] <36>
ultimibranchial body remanet 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(a0 oo oo (3000 (oo o
follicular hyperplasia 0 0o 0 0 o 0 0 0 10 0 0 o 0 0 0
(0w (O (300 (oo
C-cell hyperplasia 25 0 0 0 26 0 0 0 27 0 0 0 27 0 0 0
(713 C o) C 0) C 0) (7 C 0 C 0 (0 (73 C 0 C 0 ( 0 (7)) C 0y (0 ( 0
panc islet <38> 34> <38> 36>
islet cell hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
oo (o0 (000 (800l (ool
adrenal <38 34> 38> <36>
peliosis-like lesion 19 9 0 0 19 5 0 0 22 4 0 0 21 3 0 0
(80) (24) ( 0) ( 0) (58) (1) ( 0 ( 0 (58) (1) ( 0 ( 0) (88 ( 8 (00
Grade 1 : Slight 2 : Koderate 3 @ Marked 4 1 Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(¢) ctb/ax100

Significant difference :

* ! P = 0.0

L3 I

P = 0.0l

Testrof Chi Square

(iPT150)

BAIS2



STUDY NO. ¢ 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 23
Group Name Controt 20 ppm 75 ppm 300 pem
No. of Animals on Study 38 34 38 36
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings o % ® W @ W W O @ ® & O @ W & o
[Endacrine system]
adrenal <38> <34> {38> <36>
hyperplasiatcortical cetl 5 0 0 0 8 0 0 0 6 2 0 0 4 0 0 0
(13 000 (26 C 0 C 0) (0 (16 ( 5 ( 0) ( 0 (i oo
hyperplasiaimedulla 6 0 0 0 1 0 0 0 5 0 0 0 8 0 0 0
(1e) C ) C 0) ( 0) (3 C0C o0 (13 o0 (22 C o) C 0 (0
focal fatty change:cortex 8 0 0 0 2 0 0 0 9 0 0 0 B8 0 0 0
(21 ¢ 0y C 0} ( 0 (oo (2 (000 (1 oo
[Reproductive system]
ovary 38> <34 38> <36>
cyst 0 0 0 0 0 0 0 0 0 0 ] 0 1 0 0 0
CoCo oo (oo (oo 3y Cco oo
uterus {38> 34> <38> {38>
inflammation 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(300 (000 (0 (a0 n
hyperplasiatgland 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
COCoC0Co COCon oo (oo oo oo
Grade 1 Slight 2 * Moderate 3 * Marked 4 3 Severe
<a»> a ¢+ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax*l100

Significant difference ;

* 1P =0.05

¥ ! P = 0,01

Test of Chi Sauars

(1PT150)

BAISZ



STUDY NO. & 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHMAL ¢ RAT 344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX t FEMALE PAGE ¢ 24
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36
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 @ ® W O

[Reproductive system]

ute.rus 38> <34> <38> <36>
cystic endometrial hyperplasia

3 0 0 1 2
(o0 (o(ac0Co (80000 (a0

mammary gl 38> 34> <38> 36>
hyperplasia

7 0 0 g
(18 C 0 (00 (12) C 0 C 0) ( 0) (1 (000 (28) C OO CO (O

galactocele 1 0 0 0 0 0 0 1 1 0 0 0 0 4} 0 0
(300000 003 (30 o0 (OCon ooy
{Neruous system]
brain <38> <34> <38> 36>
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(oo (300 (o0 oo 0o (3o (0
vacuolic change 0 0 0 0 1 0 0 0 0 0 0 ] 0

0 0 0
(o0 (000 (OB RO I QYR G oo o

deposit of calcium

0 0 0 1
(oo (o000 (oo (0 (a0 lon

Grade 1+ Stight 2 : Hoderate 3 ! Marked 4 : Severe
<a> a * Number of animals examined at ths site
b b ¢ Number of animals with lesion
(c) cib/ax100
Significant difference ; ¥ P = 0.05 ** 1 P £ 0,01 Test of Chi Square

(IPT150) BAIS2



STUDY NO. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 25
Group Name Controt 20 ppm 75 pom 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® B o @ ® ® W m ® ® ® @ | ® W

[Nervaus system]

brain <38> <34> 38> <36>
hyaline body 25 0 0 0 22 0 0 0 23

0
(86) C ) (0 (0 (8) ( ) (o (1) C O C0O( 0 (64) ( 0 C 0) (O

i

—
=)

R

[Special sense organs/appandage]
eye <38> <34> <38> <36>

cataract

0 2 0 1
(oo ly (03 0Cn (DO (N

retinal atrophy

4 0 1
(I oo (a0 (0083 (DD

keratitis

2 0 0 0 0 0 0 0 2 0 0 0 4] 0 0 0
(5 000 GO RGO B G ) IR ) (5 oo CoCoCn o
Harder gt 38> <34> 38> <36>
degeneration 8 0 0 0 5 0 0 0 10 0 0 0 11 0 0 0
(a1 C o) C 0y ( O (13 (000 (28) ( 0) C ) (O (s (00

inflammation 0 0 0

0 0 0
OO0 (o0 (A0 ln (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) cib/ax100

Significant difference ; *: P = 0.05 ¥ ¢ P S 0,01 Test of Chi Sauare

(1IPT150) BAIS2



STUDY NO. : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 26
Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36
Grade 1 2 3 1 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® | B o @ & & W ® W & o @ ® & w
[Special sense oroans/appandage]
flarder gl 38> <34> <38> 36>
lymphacytic infiltration 1 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(300 (3o (300 (o (00
nasolacr d <38> <34> <38> <36>
inflammation 5 0 0 0 3 0 0 Q 5 0 0 0 0 ¢ 0 0
(1 C o o0 (D00 (1) C 0 (0 (0 (oo Co (o0
[Husculoskeletal system]
bone <38> <34 <38 <{36>
increased hematopoiesis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
cococo o (3000 (0o (oo
osteosclerosis 1 6 3 0 7 5 5 0 11 3 1 0 x 6 6 1 0
(3 (1) (8 (0 (21) (15) (18) ( 0) (29 ( 8 (3 (0 (1 1 (3 (0
Grade 1 ¢ Slight 2 ¢ Noderate 3 * Marked 4 : Severe
<ad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference ;

¥ ! P = 0.0 x* 1 P < 0,01

Test of Chi Sauare

(lIPT150)

BAIS2



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

MOSUE (2-YEAR STUDY)



STUDY NO.
ANTMAL

¢ 0159
: HOUSE BDF1

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

REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 14
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® ®m W W o0 W O ® & ® ® & ® O
{Respiratary system]
nasal cavit 22> <25 <287 24>
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (HCo 0o (OC 00 (OO0
eosinophilic change:olfactary epithelium 4 0 0 0 4 1 0 0 1 0 0 0 1 0 0 0
(180 (0o (18 C 9 (.00 ( 0 (a0 (oo o
eosinophilic change:respiratory epithelium 11 0 0 0 16 5 0 0 % 16 5 1 0 x 19 2 0 0 *
(50 C 0) C 0) (0 (64) (200 ( O ( 0 (82) (19 ( 4 ( O (79) ( 8 ( 0) ( 0)
respiratory metaplasiatolfactary epithelium 1 0 0 0 4 0 0 0 1 0 0 0 8 0 0 0 *
B oo (1. 000 (D0 (s (0o
respiratory metaplasiatgland 2 0 0 0 2 0 0 0 4 0 0 0 g 1 0 [
(a0 (8000 (1) C 0 (0 ( 0 (38) (00
Larynx <22> <25> <25> 24>
inflammation 0 4 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OCo 0o CH oo cocoCo o (ool
lung 22> 25> <26> <24>
congestion 1 0 0 0 1 0 0 Q 3 0 0 0 3 0 0 0
(8 000 (0o (12 C 0 0 (0 (13 (0o
Grade 1+ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b t Number of animals with lesion
(c) ¢:ib/ax100

Significant difference ;

¥ P = 0,05 % ! P = 0,01

Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO. & 0159

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMNARY)

ANTMAL ¢ NOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 15
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® B O ® W W W ® o & W ® ® ® o
[Respiratary system]
lung 22> 25> 28> 24>
hemarrhage 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
COCo (0o cococo (o oo oo (800 o0
inflanmation 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
cococnCo () CaCo o0 (oo (ool
accunulation of foamy cells 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo oo (o0 ooy (Do
respiratory metaplasiatolfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
CoCoo o oo o (o0 (8 oo o0
[lematopoistic system]
bone marrow Q2 <25> <26> <D
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo o0 CoCco oo (oo CoCo oo
increased hematopoiesis 15 0 0 0 11 0 0 0 14 0 0 0 16 0 0 Q
(88 ( 0) C 0y (o (48) C 00 C 0) (O (59) C 00 C0) (0 (67 C 0) C 0) C 0
erythropoiesis: increased 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (oo ({0 (OO0
Grade 1t 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 < 0.0

** 1 P S 0.01 Test of Chi Square

(PT150)

BAIS2



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE :
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings w ® ,m W @ W W o @ W ®» O @ ® ® o
[Hematopoietic system]
bone marrow 22> 26> <26> <24>
reticulosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (oo (oo (0 (0o
granulopoiesis: increased 2 0 0 0 4 0 0 0 2 0 0 0 1 0 ¢ 0
(G G ) B G R Q1)) (18 ( 0 C 0) ( 0 (8ol (a0 (o0
Lymph node <22> 25> <26> <24>
Lymphadenitis 0 1 0 0 0 1 0 0 1 0 0 0 0 0 0 0
05 (00 a0 (oo o oo o
spleen i <22> <25> <26> 24>
deposit of melanin 2 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
000 (0CH 0o oo (o0 oo o
extramedul lary hematopoiesis 2 1 8 1 2 1 11 0 4 5 8 2 3 2 11 1
(9 (5) (36) ( 5) (8 (a8 (4o (15) (19) (31) ( 8 (13) ¢ 8 (48 ( 4
[Circulatary system]
heart <22> 25> {26> {28>
thrombus 0 1 0 0 0 1 1 0 0 1 0 0 0 0 0 0
(s 00 (00 (ool (oo

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

(e¢) ctb/ax100
Significant difference ¥ P = 0,00 * ! P 5 0,01 Test of Chi Saquare

(HPT150)



STUDY NO. @ 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 17
Group Name Control 20ppm 75ppm 300ppm
No. of Mnimals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o & o m ® ® W @ ® & O m & B W
[Circulatory system)
heart <22> <25> <26> <24>
mineralization 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(a0 o0 (o0 (o0 (ool (oo
mygcardial fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(B0l o0l (oo (G B G B G O B Q)]
[Digestive system]
tooth 22> 25> 26> <24>
dysplasia 1 1 0 0 0 3 0 0 6 1 0 0 5 2 0 0
(5 (5 (0o o2y o0 (o0 (23) ( 4 C ) (0 (2 C & (00
stomach 22> 25> <26> &G4
hyperkeratosis: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(N0 (0o (0o CH o0
hyperplasiarglandular stomach 2 8 7 0 3 9 8 0 4 14 4 0 5 9 7 0
( 9) (38 (32 0) (12) (38) (32) 0) (15) (54) (15) ( 0) (21) (38) (29 ( 0)
Liver <22> {25> 26> Q4
herniation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 000 (oo (oo Coco oo
Grade 13 Slight 2 * Moderate 3+ Marked 4 : Severe
<a> a * Number of animals examined at the site
b bt Number of animals with lesion
(c) c:b/ax100

Significant difference 3

*: P 5 0.05 ** 1 P = 0,01

Test of Chi Sauars

(IIPT150)

BAIS2



STUDY NO. & 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢ 18
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean____ Findings ® ® ® W & ® W » ® ® & ® @ | W W
[Digestive system]
Liver 22> <25> 26> <24>
angiectasis 2 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(D0 0C0 00 0Ca 0o 90 0o
necrosis:central 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
cCococo o 0000 YR ) I Q)] 0o oo
necrosis: focal 1 1 0 0 2 0 0 0 2 0 0 0 1 1 0 0
(8500 (ool n 8) (0 ( 0 (0 4 (40 (o0
necrosis:single cell 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo oo OO0 0o (o HC0Cn (0
fatty change:central 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
o5 (o0 0o OCo (o0 0o (0o
deposit of ceroid 2 0 0 0 1 0 0 0 1 0 0 0 4 0 0 0
oo (o0 HCOCO 0 H 000 (m o0
granulation 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(50000 H 000 0CoCo (0 OCo 0o
acidophilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo (o0 9000 O 400 con
Grade 1 ¢ Stight 2 3 Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/axl00

Significant difference ;

¥ 1P 50,05 #x 1 P £ 0,01 Test of Chi Square

(lIPT150)

BAIS2



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Cantrol 20ppm T5ppm 300ppm
No. of Animals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & & W @ & ® O @ o ® O @ & ® W
[Digestive system]
Liver 22> 25> 26> 24>
basophilic cell foous 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(GO I GN) I GO B Q) coco oo (0000 (8o Co0 o
biliary cyst ] 0 0 0 0 0 0 0 1 0 0 0 0 [} 0 0
CoCo oo (oo (D000 (o CcCoCo o0
hepatocellular hypertrophy:central 0 0 0 0 0 0 0 0 0 0 o -0 0 1 0 0
(0l (oo oo oo o0 (o Cco o
[Urinary system]
kidney 22> 25> 26> <24>
infarct 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCo oo Ca oo (o cocoCoCon oo Con
hyaline droplet 6 1 0 0 5 0 0 0 14 0 0 0 6 0 0 0
(2 (5 C 0 (0 (200 C O C ) C 0 (88) C 00 C O (O (25) C OO C ) (O
basophilic changs 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Q) B G 1) I G B G ) (OO0 o0 (O C o (oo
deposit of hemosiderin 0 0 0 0 0 1 0 0 0 0 9 0 1 0 0 0
oo oo (ool (000 (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 ; * 1P S 0,05 *x ¢ P S 0,01 Test of Chi Sauare
(HPT150)

BAIS2



STUDY NO. ¢ 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢+ 20
Group Name Contral 20ppm T5ppm 300ppm
No. of Animals on Study 22 ' 25 26 24
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & o ® @ ® ® W ® ®m ® W ® ® W W
{Urinary system]
kidney 22> <255 <26> 24>
hyaline cast 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(5 000 Co oo (o 0 C0 00 0CoO oo
Lymphocytic infiltration 0 0 0 0 1 0 0 0 2 0 0 0 1 1 0 0
CoOCo 0o (D00 8 (00 (o0 4900
inflammatory polyp 2 0 0 0 1 0 0 0 1 0 0 0 0 0 [4} 0
(DO (D00 H (000 0O C0 0o
hydrenephrosis 0 1 1 0 1 1 1 0 0 1 0 0 0 0 0 0
(0 Cs (50 (o 0OCa9C0 (o0 00 (0o
‘tubular necrosis 0 0 0 0 1 0 0 0 i 0 0 0 0 0 0 0
cocoCo(on a0 o0 4 0o OCoOCoCo
mineralizationipapilla 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
coCco oo (oo (o 0o oo 8 (00 o
dilatation:tubular Lumen 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
COCoco o 0o (o 0OCoH oo
glomerulosclerasis 0 0 2 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo QYR G O BE QIO RE G ) OCO oo 0 C0C0 o0
Grade 1 ¢ Slight 2 : Yoderate 3 ¢ Marked 4t 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 % P 5 0,01 Test of Chi Square
(HPT150) BAIS2



STUDY NO. s 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL - ¢ HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 21
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M ® ® o m w ® W @ ® & O ® ®m & o
{Urinary system]
urin bladd 22> 25> 26> 24>
dilatation 0 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0
Coco o0 (0o (O RGO B Q) B G 0o (0 (o0
lymphocytic infiltration 0 - 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
COCo 0o oo oo (oo o B (o(n{w
[Endocrine system]
pituitary 22> <25> <26> 24>
angiectasis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (oo (oo 0o 0o
oyst 2 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(9000 oo co (o 8 coConCo H oo
hyperplasia 0 1 0 0 1 1 0 0 2 0 0 0 0 0 0 0
C0OCs 0Co (a0 (oo 0O Co 00
Rathke pouch 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o Co o CoCo oo (o0 0OCo oo
adrenal 22> 25> <26> 24>
thrombus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(B o000 (oo (G B G B Q) IR Q)] 000 o0
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) ctb/ax100
Significant difference ¥ 1 P = 0.05 ** ¢ P S 0,01 Test of Chi Saquare

(IIPT150)

BAIS2



STUDY NO. ¢ 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 22
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24
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 @ & W O

[Endocrine system]

adrenal 22> 25> 26> 24>
spindle-cell hyperplasia 0 18 0 0 5 19 0 0 * 6 19 0 0 x 7 16 0 0 *
0 (82 (0 (0 (20) (78 C 0) ( 0 (23) (73) ( 0) ( O (29) (67 ( O ( O)

hyperplasiamedul La 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coco oo oo oo (H o0 (oo

{Reproductive system)

ovary 22> <25 26> 24>
congestion 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1
(o0 (o0 (SO VI G R Q)] (ool

hemarrhage 0 0 0 0 0 0 1 0 1 0 0 0 1
cocoCoCon (o0 ao0 a0 oo (oo Cn

<

oyst 2 1 1 0 4 3 1 0 R A 3 3 1 0
(95 (0 (18) (120 C 9 (O (a0 (1) (1) (00

cystic endometrial hyperplasia 0 1 0 0 2 0 0 0 0 0 0
o5 00 (8000 (ool oo oo

uterus <22> <25> 26> <24
cystic endometrial hyperplasia 0 0 0 6 1 0 0 8 1 2 0 6 1 1 0

]
(eay () (o0 (2a) C & C0) (0 (3 (80 (25 C (a0

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

(c) c:b/ax*100
Significant difference ¥ 1P < 0,05 *»* 1 P S 0,01 Test of Chi Square

(IPT150) BAIS2



STUDY NO. 1 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 20pPm 75ppm 300ppm
No. of Animals on Study 22 25 26 24
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® & o ® ® o’ ® ®m ®» O O ® ® & O
[Reproductive system]
mammary gl <22> <25> <26> <24>
galactocele 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCO o0 (D0 (oo coCoCnln
prep/cli gl 22> <25> <26> <24>

duct ectasia

[Neruous system]

4 3 0 4
(1B 000 (OO0 (200 (o0 (Mo

brain <22> 25> <26> <24>
hemarrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
cocoCo o0 (oo (oo o0 (D0
deposit of calcium 6 0 0 0 13 0 0 0 10 0 0 0 7 0 0 0
(en oo (82 (O (OO (38) (0 (0 ( o0 (29 C O 0 (0
hyaline body 11 0 0 0 ] 0 0 0 14 0 0 0 12 0 0 0
(800 C 0) C O ( 0 (3) (0 (0( 0 (s (00 (50) ( 0) C 0 ( 0)
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o0 o000 CoCco o (o (a0
Grade 1t Slight 2 : Moderste 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 ; ¥ P = 0,06

*»* 1 P 50,01

Test of Chi Square

(PT150)

BAIS2



STUDY NO.  : 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND NORTBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 24
Group Name Controt 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24
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

[Neruous system]

brain Q2> 25> <26> 24>
arteritis

1 0 0 0 0 0 0
(000 (OO0 oo Cnon (a0

spinal cord Q22> <25> <26> 24>
congestion 1 0 0 0 0 0 0 0 0 0 0 0

0
(00 ot lo (o oo oo (ocaoCo(o0

{Special sense organs/appandage]

eye <22> <26> {26> <24>
keratitis 0 0 1 0 0 0

1 0 0 0 0
(800w (a0l (000 (ot

degeneration:cornea 0 0 1 0 0 0 0 0 0 0 0 0

1 0 0 0
(000 (a0 o0 (oo

mineralizationicornea 0 0 0 3 0 0 0 4 0 0 0 0 0 0

0 3
(oo (12 C o (oo (1B 0o (oo

Hlarder gt 22> 25> <26> <24>
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1 0
(oo (oo (oo (OB GO B G B Q)

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

b b ¢ Number of animals with lesion
(¢) ctb/ax%100
Significant difference ; x 1P = 0,05 ** 1 P S 0.01 Test of Chi Sauare
(IIPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO. & 0159
ANIMAL + MOUSE BDF1

DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al

ISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

SEX t MALE PAGE ¢ 1
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings & ® W o @ & ® W ® % ® o ® & % O
[Integumentary system/appandage]
skin/app <10> <18> <18> <A
inflammation 0 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o200 0 (Ol (o Con (000
hyperkeratosis 0 0 0 ¢ 0 0 0 0 0 0 0 0 1 0 0 0
(OCH 0o (OCO(Cn (oo (o0 (B (0o
[Respiratory system]
nasal cavit <10> <18> <18> A
eosinophilic changeiolfactory epitheliun 2 0 0 0 8 0 0 0 3 0 0 0 4 0 0 0
(20 C 00 C 00 (4 C 0 C O C 0 (oo (2 C 0 C O 0
easinophilic changeirespiratory epithelium 3 0 0 0 5 0 0 0 4 0 0 0 0 0 0 0
(30 C ) C ) C 0 (28 C 0 (00 (22 (0 00 coco oo
respiratory metaplasiatolfactory epithelium 3 0 0 0 9 0 0 0 10 0 0 0 2 2 0 0
(3 C 0 C 0 (0 (80) C 0) C 0)(C ® (86) C 0 C 0 C O (1o o o0
respiratory metaplasiatgland 5 1 0 0 1 -2 0 0 10 5 1 0 10 3 0 0
(50 (100 C 0 ( 0) (1) (1) C O C O (56) (28) ( 8) ( 0 (53) (18) ( O (0
atrophy:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (oCo ol (00 cCoCo oo
Grade 1+ Slight 2 ¢ Moderate 3 Marked 4 1 Severe
<a a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/ax100 :
Significant difference * 1P = 0,05 *x 1 P = 0.01 Test of Chi Sauare
(IPT150)

BAIS2



STUDY NO. @ 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® o ® W @ ® & W ® ® @ ® ® & W &
[Respiratary system]
lung <10> <18 <18 <19
congestion 1 0 0 0 0 4} 0 0 2 0 0 0 1 0 0 0
(1 oo CoOCo oo (I oo 5 ( 0 C 0 ( 0
hemarrhage 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(ot o (o0 (OCo 0o (e (nlon 5 (0 (00
necrosis. 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (0o (oo 0CoCoCo
granulation 0 0 0 0 0 Q 0 0 1 0 0 0 0 0 0 0
(oo oo (o0 cocoo (o0 (8000 0000
[lematopoietic system]
bone marrow <A 18> <18> 19>
erythropoiesis: increassd 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCCo (o0 (e o000 (oo 0 C0 (o0
reticulosis 0 1 0 0 0 0 0 0 Q 0 0 0 0 1 0 0
o0 (0 coco o0 (oo o0 05 (0o
granulopoiesist increassd 3 1 0 0 3 0 0 0 6 0 0 0 1 0 0 0
(30 (100 C 0 C 0 (1M 000 (s ooy 5)(0)(0)(0)
Grade 1t Slight 2 * Noderate 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 ; * 1P = 0.05 : P = 0,01 Test of Chi Sauare
(HPT150) BAISZ



STUDY NO. @ 0159

NISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 3
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ m W o ® ® W O ® @ B o ® & W »
[Hematopoietic system]
Lymph nods <10 18> <18> <19
lymphadenitis 1 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0
(10 C 0 (0 (0 coco oo (o8 (0o 0 (1 C 0 (
spleen <10 <18 {18> 19>
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1 oo (o0 cocoo (o0 (oo oo 0Co o (o0
deposit of melanin 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (8000 (ococonon 000 (o0
extramedullary hematopoiesis 1 1 5 0 3 5 3 1 3 3 7 2 3 3 8 4
( 10) ( 10) ( 50) 0) (17) (28) (17 6) (1 17 (39 (1D (16) (18) ( 42) ( 21)
[Circulatory system]
heart 10> 18> 18> fete)
thrombus 0 0 0 0 0 4] 0 0 -0 0 i ¢ 0 0 4} 0
(ool (oo (o0 (oo es (0 0o oo
necrosis: facal 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (8000 (o000 000
Grade 1 @ Slight 2 ¢ MNoderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e¢) c:b/ax100
Significant ditference ¥ P = 0.0 ** ! P £ 0.01 Test of Chi Square
(1IPT150)

BAIS2



STUDY NO. ¢ 0159 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 20ppm 75ppm 300epm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® W B O ® ® ® O @ ® & o w o’ ® W
[Circulatary system]
heart <10> <18> <18> <19
mineralization 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(10 C 0y C o) C 0 (8000 (1) ¢ 0 C 0 ( 0 (800 (o0
myocardial fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o oo o o0 (oo (5 o000
arteritis 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(0o oo oo (ocoCs (0 (oo
[Digestive system]
tooth <10> <18> <18> <1
dysplasia 5 0 0 0 8 1 0 0 6 2 0 0 g 4 ¢ 0
(50 C 0) C O ( 0 (49 ( 8) (. 0) ( O (33 (1 (o (0 (47 (21) € 0 ( 0)
‘tongus <10> <18> a8 <18
arteritis 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
oo (O G ) I G ) B )] (OCoCn o (800 lon
stomach (911 as A8 AP
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 M 0
(oo (o CoCn o0 (0o (o0
Grads 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)

BAIS2



STUDY NO. @ 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ HOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Control 20ppim T5pem 300ppm
No. of Animals on Study 10 18 18 18
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 W ® & W W
[Digestive systen]
stomach <10 as> [¢1: <19>
hyperkeratosis: forestamach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Oy (O Cn (80 0) Q) B G ) B Q) B Q)]
hyperplasiatglandular stomach 1 2 5 0 4 4 6 0 0 5 6 0 3 g 7 0
(10) (20) (50) ( 0 (22) (22) (33) ( 0) (0 (28 (33 ( 0) (18) (47) (37 ( O
large intes <10 as> <18> <19
inflammation 0 0 0 0 0 0 1 0 0 I} 0 0 0 0 0 0
oo o (oo (0 Co 0o (oo o0
Liver <10> <18 18> 1D
congestion 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCo o0 (00 (ocoCo o oo
angiectasis 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(1) C 0 C 0)C o0 (o (00 (oo cococonlo
necrosis:central 0 1 0 0 0 1 0 0 0 0 1 0 1 1 0 0
o1 oo (OB 0 (oo (8 (o0 (8 (5 00
necrosis: focal 1 1 0 0 0 0 1 0 2 0 1 0 1 1 1 0
(10) (10 C 0) C ® oo (8 (0 (1 C oy ( 8) (0 (8 (8 (8 (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
(¢) ctb/ax100
Significant difference ¥ 1P = 0.0 ** P = 0,01 Test of Chi Square

(1iPT150)

BAISZ



STUDY NOo. : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX t MALE PAGE: 6
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings m & & » @ & & o @ & ®» W @ & ® o
[Digestive system)
Liver <10> 18> <18 1%
necrosisisingle cell 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo o0 (GO RGN ) B Q) B G ) 000 o (oo o
fatty change:central 0 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
CoCo oo oo 6 (000 (o0
deposit of ceroid 0 0 0 0 0 0 0 0 0 1 0 0 3 0 0 0
(GO B Q) I G ) B Q) (oo 0 (8 (00 (18 C 0 C 0 (0
granulation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o000 (8 00 0) 000 0) (oo oo
arteritis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
CoCo oo (o080 0o oo (0o oo
clear cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCCo (o (e 0o 0000 (oo (o
basophilic cell focus 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(oo o (o (s (00 08 (0 (0 Coco oo
biliary cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(10) ( 0 ¢ O ( 0 ) B G ) B Q) B ) DO (oo lan
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
(e¢) cib/ax100

Significant difference ;

¥ ! P = 0,05 ¥ ¢ P S 0.01

Test of Chi Square

(1IPT150)

BAIS2



STUDY NO.
ANINAL

¢ 0158
: MOUSE BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 7
Graup Name Controt 20ppm T5ppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & ® O @ & & W @ ® ® ® @ M W O
[Digestiue system]
Liver <10 18> 18> AP
hepatocellular hypertrophy:central 0 0 0 0 0 0 0 0 0 0 0 0 4 3 0 0
(GO R G B G B (ool o000 (21 C18) C O (C O
gall bladd a0 18> 18> a9
eosinophilic change 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (00 (oo o0 (oo
pancreas <10> <18> <18> <19
arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(ool (oo (o8 (0o (oo oo
{Urinary system]
kidney <A <18> 18> <19>
infarct 0 1 0 0 0 ¢ 0 0 1 0 1 0 0 0 0 0
oo o0 oo o (o8 (o0 (ocoln o
hyaline droplet 0 0 0 0 2 0 0 0 2 0 0 0 4 0 0 0
(ool (oo o0 (I o000 (e o (00
basaphilic change 5 0 0 0 3 0 0 0 8 0 0 0 2 1 0 0
(50 C 0) C 0) (0 (im0 oo (4 C 00 C 0 ( O (1) ¢ 8 C 0 ( 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) cib/ax100

Significant difference ;

*x: P = 0.06

1 P S 0.01

Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO, @ 0159
ANTHAL + HOUSE BDF1
REPORT TYPE : Al

SEX ¢ MALE

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

PAGE : 8
Group Name Controt 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® W W @ W B W ® % ® o @ o ®» O
[Urinary system]
kidney <10 <18 <18 19>
deposit of hemosiderin 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
o0 o0 (8000 (oo (o oo
lymphoeytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (oo (e on (ococoo o
inflammatary polyp 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
CoCoCon o (oo o0 (oo o0 (s 0o
arteritis 0 0 0 0 0 0 2 0 0 1 0 0 0 0 0 0
oo o0 (00 (1) (o0 o8 0o oo oo
biliary cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo o oo o (o0 (oo oo
vacuolization of proximal tubute 6 0 0 0 10 0 0 0 12 0 0 0 11 3 0 0
60y C 0) C 0) C 0 (56) ( O C 0y ( 0) (6 C 0 (0 (0 (58) (18) ( 0) ( 0)
hydronephirosis 0 0 1 0 0 0 1 0 2 4] 0 0 0 0 1 0
0 (o0 (10 (0 (08 (0 (0o (oCo(s (o
retention cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo () B G () B Q) B G )] (8000 oo oo
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4t 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 S 0.01 Test of Chi Sauare

(IPT150)

BAIS2



STUDY NO. ¢ 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL + NOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: @
Group Name Control 20ppm Toppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ® W @ o ® W ® o & W @ ® ® o
[Urinary system]
kidney <10> <18> <18> <18>
pyslonephritis 4} 0 0 4 0 0 1 0 0 0 0 0 0 0 0 0
(00w (OCoCs (0 000 o0 (oo
papillary necrosis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo (100 oo (o0 N0 Cn o (oo
mineralizationipapilla 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0 (oo (o 8 (000 oo oo
di latation:tubular lumen 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(o0 (o0 (oo 0 CoCo0 o (oo
urin bladd [e 1> <18 <18 <1
dilatation 0 0 2 0 0 0 0 0 0 0 1 0 0 0 4 0
o0 (200(0 (o0 0)C0Ce (o0 Coco (20
hemarrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (8000 O o0 (oo
urethra <10> <18> <18 1P
inflammation 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(1 oy o (o (000 B0 (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/ax*100

Significant difference

* 1P =0.05 ¥ 1 P < 0,01

Test of Chi Square

(1iPT150)

BAIS2



STUDY NO, ¢ 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 10
Group Name Contral 20ppm T5ppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & w o ® & m W ® & ®» W @ & W M
{Urinary system]
urethra <16> <18> <18> <19
xanthogranuloma 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo o0 (8o (GO R ) B G ) B Q)] (oo oo
{Endaocrine system]
pituitary <1 <18> <18 as
cyst 0 0 0 0 4 0 0 0 1 0 0 0 0 0 0 0
oo (o0 (22) ( 0y C 0) C 0) (8 oo coConCon
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCoCncon (0o (8 oo o0 (oo oo
adrenal <10> 48> <18> A
deposit of amyloid 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o000 ()00 o0 (oo
spindle-cell hyperplasia 4 0 0 0 3 0 0 0 4 0 0 0 3 0 0 0
(40) C 0 C 0 C 0 (o0 (22) ( 0y C 0) C 0) (18 C (0o
[Reproductive system]
isstis <10> 18> <18> <19
mineralization 6 0 0 0 11 0 0 0 15 0 0 0 18 0 0 0
(80) ( 0 C 0) (O (s C 0) C 0) (O (s (0 C 0 (0 (80 ( 0 C 0) C O
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 1 Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Significant difference ;

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

Test of Chi Square

(IIPT150)

BAIS2



STUDY NO. = 0159

NISTOLOGICAL TINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTNAL * MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE ¢ Al
SEX ¢ MALE PAGE ¢ 11
Group Name Control 20ppm Toppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® % ®m o ® ® B W ® M & W @ & ® &
[Repraductive system)
epididymis <10> <18 18> <19
spermatogenic granuloma 1 0 0 0 2 0 0 0 2 0 0 0 3 0 0 0
(1) C 000 (I oo (1my o oo (18) C 0 ( O C 0
semin ues <1 <18 18> <19
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (8000 cocoCon o (ool
xanthogranuloma 0 0 0 0 0 0 1 0 1 0 0 0 0 0 0 0
(ot (o (o8 (0 (8000 oo
prostate <10 <18> <18> <19>
inflammation 2 0 0 0 0 0 0 0 1 1 0 0 0 1 0 0
(200 C 0) C 0) ( 0) (ool (6 (800 (0 (5 (0o
xanthogranuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 ] 0
(oo (o0 (s oo (oo oo (oo
prep/cli gl <10> <18 <18 AP
duct ectasia 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
0 (10) ¢ 0) C 0) (o0 o6 (00 (oo
[Neruous system]
brain <10> <18> <18> <19
hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
o000 (8 o0 (0 oo o0 (oo (o0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 1 Severe
<a> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
{c) ¢:tb/ax*100

Significant difference 3 ¥ I P = 0,06 P S 0,01 Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO.  : 0159

IIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANINMALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE ¢+ 12
Group Name Control 20ppm Toppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findines ® B o0 o @ W W W @ ® W O @ o W »
[Nervous system]
brain <10> <48 <18> <19
deposit of calcium 4 0 0 0 8 0 0 0 5 0 0 0 4 0 0 0
(40) C 00 C 0 ( O (4 C 00 C 0 ( O (28) C ) C ) (0O (en) C 0 (o (o
hyaline body 4 0 0 0 10 0 0 0 8 0 0 0 6 0 0 0
(40) C 0 C 0) ( 0) (568 ( 0) C 0) ( 0) (4 C 0 (0 (0 (32) (000
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (oo (o0 (0ol
[Special sense organs/appandage]
eye <10> 18> <18> ao
keratitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (O C0Co o (800 o0 oo
degeneration:camnea 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
ool CoCoCo (o0 (oo (0ol
mineratization:cornea 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (oo (oo (oo o (oo
Harder gl <1 <18> 18> <19
degeneration 0 0 0 0 1 0 0 0 i 0 0 0 0 0 0 0
(oo o0 (8000 (00 oo Cnlo0
Grade 1t Slight 2 : Hoderate 3 Marked 4 : Severe
<a> a : Number of animals examined at the site
b b * Number of animals with lesion
(c) ctb/ax100

Significant difference ;

¥ 1 P = 0.05 x* 1 P = 0,01

Test of Chi Sauare

(IIPT150)

BAIS2



STUDY NO. @ 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 13
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & o @ ®» W O M & & W ® ® W ®
[Special sense argans/appandags]
Harder gl <10 18> 18> <19
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCon 0o (6o C0Co (oo (0 (oo
[Body cavities]
retroperit <10> 18> <18> <19
hemorrhage 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(o0 (oo Cs (0 CoCo oo (oo dn o
[ALL other systems]
other <10 <18> <18 <19
congestion 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(GO RO ) B G R ) (e cocon o (oo (8 {000
Grade 1 ¢ Stight 2 * Noderate 3 ¢ Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b : Number of animals with Llesion
(c) cib/ax100

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

(1PT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO. : 0159 ITSTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANIMAL + MOUSE BDFi SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & & m m ® W ® ® ® o @ W & o
{Integumentary system/appandage]
skin/app <39> <31 32> <30>
inflammation 2 0 0 0 1 1 0 0 0 1 0 0 0 0 0 0

(800l (33300 (a0 (ool

subcutis 39> 3D <32> <30>
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0

0 0
(0o (oo (0 (SRR GR) R G QR (3 0ln

[Respiratory system]

nasal cavit <3P B <32> <30>
sosinophilic changs:aolfactory epithelium 15 0 0 1 0 0 10 0 0 0

g 0 5 0
(s (003 (29 ( 00 C 0 (® (s (0 (OO (Mmoo Cn o0

eosinophilic changs:respiratary epithelium 17 0 0 0 18 0 0 0 20 0 0 0 12 0 0 0
(44) C 0y C 0y ( 0) (61) C 0) C 0) C O (63 (0) (00 (40) C 0) C 0} C 0

respiratory metaplasiaiolfactory epithelium 20 0 0 0 21 0 0 0 27 1 0 0 xx 20 0
(81 C ) C o) (o0 (88) ( O C 0)( 0 (88) ¢ 3y C 0) ( 0) (67 C0) C 0 (0

respiratory metsplasiatgland 23 8 0 0 18 10 1 0 17 13 1 0 * 20 8 0 0
(59) (21 ( ) ( 0 (58) (32 ( 3 ( 0y (63) (41) ( 3) ( O (67) (21 (0 ( 0)
Grade 1 ¢ Slight 2 * Noderate 3 Marked 4 Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax*100

Significant difference ; ¥x 1 P = 0,06 ¥ 1 P £ 0,01 Test of Chi Square

(1IPT150) BAIS2



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 2
Group Name Cantrol 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 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 ® M W &

[Respiratory system]

nasal cauvit 3D 31> <32> <30>
atrophy:olfactory epithelium 1

0 0 0 1 0
(00 (a0 (0000 (a0l

lung 3D (&35 32> <30>
granulation 0

0 0 0 1
(o000 0000 (0000 (000

hyperplasia 0

0 0 0 0
oo (o0 (SRR GE I GN) R)) (a0 (oo

[Hematopoietic system]

bone marrow <3P (&7 32> <30>
granulation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo (o oo (03 o0 (oo
erythropoiesis: increased 0 0 0 1 0 0 0 0 0 0 0 0 0 0 ¢

0
(OO0 Cn (00w (o (o000 (o000

granulopoiesis: increased 4

0 3
(00 (10 C 0 (0 (0 (B oo (oo oo

Grade 1+ Stight 2 ¢ Moderate 3 ¢ Marked 4 i Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(e) ctb/ax100
Significant difference * PS5 0.05 ¢ P S 0,01 Test of Chi Sauare

(HPT150) BAIS2



STUDY NO. & 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANINALS (105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 ) 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ®» W @ W W o @ & @® O ® ® W W

[Hlematopoietic system]

lymph nods <39 (&5 <32> <30>
lymphadenitis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
cocnCa o0 (o CoCn o0 (oo (oo

spleen <39 (3% {32> 30>
deposit of melanin » 1 0 0 0 1 0 0 0 0 0 1 0 90 0

0 0
(000 (oo o (0000 (a00Co0 o0

extramedul lary hematopoiesis 10 4 2 0 9 3 6 9 3 3 0 14 6 2 0
(26) (10) ( 5) ( 0) (29 (10) (19) ( 3) (280 ( 9 9 (0 (41 (200 ¢ O C 0)

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

1 0 0 2 0
(300 o0 (3NN (8 oo (o0 (3000

{Digestive system]

tooth <39 QD <32> <30>
dysplasia 23 7 1 0 18 5 2 1 15 8 0 2 14 6 0 0
(59) (18) ( 3 ( 0) (52) (16) ( 6) ( 3) (47m) (25) ( 0) ( 6) (4 (200 ( (O
endothelial cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o009 oo o (o0 (oo o0 (00
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Karked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) ctb/ax100
Significant difference ¥x 1 P S 0.05 ¥ P = 0,01 Test of Chi Square

(HPT150) BAIS2



STUDY NO. : 0158

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

(c) ctb/ax100
Significant difference 3 ¥ ! P = 0.05

** 1 P S 0,01

Test of Chi Sauare

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © HALE PAGE ¢ 4
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ ® ® W ® ® ® @ ® & o m & & W
- [Digestive system]
tongue <39 <31 <32> <30>
arteritis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (GO RGN ) I G B G ) 0 CoCo o0 (ococo (o
stomach 3P (&) <32> <30>
inflammatory infiltration 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(5 000 (DO 0 (000 (OO
lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(Ocn (0l (OColnCo Doy (3000
erosion:glandular stomach 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1300 o CoCo oo 00 (o0 (o0 (oo
hyperplasiatglanduler stomach 4 14 19 0 3 8 19 0 1 10 21 0 2 11 17 0
(103 (36) (49) ( 0) (10) (26) {61) ( 0) 3) (31) (66) ( 0) (1 an (s (0
ectopia‘glandular stomach 1 0 0 0 3 0 0 0 2 0 0 0 3 0 0 0
(3 oo (o0 (1000 6) (0 (» (0 (100 C0) (0 (0
Liver <39> <ED <32> <30>
angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (OCo0Co O oo (OO0
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

(IPT150)

BAIS2



STUDY O, : 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)

ANIMAL * MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + MALE PAGE ¢ B
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings, ® & W ® @ & M o @ ® & O M ® B o
[Digestive system]
Liver <39 S <32> <30>
necrosis:zanal 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o ool (000 (oo o0
necrosis: focal 2 0 0 0 3 1 0 0 3 0 0 0 [ 1 0 0
(000 (300 (9 (o0 (BN
necrosisisingle cell 1 1 0 0 0 0 0 0 0 0 0 0 5 0 0 0
(A0 oo oo (ool (1m0 C0 0
fatty change:central 2 0 0 0 1 1 0 0 2 0 0 0 1 0 0 0
(500 (3300 (800 (30 o0
deposit of ceroid 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(OO Cn (LN ! (000 (OO0
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OC (o0 (3000 (o0 (000
granutation 23 0 0 0 12 1 0 0 15 0 0 0 3 0 ¢ 0 %
(59 ( 0) C 0 (0 (39 (. 3 (0 (0 (an C 0 C 0 (0 (1) C 0 C 0 (o
clear cell focus 2 0 0 0 1 0 0 0 2 0 0 0 2 1 0 0
(oo (300 (6 (000 (D300
Grade 1@ Slisht 2 ¢ Noderate 3 ¢ Marked 4 : Severe
Ca> a ¢ Number of animals examined at the site
b b Number of animals with lesion

(c) ctb/ax*100
Significant difference

* ¢ P = 0.05 ¥ ! P < 0,01 Test of Chi Square

(1iPT150)

BAIS2



STUDY NO.  : 0158

IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: &
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30
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 ® | & »
[Digestive system]
Liver 3P (&) <32> <30
acidophilic cell focus 2 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(00 ) B Q) B ) G )] OO 0 (a0
basophilic cell focus 0 0 0 0 1 2 0 0 1 1 0 0 1 1 0 0
(oo (o (3 (00 CHCO 0 (DO
biliary cyst 1 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
(a9 (33000 9 (00 (o0 (ocolo 0
hepatocellular hypertrophy:central 0 0 0 0 0 0 0 0 0 0 0 0 21 6 0 0 *x
Co0CoCno oo (o0 0O Co 0o (70) (200 C 0) (O
gall bladd 3D 31> <32> <30>
eosinophilic change 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(LN oo oo 0 Co 0o (D00
pancreas 3D <31> <32> <30>
arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (300 OCoCo o0 (oo o
[Urinary system]
kidney <39> <3 <32> <30>
infarct 0 0 0 0 0 1 0 0 2 0 0 0 1 0 0 0
(o0 (GO REGEE:) B QN B G ) 6) ( 0 C 0 (0 (3 C0Cnon
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a* 100
Significant difference *x 1P S 0.0 *x 1 P S 0,01 Test of Chi Sauare
(1IPT150)

BAIS2



STUDY NO.  : 0159
ANTMAL + HOUSE BDF1
REPORT TYPE : Al

SEX ¢ HALE

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

PAGE ¢ 7
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, W W & » ® ® & & w ® ® M m ® & W
[Urinary system]
kidney <39. 31> <32> <30>
spongiasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (3000 oo oo (000
hyaline droplet 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(ool (3o (oo lon (o0 (o0
basophi lic change 30 0 0 0 26 0 0 0 28 0 0 0 22 0 0 0
(7 C0) (0 (0 (s C oy (03 ( O (s (0 CO 0 (73000
deposit of hemosiderin 0 0 0 0 0 0 0 0 1 0 0 0 1 1 0 0
coCcoCo o oo o0 (00w (00
tymphoeytic infiltration 3 0 1 0 6 0 0 0 4 0 0 0 1 0 0 0
(8030 (19 C o) C0) (o0 (oo o (000
inflammatary polyp 0 0 0. 0 0 0 0 0 0 0 0 0 1 0 0 0
Co oo o0 (oo (oo oy (a0 n
vacusclization of proximal tubule 34 4 0 0 27 0 0 0 28 2 0 0 22 7 0 0 *xx
(8 o (oo (8000 (88 (.6 ( 0 ( 0 (73) (23) C 0 C 0
hydronephrrosis 0 1 2 0 0 1 0 0 1 0 0 0 0 0 1 0
o035 (0 (o3 0o (000 (oo
Grads 1 % Stight 2 * Koderate 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 ®* 1 P 5 0.01 Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO.
ANTHAL

¢ 0189
: MOUSE BDF1

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

REPORT TYPE : Al
SEX : MALE PAGE ¢+ 8
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & W o @ ®m W W ® ® ® W ® Hm & O
[Urinary system]
kidney <39 (102 32> <30>
retention cyst 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(3o (300 0CoOCo o 000
pyelitis 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(0o COCoC3 (o0 0CoOC0o0 0Co 00
mineralization:papilla 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(o oo (D00 A0 OCoCn (o
glomerulosclerosis 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(a0 (00l Y (oo DO 0
tubular cell hyperplasiatcystic 0 0 0 0 0 0 0 0 0 0 0 0 1 0 ] 0
Cocoo0 o0 o000 0CoO o0 ACH o0
urin bladd 3P Q3D <32> <30>
lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 o oo (o0 oo o0 0o
polyp 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0o NCNCO 0 00 (0 (0
urethra <39 31> <32> <30>
inftammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo cocoCo (o0 (00 0 C0o (000
Grade 1 @ Stight 2 + Noderate 3 ¢ Marked 4 3 Severe
<a> a ¢ Number of animals examined at the site
b bt Number of animals with lesion
(ec) c:b/ax100

Significant differsnce ; * 1P S0.05 " P S 0,01 Test of Chi Sauare

(PT150)

BAIS2



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIGC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE: 8
Group Name Contral 20ppm T5ppm 300ppm
No. of Animals on Study 39 31 32 30
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
[Urinary system]
urethra <39 31> <32> <30>
xanthogranuloma 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCcoCon o (oo (OO0 (ool
{Endacrine system]
pituitary 3P (&30 32> <30>
cyst 3 0 0 0 5 0 0 0 4 0 0 0 3 0 0 0
(8 (o0 (1) C 0y ( 0) ( 0) (100 (1) ¢ 000
hyperplasia 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(3o (e oo (o0 () B G I G ) I )] CoCo oo
Rathke pouch 1 0 0 0 2 0 0 0 4 0 0 0 2 0 0 0
(3o (el (B oo (o0 (oo
thyroid [&1p3 31> <32> <30
G-cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(3 o000 (000 (oo (D0
parathyroid <18 24> 22> <20>
respiratory metaplasiatolfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) B G I Q) B Q1)) (G B Q) B QR ) B ) (OO0 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
Sionificant difference ; ¥ P S 0.05 ** P 5 0,01 Test of Chi Sauare
(HPT150)

BAIS2



STUDY NO.
ANTHAL

2 0159
: MOUSE BDF1

ISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 10
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings & & W O @ ® & ® % & & @ o @® O
[Endocrine system]
parathyroid 18> 24> Q22> <20>
respiratory metaplasiatgland 0 0 0 0 -0 1 0 0 0 0 0 0 0 0 0 0
(ool ({aColo0 (0 n (ool
adrenal 3D 3B <32> <30>
deposit of amyloid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 (oCoCo o0 (oo (oco ool
mastcell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 oo oo (o0 o0 Coco oo
spindle-cell hyperplasia 14 1 0 0 14 0 0 0 18 0 0 0 14 0 0 0
(3) (30 (0 (45) C O3 C 0) ( 0O (86) ( 0) C (O (an o C 0 C 0
hyperplasiatcortical csll 3 0 0 0 3 1 0 0 2 0 0 0 0 0 0 0
(8o oo (10 300 (8000 toco{nlon
hyperplasiasmedulla 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o300 (D0 (oo (OCo oo
focal fatty change:cortex 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oCn oo (oo (o0 (oo (o0l
{Reproductive system)
testis 3P (39 32> 30>
mineralization 21 0 0 0 24 0 0 0 27 0 0 0 * 25 0 0 0 *
(89 C 0) C 0) (0 (70 C 0 C 00 (8 C0) (o (0 (83) C 0 (0 (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
(e¢) cib/a*100

Significant difference ;

* 1 P = 0.0

¥ ! P 5 0.01

Test of Chi Saquare



STUDY NO. = 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 11
Group Name Contral 20ppim THppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean___ Findings @ & o’ W ® ® ® W @ % & O @ W & o
{Reproductive system]
testis <3 (&) <32> <30>
xanthogranuloma 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0

(ot (000 (a0 (oo

epididymis <39 (€393 <32> <30
spermatogenic granuloma 2 0 0 0 1 0 0 0 2 0 0 0 1 2 0 0
(B (00 (3 CCH o0 (000 (DO
xanthogranuloma 0 0 0 0 0 0 0 0 0 0 0 0

0 0 0 2
(oo (oo oo oo (D0

prep/cli gl <39 <30 <32> <30>
duct ectasia 0 3 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(OO R ) B QI ) B ) (o300 (0300 o000
[Neruous system]
brain ' 3B (&) <32> <30>
deposit of calcium 18 0 0 0 13 0 0 0 17 0 0 0 19 0 0 0

(oo (2 (0 o0 (83 C O C 0) (O (3000

hvaline bady 3 0 0 0 24 0 0 0 3 0 0 0 24 0 0 0
(a0 (oo (m 0o () C 0 Co(0 (s a0

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

(¢) ctb/ax100
Significant difference ; ¥ P = 0.06 ** P < 0,01 Test of Chi Sauare

(iPT1560) BAIS2



STUDY NO, : 0188 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANINMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 12
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 39 31 32 30
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean_____ Findings, @ & & O @ ®» W % ® & & W ® W & W
{Special sense organs/appandage]
ove <39 @ <32> ' <30
keratitis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo oo (0o (3o (30l

degeneration:cornea

0 0 0 0
(o0 (000 (3000 (o000

mineralizationscornea 1 0 0 0 3

0 0 0
(000 (W00 (o0l (ool

Harder gl <39 (€394 <32> <30
hyperplasia 1 0 0 0 0 0 0 0 1

0
(000 (000 (33000 (0o

nasolacr d <3 <31 <32> 30>
hyperplasia 0 0 0 0

1 0 0 0
(3000 (OO G I G G )] (oo don oo oo

[Bady cavities]

peritoneun <39 31> 32> <30>
hemarrhage

0 0 0 0 0 0
(o0 (0000 (ot o Coco oo

Grade 1+ Slight 2 Noderate 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 : ¥ 1P = 0.05 ** ! P < 0,01 Test of Chi Square

(HIPT150) BAIS2



STUDY NO.  : 0159
: MOUSE BDF1
REPORT TYPE : Al

ANIMAL

SACRIFICED ANIMALS (105W)

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)

SEX * HALE PAGE ¢+ 13
Graup Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ & & o @ & B W ® % & o ® o ®w W
[Body cavities]
adipose <39 <3D <32> <30>
granulation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
CoC0 oo oo o0 (oo 30 (oo o
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 1 Severe
<a> a + Number of animals examined at the site
b b : Number of animals with lesion
(c) c:tb/a*100

Significant difference ;

¥ 1P = 0,05 ¥x 1 P = 0,01 Test of Chi Square

(PT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 14
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ W ® W ® ®m ®» o @ & ® & W o & W
{Respiratary system]
nasal cavit @8> 26> 23 <26>
eosinophi lic changse:olfactory epithelium 8 0 0 0 7 0 0 0 2 0 0 0 2 0 0 0
(29) C ) (0 C 0) (28) C 00 C 0y C O (9000 (00
eosinophi lic change:respiratary epithelium 19 3 0 0 14 7 0 0 15 5 1 0 16 7 0 0
(88) (1) C 0 (C 0) (56) (28) ( 0y ( 0) (85) (22) ( 4) ( 0 (82) (27) ( O (C O)
respiratory metaplasiaiolfactory epithelium 6 0 0 0 2 0 0 0 1 0 0 0 12 0 0 0
(a2 C o) C 0y ( O (0 lon (a0 (46) ( OO ( O ( O
respiratory metaplasiagland 7 0 0 0 4 0 0 0 4 0 0 0 g 0 0 0
(25) (. 0) C 0) (0 (18 ( 0) C 0) (O (1M 0o (3 (000
atrophy:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o0 o (ool (a0 (o (oo
lung 28> {25> 2 <26>
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0" 0
(oo (oo oo o Q) B Q) B Q) B Q)]
hyperplasia 0 0 0 0 3 0 0 0. 0 0 0 0 0 0 0 0
(oo o0 (o0 (12) C ) C © ( 0) (oo oo o oo (o0
[Hematopoistic system]
bone marrow 28> 25> Q3 26>
increased hematopoiesis 11 0 0 0 11 0 0 0 9 0 0 0 19 0 0 0 *
(39) C 0 C 0 ( 0) (a9 C 0y C o) C 0 (39) C ) (o) ( O (730 0o
Grade 1 Slight 2 ¢ Noderate 3 : Marked 4 * Severs
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/a%100

Significant difference ;

¥ 1 P < 0.05 ¥ 1 P S 0,01

Test of Chi Sauare



STUDY NO.  : 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITHAL ¢ MOUSE BDFL SACRIFICED ANIMALS (105W)
REPORT TYPE ¢ Al
SEX + FEMALE PAGE ¢ 1B
Group Name Contraol 20ppm 75ppm 300ppm
Na. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ®m &® O @ ® ® W ® & W O @ W & o

[Hematopoistic system]

bone marrow 28> 25> <23 <26>
erythropoiesist increased 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0

(oo o0 (0000 (0o (122000

granulopoiesis: increased 1 0 0 0 1 0 0 0 1

0 1
(00 (0 (000 (000 (H (000

osteofibrosis 0 0 0 0 0 1 0 0 0 0 1 0 0 0
(oo (a0 (o (O B QI ) B G ) B Q)

Lymph node <28> <25 23> <26>
Lymphadenitis 2 0 0 0 1 0 0 0 0 0 0

0 1
(ool (ofaCao0 (o0 (on oo oo

follicular hyperplasia 0

0 0
o0 (o0 (D000 (oo ln (0o

spleen 28> <25> <23 <26>
deposit of melanin 6 0 Q 0 5 0 0 0 2 0 0 0 1 0 0 0
(2D C O C O 0 (20 C OO C 0 C O (000 Ca oo
extramedul lary hematopoiesis 5 1 3 0 4 2 0 0 6 1 0 0 5 4 5 2
(1) 8 (1) o0 (18 (80l (26) ¢ & C 0 (O (18) (15) (19) ( 8
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:ib/ax100
Significant difference ; * 1P = 0.0 ** ! P S 0,01 Test of Chi Sauare

(PT150) BAIS2



STUDY NO. : 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE BDF1 SAGRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 16
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & w W @ W & W & B ® & ® o W &
[Hematopoietic system)
spleen 28> 26> 23 26>
folticutar hyperplasia 2 0 0 0 4 0 0 0 2 0 1 0 2 1 0 0
(o0 (o0 (800 (0 Cn (8 a0
[Circulatory system]
heart <28> <25 @3 <26>
mineralization 1 0 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
(a0 oo (oo (oo
[Digestive system]
tooth 28> <25 <23> <26>
dysplasia 5 3 0 0 g 1 0 0 5 4 0 0 11 1 1 0
(18 (11 C 0 ( 0) (3) (. & 00 (22) (17 C 0) ( 0 (42 ( H (00
salivary gl <28> 25> {23> 28>
inflammatory infiltration 2 0 0 0 2 0 0 0 4 0 0 0 0 -0 1 0
(D00 (8000 (1m0 n (oo la
stomach 28> 26> @» <26>
hyperplasiatglandular stomach 3 9 15 0 0 6 19 0 1 8 14 0 6 13 3 0 xx
(11) (32) (84 ( 0 (0 (28 (78 ( 0) (4 (3) (61 ( O (23) (50) (12) ( 0
Grade 1 @ Slight 2 : Hoderate 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 = 0.0

¥ ¢ P S 0,01

Test of Chi Sauare

(PT150)

BAIS2



STUDY NO.  : 0158

IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 17
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 28 25 23 26
Grads 1 2 3 4 1 2 3 4 12 3 4 1 2 3 4
Organ Findings ® ® ® W w & W o @ o ® W @ ® ® W
[Digestive system]
Liver <28> 25> 23> 26>
angiectasis 1 0 0 0 1 2 0 0 1 0 0 0 1 0 ¢ 0
(a0 (800 (oo (oo o
hemorrhage 0 0 0 0 0 1 0 ¢ 0 0 0 0 0 0 0 0
(ool CodaCo o0 (oo (oo oo
necrosis: facal 0 0 0 0 2 1 0 0 1 0 0 0 5 0 0 0 x
(OCoCn o0 (oo (0o n (o0
cyst 0 0 0 0 0 0 0 0 0 0 0 Q 1 0 0 0
CoCo0CnCon (oo (oo o0 (a0 o0
deposit of ceroid 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o 0o o COCoCo o (GO B QI ) BE GIE ) BE Q) OO0 ln
granulation 18 2 0 0 11 7 0 0 9 3 0 0 5 0 0 0 *x%
(60 ( 7 C 0) ( 0) (49) (28) ( 0y ( O (39) (13 ( 0) ( 0) (19 C 0y C 0 C O
clear cell focus 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
coco oo (oo o (13) C 0y C0) (0 (o o0l
acidophilic cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo Con (oo oo (00 (oo n
Grade 1 ¢ Slight 2 t Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:tb/ax*100
Significant difference ; ¥ 1P = 0,05 *x 1 P S 0.01 Test of Chi Square
(IIPT150) BAIS2



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 18
Group Name Controt 20ppm 75ppm 300ppm
No. of Animals aon Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & W ® & B W @ W ® W m ® & ®
[Digestive system]
Liver 28> 25 <23> <286>
basophi Lic cell focus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (oo o H 0o 0000
biliary cyst 0 0 0 0 1 0 0 0 0 1 0 0 1 0 0 0
oo oo (a0l 0o 4 0 0o
hepatacellular hypertrophy:central 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o oo (o0 QIR OB G O B QIO BN QIR ) 0o 0o H oo
[Urinary system]
kidney <28> <25> 23 <26
infarct 0 0 V] 0 0 0 0 0 2 0 0 0 0 0 0 0
(o0 CoCn o (OO0 Q0o 0 Co 0o
hyaline draplet 1 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(oo (o0 HEN o HCNCn o0
basophilic change 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(O 0don (oCon 0o H 00 8) ( 0y (0)( 0
deposit of hemosiderin 0 0 0 0 0 0 0 0 1 0 0 0 2 2 0 0
(OB QR IR Q) (o0 H 0o 8 (8 (0o
Grade 1+ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severs
<ad & : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*x100

Significant difference ¥* 1 P = 0.05 % 1 P < 0,01 Test of Chi Sauare

(IPT150)

BAIS2



STUDY NO.
ANIMAL

¢ 0169
: MOUSE BDF1

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

REPORT TYPE : Al
SEX * FENALE PAGE ¢ 19
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ W @® W ® ® B » ® o ® O ™ ® & W
[Urinary system]
kidney 28> 25 Q3 <26>
hyaling cast 2 0 0 0 0 0 0 4] 0 0 0 (V] 2 0 0 0
(oo o0 (oo lon Q) I G () I G ) I Q) g (00
Lymphacytic infiltration 5 0 0 0 ] 0 0 0 6 0 0 0 2 0 0 0
(oo (38 (OO0 (28 C ) C O) C O (o0 ln
inflammatory polyp 2 1 1 0 0 0 0 0 1 0 0 0 0 1 0 0
(8o (oo (o0 (H oy O
vacuolization of proximal tubule 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a0 o 000 o CoCo (oo 0o o0
hydronephrosis 0 1 3 0 0 0 0 0 0 0 0 0 0 0 1 0
CoCaHmweon (O Con o0 (OCo o0 (o0 0 C0CHon
tubular necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (oo CoCoco o 4 0 (o0
mineralizationipapilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool oo oo toco o0l n H 00
glomerulosclerosis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(D000 (a0 o0 (o (ool 0 C o (00
Grade 1+ Slight 2 : Moderats 3 Harked 4 i Severe
<a> a * Number of animals examined at the site
b . b : Number of animals with lesion
(¢) cib/ax100

Significant difference ;

¥x 1P = 0.05

*x ¢ P = 0,01

Test of Chi Square

(HPT150)

BAIS2



~—

STUDY NO. & 0158 IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings & & W O @ ® % W ® W & O ® M ® o

[Urinary system}

urin bladd <28> 25> 23> <26>
inflammatory infiltration 0 0 0 0 0 0 0

1 0
(o coCo (otaoCalo (oo (oo

Lymphaoytic infittration 8 0 00 0 000
(299 C 0 C 9 (0 (32 ( 0 C O C O (oo o0 (8ot lon

[Endocrine system]

pituitary 28> <25> <23> 26>
angiectasis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(oo (a0 (o0 (o0 o0

=

cyst

4 [4] 0 0 3 0 0 0 3 0 0 0 4 0 0 4
(1o (oo (12 C 0 00 (1By o0 ln (18 C o) C 0 ( O
hyperplasia 2 0 0 0 4 2 0 0 10 2 0 0 *x 5 3 0 0
(Do o (1B (8 nlon (0o (19 (12) C 0) (O
Rathke pouch 2 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(Do oo (oo (o0 (oo oo (H 000
thyroid 28> 25> 23 26>
cyst 0 0 0 0 i 0 0 0 0 0 0 0 0 0 0 0
oo (D0 (oo on (oo 0o
Grade 1 ¢ Slight 2 ¢ MNoderate 3 Marked 4 Seuere'
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100
Significant difference x P = 0.05 ** 1 P £ 0,01 Test of Chi Sauare

(1IPT150) BAIS2



STUDY NO. @ 0158 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 21
Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings W ® & ® @ @ & W ® ® & & ® & W ®
[Endocrine system]
thyroid 28> <255 23> <26>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo ln 0000 H0C0 9 (oo
adrenal 28> <25> <23> <28>
deposit of amyloid 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0w 0 Co o0 0CoCo o0 (o0
spindle-cell hyperplasia 1 27 0 0 2 20 3 0 1 18 1 0 7 17 0 0 %
(4o (00 8 (80) (12) ( 0 49 (78 (4 (0 (e2n (65 ( 0 ( 0
hyperplasia‘cartical cslt 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
oo oo 0000 0o (o0
hyperplasiatmedulla 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o000 0Co 00 H 000 (ocoCn oy
[Reproductive system)
ovary 28> <25> 23> 25
congestion 0 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0
(o0 0 (000 0 4 (0o (8 0y
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) c:b/ax100

Significant difference ;

¥ ! P =0.05

** 1 P £ 0,01

Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO. ¢ 0158
ANTHMAL : NOUSE BDF1
REPORT TYPE : Al

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

SEX ¢ FEMALE PAGE ¢ 22
Group Name Control 20ppm 75ppm 300ppm
Nao. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® W W @ ® & o @& % ® W @ ® ® W
[Reproductive system]
ouary 28> 25> 23> 25>
thrombus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a0 (oo (o0 (ool (oo o0
cyst 6 2 4 0 5 4 1 0 4 3 3 0 4 0 1 0
(20 ¢ (14 (0 (200 (18) ( & ( O (17 (13) (13) C 0 (1) ( 0 ( 9 (0
cystic endametrial hyperplasia 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (000 coCoCo o o oo n
uterus <28 25> Q3 <26>
‘thrombus 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
oo (o0 (O CoCa o0 (oo o (oo
decidual change 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
toco o0 (oo (0 (a0 o0 o o0y
cystic endometrial hyperplasia . 14 1 1 0 7 7 1 0 11 3 2 0 15 i 2 0
(50) ( & ( (O (28) (28) ( & (0 (48) (13) ( 9 ( O (88) ( 4 ( 8 (0
xanthogranuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 coco oo Cococon o (e oo
mammary gl 28> 25> (@A) <26>
hyperplasia 0 0 0 0 0 0 0 0 1 4} 0 0 0 0 0 0
() B GI1) I Q) B G ) (OO0 (G YR G ) B QI ) B Q)] (o0
Grade 1 : Stight 2 ¢ Moderate 3 ¢ Narked 4 3 Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/axl00

Significant difference ; * 1 P = 0.05 P =5 0,01 Test of Chi Sguare

(1IPT150)

BAIS2



STUDY NO.  : 0159 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SAGRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX t FEMALE PAGE : 23
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 28 25 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® ® ®m W @ o % o @ o ®m O ® ® ® W

[Repraductive system]

mammary gl 28> <25 23> <26>
galactocele 0 0 0 0 1

0 0
(o0 (900 Cn oo (ool

prep/cli gl ) 28> <255 23> 26>
duct ectasia

0 1 0
(cHCnCn (oo (oo (0000 (8 (000

[Neruous system]
brain <28> <25> 23> <26>

hemorrhage

0 0 1
(oo (o0 (000 (a0

deposit of calcium 18 0 0 0 12 0 0 0 14 0 7 0
() (0O C 0 (0 (48) C 0 ( 0) ( 0 (61) C 0) ( 0 ( O) (a2 C o C oo

hyaline bady 21 0 0 0 23 0 0 0 19

0 0 0 22 0 0 0
(78 C 0 (00 (o2 (00 (0 (0 (83) ( 0y C 0 (0O (85) ( 0) ( 0) ( 0)
[Special sense organs/appandage]
oye $28> 24> {23> <26>
keratitis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 o0 (0o () I QIO I G ) B Q)] (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 ¥ 1 P = 0.05 ** P = 0.01 Test of Chi Sauare

(1iPT150) BAIS2



STUDY NO.
ANIMAL

: 0159
: MOUSE BDF1

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

SACRIFICED ANIMALS (105W)

REPORT TYPE : Al
SEX + FEMALE PAGE
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 25 23 26
Grade 1 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings (3] @ m ® W ® ® ® ® @ & ® W
[Special sense oreans/appandags]
eye <24> 23 26>
degenerationicornea 2 [ 0 0 0 1 0 0 0 0 0 0 0
(oo (o (17 C 0 C 0) C 0 a0 n (ool on
mineralization:cornea 1 2 0 0 0 5 0 0 0 4 0 0 0
a0 0 (800 o (2200 (1B 0O
Harder gt <24> 23> 26>
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
COCo0 o0 COCo 0o (OO RGN B G ) I )] (0D
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/ax*100

Significant difference ;

* 3

P = 0.05

% 1 P S 0.01

Test of Chi Saquare

(PT150)



APPENDIX K 1

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

RAT : MALE



STUDY NO.  : 0158 NUMBER OF ANIMALS WITIl TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTMAL * RAT F344
REPORT TYPE : Al
SEX + MALE PAGE ¢ |
Time-related I'tems. Group Name Control 20 ppm 75 ppm 300 ppm
Weeks
0- 52 NO. OF EXAMINED ANIMALS 0 1 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANTMALS 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 TUNORS 0 0 0 0
53 - 78 NO. OF EXAMINED ANIMALS 1 2 4 3
NO. OF ANIMALS WITH TUMORS 1 2 3 3
NO. OF ANIMALS WITH SINGLE TUMORS 0 2 2 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 1 3
NO. OF BENIGN TUMORS i 2 3 6
NO. OF MALIGNANT TUMORS 2 0 1 2
NO. OF TOTAL TUMORS 3 2 4 8
79 - 104 NO. OF EXAMINED ANIMALS 16 13 17 29
NO. OF ANINALS WITH TUMORS 16 13 17 29
NO, OF ANIMALS WITH SINGLE TUMORS 1 2 1 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 15 11 16 27
NO. OF BENIGN TUMORS 33 18 36 68
NO, OF MALIGNANT TUMORS g 0 10 14
NO. OF TOTAL TUMORS 42 28 46 82
105 - 105 NO. OF EXAMINED ANIMALS 18 20 18 10
NO. OF ANIMALS WITH TUMORS 18 19 18 10
NO. OF ANIMALS WITH SINGLE TUMORS 3 5 1 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 15 14 17 8
NO. OF BENIGN TUMORS 41 38 43 25
NO. OF MALTGNANT TUNMORS 6 8 2 4
NO. OF TOTAL TUMORS 47 46 45 29
(HPTO70)

BATIS2



STUDY NO. ¢ 0158 NUMBER OF ANINALS WITII TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTMAL ¢ RAT F344
REPORT TYPE : Al
SEX © HALE PAGE © 2
Time-related Items Group Name Control 20 ppm 75 pom 300 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 35 34 38 42
NO. OF ANIMALS WITH SINGLE TUMORS 4 9 4 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 31 25 34 38
NO. OF BENIGN TUMORS 75 58 82 98
NO. OF MALIGNANT TUMORS 17 18 13 20
NO. OF TOTAL TUNORS 92 76 95 118
(IPT070)

BAIS2



APPENDIX K 2

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

RAT @ FEMALE



STUDY NO. © 0158 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTHAL ¢ RAT 344
REPORT TYPE : Al
SEX © FENALE PAGE @ 3
Time-related I'tems Group Name Control 20 ppm 75 pon 300 ppm
Weeks
0 - 62 NO. OF EXAMINED ANIMALS 0 I 0 0
NO. OF ANIMALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITII 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 1 1 1 1
NO. OF ANTMALS WITII TUMORS I 1 1 1
NO. OF ANIMALS WITH SINGLE TUMORS 1 1 1 1
NO. OF ANINALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 1 0 0 0
NO. OF MALIGNANT TUMORS 0 1 1 i
NO. OF TOTAL TUMORS 1 1 1 |
79 - 104 NO. OF EXAMINED ANIMALS 11 14 11 13
NO. OF ANIMALS WITH TUMORS 11 14 11 13
NO. OF ANIMALS WITH SINGLE TUMORS 6 11 5 8
NO. OF ANIMALS WITH MULTIPLE TUMORS 5 3 6 5
NO. OF BENIGN TUMORS 14 g 12 16
NO. OF MALIGNANT TUMORS 1 8 10 4
NO. OF TOTAL TUMORS 18 17 22 20
105 - 105 NO. OF EXAHINED ANIMALS 21 17 22 20
NO. OF ANIMALS WITH TUMORS 17 13 22 15
NO, OF ANIMALS WITH SINGLE TUMORS 10 3 7 6
NO, OF ANIMALS WITI MULTIPLE TUMORS 7 10 15 g
NO. OF BENIGN TUMORS 23 24 33 26
NO. OF MALIGNANT TUMORS 4 3 7 4
NO. OF TOTAL TUMORS 27 27 40 30
(1IPTO70)

BALIS2



STUDY NO. ¢ 0158 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS — TIME RELATER
ANTHAL + RAT F344
REPORT TYPE : Al
SEX © FEMALE PAGE : 4
Time-related I'tems Group Name Control 20 ppm 75 ppm 300 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANINALS WITH TUMORS 29 28 34 29
NO. OF ANINALS WITH SINGLE TUMORS 17 15 13 15
NO. OF ANIMALS WITH MULTIPLE TUMORS 12 13 21 14
NO. OF BENIGN TUMORS 38 33 45 42
NO. OF MALIGNANT TUMORS 8 12 18 9
NO. OF TOTAL TUMORS 46 415 63 51
(1IPT070)

BAIS2



APPENDIX K 3

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

MOUSE : MALE



STUDY NO. t 0158 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTMAL t MOUSE BDF1
REPORT TYPE : Al
SEX © MALE PAGE ¢ 1
Time-related Items Group Name Control 20ppm T5epm 300ppm
__ Weeks,
0- 52 NO. OF EXAMINED ANIMALS 2 0 1 1
NO. OF ANIMALS WITH TUKORS 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 2 2 1q 4
NO. OF ANIMALS WITH TUMORS 1 1 3 3
NO, OF ANIMALS WITH SINGLE TUMORS 0 0 2 2
NO. OF ANINALS WITH MULTIPLE TUMORS 1 1 1 1
NO. OF BENIGN TUMNORS 1 1 0 0
NO. OF MALIGNANT TUMORS 1 3 5 4
NO. OF TOTAL TUMORS 2 4 5 4
79 - 104 NO. OF EXAMINED ANIMALS 6 16 13 14
NO. OF ANIMALS WITH TUMORS 6 13 12 14
NO. OF ANIMALS WITH SINGLE TUMORS 4 10 7 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 3 5 10
NO. OF BENIGN TUMORS 4 4 4q 4
NO. OF MALIGNANT TUMORS 4 i3 16 25
NO. OF TOTAL TUMORS 8 17 20 29
105 - 105 NO. OF EXAMINED ANIMALS 39 31 32 30
NO. OF ANIMALS WITH TUKORS 27 26 26 27
NO. OF ANIMALS WITH SINGLE TUMORS 14 12 12 10
NO. OF ANIMALS WITH NULTIPLE TUMORS 13 14 14 17
NO. OF BENIGN TUMORS 19 14 10 17
NO. OF MALIGNANT TUMORS 24 28 35 34
NO. OF TOTAL TUMORS 43 42 45 51
(1IiPT070)

BAIS2



STUDY NO. T 0159 NUMBER OF ANIMALS WITIH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANIMAL + MOUSE BDIL
REPORT TYPE : Al :
SEX : HALE PAGE + 2
Time-related [tems Group Name Control 20rom 75ppm 300ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 49 49 50 49
NO. OF ANIMALS WITH TUHORS 34 40 11 14
NO. OF ANIMALS WITH SINGLE TUMORS 18 22 21 16
NO. OF ANIMALS WITH MULTIPLE TUMORS 16 18 20 28
NO. OF BENIGN TUMORS 24 18 14 21
NO. OF MALIGNANT TUMORS 29 44 56 63
NO. OF TOTAL TUMORS 53 63 70 84
(11PT070) BAIS2



APPENDIX K 4

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

MOUSE: FEMALE



STUDY NO.
ANINAL

1 0159
¢ MOUSE BDF1

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

REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 3
Time-related Items Group Name Control 20ppm 75ppm 300mpm
Weeks,
0~ 52 NO. OF EXAMINED ANIMALS 3 1 1 0
NO. OF ANINALS WITH TUNORS 1 1 1 0
NO. OF ANINALS WITH SINGLE TUMORS 1 1 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 1 1 1 0
NO. OF TOTAL TUNORS 1 1 1 0
53 - 78 NO. OF EXAMINED ANIMALS 6 7 4 5
NO. OF ANIMALS WITH TUMORS 5 6 4 5
NO. OF ANIMALS WITH SINGLE TUNORS 5 5 1 4
NO. OF ANIMALS WITI MULTIPLE TUMORS 0 1 3 1
NO. OF BENIGN TUMORS 1 1 1 1
NO. OF MALIGNANT TUMORS 4 6 7 5
NO. OF TOTAL TUMORS 5 7 8 (&)
79 - 104 NO. OF EXAMINED ANIMALS 13 17 21 19
NO. OF ANIMALS WITH TUMORS 13 16 21 19
NO. OF ANIMALS WITII SINGLE TUMORS 5 11 13 4
NO, OF ANIMALS WITH MULTIPLE TUMORS 8 5 8 15
NO, OF BENIGN TUMORS 2 6 7 12
NO. OF MALIGNANT TUMORS 19 18 23 34
NO. OF TOTAL TUMORS 21 22 30 46
106 - 105 NO. OF EXAMINED ANINALS 28 25 23 ’26
NO. OF ANIMALS WITH TUMORS 21 23 20 26
NO. OF ANIMALS WITH SINGLE TUMORS 8 11 10 2
NO. OF ANIMALS WITH MULTIPLE TUNORS 13 12 10 24
NO. OF BENIGN TUMORS 15 19 15 25
NO. OF MALIGNANT TUMORS 23 20 17 46
NO. OF TOTAL TUMORS 38 39 32 71
(IPT070)

BAIS2



STUDY NO.

: 0159

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

ANTNAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE + 4
Time-related Items, Group Name Cantrol 20ppm T5opm 300mpm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 49 50
NO. OF ANIMALS WITH TUNORS 40 46 48 50
NO. OF ANIMALS WITH SINGLE TUMORS 18 28 25 10
NO. OF ANIMALS WITH MULTIPLE TUMORS 21 18 21 40
NO. OF BENIGN TUMORS 18 26 23 38
NO. OF MALTGNANT TUMORS A7 43 48 85
NO. OF TOTAL TUMORS 65 69 71 123
(IPT070)

BAIS2




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

(2-YEAR STUDY)



STUDY NO.  : 0158

I1ISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ! RAT F344 ALL ANIMALS (0-106W)

REPORT TYPE : Al

SEX * MALE PAGE ¢ 1

Group Name Control 20 ppm 75 ppm 300 ppm

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

[Integumentary system/appandage]

skin/app <B0> <50> <50> <50
squamous cell papilloma o (0P 0 ( 0%) (2% 0 ( 0p
schwannoma 1 ( 2% 0 (0% 0 ( o%) 0 (0B
keratoacanthoma 1 (2% 4 ( 8% 0 ( op 3 ( 6%

subcutis <50> <50> <50> <50
Fibroma 4 ( 8% 3 ( 6% 6 ( 12%) 6 (12%)
Lipoma 0 ( op 1 (2% 1 (2 0 0%
fibrosarcoma 1 (2% 1 (2% 0 ( 0B 0 ( o
hemangiosarcoma 0 ( 0% 1 (2% 0 ( o® 0 ( o

[Respiratory system]

nasal cavit <50> <500 <50 <G0>
adenoma 0 (0% 0 ( op 0 ( o 1 (29

lung <50> <50> <GB <BO>
bronchiotar-alueolar adenoma 1 ( 2%) 0 0m 1 (2% 1 (28

[lematopoietic system]

bone marrow 50> <B0> <50> <50>
malignant histiocytosis 1 ( 2y 0 (0% 0 ( 0% 0 ( %

spleen <50 <50> <0 <50>
fibroma 0 ( op 0 ( 0% 0 (0w 1 (2%
hemangioma 1 (29 0 ( op 0 ( op 0 C 0
sarcoma:NOS 1 (29 0 ( 0n 0 ( 0% 0 ( 0%)

<a> a : Number of animals examined at the site
b (e¢) b : Number of animals with neoplasm cib/ax100
(1IPT085)

BAISZ



STUDY NO. @ 0158 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUNMNARY)

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

REPORT TYPE : Al

SEX ¢ HALE PAGE + 2

Group Name Control 20 ppm 75 pem 300 ppm

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

[Hematopoietic system)

splesen <BM 50> <B0> <B0>
mononuclear cell Leukemia 9 (18%) 14 (28%) 10 20%) 13 ( 26%)
hemangiosarcoma 0 (0 0 ( op 0 ( o%) 1 (20

[Digestive system]

oral cavity <B0> <60 <&0> <BO>
squamous cetl papilloma 0 ( oy 0 ( o%) 0 (0B 1 (2%

tongus <BO> [&104 <50> <50
squamous cell papilloma 1 (29 o ( 0% 0 ( 0% 0 oM

stomach <60> U4 <50> <50>
squamous cell papilloma 1 (2% 0 ( 0% 0 (0P 0 ( 0%

small intes <50> [GI] <50> <50>
schwannoma:malignant 0 ( 0% 1 (2% 0 ( 0% 0 ( 0%

Liver <500 <50 <50 <50
hepatocel lular adenama 1 (2% 2 (4% 0 { o 1 (2%
histiocytic sarcoma 0 (o 1 (2% 0 ( 0% o ( 0%

[Urinary system]

urin bladd <B0> <50> <50> <50>
transitional cell papilloma 1 (2% ¢ (0% (2% 0 0%

{Endocrine system]

pituitary <B0> <50 <50> <60>
adenoma 24 ( 48%) 21 ( 42%) 26 { 52%) 23 ( 46%)

thyroid 49> <49> <50> <50>
C-cell adenoma 10 ( 20%) 5 (10%) 8 ( 16%) 9 (18%)
follicular adencma (2% 0 ( 0% 3 ( 6% 2 (4%

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




STUDY NO. : 0158

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 ALL ANINMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE

Group Name Control 20 ppm 75 ppm 300 ppm

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

{Endocrine system]

thyroid <49 <49 <50> <B0>
G-cell carcinoma 4 ( 8% 0 (0% 0 ( o% 1 (2%
follicular adenocarcinoma 2 (4% 1 (2% 2 (4% 1 (2%

panc islet <50> <B0> <GB0 <50>
islet cell adenoma 6 (12%) 4 ( 8% 5 ( 10%) 3 ( 8%

adrenal <50> <50> <50> <BO>
pheachr-omocytoma 15 ( 30%) 9 (18%) 12 ( 24%) 16 ( 32%)
cortical adenoma 0 ( 0% 0 ( 0%) 1 (2% 0 ( o

[Reproductive system]

testis <50> <B0> <B0> <G>
interstitial cell tumor 44 ( 88%) 42 ( 84%) 43 ( 86%) 47 ( 94%)

mammary gl <50 <B0> <50> 60>
Fibroadenoma 0 (0% 2 (4% 0 ( o% 0 (0%
adenocarcinoma 2 (4% 1 (2% 1 (29 o ( o

prep/cti gl <50> <50> <GB0 <50>
adenoma 4 ( 8% 3 ( 8% (2% 6 ( 12%)

[Nervous system]

brain <50> <50> <6 <50
glioma 0 ( 0% 1 (2% 0 ( B 0 ( 0%

spinal cord <50 <50> <B0> <50
glioma 0 ( 0% 0 ( oW 0 ( 0% I 2n

[Special sense organs/appandage]

Zymbal gl B <50> <50 <50
carcinoma:NOS 0 ( 0% 1 (2% 0 ( on 2 (4%

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




STUDY NO.  : 0158 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ HALE PAGE ¢ 4
Group Name Control 20 ppm 75 ppm 300 ppm

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

[Husculoskeletal system]

muscle <50> <50> <50> <50>
Fibrosarcama 0 (0% 0 ( 0% 1 (29 0 ( 0%
hemangiosarcoma 0 ( 0% 0 ( o% 0 ( 0% 1 (2%

bone <50 <50> <50> <50
osteosarcona 0 ( 0% 0 (0% 1 (2% 0 ( op

vertebra <50> <50> <GB <500
chordomatmal ignant 0 ( o) 0 ( 0% 1 (2% 0 ( o

{Bady cavities]

per i toneun <B60> <50 <500 <B60>
Lipoma 1 (2% 0 ( o) 0 (0% 1 (2B
mesothel ioma I (2% 2 (4% 3 ( 6% 1 (2%

<a?> a ¢ Number of animals examined at the site
b (¢) b : Number of animals with neoplasm cib/ax*100
(liPT085)

BAISZ



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

(2-YEAR STUDY)



STUDY NO. ¢ 0158 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUNMARY)

ANTMAL * RAT 344 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: b

Group Name Controt 20 ppm 75 ppm 300 ppm

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

{Integumentary system/appandags]

skin/app <B0> B <50> <50>
schwannoma 1 (2% 0 ( om 0 ( 0% o (0B
keratoacanthama 2 (4% 0 ( 0% 0 ( 0% 0 ( o%

subcutis <50> B <502 <BO>
fibroma 0 ( 0% 0 (0% 0 ( 0% 2 (4%
fibrosarcona ¢ ( op 2 (4% ¢ (0% 0 ( 0%

[Respiratary system]

lung <60> <50> <BO> <50>
bronchiolar-alueolar adenoma 1 (2% 0 (0P 0 ( 0% 0 ( 0%

[Hematopoietic system]

lymph node <500 <50> <50> <B0>
malignant lymphoma 0 ( o 0 ( 0% 0 ( 0% 1 (2%

spleen <50 <B0> <50> <&B0>
mononuclear cell leukemia 6 (12%) 7 (14%) g (18%) 7 (14%)
hemang i osarcama 1 (29 1 (2% 0 ( % 0 ( o

[Digestive system]

small intes <BO> <50> <50 <50>
schwannoma:malignant 0 (o 1 (2% 0 ( o 0 ¢ 0%

Liver <50> <5 <B0> <GB0
hepatocellular adenama 0 ( o% 1 (2% o z2m 1 (2%
histigeytic sarcoma 0 ( om 1 (2% 0 ( o% 0 ( o)
hepatacellular carcinoma 0 ( 0% 0 ( 0B 1 (2% 0 ( 0%

<a> a : Number of animals examined at the site
b (c¢) b : Number of animals with neaplasm cib/ax100
(HIPTO085)

BAIS2



STUDY NO.  : 0158

IITSTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 6

Group Name Contral 20 ppm 75 pem 300 pem

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

{Digestive system]

Liver B0 <50> <50 <50>
cholangiocet lular carcinoma 0 ( 0% ( 4n 0 (0% 0 ( of

[Urinary system]

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

[Endocrine system]

pituitary <B0> <502 <50 <50
adenoma 33 ( 66%) 30 ( 60%) 32 ( 64%) 28 ( 56%)
adenacarcinoma 1 (2% ¢ % 1 (2% 0 ( 0%

thyroid <47 <50> <49 AP
C-coll adenoma 2 (4 7 (14%) 9 (18%) 6 (128
C-csll carcinoma 0 ( op 0 (0 1 (2% 1 (28
follicular adenocercinoms 1 (2% ( 4% 1 (2% 0 (0%

panc islet <50 B0 <50> <50>
islet cell adenoma 1 (2 (2% 0 ( 0% 2 (4%

adrenal <50 <BO> <B0> <50>
pheochromocy toma 2 (4% 4 ( 8% 6 (12%) 5 ( 10%)
cortical adenoma 1 (2% ( 2% (2% 0 ( 0%

[Reproductive system]

ovary <50> <50> <50> <50>
granulasa-theca csll tumor 1 (2% ( op 0 ( 0% I 2p

uterus <50 <50 <B0> <B50>
adenoma 0 0% (2% 0 ( 0% 0 ( 0%

<a> a * Number of animals examined at the site .
b (c) b : Number of animals with neoplasm b/ ax 100
(PTO85)

BAIS2



STUDY NO. @ 0158

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX * FEMALE PAGE ¢ 7

Group Name Control 20 ppm 75 ppm 300 ppm

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

[Reproductive system]

uterus <50> <50> <500 <60>
endometrial stromal polyp 9 (18%) ( 25 g (18%) 10 ( 20%)
adenocarcinona 0 ( on ( o%) 1 (2% 0 ( oW
leiomyosarcoma (29 ¢ o 0 ( 0% 0 ( 0%
endometrial stromal sarcoma 0 ( on ( 4% 2 (4 0 ( o

vagina <50> <50> <50> <BW
sauamaus cell papilloma 0 ( o% ¢ o% 0 ( 0%) (2%

mammary gl <50> <50> <B0O> <50>
Tibroadenoma 4 ( 8% (12%) 6 (12%) 8 {( 16%)
adenacarcinoma 1 (2% (0% 1 (2% (2%

prep/cli gl <505 <50> <50> <50>
adenoma 2 (4% { 6% 2 (4% 4 ( 8p)

[Neruous system]

brain <50> <50> <60> 60>
gliona 0 ( o%) (o 2 (4% 0 ( 0%

[Musculoskeletal system]

muscle B <BO> <50> <50>
Fibroma 0 ( 0% (0% 1 (2% 0 ( 0%
Lipoma 0 ( 0% ( op 0 ( 0P 1 (2%

{Body cavities]

pleura <50> <50 <B0> <505
mesothelioma 0 ( om ( om 0 ( op 2%

<a> a ¢ Number of animals examined at the site
b (c) b ¢ Number of animals with neoplasm cib/ax*100
(1PT085) BAIS2



STUDY NO. ¢ 01568

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE: 8
Group Name Control 20 ppm 75 ppm 300 ppm
Organ Findings No. of animals on Study 50 50 50 50
[Body cavitises]
per-itoneum <50> <B0> <50> <50>
Lipoma o ( o% 0 ( 0% 0 ( 0% 1 (2%
<a> a : Number of animals examined at the site _
b (c¢) b : Number of animals with neoplasm c:ib/axl100
(HPTO85) BAIS2



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

(2-YEAR STUDY)



STUDY NO. @ 0159 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © MOUSE BDF1 ALL ANIMALS {0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 1

Group Name Cantrol 20ppm 75ppm 300ppm

Organ Findings, No. of animals on Study 48 49 50 49

[Integumentary system/appandags)

skin/app <49> <49 &0 <49
mastoytoma:malignant 0 (o 0 (0% 0 (0 1 2p

subcutis <49> <49 <50> <49>
Lipoma 1 (2% 0 ( 0% 1 (2% 0 (0%
histiocytic sarcoma 0 (0% 0 (0% 2 (49 0 ( 0B
hemangiosarcoma 0 ( o 0 (0B 0 ( 0% 1 (2%

[Respiratary system]

lung 49> <49> <60> <49>
bronchiclar-alueolar adenoma 3 ( 6% 3 ( &%) 3 ( 8% 4 ( 8%
squamaus cell carcinoma 0 (0% 0 ( 0% (20 0 ( 0%
bronchiolar-alueolar carcinoma 4 ( 8% 5 (108 5 ( 10%) 1 (20

[Hematopoietic system]

bone marrow <UD 49> <B0> <U4s>
hemangiama 0 ( 0%) 1 (2% 1 (2% 0 ( o%

Lymph node 49> <49 <50 498>
malignant Lymphama 4 ( 8%) 7 (14%) 13 ( 26%) 8 (16%)

spleen <49 4D <B0> 49>
hemangioma 1 2% 2 (49 0 0m 0 (0%
malignant Lymphoma 1 (29 1 (2% 1 (2% 1 (2%
mastcytomasmaliognant 1 (2% 1 (2% 0 (0% 1 (21
hemangiosarcoma 1 (2% 3 ( 8% 3 ( 6% ¢ (0%

Ca> a : Number of animals examined at ths site
b (¢) b * Number of animals with neoplasm cib/axl100
(HPT085)

BAIS2



STUDY NO.  : 0159 IISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 2
Group Name Control 20ppm 75ppm 300ppm

Organ Findings No. of animals on Study 43 49 50 49

[Digestive system]

salivary gl 49> <49> <50> [¢ite)e
histiocytic sarcoma 0 (0% 0 ( 0% 1 (2% 0 ( %
stomach <49> <UD <60> <49
Leiomyosarcona 1 (2% 0 ( op 0 (0B 0 ( on
small intes <49> <49 50> 49>
adenocarcinoma 0 ( 0% 0 0B 1 (2% 1 ¢ 2p
Leiomyosarcoma 0 ( 0p 0 (0% 1 (2% 0 (0%
hemangiosarcoma , 0 (0B (2% 0 ( 0% (U QY
largs intes <49 <49 <50> 49>
leiomyasarcoma 0 (0% 0 ( o% 1 (2% 0 ( 0%
Liver <49 <49> <560> 48>
hemangioma 1 (2% 0 ( op 0 ( op 1 (2%
hepatacellular adenoma 13 ( 27%) g ( 18%) 7 (14%) 13 (27%)
histiooytic sarcama 0 ( o 3 ( &% 1 (2% 6 (12§
hemangiosarcoma 5 (10%) 5 ( 10%) 5 (10%) 5 (10%
hepatacellular carcinoma 12 { 24%) 17 ( 35%) 16 ( 32%) 38 (78%)

[Urimary system]

u-in bladd <4 <49> <B0> 49>
histiocytic sarcoma 0 ( o 0 (0% 1 (2% 0 op

[Endocrine system]

pituitary <49 49> <50> <49
adenoma 1 (2% 1 (2% 1 (28 1 (z2p
<a> a ¢ Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm c:b/ax*100
(1IPT085)

BAIS2



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : HALE PAGE : 8

Group Name Control 20ppm 75ppm 300ppm

Organ Findings. No. of animals on Study 49 48 50 43

[Endocrine system]

thyroid 47> <4 <50> <49
C-cell adenoma 1 (2% 1 (2% 0 oW 0 ( o%
follicular adenoma 1 (29 o ( o% 0 (0% 0 (0%

[Reproductive system]

epididymis <49 49> <B0> <49
histigcytic sarcama 0 ( 0% 0 ( 0% 1 (2% 0 ( o

{Neruous system]

periph nerv <49 <49> <50> <49
schwannomasmal ignant 0 ( op 1 (2% 0 (o 0 ( o

[Special sense organs/appandage]

Harder gt <49> <49> <50> <49
adenoma 2 (4% 2 (49 1 (2p 2 (4%

[Musculoskeletal system]

bone <49> <49 <50 <A
ostengenic sarcoma 0 ( 0% 0 ¢ o 1 (2 0 ( 0%

{Body cavities]

peritoneum <A 49> <50> <4
histiooytic sercoma 0 ( 0% 0 ( 0% 2 (4% 6 ( 0%

<a> a + Number of animals examined at the site
b (¢) b : Number of animals with neaplasm cib/ax*100
(HIPT085)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 4

Group Name Control 20ppm 75ppm 300ppm

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

[Integumentary system/appandage]

skin/app 50> <50> U G0
squamous cell carcinoma 0 (0P 1 (29 0 ( 0%) 0 (0%

subcutis <B0> <50> 49> <50>
hemangioma 0 ( o% 1 (2% 0 ( op 0 ( 0%
histiooytic sarcoma 0 ( o%) ¢ om 0 (0w 1 (21
sarcoma: NOS 0 ( 0% 0 ( 0% 0 ( 0% 1 (2%

{Respiratary system]

lung <50> <50 <49 <B0>
bronchislar-atueslar adenoma 0 (0B 3 ( &%) 1 (21 3 ( 6%
bronchiolar-aluenlar carcinoma 1 (2% 1 (2% 1 (2% 4 ( 8%

{llematopoietic system]

bone marrow <B0> <50 <49 <B0>
hemangiona 0 ( 0% 1 (2% 1 (2% 0 ( 0%

Lymph nods (6104 <50> <A4s%> <B0>
malignant Lymphoma 21 ( 42%) 21 { 42%) 18 ( 37%) 23 ( 48%)

spleen <50 <b0> <49 <50
malignant Lymphoma 1 (2% 1 (29 2 ( 4% 2 (4%
mastoytoma:malignant 0 ( 0% 1 (2% 0 ( om 0 ( 0%
hemangiosarcoma 0 ( 0% 1 ¢ 2% 1 (2% 1 (2%

[Digestive system]

‘tongue <50> <B0> <49> <B0>
keratoacarrthoma 0 ( o o ( 0w 1 (2% 0 ( 0%

Ca> a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm cib/ax*100
(HPTO85)

BAISZ



STUDY NO.  : 0159 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX s FEMALE PAGE ¢ 5
Group Name Control 20ppm T5ppm 300pem

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

{Digestiue system]

salivary gl <50 <G0> <49 <50>
histiocytic sarcoma 0 ( op 1 (2% 0 ( 0 0 (0%
stomach <50> <50> <498> <50>
squamous cell papiLlama 0 (0% 0 ( 0% 0 (0 1 (2%
small intes <B60> <50> <49 <50>
adenoma 1 (2% 0 ( on 0 ( 0% 0 09
Liver <GB0 <50> <49> <50
hepatacellular adenoma 2 (1% 10 ( 20%) 6 ( 12%) 20 ( 40%)
histiooytic sarcoma 2 (4% 1 (2% 1 (2% 0 ¢ oM
malignant lymphoma 1 (2% 0 ( on 0 ( 0% 0 0%
hemangiosarcoma 1 (2% 3 ( 6% 5 ( 10%) 0 (0%
hepatocellular carcinoma 2 (4% 4 ( 8% 2 (4% 41 ( 82%)

{Urinary system]

urin bladd <50> <50

49> <560
histiooytic sarcoma 1 (2% 0 ( o) 0 ( op 0 ( o
[Endocrine system]
pituitary <50> <GB0 49> <5B0>
adsnoma 5 (10%) 7 ( 14%) g (18%) 8 ( 16%)
adenocarcinoma 1 (29 0 ( op 0 (0% 0 ( on
adrenal <50> <50> <43> <50>
pheachromocytoma 1 (2% 2 (4% 1 (2% 0 ( op
[Reproductivs system]
ouary <50> <50> <49 <49
cystadenoma 1 (2% 0 ( 0% 0 ( o% 3 ( 6%)

<ad a ¢ Number of animals examined at the site
(¢)

b b : Number of animals with neoplasm ctb/ax100



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX + FEMALE PAGE : 6

Graup Name Controt 20ppm 75ppm 300ppm

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

[Reproductive system]

ovary <B0> B <49 48>
hemangicma 0 (o 0 ( op 0 ( 0% 1 (20

uterus <B0> <50> UP <G>
endometrial stramal polyp 2 (4% 0 ( om 2 (4% 0 ( 0%
fibrosarcama 0 ( 0% 1 (29 0 (0% 0 (0%
histiocytic sarcoma 11 ( 22%) 6 (12%) 13 (27 12 ( 24%)
hemangiosarcona 0 ( 0% 0 ( 0% 1 (2% o ( 0%

vagina <50> <50> <UD <50>
histiacytic sarcoma (2% 0 ( 0% 0 (0P 0 ( op

mammary gl <50 50> <49 <50>
adenocarcinoma 1 (2% 0 (0w 1 (2% 0 ( op

[Neruous system]

periph nerv <50> <50> <49 <50>
schwannomasmalignant 1 (2% 0 ( 0% 0 (0% (G ]

[Special sense organs/appandage]

Harder gt <50> <49> 49> <50>
adenoma 6 (12%) 2 (4% 2 (4% 2 (4%

[Musculoskeletal system]

muscle <50> <50> <49> <B0>
hemangiosarcoma 1 (2% 0 ( o% 2 (4% 0 ( o%

{Body cavities]

peritoneum <50 <500 <49 <B0>
hemangiosarcoma 1 (2% o ( 0% 1 (28 0 (0%

Ca> a * Number of animals examined at the site
b (¢) b ¢ Number of animals with neoplasm cib/ax100
(1PTO85) BAIS2



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUNMARY)

ANIMAL : HOUSE BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 7
Group Name Control 20ppm 75ppm 300ppm

Organ Findings, No. of animals on Study 50 50 48 50

[Body cavities]

retroperit [T <B0> AP <B60>
hemangiosarcoma 0 (0% 1 (2% 0 (0% 0 (0%
<ad a : Number of animals examined at the site
b (¢) b : Number of animals with neoplasm cib/axl100

(1PT085) BAIS2



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

(2-YEAR STUDY)



STUDY No. : 0158
ANTHAL + RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX : MALE PAGE 1
Group Name Cantrol 20 ppm 75 pem 300 pom
SITE : skin/appendage
TUMOR : keratoacanthoma
Tumor rate
Querall rates{a) 1/50( 2.0} 4/50( 8.0) 0/50( 0.0) 3/50( 6.0)
Adjusted rates(b) 2.78 11.43 0.0 16.67
Terminal rates(c) 0/33( 0.0) 3/34( 8.8) 0/29( 0.0 3/18( 16.7)
Statistical analysis
Peto test
Standard methad(d) P=
Prevalence method(d) P =0.1274
Combined analysis(d) P = e
Cochran~Armitage test(e) P = 0.5658
Fisher Exact -test(e) P = 0.1998 P = 0.4950 P = 0.3235
SITE @ subcutis
TUMOR  fibroma
Tumor rate
Overall rates(a) 4/50( 8.0) 3/50( 6.0) 8/50( 12.0) 68/50( 12.0)
Adjusted rates{b) 12,12 8.82 20.69 10.34
Terminal rates(c) 4/33( 12.1) 3/34( 8.8) 6/29( 20.7) 0/18( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0106% ?
Prevalence method(d) P = 0.2880
Combined analysis(d) P = 0.0855
Cachran-Armitage test(e) P = 0.3810
Fisher [Exact test(e) P = 0.489% P = 0.3944 P = 0.3944
SITE : subcutis
TUMOR : fibroma,fibrosarcoma
Tumor rate
Querall rates(a) 5/50( 10.0) 4/50( 8.0) 6/50( 12.0) 6/50( 12.0)
Adjusted rates(b) 12.12 11.76 20.69 10.34
Terminal rates(c) 4/33( 12.1) 4/34( 11.8) 6/29( 20.7) 0/18( 0.0)
Statistical analysis
Peto test
Standard methad{d) P = 0.0809
Prevalence method(d) P = 0,3316
Combined analysis(d) P = 0.1538
Cochran-Armitage test(e) P = 0.6206
Fisher FExact test(e) P = 0.4883 = 0.4872 P = 0.4872

(1iPT3604)

BAIS2



STUDY No. : 0158 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHMAL ¢ RAT F344
SEX ¢ MALE PAGE : 2
Group Name Control 20 ppm 75 ppm 300 ppm
SITE  : spleen
TUMOR ¢ mononuclear cell leukemia
Tumor rate
Ouerall rates(a) 9/50( 18.0) 14/50( 28.0) 10/50( 20,0) 13/50( 26.0)
Adjusted rates(b) 12,77 18.92 13,16 16.67
Terminal rates(c) 4/33( 12.1) 6/34( 17.8) 3/28( 10.3) 3/18( 16.7)
Statistical analysis
Peto test
Standard method(d) P = 0.0116%
Prevalence methad(d) P = 0.7900
Cambined analysis(d) P = 0.0977
Cochran-Armitage test(e) P = 0,5855
Fisher Exact test(e) P = 0.2397 P = 0.4839 P = 0.2965
SITE ¢ pituitary gland
TUMOR ¢  adenoma
Turor  rate
Querall rates(a) 24/50( 48.0) 21/50( 42.0) 26/50( 52.0) 23/50( 46.0)
Adjusted rates(b) 48.48 48,65 51.43 54.29
Terminal rates{c) 16/33( 48.,5) 16/34( 47.1) 14/29( 48.3) 7/18( 38.9)
Statistical analysis
Peto ‘test

Standard method(d)
Prevalence methad(d)
Combined analysis(d)

oo U T
wouoon
oo

%

=

oDy

(=23

Cochran-Armitage test(e) 9882
Fisher Exact test(e) P = 0.4242 P = 0.4771 P = 0.4774
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
Tumor rate
Querall rates(a) 24/50( 48.0) 21/50( 42.0) 26/50( 52.0) 23/50( 46.0)
Adjusted rates{b) 48.48 48.65 51.43 54.28
Terminal rates{c) 16/33( 48.5) 16/34( 47.1) 14/29( 48.3) 7/18( 38.9)
Statistical analysis
Peto test
Standard method(d) P = 0.8027
Prevalence method(d) P =0.1767
Combined analysis{d) P = 0.3426
Cochran-Armitage test(e) P = (,9882

Fisher Exact ‘test(e)

P = 0.4242

P = 0.4771

P =0.4774

(IIPT360A)



STUDY No. : 0158

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX T MALE PAGE : 3
Group Name Conmtrol 20 ppm 75 ppm 300 ppm
SITE  :  thyroid
TUMOR : C-cell adenoma
Tumor  rate
OQuerall rates(a) 10/48( 20.4) 5/43( 10.2) 8/50( 16.,0) 9/50( 18.0)
AMjusted rates(b) 23.08 14.71 20.69 22.22
Terminal rates{c) 7/32( 21.9) 5/34( 14.7) 6/29( 20.7) 4/18( 22.2)
Statistical analysis
Peto test
Standard method{(d) P=—-—-
Prevalence method(d) P = 0.2366
Combired analysis(d) I
Cochran-Armitage test(e) P = 0,7331
Fisher Exact test{e) P = 0.1776 P = 0.4147 P = 0.5000
SITE ¢ thyroid
TUMOR : follicular adenoma
Tumor rate
Ouerall rates(a) 1/48( 2.0) 0/49( 0.0) 3/50( 6.0) 2/50( 4.0)
Adjusted rates(b) 3.13 0.0 8.33 5.56
Terminal rates(c) 1/32( 3.1) 0/34( 0.0) 1/29( 3.4) 1/18( 5.8)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method(d) P =0.1736
Combined analysis(d) P=—
Cachran-Armitage test(se) P = 0.4313
Fisher [xact test(e) P = 0.4949 P = 0.3312 P = 0.4851
SITE @ thyroid
TUMOR : C-cell carcinoma
Tumor rate
Ouerall rates(a) 4/49( 8.2) 0/48( 0.0) 0/50( 0.0) 1/50( 2.0)
Adjusted rates(b) 8.33 0.0 0.0 3.45
Terminal rates(c) 2/32( 6.3) 0/34( 0.0) 0/29( 0.0) 0/18( 0.0)
Statistical analysis
Peto test
Standard method(d) P =1.0000 ?
Prevalence methad{d) P = 0.5307
Combined analysis(d) P = 0.6543
Cochran-Armitage test{e) P = 0.4530
Fisher FExact test(e) P = 0.0689 P = 0.0662 P =0.1936

(1PT3604)

BAIS2



STUDY No. : 0158

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344
SEX :t MALE PAGE ¢ 4
Group Name Controt 20 ppm 75 pom 300 ppm
SITE  : thyroid
TUMOR : C-cell adenoma,C-cell carcinoma
Tumor rate
Ouerall rates(a) 13/49( 26.5) 5/49( 10.2) 8/50( 16.0) 10/50( 20.0)
Adjusted rates(b) 28.95 14,71 20.68 22.86
Terminal rates(c) 9/32( 28.1) 5/34( 14.7) 6/29( 20.7) 4/18( 22.2)
Statistical analysis
Peto test
Standard method(d) P =1.0000 7
Prevalence method(d) P = 0.2478
Combired analysis{d) P = 0.2920
Cochran-Armitage test(e) P = 0.8622
Fisher Exact test(e) P = 0.0680 P = 0.2143 P = 0.3541
SITE @ thyroid
TUMOR : follicular adenoma,follicular adenocarcinoma
Tumor  rate
Querall rates(a) 3/49( 6.1) 1/49( 2.0) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 9.38 2.94 13.89 11.11
Terminal rates{c) 3/32( 9.4) 1/34( 2.9) 3/28( 10.3) 2/18( 11.1)
Statistical anmalysis
Peto test
Standard methad(d) P=
Prevalence method(d) P = 0.2145
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.8049
Fisher Exact test(e) = 0.3237 P = 0.3899 P = 0,3300
SITE : pancreas istet
TUMOR : islet cell adenoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 4/50( 8.0) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 15.15 9.52 14.29 6.38
Terminal rates(c) 5/33( 15.2) 3/34( 8.8) 2/29( 6.9) 0/18( 0.0)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.7804
Combined analysis{d) Pz
Cochran-Armitage test(e) P = 0.3819
Fisher Exact test(e) P = 0.3944 P = 0.4872 P =0.2728

(iPT3604)

BAIS2



STUDY No. : 0158

NEOPLASTIC LESIONS-INCIDENGE AND STATISTICAL ANALYSIS

ANTNAL ¢ RAT F344
SEX : MALE PAGE 5
Group Name Contral 20 ppm 75 pom 300 ppm
SITE ¢ adrenal gland
TUMOR : pheachromocytoma
Tumor  rate
Querall rates(a) 15/50( 30.0) 9/50( 18.0) 12/50( 24.0) 16/50( 32.0)
Adjusted rates(b) 31.91 23,63 31,25 47.62
Terminal rates(c) 10/33( 30.3) 8/34( 23.5) 7/29( 24.1) 7/18( 38.9)
Statistical analysis
Peto test
Standard method{d) P= -
Prevalence methad(d) P = 0.0581
Combined analysis(d) P= -
Cochvan-Armitage test(se) P = 0.3145
Fisher Exact test(e) P = 0.1915 P = 0.3844 P = 0.4805
SITE testis
TUMOR :  interstitial cell tumar
Tumor  rate
Ouerall rates(a) 44/50( 88.0) 42/50( 84.0) 43/50( 86.0) 47/50( 94.0)
Adjusted rates(b) 95.24 95.24 96.55 100.00
Terminal rates(c) 31/33( 93.9) 32/34( 94.1) 28/29( 956.6) 18/18(100.0)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P = 0.0039%x
Combined analysis{d) Pz
Cochran-Armitage test(e) P = 0.1525
Fisher Exact test(e) P = 0.4956 = 0.4728 P = 0.4671
SITE  : mammary gland
TUMOR : fibroadenoma,adenocarcinoma
Tumor rate
Ouerall rates{a) 2/50( 4.0) 3/50( 6.0) 1/50( 2.0) 0/50( 0.0)
Adjusted rates(b) 3.03 8.82 3.45 0.0
Terminal rates{(c) 1/33( 3.0) 3/34( 8.8) 1/29( 3.4) 0/18( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 1.0000 ?
Prevalence method(d) P = 0.8428
Combined analysis{d) P = 0.9080
Cochran-Armitage test(e) P =0.1122
Fisher Exact test(e) P = 0.4909 P = 0.4926 P = 0.2574

(lPT3604)

BAIS2



STUDY No. : 0158
ANIHAL ¢ RAT F344
SEX ¢ MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE 6
Group Name Control 20 ppm 75 ppm 300 pem
SITE  : preputial/clitoral gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 3/50( 6.0) 1/50( 2.0) 6/50( 12.0)
Adjusted rates(b) 9.52 7.14 3.45 15.38
Terminal rates(c) 3/33( 8.1) 2/34( 5.9) 1/29( 3.4) 2/18( 11.1)
Statistical analysis
Peto test
Standard method(d) P=
Prevalence method(d) P = 0.0629
Combined analysis(d) P=
Cochran-Armitage test(se) P = 0.1997
Fisher Exact test(e) P = 0.4895 P = 0,1998 P = 0.3944
SITE ¢ peritoneum
TUMOR : mesothslioma
Tumor rate
Overall rates(a) 1/50( 2.0) 2/50( 4.0) 3/50{ 6.0) 1/50( 2.0)
Adjusted rates(b) 3.03 5.88 0.0 0.0
Terminal rates(c) 1/33( 3.0) 2/34( 5.9) 0/28( 0.0) 0/18( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.2358
Prevalence method(d) P = 0.8550
Combined analysis(d) P = 0.4837
Cochran-Armitage test(e) P = 0.6841
Fisher Exact test(e) P = 0.4926 P = 0.3235 P = 0.2475
(HPT360A) BAIS2

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

(b): Raplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Obserued tumor incidence at terminal kill.

{d)+ Beneath the control incidence are the P-ualues associated with the trend test.

Standard method

: Death analysis

Prevalence method : Incidental tumor test

Cambined analysis

: Death snalysis + Incidental tumor test

(8): 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-ualue is beyond the estimated P-value.

——=—* There is no data which should be statistical analysis.

Significant difference ;

x P S 0.0 ** ! P = 0,01



APPENDIX M 2
NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
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(2-YEAR STUDY)



STUDY No. : 0158

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX : FEMALE PAGE ¢ 7
Group Name Control 20 ppm 75 ppm 300 ppm
SITE spleen
TUMOR monanuclear cell Leukemia
Tumor rate
Ouerall rates(a) 6/50( 12.0) 7/50( 14.0) 9/50( 18.0) 7/50( 14.0)
Mijusted rates(b) 9.30 5,88 7.89 13.89
Terminal rates{c) 3/38( 7.9) 2/34( 5.9) 3/38( 7.9) 5/36( 13.9)
Statistical analysis
Peto test
Standard methad(d) P = 0.7701
Prevalence method(d) P=0.2134
Combined analysis(d) P = 0.4966
Cochran-Armitage test(e) P = 0,9313
Fisher Exact test(s) P = 0.4863 P = 0.3281 P = 0,4863
SITE pituitary gland
TUMOR adenoma

Tumor rate
Querall rates(a)
Adjusted rates(b)
Terminal rates(c)
Statistical analysis
Peto test

33/50( 66.0)

65.79

25/38( 65.8)

30/50( 60.0)
68.57
23/34( 67.8)

32/50( 64.0)
70.00
26/38( 68.4)

28/50( 56.0)
56.10
19/36( 52.8)

Standard method(d) P = 0.7954

Prevalence method(d) P = 0.8429

Combined analysis(d) P = 0.8054

Cochran-Armitage test(e) P = 0.3837

Fisher Exact test(e) P = 0.4463 P = 0,4750 P = 0.3663
SITE pituitary gland
TUMOR adenama , adenocarcinoma

Tumor rate

Ouerall rates(a)
Adjusted rates(b)
Terminal rates(c)

Statistical analysis
Peto test
Standard method(d)
Prevalence methad(d)
Combined analysis(d)
Cochran-Armitage test{e)
Fisher Exact test{e)

javRiu~Rheviiev]

34/50( 68.0)

68.42

26/38( 68.4)

ELI | B

0.7954
0.8835
0.9290
0.2879

30/50( 60.0)
68.57
23/34( 67.8)

P = 0.4090

33/50( 66.0)
72.50
27/38( 71.1)

P = 0.4747

28/50( 56.0)
56.10
19/36( 52.8)

P = 0.3312

(HiPT3604)

BAISZ2



STUDY No. : 0158

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344
SEX ¢ FEMALE PAGE @ 8
Group Name Control 20 ppm 75 ppm 300 ppm
SITE thyroid
TUMOR * C-cell adenoma
Tumar  rate
Ouerall rates(a) 2/47( 4.3) 7/50( 14.0) 9/48( 18.4) 6/49( 12.2)
Adjusted rates(b) 4.35 20.00 20.45 16.67
Terminal rates(c) 1/35( 2.9) 6/34( 17.8) 7/37( 18.9) 6/36( 16.7)
Statistical analysis
Peto test
Standard methad(d) Pz
Prevalence method(d) P =0.3614
Combined analysis(d) P=
Cochran-Armitage test(e) P = 0.6741
Fisher [xact test{e) P = 0.1221 P = 0.0494% P = 0.1757
SITE  : thyroid
TUMOR C-cell adenoma,C-cell carcinoma
Tumor  rate
Querall rates(a) 2/47( 4.3) 7/50( 14.0) 10/48( 20.4) 7/438( 14.3)
Adjusted rates(b) 4.35 20.00 22,73 18.42
Terminal rates(c) 1/35( 2.9) 6/34( 17.8) 8/37( 21.8) 6/36( 16.7)
Statistical analysis
Peto ‘test
Standard method(d) P=
Prevatence method(d) P = 0.2631
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0.4731
Fisher Exact test(e) P =0.1221 P = 0.0318% P =0.1164
SITE : adrenal gland
TUMOR : pheochromocytoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 4/50( 8.0) 6/50( 12.0) 5/50( 10.0)
Adjusted rates{b) 4,55 11.76 15.38 12.20
Terminal rates{c) 0/38( 0.0) 4/34( 11.8) 5/38( 13.2) 4/36¢ 11.1)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence methad(d) P = 0.2686
Combined anatysis{d) P o= e
Cochran-Armitage test(e) P = 0.4557
Fisher Exact test(e) P = 0.3574 P = 0.1606 P = 0.2425

(IPT3604)

BAIS2



STUDY No. : 0158

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ RAT F344
SEX ¢ FEMALE PAGE ¢ 9
Group Name Contral 20 ppm 75 ppm 300 ppm
SITE @ uterus
TUMOR : endometrial stromal polyp
Tumor rate
Ouerall rates(a) 9/50( 18.0) 1/50( 2.0) 9/50( 18.0) 10/50( 20.0)
Adjusted rates(b) 19.51 2.94 22,50 22.22
Terminal rates{c) 7/38( 18.4) 1/34( 2.9) 8/38( 21.1) 7/36( 19.4)
Statistical analysis
Peto test
Standard methaod(d) P = 1.0000 7
Prevalence method(d) P = 0.0932
Combined analysis(d) P = 0.1285
Cochran-Armitage test(e) P = 0.1621
Fisher Exact test(e) P = 0.0150% P = 0,3993 P = (.4839
SITE  : wuterus
TUMOR :  endometrial stromal polyp,endametrial stromal sarcoma
Tumor rate
Ouerall rates(a) 9/50( 18.9) 3/50( 6.9) 11/50( 22.0) 10/50( 20.0)
Adjusted rates(b) 19.51 2.94 22.50 22.22
Terminal rates(c) 7/38( 18.4) 1/34( 2.9) 8/38( 21.1) 7/36( 19.4)
Statistical analysis
Peto test
Standard method(d) P = 0.8790
Prevalence method(d) P = 0.08932
Combined analysis(d) P = 0.2266
Cochran-Armitage test(e) P = 0.3177
Fisher Exact test(e) P = 0.0899 P = 0.4357 P = 0,4839
SITE  : mammary gland
TUMOR : fibroadsnoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 6/50( 12.0) 6/50( 12.0) 8/50( 16.0)
Adjusted rates{b) 10.00 14,71 15.38 19,44
Terminal rates{c) 3/38( 7.9) 5/34( 14.7) 5/38( 13.2) 7/36{ 19.4)
Statistical analysis
Peto test
Standard method(d) P = 0.2418
Prevalence method(d) P = 0.2232
Combined analysis{(d) P =0.1749
Cochran-Armitage test{e) P =0.2742
Figsher Exact test(e) P = 0.3944 P = 0.3944 P = 0.2169

(IPT3604)

BAISZ



STUDY No. : 0158 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL RAT F344
SEX FEMALE PAGE 10
Group Name Control 20 ppm 75 pom 300 ppm
SITE ' mammary gland
TUMOR : fibroadenoma,adenocarcinoma
Tumor  rate
Ouerall rates(a) 4/50( 8.0) 6/50( 12.0) 7/50( 14.0) 8/50( 16.0)
Adjusted rates(b) 10.00 14,71 17.95 19.44
Terminal rates{c) 3/38( 7.9) 5/34( 14.7) 6/38( 15.8) 7/36( 19.4)
Statistical analysis
Peto test
Standard method(d) P = 0.2418
Prevalence method(d) P = 0.2409
Combined analysis(d) P =0.1899
Cochran-Armitage test(e) P = 0.3021
Fisher Exact test(e) P = 0.3944 P = 0,2958 P =0.2169
SITE  : preputial/clitoral gland
TUMOR :  adenoma
Tumor rate
Ouerall rates{a) 2/50( 4.0) 3/50( 6.0) 2/50( 4.0) 4/50( 8.0)
Adjusted rates(b) 5.26 8.82 4.78 11,11
Terminal rates{c) 2/38( 5.3) 3/34( 8.8) 1/38( 2.6) 4/36( 11.1)
Statistical analysis
Peto test
Standard methad(d) = m—————
Prevalence method(d) P = 0.2157
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.4003
Fisher Exact test(e) P = 0.4908 P = 0.3088 P = 0.3574
(IIPT3604) BAIS2
(a)+ Number of tumar-bearing animals/numbsr of animals examined at the site.
{b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.

(d):

(o):
?:

Beneath the control incidence are the P-ualues associated with the trend test.

Standard method ¢ Death analysis

Prevalence method : Incidental tumor test

Combined analysis : Death analysis + Incidental tumor test

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

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

-——=—: There is no data uhich should be statistical analysis.
Significant difference ; ¥ ! P = 0.05 *x ¢ P < 0,01



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

(2-YEAR STUDY)



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : MOUSE BDF1
SEX ¢ MALE PAGE 1
Group Name Controt 20ppm 75ppm 300ppm
SITE lung
TUMOR bronchiolar-alueolar adencma
Tumor  rate
Ouerall- rates(a) 3/48( 6.1) 3/49( 6.1) 3/50( 6.0) 4/49( 8.2)
Mjusted rates(b) 7.32 9.68 8.82 12.50
Terminal rates(c) 2/38( 5.1) 3/31C 9.7) 2/32( 6.3) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) P=-—
Prevalence method(d) P =10.2488
Combined analysis(d) P=
Cochran-Armitage test(e) P = 0.6251
Fisher [xact test(e) P = 0.3391 P = 0.3300 P = 0.4893
SIUTE lung
TUMOR bronchiolar-alveolar carcinoma
Tumor  rate
Ouverall rates(a) 4/49( 8.2) 5/49( 10.2) 5/50( 10.0) 1/49( 2.0)
Adjusted rates(b) 10.26 11,11 15.63 3.33
Terminal rates{c) 4/39( 10.3) 3/31( 8.7) 5/32( 15.8) 1/30( 3.3)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method(d) P = 0.9308
Combined analysis(d) P =
Cochran-Armitage test(e) P =0.,1121
Fisher Exact test(e) P = 0.4880 P = 0.4763 P = 0.2000
SITE lung
TUMOR bronchialar-alusalar adenoma,bronchictar-alueolar carcinoma
Tumor rate
Querall rates(a) 7/49( 14.3) 8/49( 16.3) 8/50( 16.0) 5/49( 10.2)
Adjusted rates(b) 17.07 19.44 23.53 15.63
Terminal rates(c) 6/39( 15.4) 6/31( 19.4) 7/32( 21.9) 4/30( 13.3)
Statistical analysis
Peto test
Standard  methad{(d) P = e
Prevalence method(d) P =0.7194
Cambined analysis(d) P =
Cochran-Armitage test(e) P = 0.3901
Fisher Exact test(e) P = 0.4851 P = 0.4706 P = 0.4066

(IPT360A)

BAIS2



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BOFt
SEX T OMALE PAGE : 2
Group Name Canvtrol 20ppm T5ppm 300ppm
SITE ¢ lymph node
TUMOR : malignant lymphoma
Tumor rate
Querall rates(a) 4/49( 8.2) 7/49( 14.3) 13/50¢ 26.0) 8/49( 16.3)
Adjusted rates(b) 10.26 16.13 28.13 15.79
Terminal rates(c) 4/39( 10.3) 5/31( 16.1) 9/32( 28.1) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) P = 0.2802
Prevatence method{(d) P = 0.2501
Combined analysis(d) P = 0.2021
Cochran-Armitage test(e) P = 0.5606
Fisher Exact test{e) P = 0.2982 P = 0.0404% P =0.2174
SITE @ spleen
TUMOR :  hemangiosarcoma
Tumor  rate
Querall rates(a) 1/49( 2.0) 3/18( 6.1) 3/50( 6.0) 0/49( 0.0)
Adjusted rates(b) 2.56 2.17 4,44 0.0
Terminal rates(c) 1/39( 2.8) 0/31( 0.0) 0/32( 0.0) 0/30( 0.0)
Statistical analysis
Peto test
Standard methad(d) P = 0.7683
Prevalence method(d) P = 0.8099
Combined analysis{d) P = 0.9012
Cochran-Armitage test(e) P = 0.1902
Fisher [Exact test(e) P = 0.3237 P = 0,3312 P = 0.4949
SITE : spleen
TUMOR : hemangioma,hemangiosarcoma
Tumar rate
Ouerall rates(a) 2/49( 4.1) 5/49( 10.2) 3/50( 86.0) 0/49( 0.0)
Adjusted rates(b) 5.13 6.52 4.44 0.0
Terminal rates(c) 2/38( 5.1) 1/31( 3.2) 0/32( 0.0) 0/30( 0.0)
Statistical analysis
Petc test
Standard method(d) P = 0.7683
Prevalence method{(d) P = 0.9508
Combined analysis(d) P = 0.9711
Cochran-Armitage test(e) P = 0.0715
Fisher Exact test(e) P = 0.2428 P = 0.4818 P = 0,2576

(1IPT3604)

BAIS2



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + MOUSE BDF1
SEX T ONALE PAGE : 3
Group Name Cantrotl 20ppm T5ppm 300ppim
SITE ¢ Lliver
TUMOR @ hepatocel lular adenoma
Tumor  rate
Ouerall rates(a) 13/49( 26.5) 9/48( 18.4) 7/50( 14.0) 13/49( 26.5)
Adjusted rates(b) 28.89 22.58 18.75 36.67
Terminal rates(c) 11/39( 28.2) 7/31( 22.6) 6/32( 18.8) 11/30( 36.7)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P =0,1723
Combined analysis(d) Pz
Cochran-Armitage test(e) P = 0.4993
Fisher Exact test(e) P = 0.2971 P = 0.1537 P = 0.4129
SITE ¢ Lliver
TUMOR : histiocytic sarcoma
Tumor  rate
Ouerall rates(a) 0/49( 0.0) 3/49( 6.1) 1/50( 2.0) 6/48( 12.2)
Adjusted rates(b) 0.0 3.23 0.0 0.0
Terminal rates(c) 0/39( 0.0) 1/31( 3.2) 0/32( 0.0) 0/30( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0029%x
Prevalence methad(d) P = 0.4473
Combined analysis(d) P = 0.0072%x
Cochran-Armitage test(e) P = 0.0097%x
Fisher Exact test(e) P = 0.1326 P = 0.4800 P = 0.0181%
SITE ¢ Liver
TUMOR : hemangiosarcoma
Tumor  rate
Overall rates(a) 5/49( 10.2) 5/438( 10.2) 5/50( 10.0) 5/49( 10.2)
Adjusted rates(b) 10.26 9.76 9.30 10.42
Terminal rates(c) 4/39( 10.3) 3/31( 9.7) 1/32( 3.1) 2/30( 8.7)
Statistical analysis
Peto test
Standard method{(d) P = 0.8003
Prevalence method(d) P = 0.3528
Combined analysis(d) P = 0.5004
Cochran-Armitage test(e) P = 0.9962
Fisher Exact test(e) P = 0.3709 P = 0.3592 P = 0.3709

(liPT360A)

BAISZ



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDFi
SEX T OMALE PAGE : 4
Group Name Contral 20pPm 7T5ppm 300ppm
SITE :  liver
TUMOR : hepatocellular carcinoma
Tumor rate
Ouerall rates(a) 12/49( 24.5) 17/49( 34.7) 16/50( 382.0) 38/49( 77.6)
Adjusted rates{b) 25.64 41.94 39.39 81.58
Terminal rates(c) 10/39( 25.8) 13/31( 41.9) 12/32( 37.5) 23/30( 76.7)
Statistical analysis
Petc test
Standard method{d) P = 0.0507
Prevalence method{d) P < 0.0001%x?
Combined analysis(d) P < 0.0001%x
Cochran-Armitage test(e) P < 0.0001xx
Fisher Exact test(e) P =0.2733 P = 0.3429 P = 0.0018%x
SITE  : liver
TUMOR : hemangioma,hemangiosarcoma
Tumor  rate
Ouverall rates(a) 6/49( 12.2) 5/49( 10.2) 5/50( 10.0) 6/49( 12.2)
Adjusted rates(b) 12.82 9.76 9.30 12.50
Terminal rates(c) 5/39( 12.8) 3/31( 9.7) 1/32( 3.1) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) P = 0.8003
Prevalence methad(d) P = 0.2914
Combined anatysis(d) P = 0.4294
Cochran-Armitage test(e) P = 0.8417
Fisher Exact test{e) = 0.4870 P = 0.5000 P = 0.3805

(IPT3604)

BAISZ



STUDY No. : 0159 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALY

SIS

ANTMAL MOUSE BDFI
SEX MALE PAGE : ]
Group Name Control 20ppm 75ppm 300ppm
SITE  :  Liver
TUMOR : hepatocellular adenoma,hepatocellular carcinoma
Tumor rate
Ouerall rates(a) 20/49( 40.8) 21/49( 42.9) 18/50( 36.0) 41/49( 83.7)
Adiusted rates(b) 43.59 51.61 42.42 89.47
Terminal rates(c) 17/39( 43.6) 18/31( 51.6) 13/32( 40.86) 26/30( 86.7)
Statistical analysis
Peto test
Standard method(d) P = 0.0507
Prevalence method{(d) P < 0.0001%x
Combined analysis(d) P < 0.0001%x
Cochran-Armitage test(e) P < 0.0001*x
Fisher Exact test(e) P = 0.4781 P = 0.4453 P = 0.0242%
(HPT3604) BAISZ
(a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Meire estimated tumor incidence at the end of the study after 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 + Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the ouerall incidence rates.

Significant difference ; ¥ 1 P = 0.05 % ! P 5 0,01

* The conditional probabities of the largest and smallest possible out comes can not estimated or this P-value is beyand the estimated P-valus.
~- ¢ There is no data which should be statistical analysis.



STUDY No. : 0159
ANTNAL ¢ NOUSE BDF1
SEX : MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE ¢

Group Name

Contirol 20ppm 75ppm 300ppm
SITE ALL SITE
TUMOR : hemangioma
Tumar rate
Ouerall rates(a) 2/48( 4.1) 3/49( 6.1) 1/50( 2.0) 1/49( 2.0)
Adjusted rates(b) 5.13 6.25 2,27 3.33
Terminal rates(c) 2/38( 5.1) 1/31( 3.2) 0/32( 0.0) 1/30( 3.3)
Statistical analysis
Peto test
Standard methad(d) P=——
Prevalence method{(d} P = 0,7665
Combined analysis{d) P = e
Cochran-Armitage test(e) P = 0.4092
Fisher Exact test(e) P = 0.4907 P = 0.5000 P = 0.4925
SITE : ALL SITE
TUMOR : histiocytic sarcoma
Tumor rate
Ouerall rates(a) 0/49( 0.0) 3/49( 6.1) 8/50( 16.0) 6/49( 12.2)
AMdjusted rates(b) 0.0 3.23 12,50 0.0
Terminal rates{c) 0/33( 0.0) 1/31( 3.2) 4/32( 12.5) 0/30( 0.0)
Statistical analysis
Peto test
Standard method{(d) P = 0.0113%
Prevatence method(d) P = 0.6657
Combined analysis(d) P = 0.0433%
Cochran-Armitage test(e) P = 0,0952
Fisher Exact test(e) P = 0.1326 P = 0.0059xx P = 0.0181%
SITE ¢ ALL SITE
TUMOR ¢ malignant Lymphoma
Tumor  rate
Querall rates(a) 5/49( 10.2) 8/49( 16.3) 14/50( 28.0) 8/49( 16.3)
Adjusted rates(b) 12.82 18.3b 31.25 15.79
Terminal rates(c) 5/39( 12.8) 6/31( 19.4) 10/32( 31.3) 3/30( 10.0)
Statistical analysis
Petc test
Standard methad(d) P = 0.2802
Prevalence methad(d) P =0.3792
Combined analysis(d) P = 0.2934
Cochran-Armitage test(e) P = 0.8047
Fisher Exact test(e) P = 0.3145 P = 0.0524 P =0.3145

(IPT3604)

BA1S2



STUDY No. @ 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL : HOUSE BDF1
SEX ¢ MALE PAGE 2
Group Name Control 20ppnm Thppm
SITE ALL SITE
TUMOR hemangiosarcoma
Tumor rate
Querall rates(a) 6/49( 12.2) 8/49( 16.3) 6/50( 12.0) 6/49( 12.2)
Adjusted rates(b) 12.82 12,80 9.09 12.50
Terminal rates(c) 5/39( 12.8) 4/31( 12.9) 1/32( 3.1) 3/30( 10.0)
Statistical analysis
Peto test
Standard method(d) P = 0.9001
Prevalence method(d) P = 0.3653
Combined analysis(d) P =0.6164
Cochran-Mmitage test(e) P = 0.7850
Fisher lxact test(e) P = 0.4161 P = 0.3679 P = 0.3805
(IIPT3604) BAISZ

(a): Number of tumor-bearing animals/mumber of snimals examired at the site.
(b): Kaplan-leire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
{d): Beneath the control incidence are the P-values sssociated with the trend teost.

Standard method

: Death analysis

Prevalence method @ Incidental tumar test

Caombined analysis

¢ Death analysis +

Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the ousrall incidence rates.
? t 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 bs statistical analysis.

Significant difference ;

* 1 P = 0.05

*x : P = 0,01



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

(2-YEAR STUDY)



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL : MOUSE BDF1
SEX ¢ FENALE PAGE : 6
Group Name Control 20ppm T5ppm 300ppm
SITE  :  lung
TUMOR : bronchiolar-alueolar adenoma
Tumar rate
OQuerall rates(a) 0/50( 0.0) 3/50( 6.0) 1/49( 2.0) 3/50( 6.0)
Adjusted rates(b) 0.0 10.34 3.33 7.68
Terminal rates(c) 0/28( 0.0) 2/25( 8.0) 0/23( 0.0) 2/26( 7.7)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence methad(d) P = 0.1595
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.2702
Fisher Exact test(e) P =0.1325 = 0.5000 P =0.1325
SITE : lung
TUMOR :  bronchiolar—alueolar carcinoma
Tumar rate
Ouerall rates(a) 1/50( 2.0) 1/50( 2.0) 1/49( 2.0) 4/50( 8.0)
Adjusted rates(b) 3.57 4.00 4,35 10.53
Terminal rates(c) 1/28( 3.8) 1/25( 4.0) 1/23( 4.3) 2/26( 7.7)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P = 0,0377%
Combined analysis(d) P e
Cochran-Armitage test{e) P = 0.0526
Fisher FExact test(e) P = 0.2475 P = 0,25625 P =0.1998
SITE : lung
TUMOR : bronchiolar-alueolar adenoma,bronchiolar-alueolar carcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 4/50( 8.0) 2/49( 4.1) 7/50( 14.0)
Adjusted rates(b) 3.57 13.79 6.67 17.50
Terminal rates(c) 1/28( 3.8) 3/25( 12.0) 1/23( 4.3) 4/26( 15.4)
Statistical analysis
Peto test
Standard method(d) P = -
Prevatence method(d) P = 0.0237%
Cambined analysis(d) P = -
Cachran-Armitage test(e) P = 0.0285%
Fisher [xact test(e) P =0.1998 P = 0.5000 P = 0.0430%

(IPT3604)

BAIS2



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ MOUSE BDF1
SEX : FEMALE PAGE : 7
Group Name Controt 20ppm 75ppm 300ppm
SITE ¢ lymph node
TUMOR ¢ malignant lymphoma
Tumor rate
Ouerall rates(a) 21/50( 42.0) 21/50( 42.0) 18/49( 36.7) 23/50( 46.0)
Adjusted rates(b) 41.38 38.46 34.78 50.00
Terminal rates(c) 11/28( 38.3) 9/25( 36.0) 8/23( 34.8) 13/26( 50.0)
Statistical analysis
Peto test
Standard method(d) P = 0.6230
Prevalence method{(d) P = 0.1665
Combined analysis(d) P = 0.3415
Cochran-Armitage test(e) P = 0.5774
Fisher [Lxact test(e) P = 0.4271 = 0.4351 P = 0.4721
SITE Liver
TUMOR : hepatocellular adenoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 10/50( 20.0) 6/49( 12.2) 20/50¢ 40.0)
Adjusted rates(b) 4.78 36.00 21.74 50,00
Terminal rates(c) 1/28( 3.8) 9/25( 36.0) 5/23( 21.7) 13/26( 50.0)
Statistical analysis
Peto test
Standard method(d) I
Prevalence methad(d) P < 0.0001%x
Cambined analysis(d) P = e
Cochran-Armitage test(e) P < 0,0001%%
Fisher Exact test(e) P = 0.0270% = 00,1540 P = 0.0003%x
SITE Liver
TUMOR : hemangiosarcama
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 5/48( 10.2) 0/50( 0.0)
Adjusted rates(b) 3.57 11.54 8.70 0.0
Terminal rates{c) 1/28( 3.6) 2/25( 8.0) 2/23( 8.7) 0/26( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5299
Prevalence method(d) P = 0.9065
Combined analysis(d) P = 0.9021
Cochran-Armitage test(e) P =0.1948
Fisher Exact +test(e) P = 0.3235 P =0.1163 P = 0.4950

(HPT3604)

BAISZ



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHMAL ¢ HOUSE BDF1
SEX : FEMALE PAGE : 8
Group Name Cantrol 20ppm 75ppm 300ppm
SITE @ Lliver
TUMOR : hepatocellular carcinoma
Tumar rate ‘
Ouerall rates(a) 2/50( 4.0) 4/50( 8.0) 2/49( 4,1) 41/50( 82.0)
Ajusted rates(b) 7.14 12.00 8.33 100.00
Terminal rates(c) 2/28( 7.1) 3/25( 12.0) 1/23( 4.3) 26/26(100.0)
Statistical analysis
Peto test
Standard methad(d) P < 0.0001*x
Prevalence method(d) P < 0.0001#x?
Combined analysis(d) P < 0.0001%x?
Cachran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.3574 P = 0.3182 P < 0.0001%x
SITE  : Lliver
TUMOR ¢ hepatocetlular adenoma,hepatacellular carcinoma
Tumor  rate
Querall rates(a) 4/50( 8.0) 13/50( 26.0) 7/49( 14.3) 45/50( 980.0)
Adjusted rates(b) 10.71 44,00 25.00 100.00
Terminal rates(c) 3/28( 10.7) 11/25( 44.0) 5/23( 21.7) 26/26(100.0)
Statistical analysis
Peto test
Standard method(d) P < 0.0001%x
Prevalence methad(d) P < 0.0001%x?
Combined analysis{d) P < 0.0001%x?
Cochran-Armitage test(e) P < 0.0001xx
Fisher Exact test(e) P = 0.0371x P = 0.2850 P < 0,0001x
SITE ¢ pituitary gland
TUMOR :  adenoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 7/50( 14.0) 9/49( 18.4) 8/50( 16.0)
Adjusted rates(b) 17.86 24.00 25,93 23.33
Terminal rates(c) 5/28( 17.9) 6/25( 24.0) 4/23( 17.4) 6/26{ 23.1)
Statistical analysis
Peto test
Standard methad(d) P = 0.6912
Prevalence method(d) P = 0.2069
Combined analysis(d) P = 0.2811
Cochran-Armitage test(e) P = 0.5593
Fisher Exact test(e) P = 0.4062 P =0.2273 P = 0.3141

(HPT3604)

BAIS2



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL + MOUSE BDF1
SEX T FEMALE PAGE : 9
Group Name Control 20ppm T5ppm 300crm
SITE  : pituitary gland
TUMOR :  adenama,adenocarcinoma
Tumor  rate
Ouerall rates(a) 6/50( 12.0) 7/50( 14.0) 9/49( 18.4) 8/50( 16.0)
Adjusted rates(b) 17.86 24,00 25,93 23.33
Terminal rates(c) 5/28( 17.9) 6/25( 24.0) 4/23( 17.4) 6/26( 23.1)
Statistical analysis
Peto test
Standard method(d) P = 0.8170
Prevalence methad{(d) P = 0.2173
Combined analysis(d) P = 0.3637
Cochran-Armitage test(e) P = 0.6803
Fisher Exact test(e) P = 0.4863 P = 0.3161 P = 0.4157
SITE : ouary
TUMOR : cystadenoma
Tumor rate
Queratl rates(a) 1/50( 2.0) 0/50( 0.0) 0/48( 0.0) 3/48( 6.1)
Adjusted rates(b) 3.57 0.0 0.0 8.00
Terminal rates{c) 1/28( 3.6) 0/25( 0.0) 0/23( 0.0) 2/25( 8.0)
Statistical analysis
Peto test
Standard methad(d) Pz
Prevalence methad(d) P = 0.0285%
Cambined analysis(d) P=——
Cochran-Armitage test(e) P = 0.0310%
Fisher [Exact test(e) P = 0.4950 P = 0.4900 P = 0.3162
SITE  : uterus
TUMOR : histiceytic sarcoma
Tumor rate
Querall rates(a) 11/50( 22.0) 6/50( 12.0) 13/49( 26.5) 12/50( 24.0)
Adjusted rates(b) 8.11 8.00 10.81 15.15
Terminal rates(c) 1/28( 3.8) 2/25( 8.0) 2/23( 8.7) 3/26( 11.5)
Statistical analysis
Pets test
Standard method(d) P = 0.4512
Prevalence method(d) P = 0.1527
Caombined analysis(d) P = 0,2515
Cochran-Armitage ‘test(e) P = 0.4310
Fisher Exact test(e) P = 0,1955 P = 0.4277 P = 0.4826

(HPT3604)

BAIS2



STUDY No. : 0158

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL HOUSE BDF1
SEX FEMALE PAGE : 10
Group Name Control 20ppm 75ppm
SITE  : Harderian gland
TUMOR : adenoma
Tumor rate
Ouerall rates{a) 6/50( 12.0) 2/43( 4.1) 2/48( 4.1) 2/50( 4.0)
Adjusted rates(b) 16.67 5.41 8.70 6.06
Terminal rates(c) 4/28( 14.3) 1/24( 4.2) 2/23( 8.7) 1/26( 3.8)
Statistical analysis
Petc test
Standard method(d) Pz
Prevalence method(d) P = 0.8328
Cambined analysis(d) P
Cochran-Armitage test(e) P = 0.3187
Fisher Fxact test(e) P = 0.1877 P = 0.1677 P = 0.1606
(IPT3604A) BAISZ
{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 tumor incidence at terminal kill.

(d):

Signi

Beneath the control incidence are the P-values assuciated with the trend test.
Standard method : Death analysis

Prevalence method : Incidental tumor test

Combined analysis : Death analysis + Incidental tumor test

* The Gochran-Armitage and Fisher exact test campare directly the cusrall 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 whlch should be statlstroat analysis.
flcant difference ; P = 0.05 PP = 0,01



STUDY No. : 0159

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE BDF1
SEX ¢ FEMALE PAGE 3
Group Name Control 20ppm 75ppm 300ppm
SITE ALL SITE
TUMOR histiocytic sarcoma
Tumor rate
Ouerall rates(a) 15/50( 30.0) 8/50( 16.0) 14/49( 28.8) 13/50( 26,0)
Adjusted rates(b) 16.67 12.00 11.11 18.18
Terminal rates{c) 4/28( 14.3) 3/25( 12.0) 2/23( 8.7) 3/26( 11.5)
Statistical analysis
Peto test
Standard method(d) P = 0.5763
Prevalence method(d) P = 0.2963
Combined analysis(d) P = 0.4401
Cochran-Armitage test(e) P = 0.8201
Fisher Exact +test(e) P =0,1384 P = 0.4617 P = 0.4525
SITE ALL SITE
TUMOR malignant lymphoma

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

< w o

nowomwou

23/50( 48.0)

48.28

13/28( 46.4)

0.6629
0.1448
0.3461
0.5191

22/60( 44.0)
38,46
9/25( 36.0)

P = 0.4777

20/48( 40.8)
41.67
9/23( 39.1)

P = 0.4430

25/50( 50.0)
53.85
14/26( 53.8)

P = 0.4755

(IIPT3604)

BALSZ



STUDY No. : 0189 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL MOUSE BDF1
SEX FEMALE PAGE : 1
Group Name Control 20ppm 75ppm 300ppm
SITE  : ALL SITE
TUXOR : hemangiosarcoma
Turor  rate '
OQuerall rates(a) 3/50( 6.0) 5/50( 10.0) 8/49( 16.3) 1/50( 2.0)
Adjusted rates(b) 9.68 15.38 14,29 3.23
Terminal rates(c) 2/28( 7.1) 3/25( 12.0) 3/23( 13.0) 0/26( 0.0
Statistical analysis
Petc test
Standard method(d) P = 0.5860
Prevalence method(d) P = 0.9459
Combined analysis(d) P = 0.9461
Cochran-Armitage test(e) P = 0.1491
Fisher [xact test(e) P = 0.3790 P = 0.1257 P = 0.3235
(PT3604) BAIS2
(a): Number of tumor-bearing animals/mumber of animals examired at the site.
(b): Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
{¢): Observed tumor incidence at terminal kill.

(o):

(e):
?

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

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

~ * There is no data which should bs statistical analysis.

Significant difference ; ¥ 1P =0.05 *x ¢ P £ 0,01

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



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

(2-YEAR STUDY)



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUNOR (SUMMARY)

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

REPORT TYPE @ A1

SEX : MALE PAGE 1

Graup Name Control 20 ppm 75 ppm 300 ppm
Nao. of Animals on Study 17 16 21 32

Organ Findings :

[Respiratory system]

larynx amn <16> QY 32>
metastasis:thyroid tumor 1 0 0 0

lung <L <16> 21> <32>
leukemic cell infiltration 2 7 6 9
metastasis:zymbal gland tumor 0 1 0 0
metastasisivertebra tumor 0 0 1 0

[llematopoistic system]

bone marraw <17 <16> Qo <32>
leukemic cell infiltration 0 3 2 4

Lymoh node AP 16> aQp 32>
leukemic cell infiltration 2 3 0 8

spleen <17 <16> Q1 32>
metastasistbone marrow tumor 1 0 0 -0

[Circulatory system]

heart 17> 16> (&30 <32>
leukemic cell infiltration 0 2 1 0

[Digestive system]

Liver amn <16> Q1 <32>
leukemic cell infiltration 1 5} ] 5
metastasistbone marrow tumor 1 1 0 0

<ad a * Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPTI50)

BAIS2



STUDY NO. @ 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX s MALE PAGE ¢+ 2

Group Name Control 20 pem 75 ppm 300 pom
No. of Animals on Study 17 18 21 32

Organ Findings

[Digestive system]

pancreas an <16> <21 32>
teukemic cell infiltration 0 2 0 0

[Urinary system)

kidney 0D <16> 21> <32>
leukemic cell infiltration 1 2 0 2

urin bladd A7 <16> QD 32>
letkemic cell infiltration 1 0 0 0

[Endocrine system]

thyroid [e¥p] <16> [¢304 <32>
teukemic cell infiltration 0 1 0 0

adrenal <A 16> (&) <32>
leukemic cell infiltration 0 0 0 2

[Reproductive system]

testis < <16> QL <32>
metastasis:zymbal gland tumor 0 1 0 0

semin ves <17 <16> <21 32>
leukemic cell infiltration 1 0 0 0

[Neruous system]

brain amn <16> 21> <32>
leukemic cell infiltration 1 3 2 3

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

b b : Number of animals with lesion
(JPT150)

BALS2



STUDY NO. & 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL ¢ RAT 1344 DEAD AND NORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢+ 3
Group Name Control 20 pom 75 pem 300 pom
No. of Animals on Study 17 16 21 32
Organ Findings
{Nervous system]
spinal cord 17> <16> <21> <32>
leukemic cell infiltration 1 1 1 1
[Special sense organs/appandage]
larder gl a7 <16> 21> <32>
leukemic coell infiltration 0 0 0 i
<ad a ¢ Number of animals examined at the site
b bt Number of animals with lesion
(JPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND NORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX © FEMALE PAGE ¢ 4

Group Name Cantrol 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14

Organ Findings

{Respiratory system)

lung <12> 18y A2 A
leukemic cell infiltration 2 5 5 2
metastasisipleura tumor 0 0 0 1

[Hematopoistic system]

bone marrow <12> <16> 42> <14>
leukemic cell infiltration 0 1 0 0

Lymph node <12> 6> 12> 14>
leukemic cell infiltration 0 3 2 1

[Circulatary system]

heart <12> <16> <12> <A
leukemic coll infiltration 0 1 1 1

{Digestive system]

salivary gl <12> 16> 12> <14>
teukemic cell infiltration 0 1 0 0

Liver 12> <16> <12> <4>
leukemic cell infiltration 2 4 3 1

pancreas <12> <16> 2> <14>
leukemic cell infiltration 0 0 1 1

{Urinary system]

kidney <125 <16> 12> <14>
leukemic call infiltration 0 2 0 0

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

b bt Number of animals with lesion
(JPT150)

BAIS2



STUDY NG. @ 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX + FEMALE PAGE ¢ b

Group Name Controt 20 ppm 75 ppm 300 ppm
No. of Animals on Study 12 16 12 14

Organ Findings

[Urinary system]

urin bladd 12> 16> 12> 14>
teukemic cell infiltration 0 2 1 0
metastasis:uterus tumor 0 0 1 0

[Endocrine system]

pituitary <12> <16> <12> 14>
leukemic cell infiltration 0 0 1 0

thyroid <12> 16> <12> <14>
leukemic cell infiltration 0 1 0 0

adrenal <12> 16> 12> <14>
leukemic cell infiltration 0 1 1 0

{Reproductive system]

ouary 12> <16> 12> <145
teukemic cell infiltration 0 1 0 0

uterus <12> <16> <12> <14>
leukemic cell infiltration 0 2 1 0

vagina <12 <16> <12> <14
leukemic cell infiltration 0 3 1 0
metastasisiuterus tumor 0 i 0 0

[Neruvous systenm]

brain <12> <16> <12> <14>
leukemic cell infiltration 0 4 2 1

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

b b+ Number of snimals with lesion
(JPT150)

BAISZ



STUDY NO.  : 0158 IEISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUNMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 6
Group Name Contral 20 ppm 75 pom 300 ppm

. No. of Animals on Study 12 16 12 14

Organ Findings,

[Nervous system]

brain <12> 16> 12> <14
metastasistpituitary tumor 0 0 2 1
spinal cord <12> <16> <12> 14>
leukemic cell infiltration 0 2 0 0

[Special sense organs/appandage]

Harder gl <12> 16> <12> <1
leukemic cell infiltration 0 1 1 0

[Musculoskeletal system]

muscle 42> 16> <12> <14>
leukemic cell infiltration 0 1 0 0

[Body cavities]

mediastinum 12> <16> <12> <14>
leukemic cell infiltration 0 1 0 0
<ad a : Number of animals examined at the site
b b+ Number of animals with lesion

(JPT150) BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0158 HISTOLOGICAL FINDINGS : NETASTASIS OF TUMOR (SUMMARY)

ANINAL ¢ RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ HALE PAGE ¢ 1

Group Name Control 20 ppm 75 pem 300 ppm
No. of Mnimals on Study 33 34 29 18

Organ Findings,

{Integumentary system/appandage]

subcutis <33> 34> QD 48>
metastasis:peritoneun tumar 0 1 0 0

[Respiratory system]

lung <33 34> Q2D 18>
leukemic cetl infiltration 0 4 1 2

[llematopoietic system]

Lymph node 33> 340 29> 18>
leukemic cetl infiltration 0 1 0 0

[Digestiuve system]

Liver <33 <34> fwasys <18>
leukemic cell infiltration 0 2 1 0
metastasis:bone marrow tumor 2 0 0 0

{Urinary system]

kidney [€X)] <34> 2P <18>
teukemic cell infiltration 1 1 0 0

[Endocrine system]

adrenal 38 <34 <29 <18>
leukemic cell infiltration 0 0 1 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 2

Group Name Control 20 ppm 75 ppm 300 ppm
No. of Animals on Study 38 34 38 36

Organ Findings

[Respiratory system]

lung <38> <34> <38> <36>
leukemic cell infiltration 1 0 1 5
metastasis: Liver tumor 0 0 1 0

[Hematopoietic system]

bone marrow 38> <34> 38> <36>
teukemic cell infiltration 0 0 0 1

Lymoh node 38 <34> <38> 36>
leukemic cell infiltration 1 0 0 2

[Digestive system]

Liver <38> <34 38> <36>
leukemic cell infiltration 1 1 2 5

{Reproductive system]

vagina <38> <34> 38> <36>
metastasis:uterus tumor 1 0 0 0
metastasis:subcutis tumor 0 1 0 0

[Neruous system]

brain 38> <34> <38> <36>
leukemic cell infiltration 0 0 0 2
metastasis:pituitary tumor 1 0 1 0

Ca> a * Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY N0, : 0159

HISTOLOGICAL FINDINGS : METASTASIS OF TUNOR (SUMMARY)

ANTMAL * HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX © MALE PAGE 1

Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 19

Organ, Findings,

{Respiratary system]

nasal cavit <10> a8 18> a8
leukemic cell infiltration 0 0 1 0
metastasisiuterus tumor 0 0 0 1

lung <10> <18> 18> a9
teukemic cell infiltration 0 0 1 1
metastasis: Liver tumor 0 3 1 2

[lematopoietic system]

bone marraw <10 a8 48> A
metastasis: Liver tumor 0 1 1 0

Lymph nade <10 as <18> <19
metastasisistomach tumar 1 0 0 0

thymus <10> <18> 48> a9
teukemic cell infiltration 0 0 0 1

spleen <16 <18> <18> <19>
teukemic cell infiltration 0 2 2 1

[Circulatory system]

heart (¢ 11 <18> <18> <19
leukemic cell infiltration 0 0 0 1

[Digestive system)

sativary gl <A <18> <18> <19
leukemic cell infiltration 0 0 0 1

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

b b : Number of snimals with lesion
(JPT150)

BAIS2



STUDY NO. & 0159 IISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢+ 2

Group Name Controt 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 18

Organ Findings

[Digestive system]

stomach <10> <18> 18> <19
teukemic cell infiltration 0 0 0 2

small intes <1 <18> <18> <19
leukenic cell infiltration 0 0 i 0
metastasis:peritoneum tumor 0 0 1 0

Liver 10> as> 18> (824
leukemic cell infiltration 1 1 1 1
metastasis:peritoneum tumor 0 0 1 0
metastasisisubcutis tumor 0 0 1 0
metastasis:stomach tumor 1 0 0 0

pancreas <10> <18> <18> 19>
leukemic cell infiltration 0 1 0 1
metastasis: Liver tumor 0 0 0 1
metastasisiperitoneum tumor 0 0 1 0

[Urinary system]

kidney <10> <18 <18> <A
leukemic cell infiltration 1 1 2 2
metastasis: liver tumor 0 0 0 2

urin bladd <A 18> <18> <19>
Lletkemic cell infiltration 0 0 1 1
metastasis: Liver tumor 0 0 0 3

<ad a * Number of animals examined at the site

b b i Number of animals with lesion
(JPT150) BAIS2



STUDY NO. & 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢+ 3

Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 19

Organ Findings

[Urinary system]

urethra <10> as> <18 <19
metastasis: Liver tumor 0 0 0 1

{Endocrine system]

pituitary <10 <18 <18> AP
leukemic cell infiltration 0 1 0 0

adrenal <1 18> <18> <19>
leukemic cell infiltration 0 1 0 1
metastasis: Liver tumor 0 0 0 1

[Reproductive system]

epididymis <10> as 18> <A
leukemic cell infiltration 0 0 0 1
metastasis: Liver tumor 0 0 0 1
metastasis:peritonsum tumor 0 0 1 0
metastasisisubcutis tumor 0 1 0 0

semin ues <10> <18> <18> <19
Leukemic cell infiltration 0 0 0 1
metastasis:stomach tumor 1 0 0 0

prostate <10> a8 <18> <1®
leukemic cell infiltration 0 0 1 3
metastasis: Liver tumor 0 0 0 i

Cad a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS2



STUDY NO. : 0159 IISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : MOUSE BDFI DEAD AND MORIBUND ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 4

Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 10 18 18 19

Organ, Findings

[Reproductive system]

prostate <10 <18> <18> <19
metastasis:peritoneum tumor 0 0 1 0

[Neruous system]

brain <10> 18> <18> <1
leukemic cell infiltration 0 1 0 0
metastasis: Liver tumor 0 0 0 1
metastasisiperiferal neruvas tumor 0 1 0 0

[Husculoskeletal system]

muscle <10> 18> <18> <19
leukemic cell infiltration 0 0 1 0

[Body cavities]

per-itoneum <10> <18 18> a8
metastasis: Liver tumor 0 0 0 2
metastasis:stomach tumor 1 0 0 0

retroperit A0 <18> a8 <19
metastasis:stomach tumor 1 0 0 0

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

b b ¢ Number of animals with Llesion
(JPT150) BAISZ



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

(2-YEAR STUDY )



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE: 5

Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24

Organ Findings

{Integumentary system/appandage]

skin/app 22> <25 26> 24>
leukemic cell infiltration 2 3 0 1

subcutis 22> <25> <26> [€72/ >4
letkenic cell infiltration 1 1 2 i
metastasis:uterus tumor 0 0 0 1

{Respiratary system]

nasal cavit 22> 25> <26> 24>
teukemic cell infiltration 1 0 0 0
metastasis:uterus tumor 0 1 1 2

lung <22> 25> 26> <24>
leukemic cell infiltration 3 5 5 5
metastasis: Liver tumor 0 1 0 2
metastasisiuterus tumar 3 2 3 2

[llematoppietic system]

bone marrow <22> <25> <26> <24>
leukemic cell infiltration 3 5 3 4
metastasis: Liver tumor 0 1 0 1
metastasis:uterus tumor 1 1 3 2
metastasisisubeutis tumar 0 0 0 1

Lymph nods 22> 25> <26> 24>
leukemic cell infiltration 0 0 1 1

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

b b : Number of animals with lesion
(JPT150)

BAIS2



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIHAL ¢ MOUSE BbF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX © FEMALE PAGE: 6

Group Name Control 20ppm T5ppm 300ppm
No. of Animals on Study 22 25 26 24

Organ Findings

{llematopoistic system]

lymph node 22> <25> <26> 24>
metastasis:uterus tumor 3 1 1 1

spleen 22> 25> 26> 24>
leukemic cell infiltration 4 8 7 7
metastasis: Liver tumar 0 1 0 0
metastasisiuterus tumor 0 1 1 0

{Circulatary system]

heart 22> <25> <26> <24>
leukemic cell infiltration 2 5 3 2
metastasis:uterus tumor 0 0 0 1

[Digestive system]

‘tongue 22> <25> <265 24>
teukemic cell infiltration 2 1 1 2

salijvary gl 22> 25> 26> 24>
teukemic cell infiltration 2 4 4 4

stamach 22> 25> <26> <24>
leukemic cell infiltration 5 5 1 1
metastasis:uterus tumor 1 0 0 2

small intes <22> <26> 26> <24>
leukemic cell infiltration 1 0 0 0
motastasis:uterus tumar 0 0 0 1

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

b b : Number of animals with lesion
(JPT150) BAIS2



STUDY NO.
ANTHAL

¢ 0159
¢ NOUSE BDF1

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 7
Graup Name Cantrol 20ppm 75ppm 300ppm
No. of Animals on Study 22 26 26 24

Organ Findings,

[Digestive system]

large intes Q2w 25> 26> 24>
letkemic call infiltration 2 0 0 0
metastasis:uterus tumor 0 0 0 1

Liver 22> 25> <26> <24>
leukemic cell infiltration 5 7 6 4
metastasis:uterus tumor 6 4 9 5

pancreas 22> <25 26> 24>
leukemic cell infiltration 5 3 5 1
metastasis:uterus tumor 2 1 1 4

{Urinary system]

kidney 22> 25> <26> 24>
letkemic cell infiltration 3 4 6 ]
metastasis: Liver tumor 1 1 0 0
metastasisiuterus tumor 2 1 5 5

urin bladd 22> <25 26> <2
teukemic cell infiltration 2 [} 3 6
metastasis:uterus tumor 1 1 2 0

[Endocrine system]

pituitary <22> <25> <26> 24>
metastasis:uterus tumor 2 1 0 0

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

b b i Number of animals with lesion
(JPT150)

BA1S2



STUDY NO.  : 0159 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL + MOUSE BDF1 DEAD AND HORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 8

Group Name Controt 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24

Organ Findings

[Endocrine system]

thyroid <22> 25> <26> <24>
leukemic cell infiltration 1 0 0 i

adrenal 22> 25> 26> <2A>
leukemic cell infiltration 4 1 2 5
metastasis:uterus tumor 1 0 0 1

[Reproductive system]

ovary 22> <25> 26> <24>
Lleukemic cell infiltration 7 5 6 9
metastasis: Liver tumor 1 1 0 0
metastasis:uterus tumor 5 5 10 6

uterus <22> <25> <26> 24>
leukemic cell infiltration ) 3 5 1 3

vagina ] <22> 25> <26> <24>
leukemic cell infiltration 0 4 2 3
metastasis:uterus tumor 1 1 1 0

mammary gl 22> <25> <26> <24>
leukemic cell infiltration 1 1 1 0

[Neruous system]

brain <22> <25> <26> <24>
leukemic cell infittration 1 2 0 4
metastasis: Liver tumor 0 i 0 0

Ca> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150) BAIS2



STUDY NO.  : 0158

HISTOLOGICAL FINDINGS : METASTASIS OF TUNMOR (SUMMARY)

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

REPORT TYPE : At

SEX ¢ FEMALE PAGE ¢ 9

Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 22 25 26 24

Organ Findings,

[Nervous system]

brain 22> 25> 26> <24>
metastasis:uterus tumor 1 0 0 0

spinal card 22> 25> <26> 24>
leukemic cell infiltration 1 0 1 2

[Special sense argans/appandage]

Harder gl 22> 25> <26> <24>
leukemic cell infiltration 1 5 1 3

DMusculoskeletal system]

muscle <22> 25> 26> <24>
leukemic cell infiltration 1 2 0 3

[Bady cavities]

mediastinum 22> <25> 26> <24>
metastasis:uterus tumor 0 0 1 0

peri toneun 22> 25> 26> 24>
leukemic cell infiltration 0 1 0 0
metastasis: Liver tumor 0 0 1 0
metastasis:uterus tumor 0 2 3 0

Cad a ¢ Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BATS2



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

(2-YEAR STUDY)



STUDY NO. @ 0159

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMNARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ HALE PAGE : 1

Graup Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30

Organ Findings,

[Integumentary system/appandage]

skin/app <39 31> <32> <30>
letkemic cell infiltration 0 0 1 0

[Respiratory system]

lung <3 3D <32> <30
leukemic cell infiltration 1 0 1 0
metastasis: Liver tumor 2 0 0 2

{llematopoietic system]

bone marrow Q3P 31> 32> 30>
leukemic cell infiltration 0 0 1 0

Lymph node (&) 31> <32> <30>
leukemic cell infiltration 0 0 0 1

spleen (39> <3EBD <32> <30>
leukemic cell infiltration 1 [ 5 1

[Circulatory system]

heart 3D (&) <32> <305
leukemic cell infiltration 0 0 1 0

[Digestive system]

‘tonous <39 QA <32> <30>
leukemic cell infiltration 0 0 1 0

salivary gl <3P 31> <32> <30>
leukemic cell infiltration 0 1 2 0

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

b b : Number of animals with lesion
(JPT150) BATIS2



STUDY NO.  : 0188

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL + MOUSE BDF1 SACRIFICED ANINALS (105W)

REPORT TYPE : Al

SEX © MALE PAGE ¢+ 2

Group Name Controt 20ppm T5ppm 300ppm
No. of Animals on Study 38 31 32 30

Organ Findings

[Digestive system]

stomach <39 (&) <32> <30>
leukemic cell infiltration 1 0 1 2

small intes <3 3D 32> <380>
leukemic cell infiltration 0 1 1 0

targe intes : 3D <31 32> <30>
teukemic cell infiltration 0 0 1 0

Liver <3P (&3 32> <30
leukemic cell infiltration 2 1 2 1

pancreas 3P (€7 <32> <300
leukemic cell infiltration 1 2 1 0

[Urinary system]

kidney <39 [&7h2 <32> 30>
leukemic cell infiltration 1 1 2 1
metastasis: Liver tumor 0 0 1 0

urin bladd 3D <3 <32> <30>
letkemic cell infiltration 1 0 0 0

[Endocrine systen)

adrenal <39 EBH <32> <30>
teukemic cell infiltration 1 0 0 0

[Reproductive system]

epididymis <39> <31> <32> <30>
teukenic cell infiltration 1 0 0 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS2



STUDY NO. = 0159 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMKARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 3
Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 39 31 32 30
Organ Findings
[Reproductive system]
epididymis <3P 31> 32> <30>
metastasis: Liver tumar 1 0 0 0
[Special sense organs/appandags]
Hlarder gl 39> (&3] <32> <30>
leukemic cell infiltration 0 0 1 0
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(JPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ FENALE PAGE : 4

Graup Name Control 20ppm 75ppm 300pom
No. of Animals on Study 28 25 23 26

Organ Findings

[Integumentary system/appandage]

subcutis 28> <25 23 26>
leukemic cell infiltration 0 0 2 1

[Respiratory system]

nasal cavit <28> <26> 23> <26>
metastasisiuterus tumor 0 0 0 1

lung 28> <25> Q3» <26>
teukemic cell infiltration 3 1 3 5
metastasis: Liver tumor 0 0 0 2
metastasis:uterus tumor 0 0 0 1

[Wematopoietic system)

bone marrow 28> 25> 23> <26>
leukemic cell infiltration 3 1 4 6

spleen <28> 25> 23> 26>
leukemic cell infiltration 4 3 4 4

[Circutatory system]

heart 28 25> <23> 26>
leukemic cell infiltration 1 1 2 0

[Digestive system]

tongue 28> <25> {23> 26>
leukemic cell infiltration 0 1 3 0

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

b b : Number of animals with lesion
(JPT150)

BAIS2



STUDY NO.  : 0159

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX * FENALE PAGE : 5

Group Name Control 20ppm 75ppm 300pm
No. of Animals on Study 28 25 23 26

Organ Findings

[Digestive systen]

salivary gl 28> <25> 23> 26>
leukemic cell infiltration 2 1 § 0

stomach <28> 25> 23> 28>
leukemic cell infiltration 3 2 0 3

Liver <28> <25> 23> 26>
leukemic cell infiltration 3 4 8 7
metastasis:uterus ‘tumar 0 0 0 1
metastasis:stomach tumor 1 0 0 0

pancreas 28> <25> 23> <26>
leukemic cell infiltration 3 2 1 1

[Urinary system]

kidney 28> 25> <23> 26>
letkemic cell infiltratian g 6 6 11
metastasis:uterus tumor 0 0 1 1

urin bladd <28> 25> 23> 26>
leukemic cell infiltration 2 3 3 3

[Endocrine system]

pituitary 28> 25> 23> <26>
leukemic cell infiltration 1 0 0 0
metastasis:periferal nerus tumor 1 0 0 0

adrenal <28> 25> @23 <26>
teukemic cell infiltration 0 0 0 1

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

b bt Number of animals with lesion
(JPT150)

BAIS2



STUDY NO. @ 0159 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX t FEMALE PAGE ¢+ 6

Group Name Control 20ppm 75ppm 300ppm
No. of Animals on Study 28 25 23 26

Organ, Findings

[Reproductive system]

ovary 28> 25> 23> 26>
leukemic cell infiltration 1 1 2 1
metastasisiuterus tumor 0 0 1 1

uterus 28> 25> Q» 26>
leukemic cell infiltration 0 0 0 2

vagina 28> 25 23> 26>
teukemic cell infiltration 0 { 2 1

mammary gt 28> 26> 23> 26>
tetkemic cell infiltration 0 0 1 0

{Neruous system)

brain 28> (25> 23> 26>
leukemic cell infiltration 2 0 0 0

spinal cord <28> 25> <23> <26>
Leukemic cell infiltration 0 0 0 1

{Special sense organs/appandage]

Harder gl 28> 25> 23> <26>
teukemic cell infiltration 1 1 3 0

[Body cavities]

peiitoneum <28> 26> 23> <26>
Lleukemic cell infiltration 0 0 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS2



APPENDIX O 1
IDENTITY OF p-DICHLOROBENZENE

(2-YEAR STUDY)



IDENTITY OF p-DICHLOROBENZENE(TWO-YEAR STUDIES)
4. Lot no.CTJ0580
1. Spectral data

(1) ¥ass Spectrometry

Instrument: Hitachi M¥-80B ¥ass Spectrometer
lonization: El(Electron lonizatiom)
Ionization Voltage: T0eV
o
S
1007 =
50 1 :
] S 1
| . :
; s =
: A
3 3 {[ 2
P S _.--!!:, ut,'rLﬁ;'f..,-gen_L[ , l S ’

Q 100

Mass Spectrum of Test Substance

Result:

¥Molecule Weight

Calculated Value 146.0
(calculated as C1=35.0)
Determined 146. 0

X/Z

200

20

10



(2) Infrared Spectirometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : Medium

25u= 3 4 5 s : 3 P Gt 2 i1t es

i
L SRR i
1600 1450 200 17060 30} Al

3000 2500 290n 1300

P VAVENUMBER CM 1 o
Infrared Spectrum of Test Substance
Results Determines Literature Values”

F¥ave Number(cm™!) ¥ave Number(cm™!)

460~ 520 470~ 510
540~ 580 530~ 570
800~ 860 800~ 840
1010~1050 1000~ 1050
1080~1130 1070~1130
1390~ 1430 1380~1420
1460~1510 1450~1500
1630~ 1670 1620~ 1660
1760~ 1800 1750~1780
1890~1930 1870~1920
3100~3150 3080~3150

(%Sadtler Handbook
by Sadtler Research
Laboratories, Inc. )



2. Gas Chromatography

Instrument: Hewlett Packard 5890A Gass Chromatograph
Column: ¥ethvl Silicone({.2mmé X 38m)

Column Temperature: 200°C

Flow Rate: 1 ml/min

Detector: FID(Flame Ionization Detector)

Injection Volume: I el

Results: Onlv major peak

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(min) Yajor Peak major peak)
1 2.517(Solvent peak)
2 2.95% 1.00 100

3. Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated only the major peak without solvent peak.
Consequently, the test substance was identified as p-dichlorobenzene.



B. Lot no.SAJ0701

1. Spectral data

(1) ¥ass Spectrometry
Instrument:

Ionization:

Hitachi X-80B ¥ass Spectrometer

EI(Electron lonization)

[onization Voltage: 70eV
[=]
S
100 3 -
E m 20
S0 7
1 o
ho r 10
B! i
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pipd
@
¢ | |
all xt[‘l ) i
.. i o

¥ass Spectrum of

Result:

¥olecule

200

¥/Z

100

Test Substance

¥eight

Calculated Value

146. 0

(calculated as £1=35.0)

Determined

146. 0



(2) Infrared Spectrometry

Instrument

Cell

Slit

TSum 3

. Hitachi 270-30 Infrared Spectrometer

: KBr

: ¥edium

5
IR IR A

w 3500
HAVINUMBER CM

Results

3000 2500

Infrared

2000 1300 1500 1400 2 30 409

Spectrum of Test Substance

Literature Values”
Yave Number(cm™!)

Determines
Yave Number(cm™!)

460~ 520 470~ 510
540~ 580 530~ 570
800~ 860 800~ B840
1010~1050 1000~1050
1080~1130 1070~ 1130
1390~1430 1380~ 1420
1460~ 1510 1450~ 1500
1630~1670 1620~ 1660
1760~ 1800 1750~1780
1830~1930 1870~1520
3100~3150 3080~3150

(%Sadtler Handbook
bv Sadtler Research
Laboratories, Inc.)



9. Gas Chromatography
Instrument:

Column:

Column Temperature:

Flow Rate:
Detector:

Injection Volume:

Hewlett Packard 58904 Gass Chromatograph
¥ethvl Silicone((.2mmé X 38m)

200°C

I ml/min

FID(Flame lonization Detector)

I ul

Results: Only major peak

Retention Time AREA
Retention Relative to (percent of
Peak Yo. Time(min) Yajor Peak major peak)
1 2.517(Solvent peak)
2 2.957 1. 00 100

3. Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated only the major peak without solvent peak.
Consequentlyv, the test substance was identified as p-dichlorobenzene.



C.Lot no.SAE1630
1. Spectral data

(1) ¥ass Spectrometry

[nstrument: Hitachi ¥-80B ¥ass Spectrometer
lonization: ElI(Electron lonization)
{onization Voltage: T0eV
faa]
]
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Mass Spectrum of Test Substance

Result:

Molecule Weight

Calculated Value 145. 0
(calculated as C1=35.0)
Determined 146. 90



(2) Infrared Spectrometry
Instrument
Cell

Siit

Surr 3 <

: Hitachi 270-30 Infrared Spectrometer

: KBr

: ¥edium

5 A
SR IEEEU S DENERLIINS BERNRAS S

INaE R RS

oot 1500
WAVENUMBER CM~t _

3800 2509

2000 1301

Infrared Spectrum of Test Substance

Literature Values”
¥ave Number(cm™!)

Determines
¥Yave Number(cm™')

Results

460~ 520 470~ 510
540~ 580 530~ 570
800~ 860 800~ 840
1010~1050 1000~1050
1080~1130 1070~1130
1390~ 1430 1380~ 1420
1460~1510 1450~1500
1630~1670 1620~ 1660
1760~ 1800 1750~1780
1890~1930 1870~1920
3100~3150 3080~3150

(%Sadtler Handbook
by Sadtler Research
Laboratories, [nc.)



2. Gas Chromatographyv
Instrument:

Column:

Column Temperature:

Flow Rate:
Detector:

Injection Volume:

Hewlett Packard 58304 Gass Chromatograph
¥Yethvl Silicone({.2mm@d X 38m)

200°C

1 ml/min

FID(Flame lonization Detector)

I wl

Results: Onlv major peak

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(ain) ¥ajor Peak major peak)
1 2.517(Solvent peak)
2 2.95 1. 00 100

3. Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated only the major peak without solvent peak.
Consequently, the test substance was identified as p-dichlorobenzene.



D. Lot no. LKP0O57
1. Spectiral data

(1) ¥ass Spectrometrv

Instrument: Hitachi ¥-80B ¥ass Spectrometer
[onization: El(Electron lonization)
[onization Voltage: T0eV
Q
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¥ass Spectrum of Test Substance

Result:

¥olecule VWeight

Calculated Value . 146.0
(calculated as C1=35.0)
Determined 146.0



(2) Infrared Spectrometry

I[nstrument
Cell : KBr
Slit : ¥edium
g el o e 4k,

: Hitachi 270-30 Infrared Spectrometer

e
3009 2500

290 3¢9
WAVIILMBER CM Y

2000 1309

Infrared Spectrum of Test Substance

Literature Values®
¥ave Number(cm™!)

Determines
Yave Number{cm™!)

Results

460~ 520 470~ 510
540~ 580 530~ 570
800~ 850 800~ 840
1010~1050 1000~ 1050
1080~1130 1070~1130
1390~1430 1380~ 1420
1460~ 1510 1450~ 1500
1630~ 1670 1620~ 1660
1760~ 1800 1750~ 1780
1890~1930 1870~ 1920
3100~3150 3080~ 3150

(xSadtler Handbook
by Sadtler Research
Laboratories. Inc. )



2. Gas Chromatography
Instrument:

Column:

Column Temperature:

Flow Rate:
Detector:

Injection Volume:

Hewlett Packard 38904 Gass Chromatograph
¥Yethyl Silicone({.2mm¢ X 38m)

200°C

I ml/min

FID(Flame [onization Detector)

1l

Results: Only major peak

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(min) Yajor Peak major peak)
1 92.515(Solvent peak)
2 2.955 1.00 100

3. Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated only the major peak without solvent peak.
Consequently, the test substance was identified as p-dichlorobenzene.



E.Lot no. LKL06536
1. Spectral data

(1) ¥ass Spectromelry

Instrument: Hitachi ¥-80B ¥ass Spectrometer
Ionization: El(Electron lonization)
Tonization Voltage: 70eV
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¥Mass Spectrum of Test Substance

Result:

¥olecule Weight

Calculated Value 146. 0
(calculated as C1=35.0)
Determined 146.0



(2) Infrared Spectrometry

[nstrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr
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[nfrared Spectrum of Test Substance

Literature Values”
Y¥ave Number(cm™!')

Determines
Yave Number(cm™!)

Results

460~ 520 470~ 510
540~ 580 5330~ 570
800~ 860 800~ 840
1010~1050 1000~1050
1080~1130 1070~1130
1390~ 1430 1380~1420
1460~1510 1450~1500
1630~1670 1620~1660
1760~ 1800 1750~1780
1890~1930 1870~1920
3100~3150 3080~3150

(xSadtler Handbook
by Sadtler Research
Laboratories, Inc.)



2. Gas Chromatography
Instrument:

Column:

Column Temperature:

Flow Rate:
Detector:

Injection Volume:

Hewlett Packard 58904 Gass Chromatograph
¥Yethvl Silicone({.2mm¢ X 38m)

200°C

1 ml/min

FID(Flame [onization Detector)

1 2l

Results: Only major peak

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(min) ¥Yajor Peak major peak)
1 2.517(Solvent peak)
2 2.957 1.00 100

3. Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated onlv the major peak without solvent peak.
Consequently, the test substance was identified as p-dichlorobenzene.



F.Lot no.LKF1793
1. Spectral data

(1) ¥ass Spectrometry

Instrument: Hitachi ¥-80B Yass Spectrometer
lonization: EI(Electron lonization)
[onization Voltage: 70eV
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Yass Spectrum of Test Substance

Result:

Yolecule Weight

Calculated Value 146.0
(calculated as €1=35.0)
Determined 146. 0
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10



(2) Infrared Spectromeiry

[nastrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : Medium
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Literature Values”

Yave Number(cm™ ')

460~ 520 470~ 3510
540~ 580 930~ 570
800~ 860 800~ 840
1010~1050 1000~1050
1080~1130 1070~1130
1390~ 1430 1380~1420
1460~1510 1450~1500
1630~1670 1620~ 1660
1760~ 1800 1750~ 1780
1890~ 1930 1870~1920
3100~3150 3080~3150

(xSadtler Handbook
by Sadtler Research
Laboratories, Inc.)



2. Gas Chromatography

[nstrument: Hewlett Packard 5890i Gass Chromatograph
Column: ¥Yethvl Silicone(0. 2mm¢ X 38m)

Column Temperature: 200°C

Flow Rate: 1 ml/min

Detector: FID(Flame Ionization Detector)

[njection Volume: I el

Results: Only major peak

Retention Time AREA
Retention Relative to (percent of
Peak Yo. Time(min) Yajor Peak major peak)
1 2.517(Solvent peak)
2 2.958 1. 00 100

3. Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated only the major peak without solveni peak.
Consequently, the test substance was identified as p-dichlorobenzene.



G. Lot no. ¥DQQ425
1. Spectral data

(1) HYass Spectrometry

[nstrument: Hitachi ¥-80B ¥ass Spectrometer
[onization: EI(Electron lonization)
Ionization Voltage: T0eV
[=)
€
100873
1 2
50 4 2 A
3 o
] ~
3 o
-‘ =<3
™
h b ;
3 ll il B
4 L dift H
Is] e ASEETZaasT T T T n T
s} 100 200

¥ass Spectrum of Test Substanca

Result:

¥olecule ¥Weight

Calculated Value 146.0
(calculated as C1=35.0)
Determined 146.0

20



(2) Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit ¥edium
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Infrared Spectrum of Test Substance

Literature Values*®
Yave Number(cm™?!)

Results Determines
¥ave Number(cm™!)

460~ 520 470~ 510
540~ 580 530~ 570
800~ 860 800~ 840
1010~1050 1000~1050
1080~1130 1070~1130
1350~ 1430 1380~1420
1460~ 1510 1450~1500
1630~ 1670 1620~ 1660
1760~ 1800 1750~ 1780
1830~1930 1870~1520
3100~3150 3080~3150

(xSadtler Handbook
by Sadtler Research
Laboratories. [nc. )



()

Gas Chromatography
Instrument:

Column:

Column Temperature:

Flow Rarte:
Detector:

Injection Volume:

Hewlett Packard 58904 Gass Chromatograph
¥ethvl Silicone(0. 2mm¢@ X 38m)

200°C

1 ml/min

FID(Flame [onization Detector)

1zl

Results: Only major peak

Retention Time AREA
Retention Relative 1o (percent of
Peak No. Time(amin) Yajor Peak major peak)
1 2.517(Solvent peak)
2 2.957 1.00 100

Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated only the major peak without solvent peak.
Consequentlyv., the test substance was identified as p-dichlorobenzene.



H. Lot no. ¥DK0032

1. Spectral data

(1) ¥Yass Spectromertry
[nstrument:

lonization:

Hitachi

¥-80B Yass Spectrometer

ElI(Electron Ionization)

Tonization Voltage: T0eV
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Yass Spectrum of Test Substance

Result:

Calculated Value

100

¥olecule Weight

146.0

(calculated as C1=35.0)

Determined

146. 0

15

10



(2) Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr

: ¥edium

3000 2300 09 1300

VNS 1200
VWAVEIRMBER CM

Infrared Spectrum of Test Substance

Literature Values”
Yave Number(cm™')

Results Determines
¥ave Number(cm™ ')

460~ 520 470~ 510
540~ 580 530~ 570
800~ 860 800~ 840
1010~ 1050 1000~1050
1080~1130 1070~1130
1350~ 1430 1380~ 1420
1460~ 1510 1450~1500
1630~ 1670 1620~ 1660
1760~ 1800 1750~ 1780
1890~ 1930 1870~1920
3100~3130 3080~3150

(xSadtler Handbook
bv Sadtler Research
Laboratories, [nc.)
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Gas Chromatography
Instrument:

Column:

Column Temperature:

Flow Rate:
Detector:

Injection Volume:

Hewlett Packard 58904 Gass Chromatograph
¥ethvi Silicone(0.2mmé X 38m)

200°C

I nl/min

FID(Flame I[onization Detector)

Il 2l

Results: Only major peak

Retention Time AREA
Retention Relative to (percent of
Peak No. Time(min) Yajor Peak major peak)
I 2.48(Solvent peak)
2 2.927 1. 00 100

Conclusions:The result of the mass spectrum agreed with the calculated value
and the infrared spectrum agreed with the literature values.
Chromtogram indicated only the major peak without solvent peak.
Consequently, the test substance was identified as p-dichlorobenzene.



APPENDIX O 2

STABILITY OF p-DICHLOROBENZENE

(2-YEAR STUDY)



STABILITY OF p-DICHLOROBENZENE(TWO-YEAR STUDIES)

A.Lot no.CTJ0580

1. Sample storage: This lot was used from 1990.11.22 to 1990.12.19. Test substance
was stored at 5°C.

2. Infrared Spectrometry

[nstrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Slit : Medium

Results 1990. 11. 19(date analyzed) 1991.01.08(date analyzed)

Yave Number(cm™1) ¥ave Number(cm™!)

3. Gas Chromatography

460~ 520 460~ 520
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 1010~1050
1080~1130 1080~1130
1390~1430 1350~ 1430
1460~1510 1460~1510
1630~1670 1630~ 1670
1760~ 1800 1760~1800
1890~1930 1890~1930
3100~3150 3100~3150

Instrument: Hewlett Packard 5890A Gass Chromatograph
Column: Methyl Silicone({.2mm¢ X 38m)

Column Temperature: 200°C

Flow Rate: 1 ml/min

Detector: FID(Flame Ionization Detector)

Injection Volume:

1

@l



Results:Chromatogram indicated one major peak(peak No.2) and solvent
peak(peak No. 1) analyzed at 1990.11.19 and one major peak(peak No.2)
and solvent peak(peak No.1) analyzed at 1991.1.8. The new treace
impurity peak in the test substance analyzed at 1991.1.8 was not

detected.
Retention Time Area
Retention Relative to (percent of
Date Peak No. Time(min) Major Peak Major peak)
199¢0. 11. 19 1 2.517(Solvent peak)
(date analyzed) 2 2.955 1. 00 100
1991. 01. 08 i 2.515(Solvent peak)
(date analyzed) 2 2.955 1. 00 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 2 months).



B. Lot no. SAJQT701

1. Sample storage: This lot was used from 1990.12.19 to 1991.2.13. Test substance
was stored at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : ¥edium
Results 1990. 11. 19(date analyzed) 1991.02. 14(date analyzed)
¥ave Number(cm™!) ¥ave Number(ecm™?')
460~ 520 460~ 520
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 1010~1050
1080~1130 1080~1130
1390~1430 1390~1430
1460~1510 1460~1510
1630~1670 1630~1670
1760~ 1800 1760~1800
1890~1930 1890~1930
3100~3150 3100~23150

3. Gas Chromatography

Instrument: Hewlett Packard 5890A Gass Lhromatograph
Column: Methyl Silicone({. 2mm¢ X 38m)

Column Temperature: 200°C

Flow Rate: 1 ml/min

Detector: FID(Flame Ionization Detector)

Injection Volume: 1wl



Results:Chromatogram indicated one major peak(peak No.2) and solvent
peak(peak No.1) analyzed at 1990.11.19 and one major peak(peak No.2)
and solvent peak(peak No.1) analyzed at 1991.2.14. The new treace
impurity peak in the test substance analyzed at 1991.2. 14 was not

detected.
Retention Time Area

Retention Relative to (percent of
Date Peak No. Time(min) Major Peak Major peak)
1990.11.19 1 2.517(Solvent peak)
(date analyzed) 2 2. 957 1. 00 100
1990.02.1 1 2.515(Solvent peak)
(date analyzed) 2 2.955 1. 00 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 3 months).



C.Lot no. SAE1630

1.Sample storage: This lot was used from 1991.2.13 to 1991.5.1. Test substance
was stored at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Stit : Medium
Results 1991.01. 31(date analyzed) 1991.05. 01(date analyzed)
Yave Number(cm™!) ¥ave Number(cm™?!)
460~ 520 460~ 520
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 1010~1050
1080~1130 1080~1130
1390~ 1430 1390~1430
1460~1510 1460~1510
1630~1670 1630~ 1670
1760~1800 1760~1800
1890~1930 1890~1930
3100~3150 3100~3150

3. Gas Chromatography

Instrument: Hewlett Packard 583904 Gass Chromatograph
Column: Methyl Silicone(0.2mm¢ X 38m)

Column Temperature: 200°C

Flow Rate: 1 ml/min

Detector: FID(Flame lonization Detector)

Injection Volume:

1

ul



Results:Chromatogram indicated one major peak(peak No.2) and solvent
peak(peak No.1) analyzed at 1991.1.31 and one major peak(peak No. 2)
and solvent peak(peak No.1) analyzed at 1991.5.1. The new treace
impurity peak in the test substance analyzed at 1991.5.1 was not

detected.
Retention Time Area
Retention Relative to (percent of
Date Peak No. Time(min) ¥ajor Peak ¥ajor peak)
1991.01. 31 1 2.517(Solvent peak)
(date analyzed) 2 2.957 1. 00 100
1951. 05. 01 1 2.515(Solvent peak)
(date analyzed) 2 2. 955 1. 60 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 2 months).



D.Lot no.LKP0Q57

1.Sample storage: This lot was used from 1991.5.1 to 1991.8.30. Test substance
was stored at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Slit : Medium

Results 1991. 04. 02(date analyzed) 1991.09. 04(date analyzed)
¥ave Number(cm™!) ¥ave Number(cm™!)
460~ 520 460~ 520
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 1010~1050
1080~1130 1080~1130
1390~1430 1350~1430
1460~1510 1460~1510
1630~1670 1630~1670
1760~1800 1760~1800
1880~1930 1890~1330
3100~3150 3100~3150

3. Gas Chromatography

Instrument:

Column: Methyl Silicone(0.2mm¢ X 38m)
Column Temperature: 200°C

Flow Rate: [ ml/min

Detector: FID(Flame lonization Detector)

Injection Volume:

Hewlett Packard 5890A Gass Chromatograph

1

ul



Results:Chromatogram indicated one major peak(peak No.2) and solvent
peak(peak No.1) analyzed at 1991.4.2 and one major peak(peak No.2)
and solvent peak(peak No.l) amalyzed at 1991.9.4. The new treace
impurity peak in the test substance analyzed at 1991.9.4 was not

detected.
Retention Time Area

Retention Relative to (percent of
Date Peak No. Time(min) Major Peak Major peak)
1991. 04. 02 1 2.515(Solvent peak)
(date analyzed) 2 2.955 1. 00 100
1991.09. 04 1 2.515(Solvent peak)
(date analyzed) 2 2. 955 1. 00 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 5 months).



E.Lot no.LKL0658

1.Sample storage: This lot was used from 1991.8.30 to 1891.12.28. Test substance
was stored at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : Mediunm
Results 1991. 08. 20(date analyzed) 1992.01.07(date analyzed)
¥ave Number(cm™ ') ¥ave Number(cm™!)
460~ 520 460~ 520
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 1010~1050
1080~1130 1080~1130
1390~1430 1390~1430
1460~1510 1460~1510
1630~16790 1630~1670
1760~1800 1760~ 1800
1890~1830 1890~1930
3100~3150 3100~3150

3. Gas Chromatography

Instrument: Hewlett Packard 5890A Gass Chromatograph
Column: Methyl Silicone({.2mm¢ X 38m)

Column Temperature: 200°C

Flow Rate: 1 ml/min

Detector: FID(Flame lonization Detector)

Injection Volume:

1

ul



Results:Chromatogram indicated one major peak(peak No.2) and solvent
peak(peak No.1) analyzed at 1991.8.20 and one major peak(peak No.2)
and solvent peak(peak No. 1) analyzed at 1992.1.7. The new treace
impurity peak in the test substance analyzed at 1992.1.7 was not

detected.
Retention Time Area

Retention Relative to (percent of
Date Peak No. Time(min) Major Peak Major peak)
1991. 08. 20 1 2.517(Solvent peak)
(date analyzed) 2 2.957 1. 00 100
1992.01. 07 1 2.517(Solvent peak)
(date analyzed) 2 2.957 1.00 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 5 months).



F.Lot no.LKF1795

1. Sample storage: This lot was used from 1991.12.28 to 1992.5.20. Test substance
was stored at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Slit : Medium

Results 1991.12. 25(date analyzed) 1992.05.20(date analyzed)

¥ave Number(cm™?!) ¥ave Number(cm™1!)

3. Gas Chromatography

Instrument:

Column: Hethyl Silicone(0.2mm¢ X 38m)
Column Temperature: 200°C

Flow Rate: I ml/min

Detector: FID(Flame Ionization Detector)

Injection Volume:

460~ 520 460~ 520
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 1010~1050
1080~1130 1080~1130
1390~1430 1390~1430
1460~1510 1460~1510
1630~1670 1630~1670
1760~1800 1760~1800
1890~1930 1890~1930
3100~3150 3100~3150

Hewlett Packard 5890A Gass Chromatograph

1

ul



Results:Chromatogram indicated one major peak(peak No.2) and solvent
peak(peak No.1) analyzed at 1991.12.25 and one major peak(peak No.2)
and solvent peak(peak No.1) amalyzed at 1992.5.20. The nev treace
impurity peak in the test substance analyzed at 1992.5.20 was not

detected.
Retention Time Area
Retention Relative to (percent of
Date Peak No. Time(min) ¥ajor Peak ¥ajor peak)
1991.12.25 1 2.517(Solvent peak)
(date analyzed) 2 2.958 1. 00 100
1992. 05. 20 1 2.517(Solvent peak)
(date analyzed) 2 2.958 1. 00 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 5 months).



G. Lot no. ¥DQ0426

1.Sample storage: This lot was used from 1992.5.20 to 1992.9.16. Test substance
was stored at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Siit : Medium
Results 1992. 05.11(date analyzed) 1992.09.17(date analyzed)
Yave Number(cm™1!) ¥ave Number(cm™*')
460~ 520 460~ 520 \
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 . 1010~1050
1080~1130 1080~1130
1380~1430 1390~1430
1460~1510 : 1460~1510
1630~1670 1630~ 1670
1760~ 1800 1760~1800
1890~1930 1890~1830
3100~3150 3100~3150

3. Gas Chromatography

Instrument: Hewlett Packard 5890A Gass Chromatograph
Column: Methyl Silicone((. 2mm¢ X 38m)

Column Temperature: 200°C

Flow Rate: { ml/min

Detector: FID(Flame lonization Detector)

Injection Volume: 1 ¢l



Results:Chromatogram indicated one major peak{peak No¢.2) and solvent
peak(peak No.1) analyzed at 1992.5.11 and one major peak(peak No.2)
and solvent peak(peak No.1) analyzed at 1992.9.17. The new treace
impurity peak in the test substance analyzed at 1992.9.17 was not

detected.
Retention Time Area
Retention Relative to (percent of
Date Peak No. Time(min) Najor Peak Major peak)
1992. 05. 11 1 2.517(Sclvent peak)
(date analyzed) 2 2.957 1. 00 100
1992. 09. 17 1 2.517(Sclvent peak)
(date analyzed) 2 2.958 1. 00 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 4 months).



H. Lot no. ¥DK0052

1. Sample storage: This lot was used from 1882.9.16 to 1992.12.10. Test substance
was stored at 5°C.

2. Infrared Spectrometry

Instrument

: Hitachi 270-30 Infrared Spectrometer
Cell : KBr
S1it : Medium
Results 1992.09.11(date analyzed) 1992.12.10(date analyzed)

Yave Number(cm™!) Yave Number(cm™?!)

3. Gas Chromatography

Instrument:

Column: Methyl Silicone(0. 2mm¢ X 38m)
Column Temperature: 200°C

Flow Rate: 1 ml/min

Detector: FID(Flame Ionization Detector)

Injection Volume:

460~ 520 460~ 520
540~ 580 540~ 580
800~ 860 800~ 860
1010~1050 1010~1050
1080~1130 1080~1130
1390~1430 1350~1430
1460~1510 1460~1510
1630~1670 1630~1670
1760~1800 1760~1800
1890~1930 1890~1930
3100~3150 3100~3150

Hewlett Packard 5890A Gass Chromatograph

1

u©l



Results:Chromatogram indicated one major peak(peak No.Z2) and solvent
peak(peak No.1) analyzed at 1992.5.11 and one major peak(peak No.2)
and solvent peak(peak No.l) analyzed at 1992.12.10. The new treace
impurity peak in the test substance analyzed at 1992.12.10 was not

detected.
Retention Time Area

Retention Relative to (percent of
Date Peak No.. Time(min) Major Peak Major peak)
1992.09. 11 1 2.48(Solvent peak)
(date analyzed) 2 2.927 1. 00 100
1892.12.10 1 2. 48(Solvent peak)
(date analyzed) 2 2.928 1. 00 100

3. Conclusions:The results indicated that the test sabstance did not change when
stored in the dark at 5°C during this period(for about 3 months).



APPENDIX P 1
CONDETRATION OF p-DICHLOROBENZENE IN INHALATION CHAMBER

(2-YEAR STUDY)



CONCENTRATION OF p—DICHLOROBENZENE IN INHALTION CHAMBER

(RAT: TWO-YEAR STUDY)

Concentration (ppm)

Group Name Mean =+ S.D.
Control 0.0 = 0.0
20ppm 18.8 £ 0.4
Topom 74.8 = 1.0
300ppm 298.4 = 4.0

CONCENTRATION OF p—DICHLOROBENZENE IN INHALTION CHAMBER

(MOUSE: TWO-YEAR STUDY)

Concentration (ppm)

Group Name Mean = S.D.
Control 0.0 = 0.0
20ppm 19.9 £ 0.4
Fiseient 74.8 = 0.8

300ppm 298.3 = 2.8




APPENDIX P 2
ENVIRONMET OF INHALATION CHAMBER

(2-YEAR STUDY)



ENVIRONMENT OF

INHALATION CHAMBER (RAT:TWO—-YEAR STUDY)

Temperature(C)

Humidity/(%)

Ventilation Rate(L/min)

Room Air Change(tine/h)

Group Name Mean £ S.D, Mean % S.D. Mean £ §S.D. Me an
Control 23.0 = 0.3 55.2 £ 4.4 1624,7 £ 29,0 12.0
20ppn 23.0 = 0.2 53.8 =+ 1.7 1523.1 =+ 11,2 12.0
75ppn 23.6 = 0.4 50,5 * 4.3 1513,3 %= 10,9 11.9
300ppm 23.6 £ 0.5 56,7 + 3.6 1523.9 £ 11.4 12,0

ENVIRONMENT OF

INHALATION CHAMBER (MOUSE: TWO—-YEAR STUDY)

Temperature(C)

Humidity(%)

Ventilation Rate(L/nin)

Room Air Change(time/h)

Group Name Mean 4+ S.D. Mean = S.D, Mean =+ S.D. Me an
Control 23,0 = 0.3 50.5 = 2.9 743.5 *+ 5.1 12,1
20ppm 23.1 %= 0.3 48,9 + 1.8 746.9 * 6.3 12,1
75ppm 23.0 £ 0.2 50.0 + 1.8 743.8 + 5.8 12.1
300ppm 23,5 = 0.4 48,2 + 3.0 741.1 £ 8.8 12.0




APPENDIX Q 1

METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS



METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

Item Method Unit
Hematology
Red blood cell Light scattering method " X10°/u L
Hemoglobin Cyanmethemoglobin method "’ g/dL
Hematocrit Calculated as RBC X MCV/10 %
Mean corpuscular volume (MCV) Light scattering method *’ fL
Mean corpuscular hemoglobin (MCH) Calculated as Hgh/RBC X 10 V pg
Mean corpuscular hemoglobin Calculated as Hgh/Het X 10 " g/dL
concentration (MCHC)
Platelet Light scattering method "’ X10°/uL
White blood cell (WBC) Light scattering method b X 10°%/ulL
Differential WBC Pattern recognition method * %
(May— Grunwald— Giemsa staining)

Biochemistry

Total protein Biuret method *’ g/dL
Albumin BCG method ¥ g/dL
A/G ratio Calculated as Alb/(TP—Alb) *

T~ bilirubin Michaelson method * mg/dL
Glucose Enzymatic method (HK-G—6—PDH) * mg/dL
T—cholesterol Enzymatic method (CEH-COD-POD) ) mg/dL
Triglyceride Enzymatic method (GK-GPO-POD) ¥’ mg/dL
Phospholipid Enzymatic method (PLD-COD-POD) 3) mg/dL
Glutamic oxaloacetic transaminase Karmen method *’ IU/L
(GOT)

Glutamic pyruvic transaminase(GPT) Karmen method * 10/L
Lactate dehydrogenase (LDH) Wroblewski— LaDue method IU/L
Alkaline phosphatase (ALP) GSCC method ¥ 10/L
v —Glutamyl! transpeptidase (G—GTP)| L— v —Glutamyl—p—nitroanilide substrate IU/L

method *’

Creatine phosphokinase (CPK) GSCC method ¥ IU/L
Urea nitrogen Enzymatic method (Urease -GLDH) ¥ mg/dL
Creatinine Jaffe metod ¥’ mg/dL
Sodium Flame photometry *’ mEq/L
Potassium Flame photometry *’ mEq/L
Chloride Coulometric titration *’ mEq/L
Calcium OCPC method 3) mg/dL
Inorganic phosphorus Enzymatic method (SPL-PGM-G—6—PDH) * | mg/dL

Urinalysis
pH,Protein,Glucose,Ketone body,
Bilirubin,

Occult Blood,Urobilinogen

Urinalysis reagent paper metod ®

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

5) Ames reagent strips for urinalysis (Multistix,Uro— Labstix : Miles Sankyo Co.,Ltd.,Japan)
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UNITS AND DECIMAL PLACE

FOR HEMATOLOGY AND BIOCHEMISTRY

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY Red blood cell 2 X10%/ul
Hemoglobin 1 g/dL
Hematocrit 1 %
MCV 1 fL
MCH 1 Pg
MCHC 1 g/dL
Platelet 0 X 10%/ u L
White blood cell 2 X 10%/ ul
Differential WBC 0 %
BIOCHEMISTRY Total protein 1 g/dL
Albumin 1 g/dL
A/G ratio 1 —
T-bilirubin 2 mg/dL
Glucose 0 mg/dL
T-cholesterol 0 ng/dL
Triglyceride 0 ng/dL
Phospholipid 0 mg/dL
GOT 0 1U/L
GPT 0 IU/L
LDH 0 1U/L
ALP 0 1U/L
G-GTP 0 1U/L
CPK 0 1U/L
Urea nitrogen 1 mg/dL
Creatinine 1 mg/dL
Sodium 0 mEq/L
Potassium 1 nEq/L
Chloride 0 nEq/L
Calcium 1 mg/dL
Inorganic phosphorus 1 mg/dL




